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MINUTES 

COr~1ERCE COMMITTEE - NEVADA STATE LEGISLATURE - 58TH SESSION 

April 16, 1975 °"11 0 ,...,...,7 
t,i.:, 

The meeting was called to order by Chairman Robinson at 3:30 P.M. 

MEMBERS PRESENT: Mr. Benkovich 
Mr. Demers 
Mr. Getto 
Mr. Harmon 
Mr. Hickey 
Mr. Moody 
Mr. Schofield 
Mr. Wittenberg 
Mr. Chairman 

MEH~ERS ABSEN'l': None 

SPEAKING GUESTS: Assemblyman Coulter 
Barbara Silberling, Nevada Consumers League 
Joe Lawler, Consumers Affairs Division 
James F1mun<.lson, representing Food Commissioner 
George Bennett, State Board of Pharmacy 
Minor Kelso, Title XIX 
Janice Goodhue, citizen 
Wally Roanhaus, Division for Aging 
John Kimball, Commission on Aging 
Elliot King, pharmacist 
Robert C. RoJgers, The Upjohn Company 
Joe Foley, Southern Nevada Chapter of the America1 

Institute of Architects 
Clinton ~~oster, Nevada Association of Architects 
Jack McCulloch, Nevada State Board of Architecturi 
Jim Joyce, Nevada Association of Building Designe: 
I. R. Ashleman, Nevada Association of Building 

Designers 

The purpose of this meeting was to hear testimony on the following 
bills: 

AB 436 
AB 583 
SB 283 

Also discussed were: 

The 

AB 455 
SB 84 
SB 89 
SB 213 

first bill to be heard was AB 436 which: 

Allows prescriptions for drugs designated by 
trade or brand name to be filled with less 
expensive drugs selected by generic name, 
unless otherwise specified. 
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Assemblyman Coulter spoke on behalf of this bill saying what the 
bill says is that when a doctor prescribes a drug by brand name, 
the pharmacist may make a substitution of an equivalent, lower 
priced drug. He said there is a provision in the bill that if 
the doctor objects to any substitutions, all he has to do is 
indicate on the prescription that he does not want any substitutions 
made and none will be made. He said the California Assembly passed 
a similar measure in that State on April 4 of this year by a 61-13 
vote and at the same time a court suit has been filed which would 
seek to overturn the anti-substitution law in the State of California. 
Mr. Coulter submitted to the Committee a copy of an article in favor 

.. Qt <i:r.l!g. ~1Jl;>$,_tj. tut),on taken from the Sacramento Bee a copy of which 
is enclosed {Exhibit 1). 

Mr. Coulter also submitted a list of manufacturers and distributors 
of drug products listing various drugs produced by several manufacturer 
at different prices a copy of which is enclosed {Exhibit 2). 
The Nevada Consumers League in 1972 made a survey of drugs in Nevada 
and they found that identica: doses of identical drugs varied as 
much in price as 567%. 

Mr. Coulter went on to say that many of the questions on substitution 
focus on what the Federal Government is going to do. He said former 
HEW secretary, Casper Weinberger, went before a Senate Committee and 
said that within a few years drug substitution would be mandated by 
the Federal Government and Mr. Coulter said he has been told by 
two pharmacists associated with manufacturers that it is probably 
coming within a year ..... -

Mr. Coulter then quoted from an article in a 1973 issue of New 
Republic Magazine saying "The cost of nam·e brand labels often exceed 
the cost of the pills themselves. This is the unmistakeable conclusion 
one draws from recent studies on prescription drug industry by 
Senator Gaylord Nelson and Congressman Rosenthal. Congressman 
Rosenthal made an extensive survey in the Queens County District 
of Washington D.C. comparing prices of brand name drugs with those 
of chemical or generic equivalence. He concluded that American 
consumers are forced to pay over one billion dollars annually in 
unnecessary prescription drug costs because of prohibitions on retail 

· advertising, over-protective patent laws, promotional expenditures 
by industry and unreasonable markups". 

In California, they estimate that the passage of their drug substitutio 
law will save the consumer $45,000,000 every year. Mr.Coulter added 
that he did not think the amount would be so great in Nevada but he 
did think it would be in the hundreds of thousands of dollars. He 
felt this bill would result in much savings for the Nevada consumer 
particularly senior citizens. 

He went on to quote an article from the California Pharmacist Magazine 
by Edward Fieldman, an official of the American Pharmaceutical 
Association which said: 
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"About 20 years ago, the pharmaceutical industry acting 
through its primary trade association successfully bamboozled 
the American people. Among those duped were numerous state 
legislatures, the medical profession and the pharmacy pro
fession. 'l'he American Pharmaceutical Association was so 
effectively hoodwinked that it even lent its support to the_ 
industry in advocating the enactment of various statutes 
and regulations which are co1mi1only referred to as anti
substitution laws." This official of the American Pharmaceutical 
Association went on to enumerate some of the problems involved 
with this anti-substitution. He said, "It eliminated meaningful 
price com~etition in the drug industry. For all practical 
purposes, it extended. the patent monopoly into perpetuity. 
It effectively suspended the pharmacist from functioning 
on behalf of the patients' economic interest and it eliminated 
the pharmacists' most basic professional function." 

Mr. Coulter went on to say that Casper Weinberger stated in testimony 
before the Senate and it was reported in the Congress~onal Quarterly 
that in terms of quality and therapeutical equivalence, with few 
exceptions, no significant differences among chemically equivalent 
drugs has been shown. 

Mr. Coulter then submitted to the committee a press release from 
the ~ational Research Council which is a private organization 
founded by Congress with the responsibility of advising the Federal 
Government in science ana technology. A copy of this press release 
is attached hereto (Exhibit 3). This release supported drug 
substitution. 

He went on to say that studies indicate that the national pharmaceuticaJ 
manufacturers spend a great deal of money in promoting particular 
brand name drugs. According to an article in Scientific America, 
in 1973, they spent 1.2 billion dollars that year which amounted 
to $4,000 in efforts aimed at every single doctor in the United States. 
Mr. Coulter thought this was an incredible amount of money to tell 
people that they should buy a particular name brand drug. 
He said 1.5 billion drug prescriptions were filled in 1973 which 
is a average of 20 prescriptions for every single family in this 
Country. · 

Mr. Coulter then quoted Mr. P.H. Lake, President of Eli Lilly & Co. 
who was speaking to the National Retail Druggists at their convention 
in Las Vegas in November 1974. Mr. Lake said: "For reasons that I 
shall neither defend or deny, you and I (the druggists) have not 
co~nunicated with the consumer. We have not sought out his concerns, 
his expectations, his complaint3. When questions get tough, we retreat 
to the back room, we wrap ourselves warmly in the cloak of medical 
mystic and hope the cold winds of consumer concerns and curiosity 
will blow away, but they won't, ladied and gentlemen, they simply 
won't" . 

Mr. Coulter said ·testimony may be heard that there are bad generic 
drugs on the market. He said this is probably true, but the pharmacist 
in his professional capacity should be able to handle this. 
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Mr. Coulter said he was told the State Pharmacy Association would 
not oppose this bill if a few changes were made: 

In Section 1, Subsection 2, the Association wants this 
changed to proviue that the doctor would have to specify 
that a substitution can be made rather than as the bill 
now reacts that the doctor specify they can't be made so 
there would not be the occasion when the doctor simply 
forgets to indicate no substitutions. 

In Section 1, Subsection 3, the Association would like 
this Subsection d·eleted entirely. (Subsection 3a) • They 
did not believe this could be enforceable. 

Mr. Coulter said this bill is a meaningful attempt to solve the 
problem of drug substitution. There are so few drugs that are 
not interchangeable that a list could be made up as the Federal 
Government has declared only 20-30 drugs as not interchangeable. 
Once this is done, he said, this will be mandated on the Federal 
level. He felt meaningful savings could be made in areas of 
high escalating costs for all concerned. 

Mr. Demers wondered if the Supreme Court decision involving Coca-Cola 
and Pepsi would enter into this matter as the decision held that 
if someone goes into a restaurant and asks for a "Coke", they cannot 
be given a Pepsi. They first have to be told that there is no coke, 
would they like a pepsi. Mr. Coulter did not know if this case would 
be applicable in this situation 

Chairman Robinson wondered about .the control there would be on, for 
example, drugs coming in from outside the Country. Mr. Coulter said 
the decision would be up to the oharmacist and that this bill does 
not mandate him to do anything .. He may choose not to make any 
substitutions. He felt this bill might force the pharmacist to 
act more in his official capacity. He said the pharmacist knows more 
about the different drugs than a doctor. This would get the doctor 
and the pharmacist working together to get the best drug for a 
patient. 

Barbara Silberling then spoke on behalf of the Consumer League of 
Nevada in favor of this bill saying it would reduce the price paid 
by the consumer and commented that the pharmacist should be able 
to choose the kind of drug he dispenses. She suggested the use of 
a formulary of drugs as is presently being used in the State of 
Massachusetts. She suggested a language change in Section 1, 
Subsection 1 on line 7 after the word "strength'' adding the language 
"aQd therapeutic equivalent to". Therapeutical equivalence is 
defined as chemical equivalence which, when administered to the 
same individual in the same dosage regime, will provide essentially 
the same efficacy and/or toxicity. This change would give the 
consumer assurance as to the reliability of substitution. 
Ms. Silberling's complete testimony is attached hereto (Exhibit 4). 
She also said language should be added in Section 1, Subsection 
2 providing "in his own writing" be inserted into this section. 
She said that the Women's Lobby would concur with this written 
statement submitted by Ms. Silberling. 
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Mr. Joe Lawler of the Consumer Affairs Division then spoke saying 
the Consumer Affairs Division supports AB 436 relying on·the 
expertise of the professionals involved to maintain the quality 
control of prescription drugs and dispensing them at the lowest 
possible price to the consumer. 

Mr. Benkovich wondered how much say a pharmacist in a retail store 
has in the drugs purchased for the pharmacy. Mr. George Bennett 
answered this question saying the manager or owner of the store 
determines what will be ordered and the employee may not have any 
input into the ordering at all. 

Mr. Bennett then came before the committee to testify on this bill 
commenting that the State Board of Pharmacy is a consumer board, 
it is empowered by the Legislature to protect the consumers of 
the State. He said the Board is opposed to AB 436 because they 
feel it is contrary to the welfare of the patient. He said the 
Food arrlDrug Administration does not inspect drug manufacturers 
pri~r to their operation. He said existing plants operate under 
the good practices of the FDA which are woefully inadequate and 
are in the process of revision by the FDA. He said the major 
drug manufacturers have much more stringent quality controls than 
either the FDA or the USP requirements. The USP is the official 
book that sets the standards for potency, etc. of the drug products 
and the FDA enforces those standards. Mr. Bennett commented on 
the equivalency of drugs with an example of a certain company which 
encased one of their drugs in a capsule which took seven days to 
dissolve in the stomach. The drug itself was equivalent but there 
was a difference. 

• I!..,. 

He went on to say that the ·average person thinks the FDA certifies 
all the drugs. This is far from true. The FDA only certifies four 
categories of drugs in all batches. These categories are insulin, 
biologicals (such as vaccines and anti-toxins), antibiotics and 
digoxin. There are very few generic manufacturers in these catagories 
because for the difficult process involved and the fact that there 
is not very much money in it. Many of the biologicals are made 
by only one company as a public service. The only category where 
generics are strong is antibiotics and digoxin. This is a big field 
and much money involved. Recently the FDA, because of complaints 
from hospitals and patients and doctors took an.unusual step and 
decided to test all of the digoxin presently on the market by 36 
companies. 33 of the 36 companies products failed the FDA's test. 
The Office of .,TechnoJ.ogy.··. Assessment which is an. arm of Congress 
which studies matters which have a technological impact concluded 
after studying the generic drug issue that the current standards 
and regulatory practices to no insure bioavailability. The Fact 
Sheet of the Office of Technology Assessment is attached hereto 
(Exhibit 5) . 

Mr. Bennett also submitted to the committee a copy of a letter 
from the legal counsel of the FDA stating that the FDA realizes 
that their good manufacturing practices are inadequate. A copy 
of this letter is attached hereto (Exhibit 6). Mr. Bennett said 
that what it boils down to is that at the present time and under 
the present budget of the FDA which is approximately $200,000,000, 
they simply cannot insure that generic drugs are bioequivalent. 
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Mr. Bennett said that until the day that the FDA can assure that 
generic drugs are bioequivalent, the Board feels the substitution 
of generic drugs is not in the best interest of the consumer. 

He said although the Board is not too interested in price as they 
are in quality of service and products, if all drugs were prescribed 
generically today, the INS Service which is the national prescription 
products, stats that there would be a savings of 6.78%. The average 
prescription in this country is about $5.00. This means by generic 
drug, you might pay $4.65. He also commented that the Board could 
not possibly police the generic prescribing mentioned in AB 436 
unless perhaps this was referred to the Finance Committee for the 
approprration of the· $2', 6i.Ht-, 0'0'0' la·boratory. He c·i ted· the example 
that a diamond and a chunk of coal are generically equivalent. 

With regard to recalls, the number of recalls is about the same for 
the major companies as for the generic manufacturers. However, 
10% of the companies produce approximately 90% of the drugs. The 
remainder are produced by the small companies. He .said many generic 
drugs are as good as or even superior to brand names. He said he 
was not trying to say generic drugs were bad per se. He did not 
believe, however, that any pharmacist or doctor could pick a generic 
drug from a generic drug house and say possitively that that drug 
is as good as the brand name. Until a drug is tested, there is no 
way of saying this. The small amount of savings does not seem to 
justify risking the health and welfare of a patient. He added that 
there is nothing to stop a druggist from charging just as much for 
a generic drug as a brand name one~ Also, some of the more expensive 
generi--:s cost more than some of the brand names. He felt that if 
the quality control and the good manufacturing practices were 
enforced in the future, many generics will cost more than brand names 
because many of the smaller companies simply don't have the background 
or technological know-how to have the proper quality control as the 
larger more experienced companies do. Quality control costs money. 
He said the major companies spend $4,000 to $5,000 per doctor each 
year. This is not simply to tell them about the brand name, but to 
detail the doctor about many things about the drug. Many major 
companies also produce generics. 

Mr. James Edmundson of the State Food and Drug Commission then spoke 
on this bill saying that the Commission does not at this time have 
the personnel or the facilities to check the equivalence of drugs 
in order to enforce the provisions in this bill. He thought a good 
start would be the $2,000,000 necessary for a laboratory and over 
and above that, the personnel to staff it. He said under Chapter 
585 of the NRS, his department would have the responsiblity of the 
enforcement of this bill. He said it would require a great deal of 
study to determine what would be needed for this laboratory. Mr. 
Bennett said he did file a fiscal note for Section 3, a and b of 
AB 436 as he felt in order to police this bill, it would require 
a full time inspector state-wide and also hired ''shoppers". The 
fiscal note calls for $25,000 in 1975-76 and in 1976-77 and continuing. 

Minor Kelso, Title XIX, then spoke in opposition to this bill saying 
the most important issue was the question of reliability. If it 
was reliable, Title XIX would be in favor of the bill. The FDA has 
not designed or implemented controls that are routinely exercised by 
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many reputable companies. One of the problems is that there is nothing 
on .the generic package that the druggists see that tells him that the 
product will reliably perform under some kind of a national standard. 
Therefore, you would be placing a huge burden on the individual 
pharmacist that he is not prepared to meet. If the Federal Government 
W0!1ld index generics in terms of reliability, then he felt they would 
be in a position to accept substitution. He said as he understands it, 
once chemical composition of equivalence has been established, this is 
where similarity ends. Other factors such as compacting, heating, 
mixing, storing, aging, refrigeration, sampling, batch control, etc. 
all enter into whether this drug will have the same affect each time 
it is used by a person. H@ said that at a point in time after the 
reliability of generics has been established of generics, that some 
bill like this should be enacted, but until then, he did not believe 
such a measure should be effected. He felt controls should come first. 

Janice Goodhue then spoke in support of this measure stating she felt 
it was a break for the consumer. She submitted to the committee an 
article from Consumer Reports. This article is attacued hereto 
(Exhibit 7) . 

Wally Roanhaus of the Division of Aging Services spoke in favor of 
the bill saying elderly people just don't have the money to spend 
and if generic drugs can be purchased for less, it would help the 
senior citizens in this State. He said by the year 2000, over 
50% of the population may be 65 years of age or o~der and these 
people are the largest purchasers of prescription drugs. When 
asked if he felt there were sufficient safeguards, he commented if 
the drugs are presently being sold daily and over the counter, he 
could see no problem but if there are problems, he felt the drugs 
should be proved first. 

Mr. John Kimball representing the Commission on Aging testified in 
favor of this bill and submitted a petition of people also in support 
of AB 436. This petition is attached hereto (Exhibit 8). 

Mr. Elliott King who is a pharmacist then spoke representing the 
pharmacists of Nev~da. He was opposed to AB 436. He said there is 
nothing that a pharm~cist has at his disposal today that he can 
use to distinguish what represents the quality or lack of quality 
or how a pill will react,orthetoxicity of a drug. It is not printed 
on the label. The only thing he has to rely on is the reputable 
manufacturer. There are different standards for drugs in different 
countries. He spoke about malpractice and that it would become a 
way of life for the pharmacist with the adoption of generic dispensing. 
He said when a pharmacist dispenses a brand name drug, the reputation 
of that drug is on the line and the manufacturer will back up anything 
that goes wrong with it. However, if a drug is imported or from one 
of the "slack" houses in this country, he felt the pharmacist would 
be strictly on his own. He would have to increase his liability 
insurance in order to settle his own cilaims. He also said that by 
the time the generic houses are brought up to standards, generic 
drugs would cost more than brand name drugs. He said until controls 
are set up, he thought the expert - the physician - should make the 
decision of what drugs should be administered. 
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Mr. Elliott King also commented on the instance when a person 
comes into a hospital unconsious or comatose from an overdose 
or toxic reaction to a drug, it is impossible to identify a 
drug that comes from a generic house beca3se they have no 
labeling or identification. All major manufacturing houses 
have codes on the bottle so you can determine what has been 
taken. 

With regard to saving money, he said it was a known fact that 
when Alberta Canada went to substitution, the cost of the average 
perscription went up. He added that the major drug manufacturers 
are inseected.by the FDA a cou~le times a year and the inspectors 
are in and out al! fh~ ti~~ but this is not the case with the 
small manufacture who could go in and out of business before an 
inspector ever inspected him. 

With regard to Mr. Lake's comments referred to by Mr. Coulter, 
Mr. King did not feel he was referring to hoping we could close 
our eyes to everything and.the winds would blow away consumer 
complaints, but rather that the public should be made aware of the 
good deal they are getting in American medicine today because 
we have the best medical practices in the world. 

He said the drug companies are the ones who keep doctors informed 
of all the new drugs and if this was not the case, doctors would 
still be prescribing drugs that came out years ago instead of the 
newer and better ones we have today. Part of the $4,000 to $5,000 
referred to earlier spent by major drug manufactures is used to 
educ~te doctors on new drugs and for edification as to the side 
effects and benefits of a drug and what a ~~ug will and won't do. 
They also do this with the pharmacists. He.said he is called 
upon weekly by detail men from the major drug manufacturers but 
he has never seen anyone from a generic house. 

Mr. Bob Rodgers from the Upjohn Company then spoke in opposition 
to AB 436. He quoted Mr. Alexander Schmidt, the Commissioner of 
the Food and Drug Administration, who said in a speech before 
the U.S. Pharmaco~eial Convention on March 22: 

"'l'ne implication is clear. 'l'oday the FDA cannot assure 
the uniform yuality of drugs on the market because the 
system relies on a set of standards that are outmoded!! 
Unless the U.S.P. gets its house in order and rejuvenates 
their standards, the FDA will be forced to come up with 
their own set of standards." 

He submitted the full statement of the Commissioner to the Committee 
which is attached hereto (Exhibit 9). He also read and submitted 
to the Committee an excerpt from The Washington Forum, Inc. Forum 
Notes which is attached hereto (Exhibit 10). This excerpt spoke 
to the inabilities of the FDA which was "routinely allowing shipments" 
of generic drugs which have not received approval of Abbreviated 
New Drug rl~plications. This Abbreviated New Drug Application System 
in effect allows a company to market a drug without going through 
the extensive New Drug Ap~roval system as long as the original, 
equivalent product has been cleared through the Drug Efficacy Study 
Implementation review. Under the ANDA system, a company does not 
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have to wait for its application to be cleared; 
marketing as soon as the application is filed. 
quasi-legal. FDA considers it a stop-gap until 
setu~ is finalized. 

it can begin or contin 
The system is 
its drug monograph 

Mr. Rodgers said two years ago Upjohn became very involved in 
looking at the bioinequivalence of drugs. They pezused literature 
to see how much documented evidence was available. They found 
73 generic drugs in their first look and of these 73, there are 
370 published article8 of inequivalency. There were 20 documented 
studies on digoxin alone which is used by heart patients which 
showed bioinequivalency. He submitted this list to the committee 
amt i:s-- atta-ehed- he-r-eto- (Bx·td:hi-t 11}. 

He went on to say that the Bureau of Labor's statistics show that 
since 1963, of all health care providers, the prescription drug 
prices are the only ones that show a minus 1.8 on a standard 
scale of 100. The cost of prescriptions have gone down and have 
remained more stable than any other health care facility. A copy 
of these statistics and a related article is attached hereto 
(Exhibit 12). 

He then spoke about the difference in prices for the same drug 
using arithramycin as an example. One company may sell it for 
$9 while another may sell it for $3. He said the reason for this 
is that the company manufacturing it and selling it for $9 has 
probably been asked by a major manufacturer to make it and the 
major company probably has their quality men there and this drug 
must be made to their specifj~ations. The company selling it for 
$3 may not have any quality standards therefore the cost of 
production is reduced and he sells the drug for less. This 
company.may not be interested in quality control as long as it 
meets the u.s.P. which is below standard or out-moded standards. 

He cited an example with Upjohn when they asked a company to produce 
nitrofurantoin for them. Upjohn set up the specifications for the 
laboratory contracted to make it for them and the product went on 
the market and distributed about $1,000,000 worth of the product. 
About 3 months later, out quality control people had been checking 
the batches constantly and suddenly the curve of demonstrating 
a level of effectiveness flattened out to almost zero. When we 
challanged this, we discovered that what had happened is that the 
manufacturer had decided to manipulate the particle size feeling 
that this would enhance therapeutic value of the product - it 
enhanced it to zero! They immediately recalled the $1,000,000 worth 
of the product. Upjohn felt it was their responsibility to do this-
not the FDA. He estimated that the establishment of standards for 
generics would be set up by the FDA approximately 3 to 5 years 
from now. When this was done and druggists and physicians could 
be sure of the reliability of a drug, the savings that would be 
experienced would not be as much as people have thought. He 
commented on the $45,000,000 that this substitution was supposed 
to save California consumers. When taking this figure and dividing 
.it by the 21,000,000 population of that State, it results in a 
$2.00 per year savings per person in California. He said in the 
State of Oregon they figured what Mr. Weinberger's proposal would 
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save each Oregonian and came up with a figure of 35¢. But the 
administration of the program for the first year would cost the 
Oregon taxpayer $150,000,000 which averages 75¢ in taxes per 
person to save 35¢ in prescriptions. 

In Kentucky, Maryland and Massachusetts where there is a semi
anti-substitution law, after two years there is no significant 
sign of savings anywhere. Alberta, Canada in 1962 passed a 
complete abolition of their substitution laws and in 1970 conducted 
a survey of equivalence of prescription prices as compared to the 
other provinces and and they found the cost in Alberta had gone up. 
Rather than the average cost of prescriptions going down, they had 
the highest ave~age prescription cost. A copy of this report is 
attached hereto (Exhibit 13). 

In answer to a question from Mr. Hickey regarding competition and 
control of the market by major companies. Mr. George Bennett 
commented that there are approximately 100 major companies and 
about 1100 smaller companies. Mr. Rodgers said there is very 
definitely competitions betFeen these major companies, not 
competition among companies that are subsidiaries of the same 
company. 

This concluded testimony on AB 436. 

Testimony was then taken on AB 583 and SB 283. 

AB 583 - Provides for certification of residential 
designers 3nder Nevada state board of architecture. 

SB 283 - Provides for certification of draftsmen 
under Nevada state board of architecture. 

The following persons wer~ present to speak on the bill: 

Mr. Joe Foley 
Mr. Jack McCulloch 
Mr. Clinton Wooster 
Mr. Jim Joyce 
Mr. I. R. Ashleman 

Mr. McCulloch spoke for this group saying they have met together 
and have arrived at compromising amendments that will satisfy each 
of them. They have decided to amend SB 283 rather than AB 583. 
Chairman Robinson said if both the designers and the architects 
are in accordance with the amendments to be placed on SB 283, 
he:asked .. thaL.these amendments be submitted to the bill drafter. 

This concluded the hearing for this date. 

With reg,ax.d,. .. ,t,Q,1 .. 0 .Ali½ 45·5· r~garding employment agencies, Mr. Getto moved 
tffat""'Amendment No. 7736 be adopted to AB 455, this was seconded by 
Mr. Demers and carried the committee. Mr. Schofield moved that 
AB 455 be "do passed as amended". This was seconded by Mr. Demers 
·and carried the committee unanimously. 
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SB 84 was then brought up before the committee. Mr. Demers moved 
"do pass" of SB 84. This was seconded by Mr. Benkovich and carried 
the committee with Mr. Getto and Mr. Schofield not voting. 

Mr. Wittenberg moved a "do pass" of SB 89. This was seconded by 
Mr. Demers and carried the committee with Mr. Schofield not voting. 

Mr. Demers moved a "do pass" of SB 213. This was seconded by Mr. 
Hickey and carried the committee unanimously. 

Mr. Demers moved that the minutes throught April 9 be adopted. 
This was seconded by Mr. Wittenberg and carried the committee. 

The meeting was adjourned at 6:15 P.M. 

Respectfully submitted, 

Joan Anderson, Secretary 

Note: Additional miscellaneous attachments regarding AB 436 
submitted to the committee at this hearing have been compiled 
under 3eparate cover. 

•o•• . 
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designers under Nevada state board of architecture. 

Provides for certification of draftsmen under 
Nevada state board of architecture. 
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co~~1ERCE COMMITTEE 
LEGISL.r,:tro:J j'\f.'TTO:! 

DATE April 16, 1975 

SUBJECT AB 455 - Revises law governing private employment agencies. 

----------------------------------------------------------------------------------------------------------------
MOTION: 1. Adopt Amendment No. 7736 X 2. Do pass as amended X 

Do Pass Amend Indefinitely Postpone Reconsider -

Moved By 1. Getto 2. f:fonofTeld ------------- Seconded By 1. Demers 2. Demers 

A~1ENDMENT: 

!•1oved By Seconded By 

AMENDMENT: 

Moved BY Seconded By 

------------------------------------------------------~-------------------
MOTION 

VOTE: Yes No Yes No Yes 

Robinson X --Harmon X --Demers X -Hickey X -- --Moody X 

Schofield X 

Wittenberg X 

Benkovich X 

Getto -x-

ORIGINAL MOTION: Passed ·X Defeated Wi thclrawn 

AMEIJDED & PASSED AMENDI:f! & DEFEl\'I'ED 

AMENDED & PASSED AMENDED & DEFEATED 

--------------------------------------------------------------------------
Attached to Minutes April 16, 1975 
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CO.M.!~-lERCE COJYt.MITTEE 
LEGISL.i\'I'IO?.J i\C:TTO:! 

DATE April 16, 1975 

SUBJECT 

!-4OTIO'N : 

Do Pass 

Moved By 

!-loved By 

AME!'-:Dr,1ENT: 

~oved BY 

.VOTE: 

Robinson 
Harmon 
Demers 
Hickey 
Moody 
Schofield 
Wittenberg 
Benkovich 
Getto 

SB 84 - Clarifies unlawful acts and increases _penalties 

relating to architecture. 

X Amend 

Demers 

Yes 

X 
X 

X 

X 

MOTION 

--x 

No 

Not voting--

-x-
Not voting--

Inccfinitely Postpone 

Seconded By 

Seconded By 

Seconded By 

.AMEND 

Yes No 

Reconsider 

Benkovich 

AM'END 

Yes 

--------------------------------------------------------------------------
ORIGINAL MOTION: Passed X Defeated Wi thclrawn 

AMENDED & PASSED AMENDT:P & DE.FF:J\.TED 

A..."4ENDED & PASSED AMENDED & DEFEATED 

------ ·-------------------------------------------------------------------
Attached to Minutes April 16, 1975 
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CO:t-flJ'1ERCE COMMITTEE 

LECISL.l\1.'IrnJ i',r.TIO~! 

DATE April 16, 1975 

SUBJECT SB 89 - Requires firms, partnerships, corporati9ns and associations 
practicing as architects to have registered architect in residence 
responsible for work. 

MOTIO!'-;: 

.Do Pass 

Moved By 

A~•1ENDME~T : 

Moved By 

AME?\DMENT: 

Moved BY 

X Amend 

Wittenberg 

Indefinitely Postpone 

Seconded By 

Seconded By 

Seconded By 

Reconsider 

Demers 

---------------------------------------------------------- .---------------
MOTION ~.MEKD A~-!LND 

·VOTE: Yes No Yes No Yes ~10 

Robinson X --Harmon X -- -- --Demers X 

Hickey - -- - -- --X . - - - -Moody X 

Schofield ~votin~ - --
Wittenberg -- -- - -- -X - -- --Benkovich X 

Getto -x-

--------------------------------------------------------------------------
ORIGINAL MOTION: Passed X Defeated vii thclrawn 

AMENDED & PASSED AME!'JDI'.P & DEFEJ\.TED 

AMENDED & PASSED AMENDED & DEFEl\'l'ED 

--------------------------------------------------------------------------
Attached to Minutes April 16, 1975 
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DATE April 16, 1975 

CO.Mc11'1ERCE COMMITTEE 

LEGISLl\TIO~J Ar.Tim! 

SUBJECT SB 213 - Increases penalty for furnishing a dangerous drug without 
a prescription and requires pharmacist to sign r.is name or initials 
on record for each refill of dangerous drug prescrjptjon. 

MOTIO?-l: 

Do Pass 

Moved By 

A.:'1ENDME~T : 

Moved By 

Moved BY 

VOTE: 

Robinson 
Harmon 
Demers 
Hickey 
Moody 
Schofield 
Wittenberg 
Benkovich 
Getto 

X Amend 

Demers 

MOTION 

Yes 

X 
X 

X 
X --X 

-x 
--x-
--x-
-x-

No 

Indefinitely Postpone 

Seconded By 

Seconded By 

Seconded By 

.AMEND 

Yes No 

-- -
--

-
-- -

Reconsider 

Hickey 

Ar-ff:'ND -
Yes !'lo 

--
--
--

-
---------------------------------------~----------------------------------

ORIGINAL MOTION: Passed ·x .. ::feated vii thc1rawn 

AMENDED & Pi\SSED AMENDrn & DEFEATED 

AMENDED & PASSED• AMENDED & DEFEATED 

--------------------------------------------------------------------------
Attached to Minutes Apri J 16, 1975 
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ne1J)sfroni the NATIONAL RESEA I{ ~J l ClrN(: 1

0
~

0
; 

The i\'alional Jlrsearcl, Council !l'as orf1ani:nl by the Naliomd Jradn11y of Science.~ in 1!JJ(; in <H'9#\11!wu/e fo,· . 
a broader parlici1mtior1 hy American scicrilisfs and cnuinars in the iwt/{ of th~ ikmlrmy. The ltcmiNny u•e;.~ dttcrterr<l 

• 

. l,v Conqr:es.~ in /8fj,'{ as a prfrale orgm1i:11lion with <L responxibilify for rirlri~inf/ll)e J.'.~l<lort'l'tmtent 
. · · in scie;1ce wultech1iolor1.Y- Sina this fl?sponsibilily is now .~hared with tire Nali<>nal ;rh:a<lerny t'if E11ni11eetit1g, 

organized in 1!)(i!, under the original ,\'AS charier, the Research Council serl'CS, in effect, as <tn opcratina tl(J~Y Jnr lmtli (l{ClHiemie~. 

!!IO.I C::ONSTlTUTION :\ VE:"< U E, N. W ., WASHINGTON, D.C. !!(Hlll 

For further information call 
Harry Weiss~ (202) 389-6511 

DRUG BOARD URGES CHANGE INDRUG SUBSTITUTION LAWS 

FOR RELEASE:. P.M. 's, Tuesday, January 21, 1975 

\:lASHINGTON--A physician should be required to give to,or explicitly 

withhold from, the pharmacist the .option of substituting one brand of a drug he 

prescribes for another brand of the same drug--an option which coul.d fat many cases 

provi4e the same treatment at lower cost--according to a resolution of the National 

Research Council's Drug Research Board (DRB). 

This "substitution" option is allowed by law in only two states:--Florida 

and Michigan, In al.1 others it is illegal for a pha~macist, without checldng_ with the 

prescribing physician, to replace one brand with another even if both brands ara known 

by the pharmacist to have been made in the same laboratory and even if one· costs 

substantially less than the other, the DRB said in a b?.~1¾:ground statement accompanying .. 
its resolution. 

The. DRB. pointed out that "no inherent reason" exists for. cho,o,;idng; .. thi more 

expensive drug product simply because of brand-name familiarity. In the absence of any 

data indicating the substituted drug is not equivalent, then the pharmacist is 11 in the 

best position" to make the final choice, the Board said, with cost an el~ent in. tbe 

decision. 
Following are the resolution and th.e background statement: 

WHEREAS, The patient's 
regulations concerning 
me·ans. the best product 

Resolution 
. . . 

welfare should be the ultimate goal of statutes and 
drug product selection, which in operational terms 
for the lowest cost, and 

WHEREAS, The physician must have the ultimate responsibility and authority 

··• 
in drug product selection, since he has the fullest knowledge of the patient's 
needs and responses with attendant obligation to be held accountable forhis 
selection of particular drug products, and 

-MORE-
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The Drug Nam~ Game_ 
If there ha<l been a strong enough lobby for goes to pbrsu::iding physicians that requesting 

rubbing .sticks. no. doubt we wouldn't have .. Darvon," for example, instead of its gcn.::ric 
matches today. name, '·Propoxyphenc HCl," is somehow a bet-

"Bewarc.'' the rubbing stick people would ter way of doing things. 
have tri!:d through the halls of tbc legislature. The painki11er Dan·on. according to Consum
••,jfakhe'i will burn the fingers of innocent c-hil• crs Union, wholesales for $7.10 per .hundred 
:oren, set b;;throbes on fire. start forest fires." C>ap.rn!cs. The same painkiller when it is called 

strett st'rt'i~' rntt1t'S'; ~ ffl'l~M~ -~ _.. lli~'i·YPOl!m.l 14C1 solls rc~r Sl .. 85. 
chcstratcd with enough dramatic flare, would Of the •109 drugs most frequently prescribed 
han! kept stic-k fac:tori..:s w~rking overtime and for older, lower-income patic,nts - the. average 
us. rubbing. price ·,1.·hen as~:ed for by brand name is $·-l.11; · · 

Powerful drug m;mufacturers haYe some of . when asked for generically, it is $2.02. . · 
their top lcgislo.tiYc pl'rsuaders "working the It is clear who the big losers are - the one 
balls" of the State Capitol no\\" with orders to who can least Jfford it. The eldt?rly make 1:1-P 10 
defeat onreakcn two bills aimed at ending Cali- per cent of our population; they buy 23 per cent 
fornia's ,mtisubstitution laws regarding pre- of our prescription drugs. . 
scription drugs. The industry drdms brand names insure high• 

Essentialh·, the mc2sures authored bv Sen. -er chemical quality and safer biological resul!s. Gj 
A~thony Beilenson, D-Los Angeles, and 1\ssem- That scares people. ''Generics" becoim~ synony .. 
blyman Barry Keene, D-Eureka, would permit mous with "bad pills:• 
·p11armadsts to -fitl prcscriptieris ~ener·ic&Uy, us- The fa.ct is, of 6S3 drugs recalled in 1973, .291. , 
ing the same chemical compound but not neccs- were brand names. Drug snfetr is an issu~ that. 
sarily the same brand the doctor has written out must be dealt with. But it should not be aHowed 
on his pad. to muddle t:fforts to give Californians a financial 

The reason the two legislators ha,·e submitted brt>ak in the drug store. 
the biils is simple: Fil!ing prescriptions generi- The California Pharrr.iweutical Assn. -- made 
cally would sa,·e Californians millions of dollars up of druggists who knov,· the situation well -
a year. support the bills of Beiknson and Keene. 

The reason the drug manufacturers are bat- Tomorrow morning, Keene's measure comes 
tling the legislation also·is simple: Their indus- up before the Assembly Health Committee. The 
try is the second most profitable in the nation · drug manufacturers will be there in force. · 
- generic substitution would cut into those The question to be decided is gain. 
profits. Will it be the dt·ug industry"s? Or will Cal• 

Drug companies spend more than Sl billion ifornians be ginm an opportunitt to buy what 
annually on promoting their products. The bulk they need at prices that are ra;r . 

• 
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DRUG 

Propoxyphene Cmpd 
65 caps 

Propoxyphene Cmpd 
65 caps 

Tetracycline HCI 
caps 250 mg 

. Tetracycline HCI 
caps 250 mg 

Tetracycline HCI 
caps 250 mg 

Tetracycline HCI 
caps 250 mg 

Tetracycline HCI 
caps 250 mg 

·• 

MANUFACTURER 

Caribe Chemical 

·Mylan Labs 

Richlyn 

Heather Drug 

International Labs 

Rache 11 e Labs 
• 

Mylan Labs 

TabJ- IV 
(CorWJnued) 

' 

DISTRIBUTOR 

Progress Labs 
Towne, Paulsen & Co. 
violins 
West-ward 

SKF 
\✓olins 

Columbia Medical 
Richlyn 
Ladco 
United Pha rm. 

Wo l ins 
H. R. Cenci 

Fi rs t Texas Pharm. 
Stayner Corp. 

Rc1che 1 1 e Labs 
Stayner Corp. 
Towne, Paulsen & Co. 
Progress Labs 
Saron Pharmacal 

A. H. Robins 
Towne, Paulsen & Co. 
Wolins 

. Wyeth 
lnvenex 
Rexa 11 
American Pharm. 
Central Pharmacal 
Hoack Labs 

'· 

.- :- . -
·.::, ... -7"· 

AVERAGE WHOLESALE PRICE 
(le= per hundred) 

$ 
3.50/c 
2. 10/c 
3.60/c 

3.75/c 
2. 10/c 

J • 60 / C 
1. 50/c 

J. 92/ C 
2.85/c 

16. 4 7 f M,"r 
_12. 00/M"' 

2.85/c 
2.80/c 
1. 50/c 

3.25/c 
1. 50/c 
1. 92/c 
2.06/c 

* /M = per thousand 

-~ 
Cl 

El 
(::;, 

r ..,. ' 

..,.. - , 

-.... 
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-f. 
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~ :. 

I 
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DRUG 

~rythromycin Stearate 
Tzibs 250 mg 

Erythromyci:i Stearute 
Tc1bs 250 m~ . 

Erthromycin Stearate 
Tabs 250 mg 

MANUFACTURER 

Mylan Labs 

Zeni th Labs 

Abbott 

Tabl~V 
(Conti ,.d) 

' 
DISTRIBUTOH 

Towne, Paulsen & Co. 
Wyeth 
Progress Labs 
Rexal 1 Drug 
Ma 1 l i n kr od t 

. Sherry Pharm. 
SKF 
A 11 i ance 

West-vrnrd, Inc. 
Zenith Labs 
Columbia Medical 
American QuinJne 

Abbott 
Parke Davis 

AVERAGE WHOLESALE PRICE 
(le= per hundred) 

$ 8. 83 / C 
9.35/c 

9.95/c 
5.70/c 

10. 15/c 

8.30/c 
8.69/c 
8.45/c 
8.65/c 

17.39/c 
15.87/c 

------------+------------+-----------·---- -.-·----------------Pen i c i 1 Jin G tabs Biocraft H. R. Cenci Labs 
250 mg Progress Labs 

Stanlabs, Inc. 
Towne, Paulsen & Co. 
Uni ted Pha rm. 

Penicillin G tabs 
250 mg 

?enicil lin VK tabs 
250 mg 

Penicillin VK tabs 
250 m9 

Penici 1 Jin VK tabs 
250 mg 

Mylan Labs 

:· 
Biocraft 

Towne, Paulsen & Co. 
Alliance 

Progress Labs 
A. H. Robins 
Stanlabs 
West-ward 

Mylan Labs Towne, Paulsen & Co. 
Sherry Pharm. 

' John D. Copanos '& Co. To~ne, Paulsen & Co. 
McKesson Labs 
Pfizer 

3. 40/ C 

2.30/c 

' 

2. 30/ C 

6.60/c 

4.70/c 

4.70/c 
3. 50/ C 

8. 3 2/ C 

- ·--
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DRUG 

Ampici llin Trihydrate 
caps 250 m9 

Ampicillin Trihydrate 
caps 250 m9 

Chloral Hydrate· 
caps 500 mg 

-Table IV 

MANUFACTURERS AND DISTRIBUTORS OF DRUG PRODUCTS 

MANUFACTURER 

Zenith Labs 

B i.ocraf t 

R. P. Scherer 

DISTRIBUTOR 

American Quinine 
Consolidated Midland 

·sherry 
West-ward. 
Ladco Labs 

Columbia Medical 
Wol ins 
H •. R. Cenci 
United Pharmac~ut 

H. R. Cenci Lab~ 
ICN Pharmaceut 
lnvenex Pharm. 
Ladco Labs 
Life Labs 
MSD · 
Progress 
Rexa l I 
Squibb 
Stanlabs 
Stayner 
Towne, Paulsen 
United Pharm. 
A 11 i ance Labs 
Hoack Labs 
McKesson Lobs 
Purepak Pharm. 

& Co. 

,-- -

AVERAGE WHOLESALE PRICE* 
(le= per hundred) 

$ 8.00/c 
7.75/c 
4.40/c 
8. 60/ C 

6. 70/c 
6.30/c 

l J.36/c 

1. 60/ C 
l. 60 / c 

4.04/c 

5.00/c 
2.;15/c 
1. 60/c 
1 • 60 / C 

1. 75/c 
1. 48/ C 

-

-/:Average \'/holesale Price from 
1974 American Drugaist 
Red Book 
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WHEREAS, The pharmacist may, in some situations, have greater knowledge 
of drug products than other health professionals, including knowledge of 
both quality and costs, and 

WHEREAS, It is appropriate that decisions with regard to the choice of 
drug products be made by the health professional possessing the greatest 
amount of information involved in the particular selection in question, 
with the attendant accountability, therefore be it 

\ 

RESOLVED, That the physician, having selected the chemical entity to be 
used for therapy, should be required to delegate to the pharmacist, or 
explicitly to retain to himself, selection of the particular drug product 
to be dispensed and received by the patient. 

Background Statement 

Early in 1973, the DRB became interested in the question of the 
_appropriateness of existing drug antisubstitution legislation and its 
relation to the final application of knowledge concerning drugs. Initially, 
the DRB considered that the antisubstitution laws which have existed in 
almost all of the states for several decades remain appropriate at the 
present time and protect the consumer from inferior products. At that time 
G,.early 1973), a resolution strongly endorsing continua.tion of antisubstitu
tion legislation was considered by the DRB. However, subsequent meetings 
with representatives of various groups, especially the American Pharmaceutical 
Association (APhA), brought out important facts with which the DRB had not 
previ-rnsly been familiar and which it believes most of the American public 
and American physicians are not aware of. ·~.c. 

Perhaps most important is the fact that it is currently illegal for a 
pharmacist, often the last health professional to have contact with a patient 
prior to the latter's taking a prescribed drug, to substitute one brand of a 
given chemical entity for another (e.g., on the basis of lesser cost to the 
patient) even if both brands were manufactured in the same laboratory, when 
only the former brand is specified by the physician on the prescription. The 
DRB discussions concentrated on the knowledge or information, which goes into 
such decisions; and many of the discussions foc~sed on how one is to deal with 
an absence of data on bioavailability and bioequivalence. The DRB did not 
consider that the cheaper of two drug products of the same chemical entity is 
necessarily the more desirable. However, in the absence of information to the 
contrary, it is unreasonable to assume that the less expensive is less desirable. 
In essence, the res_olution finally adopted unanimously by the DRB asserts that, 
in the absence of data to the contrary, there is no inherent reason for choosing 
the more expensive drug product simply because of the familiarity of the physician 
or pharmacist with the brand name. It further asserts that the pharmacist may be 
the health professional most familiar with the details of cost, the one who has to 
deal with inventory and similar. problems, and because of these, the physician 
should either delegate to the pharmacist the right to make the choice or expli
citly reserve that right for himself • 

-MORE-
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The DRB resolution, in addition, emphasizes accountability of the 
health professionals involved--thc physician and the pharmacist--for their 
decisions. For the physician, he must be prepared to defend his decision 
to restrict the dispensed drug product to the specific brand named in his 
prescription, should l~ choose to require such a restt'iction. For the 
pharmacist, he must be prepared to defend his substitution of a claeaper 
drug product than a brand named in the prescription, should substitution 
be permitted by the physician. 

The DRB is aware that it changed its position during the calendar 
year 1973, so that the final position is almost exactly qpposite to that 
it initially considered taking on this issue. The main reasons for this 
~e- \¥0i7•et El) Le,a;r.;,r:hi-a,g, t;.l~cc1•t; a.n~ndmen,t o.f antisubstitution laws does not 
mean removing from the physician the prerogative of requiring a particular 
brand; (2) becoming aware of the data on source manufacturer of a number 
of different brands of some chemical entities (e.g., tetracycline and 
chloral hydrate, as recorded in the "Hearings before the Subcommittee on 
Small Business of the U.S. Senate, 93rd Congress, Second Session, etc., 
etc.," Part 24, February 20, 21,.March 5, and 6, 1974); (3) examining the 
relative laws recently passed by the states of Florida and Michigan. An 
important unstated aspect of this issue, however, is the conspicuous 
absence of data or information of any sort for use by the health profes
sionals in making such decisions, other than cost data. As stated above, 
however, the DRB decided that, in the absence of data indicating inequi
valence, cost would often be the deciding factor; and the pharmacist is 
oft.en in the best position to make this final choice. 

The resolution was passed unanimously by the members of the DRB with one 

abstention, that of J. Richard Crout, director, Bureau of Drugs, Food and Drug Administra

tion, whose agency has not taken an official stand on the issue. Chairman of the DRB is 

Frederick E. Shideman, head, department of pharmacology, University of Minnesota. Other 

members are Daniel L. Azarnoff ,_ professor of medicine and pharmacology, University of Kansa: 

Medical Center; James A. Bain, director, division of basic health sciences, Emory Univer

sity; Mitchell B. Balter, chief, special studies section, psychopharmacology research 

bra~ch, National Institute of Mental Health; Allan D. Bass, associate dean for biomedical 

sciences, Vanderbilt University School of Medicine; Paul Calabre~i, physician-in-chief, 

Roger Williams General Hospital, Brown University; J. Richard Crout, director, Bureau of 

Drugs, Food and Drug Administration; Victor A. Drill, director, scientific and professional 

affairs, G.D. Searle & Co., Skokie, Illinois; Robert M. Hodges, vice president, research 

and development, Parke, Davis & Company, Ann Arbor, Michigan; Hugh. H. Hussey, editor 

emeritus, American Medico.l Association,. Chicago, Illinois; Werner Kalow, chairman, depart

ment of pharmacology, University of Toronto; Thomas D. Kinney, professor of patl1ology, 

• Duke University Medical Center; Kenneth G. Kohlstaedt, professor of medicine, Indiana 

-MORE-
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• University; Emanuel M. Papper, dean, University of Miami School of Medicine; James A. 

-

• 

Pittman, Jr., dean, School of Medicine, University of Alabama; James M. Price, vice 

president, corporate research and experimental therapy, Abbott Laboratories~ North 

Chicago, Illinois; David P. Rall, director, National Institute of Environmental Health 

Sciences, Research Triangle Park, North Carolina; and George W. Thorn, physician-in

chief, emeritus, Peter Bent Brigham Hospital, Boston, Massachusetts. 

II II II 

hw: 1,6,E 1/16/75 
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Testimony of the Consumers League of Nevada 
AB 436 
Carson City • 

April 15, 1975 

In the 1974 Consumers League of Nevada Prescription Drug 
Follow-up/Rsport we recommended that a coalition of consumers 
and pharmacists review the anti-substitution regula~ion in 
Nevada and seek ways to repeal that regulation. 

It was our belief that a full review of available comment 
on the subject would have culminated in legislation similar 
to AB 436. 

0712 

We agree that generic drug usage will substantially reduce 
the cost of drugs to the consumer. We agree with the American 
Pharmaceutical Association that pharmacists should be permitted 
to select the source of supply of drugs they dispense, and that 
the pharmacist has a professional responsibility to determine 
that the drug products he dispenses are therapeutically effective. 

Consumers are interested in obtaining the highest quality 
pharmaceutical services at the lowest possible cost. A 
substitution bill speaks to this request. 

One way to prepare for substitution in the past has been the 
establishment of a public formulary, such as was done in Massach
usetts in 1971. That listing was a result of a 1970 law which 
established a drug formulary commi~sion in that state, charged 
with compiling and distributing a formulary or liE".t of brand 
and generic name drugs no longer protected by patent rights, and 
considered by the Commission to be therapeutically equivalent. 
The Massa----Chusetts formulary contains an alphabetical listing 
of more that 250 commonly prescribed brand names, each followed 
by its generic name. 

We would suggest that there be a language change in 
subsection (1) which would give consumer assurance with the_lv.~ 1 
reliability of substitution. After the word "strength".---
we would like to nave aaa~a and THERAPEUTICALLY EQUIVALENT 
to, etc. Therapeutical equivalence is defined as "Chemical 
equivalence which, when administered to· the same individual 
in the same dosage regime, will provide essentially the same 
efficacy and/or toxicity." (from the Drug Bioequivalence 
Study Panel Report, 1974). {ff v,) 

On the question of therapeutic equivalence, the HEW 
task force report of 1969 stated" ••• on the basis of available 
evidence, lack of clinical equivalency among chemical equivalents 
meeting all official standards has been grossly exaggerated 
as a major hazard to the public health." The 1974 Kennedy
Mosher Report (referred to above- Drug Bioequivalence Study 
Panel Report) states that, "although the number of instances 
of demonstrable therapeutic inequivalence is small, the problem 
is an important one, and in the case of drugs with narrow 
margins of safety, assurance of bioequivalence is vital.' 



continued Testimony AB 436 
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· We first planned to support this bill with an amendment 
• to require, as a prerequisite to enactment, the establishment of 

~\~ic formulary for Nevada. However, recalling the statement 
{APA Y of the American Pharmaceutical Association that they will assist 

states seeking legislation to allow for substitution, I contacted 
George Denmark, former President of the APbA andJC\:l.rl Roberts, 
attorney for the APhA. Although the formulary approach was 
at one time considered the best avenue, I was told that this 
has not proven to be as useful as it had orig:i,nally been hoped 
to be. According to Roberts it has been an unnecessarily 
expensive procedure and is now considered to be replaced by 
simpler, more effective approaches. It is his belief that the 
simplest, least costly way to apply the substitution concept 
is to rely on the judgment of the pharmacist. This kind of 
legislation, which is what we are considering here, has 
successfully passed in Michigan, Minnesota, Florida, and Mary
land. It is on the verge of passage in California. 

We agree with the APhA that the pharmacist should have 
11 the right to select the drug·product of the prescribed drug 
entity regardless of the brand name specified in the 
prescription, thus allowing him to act as the purchasing agent 

Ot51'7 

for the patient instead of the selling agent for the manufacturer." 

-

• 

I have heard some concern that pharmacists employed by 
chain stores often do not have a say in product selection 
from the various manufacturers. If this kind of substitution 
law is to work in the best interest of the patient, we believe 
that the pharmacist should be assured 0f protection of his 
right to use his professional j.1dgment in drug selection, 
regardless of place of employment. The products from which he 
selects to dispense must be of the highest quality. 

There is another direction possible, as demonstrated by the 
recent passage of a substitution law in Arkansas . This would 
direct itself to concerns of therapeutic equivalency. It 
requires that the state health officer develop, within 180 
days, a list from which one could nQ± substitute. If we were 
to consider this kind of action, we would like to have that 
listing compiled with imput somehow from the state pharmaceutical 
association, in addition to state or local health officer. 

You are probably familiar with the resolution from the 
National Research Council of the National Academy of Sciences, 
supporting generic drug substitution. According to their 
statement issues January, 1975, "In the absence of any data 
indicating the substitute drug is not equivalent, then the 
pharmacist is in the best position to make the final choice," 
the Board said, "with cost an element in the decision." 

It is essential that the physician be given the right to 
refuse to allow a substitution in a particular drug. 'l'his 
"override" has been a consistent factor in the legislation 
which has passed in other states. We would strongly urge that 

you add language to subsection (2) so that portion will read 
" ••• In his own handwriting." The importance of this partic
ular phrasing has been stressed to avoid such problems as 

- t~ -· 
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pre-printed prescription tablets from drug manufactu~ers 
(stating, for example, NO SUBSTITUTIONS) . 

In summary, we agree to the need for this kind of 
legislation, and support it with the recommended language 
additions in subsections 1 & 2. We believe that the 
professional responsibilities of the pharmacist to his/her 
patient include his/her right to product selection and that 
the law, properly enacted, will serve as a valid means of 
reducing the cost of health care without sacrificing the 
high standards of health care. 

Thank you for the opportunity to appear before you on 
this issue today. 

Patricia van Betten, Health Chm., Consumers League of Nevada 

.. 
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The Office of Technology Assessment is an advisory arm of t,he l}nited 
st'fi'f<!s ccrrtgtEfss. rts B°asic turiction is to help legislative policy
makers anticipate and plan for the co.nseqµences of t,e,c:hnological 
change. OTA provides Congress independent and timely information about 
the potential effects and side-effects -- both beneficial and harmful -
of technological applications. 

Established by the Technology Assessc~nt Act of 1972, (Public Law 92-484), 
OTA's mission is to examine the many ways, expected and unexpected, in 
which technology affects people's lives, The assessment of technology 
calls for exploration of the physical, biological, economic, social and 
political impacts which can result from applications of scientific 
knowledge. 

"
0 @ifk,:,cmsi:·s1:"s ·of ·a-rronp·ard·sa:n ·ccnrgl'l'l:S~fional board, compilsed of six 
Senators and six House Members, which sets policy; a Director, who also 
is a member of the board; a Deputy Director and other officers and 
employees; and a 12-member citizens advisory council, which includes as 
ex-officio members the Comptroller General of the United States and the 
Director of the Congressional Research Service of the Library of Congress. 

The chairmanship of OTA's Congressional board rotates between the Senate 
and the House in alternate Congresses. The current Board Chairman is 
Senator Edward M. Kennedy, Democrat of Massachusetts. The Vice Chairman 
is Congressman Charles A. Mosher, Republican of Ohio. 

The Director of OTA is Emilio Q. Daddario, a former Member of Congress 
who was instrwnental in the development of the Technology Assessment Act. 
The Deputy Director is Daniel V, DeSimone, a former White House science 
policy _assistant. The Chairman of the citizens advisory council is 
Dr. Harold Brown. President of the California Institute of Technology. 
The Vice Chairman is Dr, Edward Wenk, Jr., of the University of Washington. 

Early in 1974, OTA began its work for Congress by launching assessments 
in six areas; food, energy, the oceans. materials resources, health, and 
urban mass transportation. 
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OTA PANEL PROPOSES REFORMS TO ASSURE DRUG QUALITY 

Reforms in Federal regulation are needed to improve the quality and 

uniformity of the drug products available to the American people, an Office 

- of Technology Assessment study panc•l reported today. 

• 

The OTA panel issued specific recollllTlendations, involving use of the 

best available technology, to create a system in which consumers will be 

able to rely upon chemically equivalent drug products to produce equivalent 

therapeutic effects. 

Implementation of the panel's proposals, including establishment of 

an official lisi of interchangeable drug products, could lead to a reduction 

in the average cost of prescription drugs no longer covered by patents, the 

chairman of the assessment group told Congressional leaders. 

The OTA assessment, the first to be delivered to Congress,·was conducted 

by a Drug Bioequivalence Study Panel, comprised of ten leading scientists, 

under the chairmanship of Dr. Robert W. Berliner, Dean of the Yale University 

School of Medicine . 

WASHINGTON, D.C. 20510 
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The study was authorized by the Technology Assessment Board, led by 

Senator Edward M. Kennedy, Chairman, and Congressman Charles A. Mosher, 

Vice Chairman, in response to a request from the Senate Committee on Labor 

and Public Welfare's Subcommittee on Health. 

At issue before the Subcommittee is an Administration proposal to 

reimburse under the Medicare program for only the lowest priced available 

drugs deemed to be chemically equivalent under present standards. 

The OTA panel reported, however, that the present standards as they 

currently are applied and enforced are not adequate to assure that drug 

products containing the same active ingredients can be depended upon to 

produce the same therapeutic effects. 

The report cited ... studies of "a score or so of drugs in which it has 

been shown that there were differences in the concentration of the active 

ingredient in the blood following the administration of chemically equiva

lent products of different manufacturers." 

Similar unequal therapeutic effects have been noted between drugs from 

different batches produced by the same manufacturer, the panelists said. 

The OTA panel was critical of .the present manufacturing guidelines 

of the Federal Food and Drug.Administration and the current product standards 

contained in the nation's two offically recognized drug compendiums, the 

United States Pharmacopeia (U.S.P.) and the National Formulary. 

Present Federal drug standards and regulations, according to the panel, 

are not sufficiently specific as to· all steps of the manufacturing process 

and are not "in keeping with the potentialities of modern technology." 

.. 
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The Panel recommended the following reforms: 

ttSd Z 

1. Establishment of new quality control standards and manufacturing 

guidelines for drugs, utilizing the best available technology and subject 

to continuing revision as technological changes occur. 

2. Expansion of research to find improved methods of predicting the 

animals or laboratory techniques which could reduce the need to use human 

test subjects. 

3. Clarification of the Food and. Drug Administration's authority to 

require drug-makers to keep records, and to require submission of information 

needed by the FDA to set drug standards. 

4. Elimination of the grandfather clauses which exempt certain groups 

- of d~-ugs---products marketed prior to 1938 and 1962 (years when more stringent 

regulations took effect)---from current regulations. 

• 

5. Establishment of a single organization to repla~e the U.S. 

Pharmacopeia and the National Formulary, in their present form, as the 

official standard-setting organizations of the Federal Government. 

The OTA panel's final recommendation, to be accomplished when the 

above recommendations have been implemented, calls for the creation of an 

official list of interchangeable drug products. 

Such a list would enable consumers to shop for reliable drugs on a 

comparative-price basis. 

The list would be divided into two classifications. The first, which 

0 ... ;1 s· 
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could be established quickly and would include a vast majority of drugs .Q,~·13 

on the market, would consist of drugs known to produce equivalent therapeutic 

effects despite variations in patterns of absorption into the bloodstream. 

The second and much smaller class would consist of drugs for which 

evidence of precise biological equivalence is considered critical. Products 

in this category would be listed as interchangeable only after 'proof of 

their therapeutic and biological equivalence has been established. 

Staff support for the study panel was provided by Family Health Care, 
. 

Inc., Washington, D.C., under contrac~ to OTA. 

.• 
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BACKGROUND 'INFOR.'1.ATION ON ~D1BERS OF 

DRUG BIOEQUIVALEKCE STL~Y PANEL 

ROBERT W. BERLINER, M.D., Chairman. Dr. Berliner, 59, was 
named Dean of the Yale University School 
of Medicine in 1973. He also serves on the 
faculty as a professor of physiology and 
medicine. He previously was associat~d 
for 23 years with the National Institutes 
of Health, serving from 1969 to 1973 as 
Deputy Director for Science. His principal 
field of research has been kidney disease 
and renal physiology. 

FREDERICK C. ROBBINS., M.D., Ex Offi.cio. Dr. Robbins, 57, is a 
member of OTA's Technology Assessment 
Advisory Council. He has been Dean of the 
Case-Western Reserve University School )f 
Medicine since 1966. Dr. Robbins was 
co-recipient along with Doctors John F. 
Enders and Thomas H. Weller of the 1954 

LEIGHTON E. CLUFF, 

JAMES T. DOLUISIO, 

Nobel Prize in medicine and physiology, 
awarded for research involving growth of the 
poliomyelitis virus in tissue cultures, which 
led directly to the development of the Salk 
anti-polio vaccine. 

M.D. Dr. Cluff, 50 has been Chairman of the 
Department of Medicine at the University of 
Florida College ot Medicine since 1966. He 
has specialized in immunology, allergies and 
infectious diseases. He has conducted exten
sive research in the area of adverse reactions 
to drugs. 

Ph.D. Dr. Doluisio, 38, is Dean of the College 
of Pharmacy of the University of Texas at 
Austin~ From 1967 to 1973, he was Assistant 
Dean and professor of pharmacy at the Univer
sity of Kentucky College of Pharmacy. His 
fields of scientific interest include bio
pharmaceutics and physical pharmacy. 
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KENNETH L. MELMON, 

ALEXANDERS. NADAS, 

JOHN A. OATES, 
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M.D. Dr. Melmon, 39, is Chief, Division of 
Clinical Pharmacology at the University of 
California Medical Center, San Francisco. 
He is a professor of medicine and pharma
cology and a senior staff member of the 
Cardiovascular Research Institute at the 
University of California Medical Center. 
He has been a consultant with the Food and 
Drug Administration. 

M.D. Dr. Nadas, 60, a pediatric cardiologist, 
is Chief of the Cardiology Department at 
Children's Hospital Medical Center, Boston. 
Since 1949, he has been associated with the 
pediatrics faculty of the Harvard Medical 
School. He has written extensively in the 
area of congenital heart disease. 

M.D. Dr. Oates, 42, an intenist, is a pro 
fessor of medicine and pharmacology at Vander~ 
hilt University, Nashville. Winner, in 1969, 
of award for "Outstanding Basic Pharmacologic 
Investigations in Man" from the American 
Society for Pharmacology & Experimental 
Therapeutics. 

srm:EY RIEGELMAN, Ph.D. Dr. Riegelman, 52, is a professor in 
pharmaceutical chemistry a~d:Chairman of the 
Department of Pharmacy at the University of 
California College of Pharmacy, San Francisco. 
Winner, in 1970, of the American Pharmaceutical 
Association Foundation's Research Achievement 
Award in Pharmacodynamics. 

FREDERICK E. SHIDEMAN, M.D., Ph.D. Dr. Shideman, 58, is both a 
physician and the holder of a doctorate in 
pharmacology. He is a professor and Head 

MARVIN ZELEN, 

of the Department of Pharmacology at the 
University of Minnesota. He bas worked in 
the field of drug abuse with the New York 
~tate Narcotic Addiction Control Commission, 
the U.S. Department of Justice and the Food 
and Drug Administration. 

Ph.D., Dr. Zelen, 47, is a specialist in 
biometry and mathematical statistics. He is 
Director of the Statistical Laboratory and a 
leading professor at the State University of 
New York at Buffalo. From 1963 to 1967, he 
was head of the Mathematical Statistics and 
Applied Mathematics Section at the National 
Cancer Institute, NIH. 
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CONCLUSIONS AND RECOMMENDATIONS 

1 
Current standards and regulatory practices do not assure 
bi.oequivalence for drug products. 

2 
Variations in the bioavailability of drug products have been 
recognized as responsible for a few therapeutic failures. 
I.t is. prubahla t.M.t" qt;J:t~.r t.h~;-apeutic fa:Llures (or toxicity) 
of.a similar origin have escaped recognition. 

3 
Most of the analytical methodology and experimental procedures 
for the conduct of bioavailability studies in man are available. 
Additional work may be required to develop means of ~pplying 
them to certain drugs and to special situations of drug use. 

4 
It.is neither feasible nor desirable that studies of bioavailability 
be conducted for all drugs or drug products. Certain classes 
of drugs for which ·evidence of bioequi valence is critical should 
be identified. Selection of these classes should be based on 
clinical importance, ratio of therapeutic to toxic concentration 
iµ blood, and certain pharmaceutical characteristics. 

5 
Present compendial standards and guidelines for Current Good 
Manufacturing Practice do not insure quality and uniform 
bioavailability for drug products. Not only may the products 
of different manufacturers vary, but the product of a single 
manufacturer may vary from batch to batch or may change during 
storage. 

6 • 

New compendial standards for drug substances, excipients and 
finished drug products should be developed and revised on a 
continuing basis to reflect the best available technology to 
assure quality and uniform bioavailability. Appropriate 
statistical procedures should be specified to make certain 
that the purposes of the standards are objectively satisfied. 
The guidelines for Current Good Manufacturing Practice should 
be expanded to include specific descriptions of all significant 
aspects of manufacturing processes from the raw materials to 
the final product. 

• •• t-
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Additional research aimed at improving the assessment and 
prediction of bioequivalence is needed. This research 
should include efforts to develop in vitro tests or animal 
models. that will be valid predictors of bioavailability in man. 

8 
Current law requiring manufacturers to maintain records and make 
infonnat ion availabl~ t;o th~ £DA :L~t ambiguous. ox: inadequate 
ana sJ1ouid be clari':tied and strengthened. In particular, 
manufacturers should be required to submit all information 
relating the tests they conduct to the bioavailability data 
they develop in order to help provide information on the factors 
that modify the bioavailability of drug products. This information 
should be available to aid ir: the establishment of compendial 
standards. 

9 
Exemptions provided in current law for some drug products based 
on their year of introduction in relation to amendments in the 
Food, Drug, and Cosmetic Act (so-called grandfather clauses) 
have impeded improvement in the quality of these products. 
Such exemptions should be clim;_nated. 

10 
A single organization capable of setting standards adequate to 
assure the quality and uniform bioavailability of drug products 
should be established to replace the present USP and NF as 
the official standard-setting organization of the Federal 
Government. 

11 
A system should be organized as rapidly as possible to generate 
an official list of interchangeable drug products. In the 
development of the list, distinctions should be made between 
two classes of drugs and drug products: 

1. Those for which evidence of bioequivalence is not 
considered essential. and that could be added to the 
list as soon as standards of pharmaceutical equivalence 
have been established and satisfied. · 

2. Those for which evidence of bioequivalence is critical • 
Such products should be listed only after they have been 
shown to be bioequivalent or have satisfied standards of 
pharmaceutical equivalence that have been shown to assure 
bioequivalence. 
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. '1his is in rcsmnse to your letter of July 23, 197 4, relatin:J to 
tfu w:.lrK of tr~ Pancl on Drug £qui\r.:3J.ence of the Office of Tech-
0010:Jy Assesment. Your letter arrived sho..~y b2fore I left for 
vacation, and in any event ~ore Dr. Riegelrr.::m COJ.ld reply. Pc
cordingly, I delayed respon:iing until my recent return £ran vaca
. tion • 

It is, of course, .impossible for rre to verify wiutever discussion 
yo.i nEY have rod with Dr. Riegelmm at the conclusion of the 
Cl:m:,ressiorul hearing, or to verify whct.11er his oral views are 
shared l:rJ the Panel. Father tr.an discuss th:x;e issues; ti1cre£ore, 
I will sir.ply· attempt to set out my o;.m vie.-J on our legal authority: 

. . 

· As ~ letter 'fX)ints cut, there are bXJ independent rrcans by 
: · which v.e may enforce standards of safety, effectiveness, and qilality 
: up:m drugs. First, we rray e..r1force_ tJ:e official ccn;:,2r:d.i.a st:L.~--s, 
. \I.hi.ch are limited to strengt:..'1, quality, ar..d p.irity. Sco:>::d, \·,?. 1ray 

~-, .. . .. . in:le~ently enforce FD.?\. stan:::iards relating to the broader aspects 
':: · . · of sa£ ety, effectiveness, arrl quality (inclu::'iirB gco:1 rr.:liluf cJ.cturirig 

_, .. ,. .. .. : __ , practices). \•;.2 have brought nu-rcrous caurt actions using l::oth of 
:,fI•;r. :\.: : .... these aooroaches arrl have usu.allv orevailPO 
-~~: ·:·-~:-·~·:·:··: ·:!~.: ·::~:.~·-:.:~. . . . - - ! - - <. -· 

:C: infor::m:::rl the Panel thJ. t, al though the :F"'"'....A vic;-,--s G·rr? re-}' 11 .:1 tio~ 
as subst:mtive ard binding, the industry vie . .;s them c1S m2.rc guide
lines. 'IhC=re is na definitive ccurt opinion. In n-ij 09ir.ion, the 
Panel was entirely co....--rect in reo::mnc..-xling that t.1-us sh:::;-.. tld not re-

. nain a subject fQr litigation, tut rath:2.r shJuld re cLJ.riric.d b'_1 
specific Congressional enactrrcnt. .. · 

·•/.·,I also ronr.:ur ·with the Panel conclusion ~t t.~ present drug G·iP 
ti 7:cg,.1J.;:tions are in:J.deguate.: FDA h:1s b:?e.'1 in tJ:8 pro-...~ss of rc-vis

·l:1¥] them to rr.:tke 'thi3n rrore specific, wrl to inco....."'?)ratc a stricter 

~--------------·-------.........,....,......,......,...., ... ..-. ------
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starrlard of rr.:triuf.:icture. This process l:egan before the am Panel 
\.aS f arrre::1. Bc.-OJ.USe of other priorities, it sin?ly has not ct 
reen a:npleted. . . . . . I ~ :SIJ: 

Finally, I co."lCllr in the judgrrcnt of the Panel that the~ 
it:an::furas are presently i.nadc,quate. Even fufore I came to FDA, 
my kn:1.-llooge of t.'1e CCX11fY-' ... .nclial standards had led rre to conclude 
that they were quite i.riodequatc. With::Jut attct?t.i.rq to go d.::1 ... n 
each of the Pill1el conclusions and reo:xmcndations in detail, I 
WJUld CX!rtainly concur with the thrust of_ the report. I concur 
with Dr. Ricqclrr.:m tlut it is unfortunate that the ~ia do 
rot forthrightly re:cgnize that, just as FDA cm improve its r_egu-
Jr-tions, the ccr.i:...:ierrlia can i."?rove their star.:c"'til.s. - t.. 

'Ihis does not rre.m, of ccurse, that the .Arrerican drug supply is a · 
total sharrbles. The Pmerican consumer is not receiving, on a ·

11 

daily ro.sis, unsafe,· ineffective, arrl p::or quality drugs. It 
d::X?s ~, rovever, ·tr.at all of us should prai?tly take steps to 
inprove the present i::egulatory controls • 

I do rot relieve that action only by the official o::Inµ2n:lia, or 
cnly bJ IDZ'\, is the answer. If the official c:ar;,cn:lia \•;-ere to 
disregard the Pill1cl reo::nm::m::lations, the caq:-errlial st:lndards 
w:,uld l:x:x:are relatively useless for Pfil1X)ses of regulatory control.· 
Similarly, if FDA were to clis.!:'egard the issues of biocquivalence 
and G·lE' stcu-rl.ards, tt.z best co:rpendial stan:brds mig11t re ineff~--tive. 

If I were to differ fran the Panel on any issues, it might l:c with 
respect to the failure of the Panel to reassure the public arout 
the overall quality of drugs available in this country {particulrirly 
as CCll'?1,red with the· rest of the ,,orld) , and its unrealistically 
optimistic vie.v on ha.v quickly the type of \•;ork th:lt it r~.ded 
could l:e undertaken arrl canple;ted. ·Certainly, when one considers 

~ .. :,. ..• . -· .·the rrunu:er of drugs involved, the lack of r:esourccs available to 
· ... ·.;,_ .. :· · .. ~.1-,.;eo ~--,,--• J..1,.,.=, n·~i..~- o-F ~-·=-, 1 y .;_.._,........._:=n ..... ,- ,.,..~ .... ,::, ~~_._,,,.., ... .......,..._ 

· .-,.• '. • .. •.· .,:,·• • .· y~ J:'>::1~--1 f '-,&J,,- i i...Ul~ ,._ {._."""-1,~ -Ul~..1.. ~ ~ -1.- ,11:,.,,..., __ ........ .._-"',J.L,. ~£..,_ '---•• 

' ·:,·; ·: ·•. ,:··.· pctlrq priorities, the a::r.iplex.ity of rcgal.2.tory prccccdings, arri . 

.. ------- -· ·---- ··-. 

~ ti.11e rcquirCT¥211ts for due process of law, the suggestion tlnt 
. the ,;.,'Ork could re cx:;rr.pleted ·within two years is wh::>lly mrrcal.istic. 
Ch the other h~1.nd., the overly optirnistic· esti.'inte of the Pa.ncl doP._s 
mt detract fran or undercut the validity of the r~tions it 
made. . _ · • • · · 

cc: 

·• 

v6r. Sidney Riegelmm 
Dr. fbbcrt Ber liner 
Mr. Carl Taylor 

;Jfuceiely yours, 

(.d-. JrL 1/4'....-I --
. Peter E.:irton lh.ltt 

Assistant Q!Iler.J.l. Counsel 
Fo:x:1 and Drug Divi.sio.., 
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The cost of a prescription varies all around 
town. You n1ay already know that. But did 

you know that it can vary in the same drugstore? 

At Congressional hearings last March, Senator Gaylord 
Nelson of Wisconsin told of the problems faced by one 
manufacturer of generic drugs-those marketed without a 
brand name. According to Senator Nelson, this manufac
turer supplies a particular drug to a well-known company 
that resells it under a brand name. The manufacturer sells 
the identi::al dmg by generic name directly to pharmacists at 
a small fraction of the price charged by the brand-name 
company. But the manufacturer has difficulty convincing 
physicians to prescribe the unbranded version. He tells them 
that the two drugs have been made by the same process, 
at the same plant, on the same day; he shows them photo
graphs of the two products as evidence. But to little avail. 
Doctors still prefer to prescribe the higher-priced brand
name version. The manufacturer is considering inventing 
a brand name to slap on the label of his generic drug and 
boosting its price to the level of the more expensive version. 

It may sound strange for a manufacturer to consider 
raising a price-rather than lowering it-as a way to stimulate 
sales. But in the topsy-turvy world of prescription-drug 
economics, it's not strange at all. A just-completed study 
of the price structure of the antibiotic market suggests that 
the manufacturer would be heading in a very profitable 
direction indeed. 

One of every five prescriptions written in this country is 
for an antibiotic. Many antibiotics have been on the mar
ket long enough so that they no longer enjoy the monopoly 
advantage that patents give to new drugs. Widely used anti• 
biotics can be divided into a relative handful of chemical 
types, many of which are sold both as brand-name drugs 
and as generics. Thus, if conditions for true price com
petition were ripe anywhere in the prescription-drug mar
ket, they would be ripe in the market for antibiotics. To 
determine how competition is working in the antibiotics 
business, Consumers Union helped finance a research study 
undertaken by the Council on Economic Priorities. 
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The Council on Economic Priorities ( CEP) is a New 
York-based nonprofit organization that conducts research 
into the performance of corporations in such areas as en
vironmental quality and consumer practices. Its antibiotic 
study,* to "be released this month, focuses on the seven larg
est-selling antibiotics that are available from more than 
one manufacturer. These are penicillin VK, penicillin G, 
tetracycline, oxytetracycline, ampicillin, erythromycin, and 
chloramphenicol. To conduct its analysis, the CEP re
viewed two important sets of figures compiled by IMS 
America, a market research firm. The first was each prod
uct's "average transaction price"-the average price at which 
the manufacturer sells the product to the pharmacist. (The 
price the consumer pays the pharmacist for a drug is gen• 
erally about double that transaction price.) The second 
important statistic is the sales volume of each product. 

The study's major finding: The brands of antibiotics that 
cost most dominate the market. More prescriptions are writ
ten for them than for similar or identical (but less expen
sive) competitors, and thus they have greater volume of 
sales, both in terms of units and of dollars. 

Consider the case of penicillin VK. One of the most ex pen-\ 
sive brands of penicillin VK is Eli Lilly & Co.'s V-cilli11 K; it : 
costs pharmacists $8.32 for 100 250-mg. tablets-its most 
common dosage form and package size. V-cilli11 K (in all 
its sizes and forms) has drugstore sales of more than $22-
million, or 54 per cent of all sales of the drug. But druggists 
can also purchase 100 250-mg. tablets of penicillin VK from 
Sherry Pharmaceutical Co. for just $1.85. The sales of 
Sherry's penicillin VK-the least expensive one available
were under $300,000, and thus too insignificant to be listed i 

by IMS America. ...-J 
•"Resistant Prices: A Study of Competitive Strains in the Anti
biotic Markets." A condensation of the study is available for SI 
from: Council on Economic Priorities, 84 Fifth Ave., New York 
city 1-Vun. -~~ _ _. 
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;;, Sales of tetracycline present another case in point. .Lederlc 
t ~ Laboratories' A chromycin V, one of the most expensive' 
\ W, tetracyclines, controls 29 per cent c?f the market. More 

') 

prescriptions are written for it than for any other tetracy
cline. The cheapest tetracycline, sold by H. L. Moore Drug 
Exchange Inc. for Jess than one-quarter the price of A chro
mycin V, has insignificant sales. 

The story is similar for ampicillin and erythromycin. The 
most expensive ampicillin, Polycillin, sold by Bristol Labo
ratories, controls the largest share of the market, 24 per 
cent. Pfizer Laboratories' ampicillin, called Pen A, is Jess 
than half the price of Polycillin-but it has only 8 per cent 
of the market. 

Abbott Laboratories' Erythrocin, the highest-priced ery
thromycin product; corifrols 60 per edit' of' tfie market'. 
Sherry's erythromycin, marketed to pharmacists for Jess 
than half Erythrocin's price, does not have significant sales. 

If the above statistics indicate a problem with price com
petition in the market for those four antibiotics, consider 
the situation among the three remaining antibiotics: Squibb's 
Pentids, the most expensive penicillin G, has 78 per cent 
of the sales of penicillin G. Pfizer's Terramycin, the most 
expensive oxytetracycline, has 99 per cent of the sales of 
oxytetracycline. Parke, Davis & Co.'s Chloromycetin, the 
most expensive chloramphenicol, has 99 per cent of the 
sales of chloramphenicol. * 

Evidently, certain pharmaceutical firms have the market 
power to charge a price higher than their competition and 

A still maintain sales. The -CEP has labeled that difference 
W, in price a "premium" that is granted to the larger firms. 

-

The premium is the difference between the lowest price at 
which the pharmacist can obtain the drug and the price 
charged by other suppliers of the same drug. 

If Sherry can sell penicillin VK for $1.85, for example, 
that price must at least cover basic costs of manufacturing 
and distributing, or Sherry would be selling the product at a 
loss. It probably also includes some money for profit. The 
extra S6.47 that Lilly charges for penicillin VK is a pre
mium, presumably covering research activities, promotion, 
and other expenses, plus added profit. That $6.47 premium 
accounts for 78 per cent of the total Lilly price of $8.32. 

All told, the CEP estimates, at least 52 per cent of the 
$173-million spent by pharmacies for the seven antibiotics, 
when purchased from 11 major firms, was premium pay
ment. That figures to more than $90-million in premium. 
Add n~rmal pharmacy markups, and the premium paid by 
consumers is even greater. Apparently, most pres~_ripJio~ 
dolll!r~ are not going for the medication in the bottle but for 
the name on it. -

WHO'S AFRAID OF GENERIC DRUGS? 

In CU's view, most premium dollars are wasted do!Iars. 
They contribute neither to the quality of prescription drugs 
nor to the health of drug consumers. 

•There are clinical as well as competitive problems with chloram
phenicol. Fatal cases of bone-marrow failure have been reported 
with use of that drug. Most medical authorities agree that 
chloramphenicol should be reserved for life-threatening infec
tions. For a fuller report on the drug, see "The Peculiar Success 
of Chloromycetin," CoNsu:-.rER REPORTS, October 1970. 
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The large, high-premium pharmaceutical firms argue that 
their products are therapeutically superior to the products 
of other firms and arc therefore worth a premium. Presum
ably, a firm selling under a brand name manufactures under 
its own controlled conditions and stands behind its own 
product. But things don't work that way in the real world 
of antibiotics, the CEP learned when it examined who manu
factures what for whom. 

Mylan Laboratories manufactures erythromycin in its 
final form for several firms, including Sherry, Smith Kline & 
French, Squibb, and Parke, Davis. Sherry's wholesale price 
for 100 250-mg. tablets is $5. 70; Smith Kline & French's is 
$10.15; Squibb's is $11.83; and Parke, Davis' is $15.87. One 
manufac,1\.1.!E..\ {.Q_tJL..lli..fl\:Ll!.!lLPri1;e,~ -
,,,_The ampicillin marketplace is stranger still. One company, 
Zenith Laboratories, Inc., manufactures the final dosage 
form for six other companies, which then charge from $4.40 
to $8.60 for 100 250-mg. capsules of the drug. Another man
ufacturer, Bristol Laboratories, puts up ampicillin for three 
firms, with price variation from $7.50 to $14.80. Oddly 
enough, the lowest price charged for the Bristol product, 
$7.50, and the highest price, $14.80, ar ... both charged by the 
same firm, ICN Pliarmaceuticals. The lower price is charged 
by its generic division and the higher price by its brand-name 
division. The same company can thus buy its product from 
the same source its competitors do, and then proceed to sell 
the product fodess than its competitors-and for more. 

Dr. Heney Simmons, fa1:i11_~x ... 2_irector QU~ood and 
_!}_l!!g,.~(:l_r:ajl)!?Ei!:~ign's __ }3.:~_:_-0L~!'.l!gs1._ offers further evi:::. 
dence_that br_and.names don't signify be_tter_ clrugs. All anti
biotics are batch-certified by the Food and Drug Adminis
tration (FDA) for potency, purity, and f~ability. "Based on 
many years of experience with this program," said Dr. 
Simmons, "we arc confident that there is no significant dif
ference between so-called generic and brand-name antibiotic 
products on the American market." On the basis of FDA 
studies of 19 other classes of drugs, "we cannot conclude 
there is a significant difference in quality between the generic 
and brand-name product tested." Dr. Simmons pointed out 
that defects have been encountered in both brand and 
generic products manufactured by big and small companies. 

The Council on Economic Priorities examined recall data 
for antibiotics from January 1971 through July 1974. Those 
recalls indicate that major firms do not have a better record 
than smal! firms. 

THE ECONOMICS OF EQUIVALENCE 

But there is another question that bears on therapeutic su
periority. The Pharmaceutical Manufacturers Association 
(PMA), an organization whose 110 member companies are 
responsible for approximately 95 per cent of all prescription
drug sales in this country, claims that products that are 
chemically equivalent (that contain the same amounts of the 
same active ingredients in the s'ame dosage form) may not 
be therapeutically equivalent. That is, they may not be 
equally effective in treating the patient"s disease. 

An important factor in determining therapeutic equiva
lence is bio-availabilitr-the amount of the product's acfr,e 
ingredient that is absorbed into the bloodstream to perform 
its function. Bio-availability may be affected by many fac-
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tors, including particle size and shape, and the nature of the 
so-called inert ingredients contained in the drug product. If 

· two drugs have the same bio-availability, they are termed 
bio-equivalent. 

The scientific issue of bio-availability has generated a con
troversy in the drug industry because of its economic impli
cations. If chemically equivalent drugs are also therapeuti
cally equivalent, there would seem to be no reason for 
physicians to prescribe a brand-name drug with a "prer:1ium" 
price rather than a cheaper generic version. 

The controversy became a significant public issue in De
cember 1973, when Caspar Weinberger, Secretary of the 
Department of Health, Education, and Welfare (HEW) 
said bis department planned to limit reimbursement for any 
drug. under.. MecFcai:e and Medicaid "to.. the..ln.\¼'..es.t .~QS.l at 
which the drug is generally available unless there is a demon
strated difference in therapeutic effect." The reaction of the 
PMA was quick and critical. Its president, C. Joseph Stetler, 
termed the proposal a "huge gamble" that could endanger 
the health of the elderly and the poor. Beneficiaries of 
Medicaid and Medicare, he said, would be forced to accept 
drugs that we:-e not therapeutically equivalent to established 
brand-name drugs. 

To settle the issue, a report on drug bio-equivalence was 
prepared by a panel organized by the Office of Technology 
Assessment (OTA), a Congressional investigative body. The 
panel, chaired by Dr. Robert Berliner, Dean of the Yale 
University School of Medicine, found that variations in bio
availability have been demonstrated in chemically equivalent 
produr:ts in a number of drug categories. Those variations 
have been responsible for a few documented therapeutic 
failures. Most notably, several different brands of digoxin (a 
highly potent d1 Jg used for treating cardiac failure and cer
tain abnormal cardiac rhythms) were found to differ in bio
availability. Levels of digoxin in the blood just twice as high 
as therapeutic levels can cause serious, even fatal, reactions. 
Too little digoxin can also be dangerous, as the dose is then 
inadequate for therapy. Digoxin is now undergoing batch
by-batch certification by the FDA, and every company mar
keting the drug must present evidence of bio-availability. 

Differences in bio-availability, although not necessarily 

therapeutic inequivalence, have been documented for a 
number of other drugs, including diphenylhydantoin, an 
anticonvulsant; phenylbutazone, an anti-inflammatory drug; 
prednisone, a cortisone analogue; and tolbutamide, an oral 
hypoglycemic agent. 

But for most drugs, the gap between therapeutic dose and 
toxic dose is wider than for digoxin, and any differences. in 
bio-availability would not be so critical. The OTA panel 
concluded that the great proportion of chemically equivalent 
products-85 to 90 per cent, according to Dr. Berliner's esti
mate-presents no problems of therapeutic equivalency and 
could be used interchangeably. "Most drugs ought to be pre
scribed generically," Dr. Berliner told CU. 

With the controversy over bio-equivalency at last put in 
11.~1:s~e~tive, Hf..W fa. now gpin.g ahead with. its lowest-e:ost 
reimbursement plans. Formally proposed in mid-November, 
HEW's policy would establish a pharmaceutical reimburse
ment board to determine the maximum amounts the Gov
ernment would pay for drugs under Federal and local health 
programs. Cost limits would be imposed only on drug prod
ucts that do not present problems of therapeutic equivalency. 
According to Government officials, the policy could go 
into effect by this sum:ner. Meanwhile, the FDA is planning 
to propose a regulation for identifying and listing inequiva
lent drugs and for requiring bio-availability data for any 
drug that is potentially inequivalent. 

OTHER ARGUMENTS FOR BRAND NAMES 
But high-premium firms have -offered another justifica

tion for their premiums: The extra price helps cover the 
cost of the scientific work that goes into the development 
of new drugs. Basic scientific work is risky business, they 
contend, and· high risk justifies high profits. 

The profits ha_ve, indeed been high. Over the past decade 
the drug industry has ranked as one of the two most prof
itable manufacturing industries in the country (the other 
is soft drinks). In 1973 the profit rate on stockholders' 
equity after taxes was 18.9 per cent for drug manufactur
ers, compared with 12.8 per cent for all manufacturing 
corporations. And the pharmaceutical industry had a 9.4 
per cent return on sales, the second highest (after mining) 
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and more than double the average for all industries. 

What about the risk? According to an HEW task force 

•
at studied prescription drugs, "The exceptionally high 

ate of profit which generally marks the drug industry is 
not accompanied by any peculiar degree of risk or by 
any unique difficulties in obtaining growth capital." The top 
firms have been remarkably stable, and their earnings have 
grown steadily-signs that the industry is relatively risk-free. 

It is true that the prescription-drug industry spends heav
ily on research. According to the PMA, the drug industry 
spends five times as much of its sales income on research 
as does American industry as a whole. And the bulk of the 
research is done by large firms that sell brand-name drugs. 

But the HEW task force was not overly impressed with 
the quality of that research. The task force characterized 
it as a "waste of skilled i:esearch manpower and research 
facilities," a "waste of chemical facilities needed to test the 
products," and judged it responsible for a "confusing pro
liferation of drug products which arc promoted to physi
cians"-all of which results in a "further burden on the 
taxpayer who in the long run must pay the cost." In an 
FDA study of more than 800 drugs introduced in the U.S. 
between 1950 and 1973, two-thirds were found to represent 
little or no therapeutic gain over existing drugs. 

The PMA estimated the cost of basic research ( creating 
new chemical entities) at $ 100-million in 1971 and the cost 
of research and development as a whole (including modify
ing already existing drugs and testing drugs to meet FDA 
requirements) at $629-million. Those outlays sound high, 

, .ut they don't measure up to the more than $I-billion the 
ndmtry spends each year on promotion-persuading phy

sicians that brand A is better than brand B, and that generic 
nonbrand X just doesn't do the job. 

THE NAME GAME 
Companies that carry on research and develop new 

drugs should be rewarded for their contributions to medical 
progress and human welfare. And they are-by the patent 
system. The company that has developed a new drug en
joys for 17 years exclusive rights to produce and sell it 
and to license production and sales to other firms for a fee. 

(or others) 
'~ 
~ 
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(According to the PMA, the life of a patent is actually 
only 10;/2 years because of regulatory requirements that 
delay marketing after the patent has been granted. lt"s 
been estimated, however, that most patent drugs pay off 
the cost of research and development in their first three 
years on the market.) 

Prices and premiums arc generally highest during the 
time of patent-protected monopoly. But even after the 
patent expires, the original drug usually enjoys such a great 
advantage that effective price competition is stymied. 

That advantage is rooted in the brand-name system. While( 
a drug is undergoing clinical im'estigation, it 1s given its 
generic name by the United States Adopted Names Coun-
cil (a semiofficial organization sponsored by the American 
Medical Association, the U.S. Pharmacopeial Convention, 
and the American Pharmaceutical Association). \\'hen thej 
drug is ready for marketing, it is given its brand name by 
the pharmaceutical firm, and that name is registered as a 
trademark. In many cases, generic names are chemical 
tongue-twisters while brand names are short, simple, and 
catchy-designed to be remembered easily by physicians. 

A patent-holder retains the right to the original brand 
name after the patent expires. Competing companies must 
invent their own brand names or market the drug under its 
generic name. But a drug by any other name doesn't sell 
the same. The patent-holder typically us.es the patent period. 
and the revenues it derives from monopoly pricing, to 
mount a massive promotional campaign aimed not only 
at selling the drug under its brand name while the patent 
lasts but also at linking its name with the product perma
nently, so that physicians will continue to prescribe the drug 
by its original brand name long after the patent period has 

'apsed. Thus it is that doctors who want to prescribe a n 
sleeping pill may well think first of Nembutal, the brand 
name that Abbott Laboratories pushed without competition \ 
for the length of its patent. The generic name, pentobarl21: I\ 
~ may not even come to mind. Yet many smaller compa-
nies sell their versions of _pentoba_f_git~_at a fraction of the l l 
price charged for N e_~~1_bu_tal. :J 

To try to catch up to the early favorite, manufacturers 
of equivalent brand-name products also spend large sums 
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on promotion. Like the manufacturer that holds the pate~t. 
. they give presents to medical students and doctors; they 
sponsor medical conferences; they advertise in medical 
journals and magazines; they publish quasimedical literature 
in the form of newspapers and circulars. J 

At Senate hearings, 20 leading manufacturers said they 
distributed more than two billion free drug samples to 
physicians and other professionals in 1973. They also said 
they distributed some 13 million gifts valued at more than 
$5-million and 45 million "reminders," such as calendars 
and rulers, valued at more than $8-million. More than 3000 
plant tours were conducted at a cost exceeding $748,000. 
According to testimony by former industry "detail men"
sort of door-to-door salespersons who promote drug prod
ucts directly to physicians and pharmacists-freezers, color 
television sets, bicycles, and c~~t>~~ 
to doctors and druggists in return for prescribing or buying 
particular brand-name products. 

The drug industry spends an average of $5000 per private 
practitioner to promote brand-name prescribing. As one re
sult, although about 35 per cent of drugs are no longer under 
patent, only some 10 per cent of prescriptions are written 
generically rather than for a specific brand name. And yet 
brand-name drugs often cost five to ten times more than 
their generic counterparts-and sometimes up to 30 times 
more. According to T. Donald Rucker, former head of the 
Social Security Administration's drug studies unit, the high 
degree of product loyalty created by_gromotion direct!~ 
1;hysicians is "a dominant factor enabling pharmaceutical 

-,nanufactw-ers to exercise control over drug prices." 

PRICE PRESSURE AT THE RETAIL LEVEL 

That control is extended by antisubstitution Jaws. In most 
states, pharmacists must fill a prescription with the exact 
brand ordered by the physician, even though they may also 
stock a cheaper, equivalent version of the same drug. fu 
_prescriQtio~rittef!__genericallyJ a p_!iarmacist may fill it 
with either 1: .. brand-name_ or .generic versi9nQf the clJ.~--

'"'Some pharmacists apply a fixed service fee to the basic cost 
of the drug product, Others charge for their services by add
ing a fixed percentage to the cost of the prescription. The 
fixed-percentage markup encourages pharmacists to dis
pense a high-priced brand-name drug even when a doctor 
prescribes by generic name. Also, pharmacists can keep their 
inventory costs down by stocking only one or two of the 
largest selling brand names and using them to fill both brand
name and generic prescriptions. 

Thus at each stage of the process that brings drugs from 
the scientist's laboratory to patients, there are restraints that 
limit price competition, keeping drng prices higher than they 
·should be. The patent system provides protection for a new 
drug for 17 years; the brand-name system, bolstered by pro
motional blitzes and antisubstitution requirements, protects 
established, brand-name drugs after the patent · period 
elapses. And retail practices may thwart any savings the doc
tor may make possible by prescribing generically. 

CONGRESSIONAL PRESCRIPTIONS 

Over the past few years, legislation has been introduced 
in Congress designed to compensate for business practices 
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that keep the price of prescriptions drugs unrealistically 
high. There have been bills in both houses, for example, 
that would modify the patent system. Manufacturers of new 
drugs would be required to license other companies to make 
those drugs if exorbitant pricing practices occurred during 
the patent period. Legislation has been introduced in the 
Senate to ban drug-company gifts to physicians and phar
macists; establish a national drug testing and evaluation cen
ter; and require the Federal Government to publish a Na
tional Drug Compendium containing therapeutic and price 
information. The FDA has already begun work on a drug 
compendium, scheduled for publication in 1978. The FDA 
does not plan, however, to include price information-a seri
ous omission, in CU's view. · 

A bill in the House would repeal all state anlisubstitution 
l~s-. Aoo a,, Senat-c- bill, would require prescription-drug 
labels to bear the manufacturer's name and address, so the 
person who takes the drug will know whether the brand
name distributor actually made the product. 

Those measures all strike at features of the prescription
drug industry that are conducive to overpricing, and they 
all deserve consumer support. But the best legislative m_c.di.:, 
cine for consufl1_e_rs is a bDU.fiT:L~~!lilt~i:_Paylor.d...Ncls_oE.._ 

_,.Rla11s tcueintroduce in the_ new Congress~ It would eliminate 
brand names from prescription drugs. Under its provisions, 
a drug would be prescribed and sold under its generic name 
only, although a physician could still specify a particular 
manufacturer on a prescription. When no maker is singled 
out, the use of generic names should help the consumer pur
chase the least expensive equivalent drug the pharmacist has. 

Such a law would help loosen the stranglehold that large, 
brand-name manufacturers have over the prescription-drug 
market. First of all, it would take the steam (and the ex
pense) out of their promotional eftorts. Why push a drug if 
a score of other companies are making the same drug and 
if there's no brand name to distinguish yours from theirs? 
And it would take the steam out of the antisubstitution laws 
that so often prevent consumers from obtaining cheaper, 
equivalent therapy. 

The main goal of drug therapy, of course, is not lower 
prices but better health. Senator Nelson's bill would contrib
ute to that goal by eliminating a source of therapeutic con
fusion. For every prescription drug there is an average of 30 
names-aliases that can obscure the identity of the medica
tion not only from patients but from prescribing physicians. 

TH•E CANADIAN EXAMPLE 

Canada, though far behind the U.S. in developing new 
drugs, is well ahead in developing ways to reduce drug 
prices. Canada passed a compulsory drug licensing law in 
1969. Under it, a company can apply to the government 
for ·permission to produce a drug that is ·still under patent. 
And several Canadian provinces have passed "product selec
tion" laws permitting pharmacists to substitute for a doc
tor's prescribed drug either a generic or brand-r,ame equiva
lent. 

In J 970, the province of Ontario implemented a unique, 
voluntary program called "Parcost" (Prescriptions at a Rea
sonable Cost). At its core is a Comparable Drug Index
listings of interchangeable drugs that have passed quality 
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tests and are arranged in order of descending price. Drng 
quality is evaluated by a committee of medical and drug ex.
perts who inspect manufacturing plants and analyze drug 
samples. Where an equivalency proplem is discovered, the 
Index. indicates that the products involved are not inter
changeable. 

When an Ontario pharmacist substitutes for a prescribed 
brand-name drug, the substitute product must be one listed 
in the Index and must be lower in cost than the prescribed 
product. A generically written prescription must be filled 
with the lowest-priced interchangeable drug in a pharma
cist's inventory. 

All Ontario druggists must abide by those substitution 
rules. More than half the pharmacists in Ontario have also 
ag_rt,(!d to charge the 12atient a fixed I?rofessional fee for dis
pensing rather than a percentage mark-up. (Tfie dispehsibg 
fee is now set at $2.60.) 

If nothing else, the program appears to have made On
tario physicians conscious of the cost of medications. In 
1973, about one-third of the prescriptions for drugs mar
keted by more than one drug company were written ge
nerically, up 6 per cent from the year before. Another 31 
per cent were written for brands lower in cost than the mos, 
expensive, up 2 per cent from 1972. 

RECOMMENDATIONS 
According to the Consumer Price Index of the Bureau 

of Labor Statistics, the price of prescription drugs in the 
U.S. has been rising at a much slower pace than other con
sumer goods. It has risen only about 4 per cent in the past 
year and 4½ per cent in the past five years. But those figures 
are deceptive. The CPI measures a relatively fixed "market 
basket" of drug products. It was not designed to reflect the 
impact of expensive new drugs that replace cheaper ones. 

Until a rational drug marketplace is developed in the 
U.S., consumers must fend -for themselves when buying 
prescription drugs. To help you cut prescription costs now, 
CU offers the following advice: 

• Ask your doctor to prescribe a drug by its generic name. 
As we noted earlier, generic drugs tend to be substantially 
less expensive than brand-name drugs. Although a pharma
cist may not actually sell you the least expensive form of 
the drug, the CEP study uncovered this interesting fact: 
Pharmacists often charge less for a generic prescription than 
for a brand-name prescription even when the same product 
from the same manufacturer is used to fill both. 

• Ask your doctor to specify the manufacturer who sells 
the cheapest equivalent product. That will assure you the 
lowest-cost therapy, provided the druggist passes on the 
savings. Unfortunately, price information is not readily 
available to doctors. But they can try to obtain it by co1;:__ 
sulting pharmacists, pharmaceutical company representa
tives, and by obtaining catalogs from generic drug compa
nies. Under the HEW reimbursement plan, price informa
tion would be published at least once a year for all physicians 
and pharmacists and made available to the general public. 

• If you are going to continue a specific drug for a long 
period, ask your doctor to prescribe it in a large quantity. 
Large-quantity prescriptions ar~ generally more economical 
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and will save repeated trips to the pharmacy. But be sure to 
check the expiration date of the product with the druggist. 
If the date will fall before you are scheduled to use up the 
drug, you should buy a smaller quantity. To preserve the 
life of a drug as long as possible, ask the pharmacist about 
the best method of storage. 
• Shop around. Numerous surveys, including CU's ("What's 
the Price of an Rx Drug," CONSUMER REPORTS, ?-.fay 1970), 
have documented a wide difference in drug prices from store 
to store in the same city. But many states restrict retail ad
vertising of prescription-drug price.;. So you may have to 
shop for price. If you prefer to shop by telephone, you may 
be able to find out drug price information without leaving 
your home. Organizatioils that are interested in consumer 
issues may wish to conduct price surveys of commonly pre
scribed drugs at locai pharmacies. 

If it's not an emergency situation, ask a number of phar
macists the cost of a prescription before you have it filled. 
If it's a generic prescription without a manufacturer speci
fied, ask for the least expensive version of the drug. 

If you live in California, Michigan, Minnesota, New 
Hampshire, New York, Texas, Vermont, ,vashington, or 
the city of Boston, your drug shopping will be made some
what easier by posters listing the prices of the top-selling 
prescription drugs (though you may have trouble ferreting 
out the posters in some stores). Price-posting is mandatory 
in Boston and those eight states; in some other states it is 
permitted but not required. If your prescription is for a drug 
not listed on the poster, you'll have to ask for its price. 

Wherever you live, inquire about discounts sometimes 
given routinely to the elderly and to other special categories 
of patients-but first find out the standard consumer price. 

While this report has emphasized drug prices, you should 
also consider what pharmaceutical services you want-credit, 
home delivery, personal attention, 24-hour availability in 
case of emergency; records of your purchases, for example. 
Such services may be available only at pharmacies that price 

· prescriptions on the high side to cover the extra expense. 
Only you can decide if such services are worth higher prices. 

........................................ 
~ . 
QUOTE WITHOUTCOMMENT ·, 
,, 'The political system is out of balance,' [said William 
K. Coors, ·president of Adolph Coors Co., a beer company, 
at a meeting of Rotarians]. 'And we find our fate increas
ingly in the hands of a few, relatively small but highly vocal, 
selfish, interest groups.' As examples of these groups, he 
cited organized labor,_ the environmentalists, and consumer 
groups. 'These groups .•. pursuo their own interests with 

~omplete disregard for the impact of their wan_ts on the 
rest_ of the economy •.•. And while they shout about the 
envi;onmental impact of almost everything, they have no 
concern whatever for the economic impact of their cor
rective legislation.' Examples of what he termed the syn
drome of overkill are the Pure Water Bill, the Occupational 
Safety and Health Act .•. arid the probable future ramifica
tions of the Consumer Product Safety Commission. I I -THE 

SACRAME:-iTO (CALIF,) UNION. ·--..__, 
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In a speech before the United States Pharmacopeial Convention 

on March 22, Alexander Schmidt, M.D., the Commissioner of 

the Food and Drug Administration, took the U.S.P. and 

N~F. to task for having· outdated drug standards. 

Referring to the long-standing relationship of the U.S.P~ and 

the Federal agency, he stated, "Traditionally, the U.S.P. has 
.. 

been the private developer (of drug standards) and the FDA has 

been the government enforcer •••• " but he continued, "~e meet 

today in a time of change--many changes really--and all of them 

test us separately and together."· 

He stated he wanted to preserve this overlapping relationship of 
.. 

u.s.P. and FDA; however, he chided the convention of drug standard 

- setters for not updating their standards. 

~Regretfully, too ma?y.of the standards that DQ? exi~t are 

inadequate or obsolete. A worse problem is that for all too many 

drugs no standards--obsolete or otherwise--are anywhere to be 

found.:, 

"Without up-to-date drug standards, the FDA: cannot properly do 

the work assigned jt. More precisely, we cannot, without good 

standards, communicate to the regulated drug industry the 

conditions that this industry must meet in order to market drugs 

that live U·P _to their· therapeutic expectations." 

Carefully couched in suggestions, he left unsaid the fact that 

• the FDA can, at anytime, impose their own standards on the 

industry. Stating, "the standards we do have must be reviewed, 

improved and modernized. New public standards must be developed 



,,,./ 

• 

·-
/ 

·• 

-2-

and implemented for the many older drugs which .today are neither 

under NDA (Federal controls for safety and efficiency) 

covered by the u.s.P. or N.F. 

nor o•;:,'35 

"This is a.n unacceptable gap· i'n our system and it •will be filled 

by someone, whether within government or under private 

. " auspices. 

~'.".'. :- .. -
The implicatidri· is cIEn1.r. T'bday tlie FDA' cannot as·sure the 

uniform quality of drugs on the market because the system 

relies on a set of standards that are outmoded!! Unle~s the 

u.s.P. gets its house in order and rejuvenates thei:' standards, 

the FDA will be forced to come up with their own set of 

standards.'. 

He concluded with a commitment of FDA's willingr.ess to work 

together in good faith, toward the goal of modernized standards. 

However, he could not resist stating once again, "But the job 

must be done •• ~by both 6f us. 11 

~<(~ 
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DR. SCHNJ:DT 

. . 
REMARKS o,,a. 

ALEXANDER M. SCHMIDT, M •. D. 
COM.MISSIONER OF FOOD AND DRUGS 

:ram honored to be here and.to take part in what I 

feel can be a truly significant meeting. 

Tliere nave neen many meetings of this Convention in 

years past, but in a very_ real way this_· year's meeting is 

a 11 first 11 ! For here this weekend, in this place
1

you wil~ 

be setting policy and choosing leadership for both the 

Nation's official drug compendia: The United States Pharrnacopia 

and the National Formulary. 

It seems to me especial"ly appropriate that your meeting 

this year should begin with this second~day of spring. Like 
. 

the season, this is a time of change and transition for your 
. . 

organization. Change for you as for most of us is seldom 

the most comfortable condition. It brings with it anxieties 

and even turbulence. But it also brings new opportunities. 

This is especially true in the spring time with its promise 

of rejuvenation and renewal. I hope that.the.season .in which 

you meet will lend str~ngth and vigor to the difficult decisions 

you must face. 

• 

Presented March 22, 1975 before the Quinquennial .Meetin"g cf 
the United States Pharmacopeial Convention, Inc., Washington, D.C. 
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This is my first visit to this Convention, but 

while I am new the association between FDA and the USP 

is old and deeply rooted. 

In much more than a physicial sense, we have been 

neighbors for a long time. And for all this time, the 
. "' I 

affiliation between us has worked to the aid of the 

drug industry, the service of the practicing pharmacist 
. . 

and phys~cian, and the benefit of the American public. 

It is my wish that the affiliation between us shoutd 

continue, and I see no ov~rwhelming reasons that it should 

not. 

We have many overlapping interests, and I could speak 

on any number of these today. But others wait to be heard 

and in the ten minutes or so that I have with you I will 

focus. on what I t~ink is the one essential topic upon which 

all of our relationships are founded. 

_/ That topic is drug standards. Traditionally, the USP 
/,//-. - . 

. . 

has been the private developer and FDA has been the govern-

m~nt enforcer of drug standdrds. It has been a good and I 
"'~---~seful arrangement. It still is! 

But, as! aaid in the beginning, we meet today in a 

time of change -- many. changes really 

test us separately and together • 

and all-of them 

-
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Let me give you a few examples: 
0Sh, I 

Among the most bothersome changes perhaps is the 

fact that standard setting -- once a quiet and almost 

private effort -- has become a public issue. 

People· are watching where they once ignored. And they_ 

are watching with critical eyes. 

Public scrutiny is to me an ~ntirely healthy, if not 

entirely comfortable, development. 
. . 

A second change of significance is in the purposes and 

design of drug standards today·as compared to those of our 
. 

less complicated past. i 

~egretfully, too many of the standards that now 

exi3t are inadequate or obsolete. 
~ ('. .. 

A worpe problem, is that for all too many drugs no 

standards obsolete or otherwise -- are anywhere to be 

found. 

Without up-to-date drug standards, the FDA cannot 

properly do the work assigned it. More precisely, we cannot, 

wi_thout good standards, communicate to the regulated drug 

industry the conditions that this industry must meet in 

order to market drugs that live up to their therapeutic 

expectations. 4 
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The shape of what we seek in standard setting is 

easily described, less easily achieved. Our national 

o·:/;i9 

o.t tJf.l 
drug 

standard setting system is simple in form. It requires 

only two kinds of drugs standards, public ones applicable 

to any drug manufacturer, ~nd private standards in an NDA 

applicable only to the private license hold~r. 

Because of the kinds of changes I have described, it 

seems clear to me that several important things need doing 

· if we are to preserve the present system and at the same 

time improve the produc~ of tha.t system. 

First, the standards we do have, NOA, USP and NF 

must be reviewed, improved and modernized. 

Second, new public standards must be dev,:loped, 

proved and implemented for the many older drugs wh~.ch 

today are neither under NDA's nor covered by the USP or NF. 

This is an unacceptable gap in our system and it is 

a gap that eventually will be filled by someone, whether 

within government or under private au5pices. 

Third, .all public -standards raust be publically pro;..· 

mulgated by a process which is open and accountable. 

The evidence from which such standards are evolved must be 

available to all • 

... 
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Fourth, better in vitro standards must be found 

which are known to assure the bioequiva~ence ot every 

batch meeting the st:a ndard. 

OS&4 

Fifth, we must assure that all standards; whether 

developed from scratch or wrought through change of 

e~isting standards, must be responsive to the progress 

of technology to new instrumentation and to-· 

automation. 

So much for what I think must be done. One might 

add or substract something here or there. One might 

debate priorities. But I think that most of us can agree 

on· the general list of things to do. r Th_e question really is no~ what 

-~s who will do it and how. 

needs doing so 

The now famous OTA Report says we ought to go back to 

square one and start all over with a brand new institution 

for standard setting. The idea is not without a following. 

But,I believe that a better, more reasonable and less 

disruptive course is to continue if we can with the 

historical system we already have in place. 

The recent merger of USP and the National Formulary 

is a big plus for preservation and I congratulate both 

• 
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•organizations for this positive evidence of a combined 

determination to face the changes that today's world 

imposes. 

There is only one absolute·assurance I can give you 

here today: 'Ihe FDA will continue to work with you in 

go'od faith and with cormnitrnent of its own resources to 

improve and, thus, preserve the traditional system as the 

first choice approach to solving the problems before us. 

We believe in the fu~damental integrity of our system 
. . ,:I.;' . 'Y"~'-li.r . 

and of the merits of i\ two dim~ns ional ~ -- one ~(J 

setting and the other enforcing standards. But, the job 

must he done by both of us. 

Because it is spring, because I believe in what 

we're attempting, and perhaps because I am an bptimist 

whatever the. seeson·-- I look forward to the challenge 

we face in meeting the changes that must be made. 

Together, I just feel we can do the job. 

Thank you. 

•.• C • ~ 

o•~:, t1 
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prugs: H,~C pro~ra.m hits roadhloc~, nn)_'. be .!!_~ad -- _;: eQgg ;• 

HEll's Haximuin Allouable Cost (MAC} pro£ri!i-1 s111d~nlv is in bio trouble ~07•12 
J?.l:obabl~ dead, but at lei\st delaved indefin1Telv. 

The death b1ow did not result from intense lobbying b3sed on the program's 
costs; ins·t~ad, it 1·esultcd from th~ realization by HEH that the Food and 
Drug f\dministration cannot insure that all generic drugs on.the r:iarket meet 
the standards of FDA's intensive Ue~ Drug Application clearance system. 

Thjs jnabiljty by Fol\ Eas illustrated oointedly ~•ihen 1a leading industry 
rade uhl icati on ~F-D-C" Re orts re orted FDA• s Bure?.u of Drugs Com-

pl ia,nce Director Theodore. Byers stated that FOi\ is 1routin~ y a . o~-nng 
ffl:r~m~ntS- trf gt~rrt!rtc ~-wtrh:h ~ve- not reoe·'ived approval of Abbreviated 
Uew Drug Applications. - - · 

S"Stern, ubout three yeilrS old, 

~rnazingly_, tlris pol icy \·:a~ not com:1u i ~d to or understood ro cr1 by, 
the Mr\c supp~rter-s \•rithin HEH, who no~·,_at·e di.sr.ia • t uiscovcr FD~ cannot Xb( 
ba-:k un its assur1u1.r.e.LJ:Q_tiwn that the aoency can gwwantee all gcn~ric 
products on the market are quality products. -------··· ---··--· ' . :·· 
~ .. ~on~_!lsus is developing ,,dthin HEH that !_l]_uoverr.7;12nt cou1 d r.ot at 'thil 
t1m~ l·nn a la·,-,,5:1.u_challenging the (·,t~c pro9r.1r.1 on t.h2 gro;;nds ~hat i-t pro
vides for 1ess than quality care for the poor and the aged in r-:edicare and 
Medicaid programs.· . · 

HEH apparently has hm choices. It can drastica11· revise th2 Mi'\C program, 
tnaklng ,ta) licable cn1y to antibiot, , ecause every b~tch o ant,_ 101.-lcs 
is roul:1ne y ch~cked for qua by Fuf,. Or, the ~-~;c oros1·ar.i couid he dro_rc2d 
_until f:DA 91?ts its 1~1;9-a\·t(!ited mono~ph orOj!i=;-:::i _r:oi~. This p1·ogr~m HOuld 
estab11sh monographs l10ng p.1p2rs on e:-:.~ctly ho•,! e~ch product r:iu$t b~ made) 
for every product cleared through the DESI oro:1ru1. T!iis is bv no m-:?ans - . . .. 
1n:mnent. 

About the only certain result of this nc~·, t1.i.C roadblocl~ will be v~ry thor'Clugh 
gri11ings of FDA and HEH officials by Sen-'.to:-s Ed:·:ard Kennedy and Gaylord 
l~elsoni, and very probnbly Rep. L.H. Fount~in, ,-:110s2 House su~co~ittee has 
oversight ~t1thori ty over FDA. In th2 •,·mrds of one hich~ranki nq llEH official 
-- "the shit is really going to hit the fanu once Congress discovers MAC 
is stal 1 ed • 
(Further inforrna tion: (·;ark Melcher or Greg \'a 11 i~re ~ 202/337-0110). 

jh? tfa:5hir.9!on fc:-~~ln~. . 202-3]/-0llQ. 

··=· . .. . .. . 
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TABLE I 
DRUGS WITH COMPARATIVE BIOAVAILABILITY DATA AVAILABLE 

INEOUIVALENCE-Drugs with Human Comparative Bioavailability Data Which Definitively Document or Suggest Differences 
Among Like Formulations of the Same Drug · 

Studies Which Definitively Document Differences Among Like Marketed Generic Oral Formulations 
acetaminophen (1-2) diphenylhydantoin (84-94) phenylbutazone (207-213} 
acetylsalicylic acid (3-17) erythromycin (96-120) riboflavin (225-231) 
ampicillin (22-34) nitrofurantoin (152-161) sulfadiazine (244-246) 
chloramphenicol {35-45) oxytetracycline (167-174) sulfisoxazole (253-256) 

. chlordiazepoxide (46) para-aminosa!icylic tetracycline (259-277) 
digoxin (63-83) acid (175-183) warfarin (295-297) 
Subtotal=17 

Studies Which Demonstrate or Suggest Differences Among Any Other Like Oral Formulations 

aminophylline (18-19} lincomycin (144) ptienylpropanolone (215) 
aminorex (20) lithium carbonate {145) prednisone {216-220) 
~blortetrclcycfjne (49-51) meqroxyprog_.esterone ptopoxyphene (222) 
cyanidano! (53) acetate (146-147) salicylamide (232-234) 
dextroamphetamine (55-58) . methaqualone (148) spironolactone (237-242) 
diazoxide (59) norephedrine (162) · sulfadimethoxine (247) 
ethionamide (122) paracetamol (184-185) sulfameter (248) 
griseofulvin (126-133) penicillin G (186-192) sulfathiazole (257) 
hydrochlorthiazide (134-135) penicillin V (193-198) theophylline (278-280) 
hyoscyamine (136) pentobarbital (199) thiamine (281) 
indoxole (139) phenacetin (201-202} tolbutamlde (285-291) 
iron (140-141) phe9ylindanedione (214) triampterene (292) 
Subtotal=36 vitamin A (293-294) 
Total=53 -~·-.-, 
Studies Which Demonstrate or Suggest Differences Only Among Like Parentet-al Formulatioos 

procaine penicillin G (221) -
Subtotal=1 
Total=54 

Studies Which Demonstrate or Suggest Differences Only Among Like Topical Formulations 

dexamethasone (54) fluocinolone acetonide {124) 
Subtotal=2 
Total=56 

Studies Which Derr.0nstrate or Suggest Differences Only Due to Salt or Ester Formation 
novobiocin (165-166) quinidine (224) : (' 

Subtotal=2 
Total=58 

Studies Where Only Clinical Data (Efficacy, Adverse Effects, etc.) Are Available Which Suggest Differences Among Like 
Formulations in Man 

amphotericin B (21) indomethacin (137-138) tetracaine (258) 
. cortisone acetate (52) L-dopa (143) thyroid (282-284) 

dicumarol (60-62) sodium salicylate (236) 
Subtotal=8 
Total=66 

Drugs With Only Animal Studies Which Demonstrate or Suggest Differences Among Different Formulations of the Same Drug 

methylprednisolone (150) phenothiazine (204-205) salicylic acid (235) 
norethisterone (163) quinalbarbilone (223) sulfaethylthiadiazole (243} 
Subtotal=7 sulfapyndine (252) 
Grand Total=73 

INDETERMINATE-Drugs with only Indeterminate Human Comparative Bioavailability Data Available 
chlorpromazine (47-48) 
ephedrine (95) 
estrone (i 21) 
ethylamphetamine (123) 

furosemide (125) 
methicillin (149) 
nicotinic acid (151) 
noscapine (164) 

pentaerythritol 
tetranicotinate (200) 

phenethicillin (203) 
phentermine (206) 

EQUIVALENCE;,__Drugs with Human Comparative Bioavailability Data Which Only Definitively Document or Suggest No 
Difference Among Like Formulations of the Same Drug 

Studies Which Only Definitively Document No Difference Among Like Marketed Generic Oral Formulations 
isoniazid (142) sulfamethizole (2$0-251) 

• Studies Which Only Demonstrate or Suggest No Difference Among Any Other Like Formulations 
sulfamethazine (249) 

13 
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Price Indices 
I The Consumer Price Index (CPI) 
.Il'\easun:s changes in prices of goods 
wr:nd services typically purchased by 

, r families with moderate incomes living 
· in large urban areas (2). Tne most 

f common cited measure of these prices 
is the composite index covering sell
ing prices for all items included in the 
survey. This composite index is the 
Consumer Price Index frequently de
signated as CPI. But, in addition to 
the composite index, price indices are 
subdivided .are published for the fol. 
lowing commodity groups: (a) food, 
(b) housing, (c) app::trel ,and upkeep, 
(d) transportation, and (e) health and 
recreation. All of the prices series 
used in this paper are included in 
the CPI, except the pharmacist's pro
fessional fees which are computed 
from the Kentucky Surveys (3). 

Cost of Living Increases 
Increases in the price indices for 

the four major categories reported ,in 
the CPI - those of medical care, food, 
apparel and upkeep, and housing -
are presented in Table I. Examination 
of these data indicate that the overall 
cost of living has advanced by 60.3% 
from 1963 through November 1974. 

ADuring thi!; same period - and for the 
W'first time since 1963 - food prices 

have increased more rapidly (76.5%) 
than those for medical care (74.8%), 
apparel and upkeep (47.6% and hous
ing (61.4%). In fact, since 1965, food 
and medical care have both increased 
at a rate of almost 1 % times that of 
the overall average cost of living -
while apparel and upkeep have in
creased at :the rate ofonly ¾ that of 
the overall cost of living. 

It is no surprise to the consuming 
public that the cost of living has risen 
rapidly in the last year. During the 
first 11 months of 1974, food alone 
increased over 20%! In fact, the 21.5% 
increase in food for only the first 11 
months of 1974 was greater than the 
6 year increase from 1963 .to 1969! 
During this same 11 month period 
medical care rose 12.8% apparel and 
upkeep rose 9.6% and housing rose 
15.9% The overall cost of living in
creased 15.2% for the first 11 months 
in 1974. 

· The tragedy of "run away inflation" 
is the hardship imposed upon "fixed 

A income" families. People depending 
W, upon social security and retirement 

incomes are finding it extremely more 
difficult to make ends meet. 

March 1975 

The Pharmacist's Professional Fee 
Much has· been written about what 

the professional fee of a pharmacist 
should be under ideal circumstances 
and about what the fee is in terms of 
its current usage (4). The purpose of 
this paper is not to critique the pro
fessional fee issue. Rather, the authors 
arc concerned with a measure of the 
charge by pharmacists for services 
rendered, which is comparabie wiw."-1 
similar charges of other professionals 
in the area of medic.al care. 

Unlike physicians' fees, dentists' 
fees and optometrists' fees, there is 
no price index within the CPI that 
measures the professional fee of phu
macists (2). ~dditionally, data are not 
available for pharmacists fees from 
various national surveys (5-6). For 
this reason, the average professional 
fees for Kentucky pharmacists for 
1963 through 1973 are included in 
Table III for comparison with the fecS 
of other professions. Although n3.· 
tional average fees for community 
pharmacists would be desirable, in
formation of this type is not available. 
Additionally, data will not be avail
able for the 1974 Kentucky Prescrip
tion Survey until April 1975. 

The fees resulting from the Ken. 
tucky surveys are generaliy similar 
to pharmacists fees in other areas of 
the country (7). Since national fee 
dat,a are not available, the fees result
ing from the Kentucky Stuveys are 
included for comparison purposes in 
Table III. 

It should be noted that the Knetucky 
prescription surveys reflect the pre
scription charge regardless of the 
quantity of drug dispensed, while the 
CPI values are based on a price for a 
given brand, strength and quantity of 
dmg. Aithough the measure of phar
macists' fees is conceptually com
parable to the measure of other pro
fessional medical care fees, the sampl
ing technique used for corlection of 
data concerning pharmacist's fees 
differs from the technique used by 
the Bureau of Labor Statistics. How
ever, differences between the rate of 
increase of pharmacists' fees and other 
fees used for comparison is so great 
it is doubtful that .the conclusion~ 
reached would be altered if there were 
small errors induced by various sampl
ing techniques. 

VARIATIONS IN MEDICAL 
CARE PRICES 

Within the medical care industry 
there have been wide variations in the 

rate of price increases (8). This dis
cussion will focus on a comparison of 
price indices of selected medical care 
service charges and professional medi
cal care fees. 
Medical Care Service Charges 

Price indices of medical care ser~ 
vice charges from 1963 through Nov. 
1974, excluding professional fees, are 
presented in Tabie II. The base period 
for these indices is the annual aver
age for 1963, except for the items 
otherwise noted - and for these items 
the base period is December 1963. 

The item "all medical care charges" 
in Table II is a composite index of all 
Medical care service charges and pro
fessional foes, except for pharmacists' 
fees. This index is a weighted average 
rather than a simple mean of the 
price indices of the subgroups. There
fore, it is not possible to derive this 
value through an average of the sub
groups in Tables II and III unless the 
appropriate weights are applied to all 
categories. · 

Service charges for hospital rooms 
increased more rapidly than did any 
other medical service. Semiprivate 
rooms increased in price by 191.6%. 
from 1963 through November 1974. 
The increase in operating room ser
vice charges was 156.1 %, dental 
charges for dentures rose by 58.8%, 
and X-ray for upper G.I. series in
creased by 57.1% during this sa.1-ne 
time period. 

In contrast to these large increases 
in the above medical care service 
charges, the drugs and prescriptions 
component has, on the whole, remain
ed stable in price over the same period. 
Over-the-counter drug items increased 
by a modest 21.0% from December 
1963 through November 1974, and 
prescription drugs actualiy declined 
by 1.8% during this period. Drugs and 
prescriptions are considered to have 
dampened, to some e~tent, the over
all upward movement in medical care 
prices. 
Medical Care Fees 

In Table III, changes in professional 
fees of physicians', dentists', and 
other professional medical fees are 
compared over the period 1963 through 
November 1974. Kentucky pharma
cists' fees are compared from 1963 
through 1973. Examination of Table 
III indicates that physicians' fees have 
risen at the most rapid rate of 80.5% 
for the 1963 through November 1974 
reference period. Dentists' fees were 
second with a 67.6% increase. Other 
professional medical fees included a 

See "Fee" - Page 10 
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c•Fee" - Cont. from Page 9 
53.9% increase for optometrists' and 
47.8% increase for routine laboratory 
tests for the same time period. 

Studies by the authors indicates 
only a 23.1 % increase in pharmacists' 

a,fees in Ker.:tucky for the 1963 through 
W,1973 period (3). Although the phar

macists' fees in Kentucky would vary 
from the fees of pharmacists in other 
areas of the country, the authors feel 
that the trend noted in Kentucky 
would be generally similar to that of 
other states over the 1963 through 
1973 period. It is especially significant 
to note that while pharmacists' fees 
have risen only 23.1 % since 1963 -
food prices rose nearly this much 
(21.?'7o) in the first 11 months of 1974 
alone! 

STA::m"t'l:ZING PA-t:·.rems . IN 
PHAR.i'YIACY PRICES 

According to a recent report of the 
Joint Economic Committee, the rapidly 
rising cost of medical care, can be 
explained partially by the following 
three factors: 

(a) an increase in the quality of 
medical care, 

(b) the process of bringing wages 
of hospital workers in line with 
wages of workers in comparable 
occupations, and 

(c) the advent of medicare and 
medicaid programs (9) 

The Committee report added: "These 
e;,artial explanations of rising medical 

costs must not be allowed to mask the 
serious structural inefficiencies which 
exist in the health care industry and 
~hie!:! will continue to cause exces
sive cost increases if they are not 
corrected" (9). It should be empha
sized,. however, that the Joint Eco
nomic Committee was referring to the 
overall increase in the cost of medical 
care. The wide range of price increases 
noted in this study is an indication 
that those forces causing price changes 
have not been uniform throughout the 
medical care industry. 

The charges for retail pharmacy 
products and se.rvices have remained 
stable relative to other medical care 
charges. The reasons for this relative 
stability insight into the stabilizing 
forces in retail pharmacy. 

Average salaries have increased 
faster for hospital workers than for 

· workers in pharmacies over the period 
of study (10-11). For example, from 
1963 through 1968 the increase in 
average earnings for pharmacy work
ers was smaller in 5 years than was 
noted in only 3 years for hospital 

aworkers (11). 
W, Increasing competition has also in

fluenced the stability of charge for 
pharmacy products and services. Many 

IO 

over-the-counter drug items which 
were formerly sold exclusively by 
pharmacies are now sold in non
pharmacy retail stores (12). Since 
these items are not the main line of 
business of non.pharmacy retail out
lets, they are often sold at little or no 
markup - and sometimes even as a 
"loss leader". This increase in the 
intensity of competition has had some 
stabilizing effect on the price of over
the-counter drugs. Likewise, the sale 
of prescription drugs is competitive 
in most communities - far less com
petition, if any, exists with respect to 
most other types of medical care S<)r
vices. 

Clos~ government scrutiny of the 
drug industry is another factor that 
has played an important role in stabi
lizing prescription prices. Since the 
Kefauver hearings in the 1950's, there 
has been considerable public criticism 
of drug prices. This criticism seems to 
be unwarranted in recent years as 
evidenced by the stability of retail and 
wholesale drug prices (2). 

Other factors probably have been 
important in stabilizing pharmacy 
prices. One would expect that medi
care and medicaid programs have had 
a lesser impact on the demand for 
over-the-counter and prescription 
drugs than they have had on the de
mand for other types of medical care 
- particularly hospital facilities and 
physician,.' time. 

SUMMARY AND CONCLUSIONS 
For the first time since 1963 food 

prices have incn:..ised more rapidly 
(76.5%) than those for medical care 
(74.8%), apparel and upkeep (47.6%), 
and housing (61.4%). Food and medi
cal care have both increased at a rate 
almost 1 ¼ times that of the overall 
average cost of living (60.3%). The 
overall cost of living has increased by 
60.3% since 1963 - with a 15.2% jump 
in the first 11 months of 1974. 

There were considerable differences 
in the rate of price increases among 
various types of medical care service 
charges within the medical profession. 
At one extreme, semi-private rooms 
increased in price by 191.6% from 
1963 through November 1974 - while 
at the other extreme, the prices of 

. __.,,,,.. .... 
. ~•·:/~~ -~ ,z;. 

11 months •. of £l J @- ~•. 'ke'ntucky 
pharmacists' fees increased by only 
23.1 % from 1963 through December 
1973. Dentists' fees, optome.trists' fees, 
and charges for routine laboratory 
tests increased by 67.6%, 53.9% and 
47.0% respectively over the 1963 
through November 1974 period. 

The wide variation in the rate of 
increase for medical care service 
charges (Table II) and professional 
medical care fees (Table Ill) is only 
a manfiestation of underlying econo
mic and social forces. The pressure of 
these forces varies within the medical 
care industry. Regardless of the cas
uality - the only two groups to re
main relatively stable over the period 
covered were the price. of drugs and 
prescriptions, and pharmacists• fees 
as represented by the Kentucky Pre
scription Surveys. 

As a result of this study, prescrip
tion are considered to be a "best buy" 
when compared with charges for other 
goods and services. 
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TABLE I 

PRICE INDICES OF MEDICAL CARE, FOOD, APPAREL k':D UPKEEP, HOUSING AND ALL lTD!S 1963 THROUGH 1974 o 1 ~ o tr-;r 6 ' I~) :. 1963
8 

g g 
!974h % Increase 

1969 1970 1971 1972 1973 Item 1964 1965 1966 1967 1968 

Medical allb 100.0 102.1 104.5 109.l 116.8 123.9 132,5 140.9 150.0 154.8 162,0 174 .8 
care, 

Foodc 100.0 101.2 103.5 108.7 109.6 113.4 119.4 126.0 129.8 135.4 155.0 176.5 

Apparel and upkeep 
d 100.0 100.9 101.9 104.6 108.8 114.6 121.3 126.2 130.4 133.l 137,o 147.6 

Housing e 100.0 101. l 102.4 104.8 107.8 112.4 119,5 128.2 134.1 139.4 145.5 161.4 

All items 
f 100.0 101.3 103.0 106.0 109.0 113.3 119. 7 126.8 132.3 136.6 145,l 160.3 

Source - ~~Review, U.·s. Department of Labor, Bureau of Labor Statistics, vz::ious issues. 

a. Original indices were reported with the 1967 average as the base period. These indices were shifted to 
base 1963 for convenience. 

b. Covers all forms of medical care includin1, drugs, hospital charges, prescriptions, etc. 
c. Includes food 'consumed'."' away froin home (restaurants, cafeterias, etc.) as well as food purchased for con-

sumption in the home. 
d, Includes all clothing, footwear and apparel services {i.e., drycleaning). 
e. Covers shelter, fuel and utilities, household furnishings and operations. 
f. The CO$prehensive index representing all items listed in the "Consumer Price Index for Urba.~ Wage Earnings 

and Clerical forkers." 
g. Covern.~ent price controls went into effect on August 15, 1971 and extended ~hrough 1972. The increases in 

this periol are due to the fact thatnot all items or all of the businesses were subjected to price controls. 

h. Data for 1974 through first 11 months only. 

- TABLE II 

PRICE INDICES OF SELECTED NEDICAL CARE SERVICE CHARGES FOR 1963 THROUGH 1974 

Item 1963 1964 1965 1966 1967 1968 1969 1970 1971 C 1972c 1973 

All Medical Care Charges 100,0a 102,1 104,:i 109,l 116.8 123.9 132.5 140. 9 150.0 154.8 162.0 

1. Selected hosEital charges 

a. Semiprivate rooms 100.oa 104,Z 110,(\ 121. 7 145. 7 165.6 187.6 211.8 237.6 253.4 265,3 

b·. 012erating rooms 100.0b 101.2 106,~ 113.9 128.4 143.2 165.2 182.8 200.6 216.5 230.0 

e. X-ray, diagnostic 
JOO.Ob 117. l 122. 7 130.5 140.3 !45.0 148.p 

series {upper G. I.) 100.7 102,l 105.7 112.3 
2. Dental charges, dentures 

100.0b (full upper) 101. 7 104.6 107.6 113.4 120.3 127.4 134.1 141.6 146.6 150.4 

3. Drugs and prescriptions 100.oa 99.7 99.4 99.7 99.2 99,4 100.5 102.6 104.6 104.8 105.1 

a. Prescriptions 100.0a 98.7 97.6 97 .4 95.7 94.l 95.3 96.9 96.9 96.6 96.2 

b. Over-the-counter 
JOO.Ob 

109.8 113.9 116.2 
dru s 100.6 101.3 102.4 103.4 106.e 106.9 115.1 

Source - Monthly Labor Review, U.S. Department of Labor, Bureau of Labor Statistics, various issues. 

a. Original indices were reported with the 1967 average as the base period. These ir.dices were shifted to base 
1963 for convenience. 

b. Base period is Dece$ber 1963; data are not available for entire year of 1963. 
c. Government price controls went into effect on August 15, 1971 and extended throu6h 1972. The increases in 

th.!& period are due to the fact that not all items or all of the businesses were subjected to price controls. 

d. Data for 1974 ·throu.;h first 11 nonths only. -

1974d 

174.8 

291.6 
256.1 

157.1 

]';8.8 

108.3 

98.2 

121.0 

1 'JI, 3-19 74 

74.8 

76.5 

47.6 

61.4 

60.3 

% Change 
J "~1-:1..2.l!L 
+ 74,8 

+191.6 

+!56.1 

+ 57.l 

+ 58.8 

+ 8.3 

1.8 

+ 21.0 

Jl 

.. 
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CHAIRMAN 

k.-k, ~-AOO; 3':A':, M~O;, 

F.R.C.S. (EDIN.I F.R.C.S. (C.) 
F.I.C.S. 

MEMBERS 

D. BLOUW, M.D. 

J.G. CAMPBELL, M.Ec. 
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A.W.S. GARVIN, B.Sc. 

M. KOVACS, M.O. 

J.C. McMILLAN, B.Sc. 

R.J. MULAIRE, B.Sc. 

A. ORLIKOW, B.Sc.· 

R.R. PUBLOW, B.Sc. 

l. SHWORTZ, B.Sc. 

EXECUTIVE SECRETARY 

J.R. TRONIAK. 

316 Norquay Building, 
York & Kennedy, 
Winnipeg I, Manitoba. 

Telephone: 946-7791 

Honourable Edward R. Schreyer, 
Premier of Manitoba, and 
President of the Executive Council, 

· Room 204, Legislative Building, 
Winnipeg 1, Manitoba. 

Sir: 

In accordance with instructions of your Government 
as established by Order-in-Council 62/71 dated 
January 27, 1971 (v,.rith attached Terms of 
Reference) and the subsequent modifications by 
Orders-in-Council 368/71, 370/71, 664/71, 707/71, 
1128/71, we are h9r;oured to submit our Final 
Report embodying our conclusions and recom
·mendations regarding Central Purchasing and 
Distribution of Prescription Drugs for the Province 
of Manitoba. 

iii 

We have the honour to be,. 

Sir, 

Your obedient Servants, 

(Signatures follow:) 
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TABLE I 

SUMMARY OF FOREIGN DRUG PROCUREMENTS BY 

U.S. DEFENCE SUPPLY AGENCY, 

DECEMBER 1959 - APRIL 1964 

Number of Total dollar value Total dollar value 
contracts of foreign contracts if domestic 

Dollar savings 
per product 

> 

\ Tetracycline ........... 23 $6,537,488.00 $14,352,292.69 $ 7,814,804.69 j 
Mepr.obamaJ,e.., •• ,,,, ...... .a 1,J51,!:i73.52 7,585,903.99 6,434,330.47 } Nitrofurantoin ........ 9* 717,132.48 2,181,996.48 1,464,864.00 
Sulfadiazine ........... 3 589,562.00 983,254.08 
Chlortetracycl i ne .... 4 440,234.88 970,752.00 

__ Oxytetracycline •.••.• 1 358,502.40 581,529.60 
Tetracycline syrup_ .. 1 88,646.4:'? 106,047.36 

Total ...................... 48. $9,883,139.68 $26,761,776.20 

•Includes two contracts for which no domestic offer was received. 

SOURCE: Clapp, op cit p. 25 

393,692.08 j 
530,517.12 
223,027.20 

17,400.96 

$16,978,636.52 

As this table shows, the U.S. Defence Supply Agency through bulk purchasing from 
foreign sources was able to realize a savings of approximately $17 million within a period 
of five years for a savings of 63 per cent. 

. The Alberta Amendment 

In 1962 the Province of Alberta legislated the following amendment in the Alberta 
Pharmaceutical Association Act: ·) 

Section 45 "where a prescriptlon refers to a drug or drug combination by a\ 
brand name or a name other than its generic name, a pharmaceutical chemist, .-' 
in dispensing the prescription, may use a drug or drug combination in its'-._ 
generic or brand name equivalent of that named in the prescription, u7less ' 
the prescriber indicated otherwise, 

(a) by designating the name of the manufacturer or 
(b} by specifying that no equivalent is to be dispensed. ; · 

(1962, c. 67, s. 3) 
\ \ Ii . ,~ 1\ At th~ time of this enactment, it was anticipated that a substantial decrease in the i'if 

: f} ' The Advisory Committee has exam med the record and can fmd no evidence that · I,.: f 
i · ;j:' the average cost of prescriptions had been reduced in the Province of Alberta. Indeed, the i / I 
,\t'y ~ cost of prescrip_tions would _follow. • . . . /4;{;,: 

'
. ; i; average price of a prescription in Alberta leads all other provinces and in 1970 was $4.46 ,'. , -

1 . ,: f compared with the nation-wide average of $3.89. 23 . '1li 
f · }' Although this amendment is a step in the right direction, it is halting and limited in \1;-
J ~ i < its effect. The phrase "no substitution" appearing on the face of the prescription has f 
1 {' : blocked change in prescribing habits and defeated the pll!pose of the legislation. It seems }t 

• w ------ -
23 See page 76 • 
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Bill or Resolution 
to be considered 

'\~-AB 513 

y ? 
f~ AB 515 

~o 
AB 539 

AB 595 

ACR 42 

Subject 

Alters composition of state board of pharmacy. 

Increases district court reporter fees. 

Permits registered representatives to offer 
subdivision land for sale. 

Provides for regtilation of property appraisers and 
makes an appropriation. 

Directs commissioner of insurance to investigate 
adequacy of prepaid comprehensive health programs 
offered in Nevada and, where appropriate, to 
inform public of misleading advertising or 
inadequate programs. 
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TABLE I 

SUMMARY OF FOREIGN DRUG PROCUREMENTS BY 

U.S. DEFENCE SUPPLY AGENCY, 

DECEMBER 1959 -APRIL 1964 

Number of Total dollar value Total dollar value 
contracts of foreign contracts if domestic 

Dollar savings 
per product 

23 $6,537,488.00 $14,352,292.69 
'\ 

Tetracycline ........... S 7,814,804.69 ) 
Meprobamate ........... 8 1,151,573.52 7,585,903.99 6,434,330.47 
Nitrofurantoin ........ 9* 717,132.48 2, 181,9.96.48 1,464,864.00 
Sulfadiazine ........... 3 589,562.00 983,254.08 
Chlortetracycline .... 4 440,234.88 97'.J,752.00 

_ Oxytetracyctine ...... 1 358,502.40 581,529.60 
Tetracycline syrup_ .. 1 88,646.40 106,047.36 

Total ...................... 48 $9,883,139.68 $26,761,776.20 

*Includes two contracts for which no domestic offer was received. 

SOURCE: Clapp, op cit p. 25 

393,692.08 j 
530,517.12 
223,027.20 

17,400.96 

$16,978,636.52 

As this table shows, the U.S. Defence Supply Agency through bulk purchasing from 
foreign sources was able to realize a savings of approximately $17 million within a period 
of five years for a savings of 63 per cent. 

. The Alberta Amendment 
In 1962 the Province of Alberta legislated the following amendment in the Alberta 

Pharmaceutical Association Act: ·1 
Section 45 "where a prescrlptlon refers to a drug or drug combination by a\ 
brand name or a name other than its generic name, a pharmaceutical chemist, / 
in dispensing the prescription, may use a drug or drug combination in its .... 
generic or brand name equivalent of that named in the prescription, u7. l_ess 

1 

J the prescriber indicated otherwise, 

/ (a} by designating the name of the manufacturer or 
'-<:,,.,/ {b} by specifying that no equivalent Is to be dispensed ; 

\ {1962, c. 67, s. 3) . 

)
\. At ~h~ time of this enactment, it was anticipated that a substantial decrease in the twr·} 

\ cost of prescriptions would follow. /4 · I 
; The Advisory Committee has examined the record and can find no evidence that , / / 

· the average cost of prescriptions had been reduced in the Province of Alberta. Indeed, the i ~' 
-------+'-+~~average price of a prescription in Alberta leads all other provinces and in 1970 was~ 1! .. _ ,· 

compared with the nation-wide average of ~3.89. 23 •ri { 
Although this amendment is a step in the right direction, it is halting and limited in ;1 

its effect. The phrase ''.no substitution" appearing on the face of the prescription has . 
blocked change in prescribing habits and defeated the purpose of the legislation. It seems •. 

'--· 

See page 76 . 
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c.xc:::.ctly as sp2cifiid. by the ph~·sici:::..!1 is b~si.c.e.lly a cc:1s~.e!' 
protectia~ ~easure·, to assu~e the patient's ~e~~i~g exac~ly cte 
ffiedica~ion the doctor ordered based upon his expe~ience with 
that particular product. 

2. It (the law) protects ~ne patient's health by assuring that a 
product \•rhich r.:ay act differently is no-c substituted. 

3. · It protects the patient against fraud. (Substitution of a 
cheaper product by the pharr:;.acist:,. gE:.ining hi?:!. rr.ore profit., a 
competitive advantage, or both., \·ti thout necess2.rily passing on 
the 1'theoretical 11 savings to the patient). 

4. Under the pharmacist's nfeeu system., only the basic drug cost 
would be reduced if a cheaper drug were di$pensed and if the 
di:ff'erence i.·rere uassed on to the const1:i'..er. The pha.macist' s 
fee> uhich represents., on the a-:ierage, about 50~f of the 
prescription price., would renain the same. Tnus, the 11 savingsn· 

. to the patient., per dose, ,,:ould be an inf'initesirr,al a.mount, 
and the patient would still run the risk that the ucheapern 
drug would not act as the doctor had intended when he prescribed 
the _original product • .. 

5.. If prescription drugs are included in a labor union ts medical .. 
benefits plan, the union should insist upon get.ting the best 
r. f th . ~· ·· · · . · -'-r0 ' 1 + 0 d as de..,·ern.:"'~d ..i.rugs or ... e speciI:!..c cona.1.-c) .. on oe:i_ng "' .,c-1.,~• , v •.• .l...~c: 

by the physician - not something cheap \·Ihich a pharmacj_st 
might gu.ess-·is 11 just as good 11

_, thereby bringing the pharmacist 
more prori~ or the benefits plan a theoretical savings. Union 
members have ear!:ed, and p2.id for., the right to first class 
medical care through (1) dues payments .(2) hard negotiation 
(3) co-payment or co-insurance., neither of' ~·!l1ich would be 
reduced for the patient by substituting cheaper, less reliable, 
ingredients in the prescription. 

6. The assu..1.ption that the Food and Drug .Administration assures 
therapeutic equi valency 2.r::c!;.g various ugener.ic 11 equivalent 
products on the r::.a·rk.et is'an error. (See FDA statements in 
attached PROPOSED BIOAVAIT,;BILITY RSQ.Uict.EU:SN'IS.> FDA., Jan~ 5J 197~ 

7. With the Fcod and Drug Ad.:.!~nistraticn as yet lli~able- to assure 
therapeutic eq1,J.ivalency a::1ortg s -irnilar products, it is extremely 
unlikely that a phar2acist., or a corr""'>r!ittee acting in his be~alf 
will be able to do so wi thcut jeopardizing the pa. tient I s ,-;ell- > 
being • 
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8. T.nere i.s a profit motivE:: i:1.volved in the substitu.tiqn issue. 
Bu.t it is pr!..::-.3.rily a nrofi t-r.-~ctiv2 on the uart of the r.:i~ori .,,;,· 

· among ph;i.r::13.cists 1,-;ho ;:ant to p1~ofit direct~y by substir.u-cizlg 
a cheaner nroduct, or indirectly by reducir1.g line-ite~s in 

.. .. ~'f 

their .inventories. -~ 

Bear in· mind, ,-:hile the physician has a respo·nsibility to keep: 
the. patient's econo::1ic well-being .as ·well as his health in 
mind when he presc?.•ioes treatr1ent; the physician stands to ma...~e 
no profit one ~-:a.y or anot:!1er en th.e medication he prescribes. 
He h --s no -i.nc 0 ~+1.·,,0 to n1•c.sc-ri'oe a hi o-h-nric0 d' nr---du:'c+ if' he·· .c;., .1... .i..1.- .__.Lv - ... - --- -•:::,.•• !::'-·- - ._ -V v -- 4.., 

believes a cheaper one will do as well. The pharmacist does · 
stand to profit, more or less, depending upon the cost of ~he 
product dispen.sed in proportion to the price ht:! charges, Legal. 
authority to dispense a. different product tha.n_the.one'orderad
can lead to abuses by those who would prof'i t thereby ... · And the 
chances are that in too many cases, the one who profits by 
substitution will not be th~ patient . 

. 9. 11Molecular manipulation" is scientifically valid research 
and often has resulted in improved products with fewer or less 

. severe side effects, lowered dosage., and greater therapeutic 
efficacy. Without "mo lee ula.r rr:.anipula tion rr, we would still 
be using sulfanilamide, the wonder-d!·ug, of: the la.te 1930 1 s, 
instead of the vastly i~proved and safer anti-infectives ·we 
use today. -. · .•.. 

. ' 

',,.-· 

·. 
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• . By m.,'TH DEAN 
Sta.-~ews Staff Writer 

Who's right? 
Those who say United 

States lias become an over
drugged nation? 

Or the doctors who claim 
the averase patient takes a 
pm only when he needs it and 
then half the time resists or 
fo,gets it when . it is 
prescribed? 

Dr. Michael .I. Halberstam, 
internist ar.d author of "The 
Pms In Your Life,'' hoids to 
the second view which he 
emphasized in a speech to the 
W-0man's National Democrat
ic Club yesterday He took to 
task Senate investigating 
committees, even President 
-Nixon, for promoting the first 
view. ·· · 

Halberstam quoted Presi
dent Nixon as ha,.·ing told tr.e 
American Medical Associa
tion. "we have created a cul-

a drugs. a pill for every 
1." He ;,.ho referred tu 

a! Drug Administrator 
Charles Edwarqs description 
e! "t.in • ove:r-drugged nation!• 
and Sen. Gaylord Nelson's 
claim that ''we've become 
rnassively addicted to drugs 
whether we need them or 
not.'' 

HAL~ERST.rUI CALLED 
these "unsubstantiated 
notions" which differ from 
what· physicbns see in daily 
pr:actice. He investigated the 
disparity and found an NIH 
study of pati_ent compliance 

• 

THE ci/n:t~JC ST.!\R end DA!tY NEWS 
Yl;::,hin-;-i-:r., D. c'., fm.J.,,,. f .•brv-~,y ZJ. 197;1 

sho·,ving "perhaps 20-".-0 per
cent of the medicines pre
scribed are taken" and 

· "betw·een l'J and :CJ percent 
are never filled." 

The one exception, he said, 
· is "we do prescribe more 

tranquilizers and anti-depres
sants than fa our past history. 
But perhaps part of th.is can 
be attributed to improved 
psychiatric treatment which 
allows psychotic patients who 
once spent a liletime in an 
institution to resume produc
tive lives in the community 

· under .enormous dosages of 
drugs prescribed for their 
treatment." 

Halberstam said hearings 
conducted by Nelson and 
statements made by Sen. 
Edward Kennedy were based. 
on "inadequate investiga~ion 
and unsubstantiated slo
gans." He said he would hope 
"people looking into these 

problems would apply the 
same standards physidans 
apply to their patients.· 

"If we go into these issues 
with gro;;s ex~ggerations and 
false inforrnation, we'll OI'..iy 
obscure the w..ain problem and 
solidify the errors of the past 
and harm the research and 
patient b-anefits of the fu
ture," he warned. 

An example 0£ how the drug 
issue is being fogged by exag
geration, Halberstam ·cited 
FDA Corr.missioner Edwards 
statement three years ago 
that "five percent of hospital 
patients are admitted for drug 
reactions:' 

\\1-IEN HE investigated the 
study on which the statistic 
was based, Halberstam said 
he four.d it hadn't been broken 
down correctly ~md was not 
aJl-jnclusive "because it had 
been made only on the medi-

1(/DDY ABSE1\JTFEISM 
!{IRBY, England (WNS) - Schooi officials who inves• 

tigated sd1ool absenteeism·here reported that one student 
in three is absent at le~st one day a week. 

But fewer than 10 percent of the absentees missed. 
school because of illness, 

"Sleepy parents who clon't get their children to school · 
are the real culprits," said education officer Peter Neaf
sey. 

''Next are working parents who keep the youngsters at 
home to answer the doorbell when the TV repair man or 
the plumber comes to call." 

0770 

cal floor of a hQspital that in
cluded attempted suici<k cas:. 
es and leukemia patients 
being tr~ated with high drug 
dosaies.0 

A nx,re accur:tte study, he 
said, was made by Dr. Nathan 
Kline, Uie father of' neuro
pharmacology, "and it's the 
orJv ::tudv that has measured 
drug reactions as the reason 
for aomission to hospitals. It 
showed only one percent." 

Halberstam said he ,,rote 
Edwards a letter~ suggesting 
a correction. "but nothl.'lg has 
been clone about it. So the fig
ure keeps being quoted as 

· gospet Perpetuation of such 
an exaggeration.'' he main
tained. "is a clisseniee to pa
tients and. doctors." 

Ha!berstam also accused 
the FDA of "sig11Jficant!y in
terfering with the only major 
medical adnmce in 100 }'ears 
for patients with angina pec
toris." 

Since the introduction .w.to 
the United States three years 

.ago or proprano!ol, a drug 
used for heart disease and 

· high blood pressure, HafbeJ-. 
stam said "the FDA still bas 
not rereased this medication 
for use, yet thousands ar, 
using it." 

In effect this means physi• 
cians are operating "outside 
the law:• he said ... but I think 
they will-continue to do so un
til the FDA backs down. 'fhis 
is not a: trivial matter. This is 
a sfgnificant treatment for a 

· life-threatening condition ... · 
' 

t 
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· SUUjE~I: He<licaid Action to Nondt!te the Us.e. ~f Generic 'Presi:ri.~t:imns ·· 

llITRCDUCtD lr'.(: he:dic:tl So~icty of the County of Queens 

..,._ ... .,._ .. ________ .,. .... _.,..,.,_ __ ,.. _______________ ,.,,. ______________________________ _,._..., _________ . 

Uli.ER.EAS, For 'i---iedico:id p.?.tients :r.n Nct-r York City., the· i1ew- retulltticn 
"r"'-1'"':"1:•·.:r~~t"~ ..... ~#"') ~JS l"' S c.r. ,, .. . ~t":l,.t .. --:·r ... ~-.!.,..,'!".'f'\ 1 ,,.,....""'•C'C ·3~~t.:"' A'...,.,:~r... .... <l"') ....... A Inti(..:r-r:. $.'--'l~J. -.:.,.; .... 1.-U¥ .... ,.,,¥UC~.;.. c..,i,. ........... L&-, ... ,.:..J.•-,; .. _.C ..... ~..,. l .J, ... ~,n·\.1.,,,C,:,. •• J.. , .. l;..U_ .. vJJ.-~ 

(l?orm H 30l~ J) cs a prescript:i.cn bl2.ak spuc:::ficc.J.ly for 1-Iedicaid 1)::ti!!rits, 
dcn:[;.nding th.:-.t if :.1 phys:i.c:i..::m desires to ordzr a uedication by .a tr:!c!e 

· n· r.ic not listr:<l. in a ne:n~ £01. .. ~ul,1ry, he. is r:1:-.md~te<l to either accept the 
alleged generic 11ciqd.v.::.lont': or ct.11 a pro-set· telep~mne nurr.!:>er for 
permi.ssion to c-rce:-: the ::H.:dicr~ion) nnd jiir.tif-y ~is judgment for th~•· 
mecacation he consi<lers best :f.or his pationt; aud_. 

l:HERCAS 1 There is no knowledge as to \•:hether 1:=~01:person a~swer.:i.ng 
the pho1'l.c to gh·e p~:'.inissi::;n or ckmy it, is e doctor. or--e c!~:-;;. i1or, if 
tht=i phone uill 1)~ covi;:.::-c.d 2l~ hours a dr:.y for €t1erge.ncy treat:rwnt; and 

' . ' . 

UE!;ltEAS > It h,,:, b~E.n .s.i~,:) 1.y tc :::ti:::icd by vnr:i.cus prom:i.nent medical 
.Ruthorities th.::.t 11ge.;.-:.3ric.f.: 11 .;:1.·c i.•;o:;_• cqui\·c.hri.t; r,nd 

WHEREAS, .In California a similar i•gencric suhstitct:ion regulG.tiotiu 
by Me<l:i.-Cal WD.S 1."cjected by the courts; and ,, 

•,,:.~J ' 

t!HEUEAS, Mercy drug "gem~rics 11 substituting for ·trade ri~ prodl1cts 
·such Ds: generic Dio-:dn fer LE:!1C,:·:in, Di l~ntin ,i:a.<.lc by a dif fercl-:t manu.
fnctcrer ,-,ith a chc,op base; genc:·ic Chlo1·-c;,1ycet:in., the· foreign 111ade· 
genl'!ric of Aurccnycin, .2nd many others, including Riboflavin, Acetyl 
Salicylic Acid., .:i.nd certd.n forms of Tetr~cyclines ~-:ere all provQn to 
be infcri9r, non-therapeutic and, :i.n some cases, even to:d.c as C'ttltpare.d 

. to tl10 tro.de na,!ie product; ,md 

tTHEREAS, Even in a Fe<leral Drug Administrat{c,n- statement by Charles 
Edward) H.D. , there t;.:i.s · the ad:nir..sion thr.t the release of an active 
drug from ~- product rr.ay he greL°stly i.d:lu.:mcr:d by a physic6-cheaic.nl 
fuctor in n prodcct e.n.d 5.ts fc-r~ulr.!::i.o.!, r.:1J th~t 1'.it is not possible 
to specify • .-. the fre<ruency with ,-ihich li:!.ck of equiv.:i.lenc:e in bi.o~vail
ability & ... may occur;" .nr.d 

tnmr.EAS, Ccmplin_nce. wit:h the re~ulction coul~ require that a 
physician permit a phnrmacist. 0r other person to substitute for the 
r:ictl:i.cation of. his j\.!dg::icnt, thus bre;.:?ch:i;ici the Ec.1uc.ation Law whkh 
locs not pcn:11.t n physiciar. to cl(~ler,;:~t.e his m.,th"rity er re.s-fonsibili~y 
nnd it \•:o .. ,l<l bl·cc.d1 Scc.6!H6 •• S,:,pt;, 1971> of the.-Phannecy L~w of the 
Stat€: c.f 1:c:w Yc..rk, Ch,::p. 5':17 ~r. c:::er:di'!d hy Chnp. ~94, whidi st~it~s 
t:ht!t it is « t•,i.:;,ic,:.-.:~:,,'-"'r f,:-r t, !,hnn:;,ciE,t to c:h~i;~e n proscri?ti.:-n; ,m::t 

• 
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. Ui!E:1::AS, I:r.?k::ientaticu c,f this Mcc1:i:c2.icl rc&ulntiorr,would ··· . 
.result i.:1 ti-:o clns::,£:;S of tt·ct:.i::-c~nt -- ~n in[o:!01: Oil~ fo1.~ ;:odi.ctd:l. 
ll~tients as cc::1tr~stcd \:i.th pr.ivct:c. patients who uould r~ceive 
xcliabie medication; thcrcfora he it 

J'~'..:'?t!'!:':~;, T! .. ,'2C the !;c,d5.c-~!- Society •f the. St~te of t~;n,:·Yttrk·. 
I • t ' . . . ,. • • ' t' _, . . . . .. ... t. l• • l ODJt::c: ,:o r:~::; co.nc(~~,. r.,.::ncetcct oy n.:? 1·,cci>.c4:1.a re!_;u.i.-. 1.01~ w .1..': 1 

r,t.:.~1dc:tes t:l1c plly$5.ci::m. to o·cder ~en.e-rics frc•:a a pre-sat forraalriry 1 : 

· or, havin3 to just:i.fy his objection:; by phone _to so:.:eone "ho c:t1y 
not even be a pbysici::n; and be it further 

J'!f:~2.!Y.E~c.!, ·rh~t the N<'.t15.c3l Society of the Stcta of r!<.?t-1 York 
daclare tb~ n:ig•.:lation (<!) d;ing~r-ous> (b) interference with .tha 
rights o[: pat:i.v.nts to be properly tr.catcd and (c) en untennbl~ at:t4::t1f:: 
to deprive the physiciens end the pbu:mncists th<:: lezally g:ranted · 
right t:o pructic:e thcil: p~ofession; end be it further .. 

l'?.~~CI J.,·,:d. i.iv1t th:i.s hc-1:sc advisl'! :tts me;-{,ers tc.> refr3.!n fro::tl _ .. _____ • -# 

p~1:tic i .. ;1r:t5.v.::. \-::t t.Ji t!1c H.c~ £~l1 l~~ i: :t,,;i, i't:..1~~- :;o t:G\·i s~ the ~!ccl1.caid-
c1u thc:r::t U.e s. • · 
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· Beginning with this issue, Chain Store Age will report on tha fastest-moving 
prescription druss each month at the nation's chain drug prescription counters, along 1r1ith 
· the retail prices chain pharmacists are charging for these drugs. This first list,· 

which reports on the fastest-moving drugs for the month of .Decembei:, 
~s compiied from prescription counters in some. 2,000 chai.n drug stores throughout the U.S:: .. 

Price charged 
Drug and quantity Manufacturer. low high ·-
Valiurn Tabs. Smg.-(50s) · Roche $3.90 ;;,a.Qa_ 

Librium C<1ps. 10mg. (50s) -Roche 3.06. 6.15 
· Darvon Comp.-65 Caps (100s) Lilly 7.29 9.55 
· Ovral (one-month supply) l/Vyeth 1.65 2.19 

Lasix Tabs. (50s) Hoechst 3.13 6.15 
P.-emarin Tabs. 1.25mg. (100s) Ayerst 6.86 8£2 __ . 
loclor:in Caps. 25mg. f1D0s} MSD 7.76 - 9;25 
Librax Caps. (50s) 

. 
Rocha 3.13 5;05~ 

Diuril Tabs. 500mg. (100s) MSD 5.85 7.25_ 
Butazolidin Alka Caps. (30s) Geigy 2.82 3.80_ 
Orna-de Caps. (30s) SK&F 3.24 4.60 

-Uosone Caps. 250mg. (16s1 Lilly 3.60 5.10 

. Recognizing that generic drugs are becoming an increasingly important part of chain 
drug prescription volume, Chain Store Age will report monthly on the most frequently 
prescribed generic drugs, their prices, and whether these generics are being fiUed with 

branded or unbranded products. This' first list traces the leading generically-filled 
prescriptions for the month of December, as assembled from the records of chain 

pharmacists- representiny about 2,000 units nationwide. 

Dispensed products of Price charged 
.Drug and quantity branded unbranded mftr. low. high 
Ampicillin Caps, 250m9. {16s} 50% 50% "$1.90 $4.GO 
Tetracycline Caps. 250mg. ( 16s) 17% .83% .64- 3.20 
Meprobamate Tabs. 400mg. l1 OOs) 0 100% 2.24 6.20. 
Oigoxin Tabs. 0.25mg. (100s) 67% .33% 1.25 '2.90 
P,ednisone Tabs. 5mg. f100s) 0 100% 1.68 5.28 
Phenobarbital Tabs. 30mg. (100s) 67% 33% • 64 2.50 . 
Reserpine Tabs. 0.25mg. ( 100s) 0 100% .64 2.50 
Erythromycin Tabs. 250mg. (16s) 90% 10% 2.35 5.20· 
Chlor_al Hydrate Caps 500mg. ( 100s) 50% 50% 1.82 8.20 
Potas. l>en. G. Tabs. 400,000U. (50s) 17% 83% 1;75 5.20 
Paregoric 4oz. 80% 20% .64 2.50 
Thyroid _Tabs. 1 grain (100s) 83% 17¼ .70 2.40 
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s-Jnment suspended, and probation. (F.0.C. No. 58376; S. Nos. 53-438/9 
F, 53-641 F; N.J. No. 53) 

Super Valu Stores, Inc., Green Bay, E. Dist. Wis. 

• 

Charged 9•14-73: rice, Great Northern beans, corn flakes cereal, flour, and 
salt were held in a building accessible to rodents and were con
taminated with roclent filth; 402(a)(3), 402(a)(4). Nola contendere plea; 
fine. (F.O.C. No. 57904; S. Nos. 34-868/70 E et al.; N.J. No. 54) 

NOTICES OF JUDGMENT on Criminal Actions 
DRUGS 

Agri-lines Corp., !/a Prescription Premix of Billings, Billings, Dist. Mont. 
Charged 9-25-73: liquid animal feed was manufactured from bulk urea 
and molasses (which had been shipped in interstate commerce) and was 
held in a bulk storage tank; which manufacturing and holding resulted 
in the feed being contaminated with the new animal drug diethylstilbestrol, 
and with respect to the use and intended use of such contaminated feed, 
there was no approval in effect of a New Animal Drug Application; and 
which manufacturing and holding resulted. in the feed being prepared 
and held under insanitary conditions whereby it may have been rende_red 
injurious to health; 402(a)(2)(D), 402(a)(4). Nolo contendere plea; fine. 
(F.D.C. No. 58082; S. Nos. 33·213 F, 33-968 F; N.J. No. 55) 

Barrows Chemical Co., Inc., Inwood, E. Dist. N.Y. 
Charged 6-20-57 by grand jury: when shipped, the strength of dextro
amphetamine sulfate capsules differed from its purported strength, and 
its labeling was false and misleading, since the capsules contained more 
than the declared 15 mg dextro-amphetamine sulfate, and the circum
stances of the article's manufacture, processing, packing, and holding 
failed to conform to current good manufacturing practice; 50l(c), 50l(a) 
(2)(8), 502(a). Guilty plea; fine. (F.D.C. No. 53042; S. No. 1-022 B et al.; 
N.J. No. 56) 

NOTICES OF JUDGMENT on Injunction Actions 

Marshall Pharmacal Corp., and Gustave A. Godinez, president and general 
manager, South Hackensack, Dist. N.J. 
Charged 4-21-72 in complaint for injunction: that the_ defendants were 
engaged at their plant at South Hackensack, NJ., in manufacturing, 
processing, packing, labeling, and holding articles of drugs for human 
use (such as digoxin tablets, digitoxin tablets, prednisolone tablets, 
prednisone tablets, reserpine tablets, ethinyl estradiol tablets, isoniazid 
tablets, and phenobarbital and belladonna alkaloid combination tablets), 
in distributing such articles in interstate commerce, and in holding for 
sale a number of such articles after shipment of one or more of their 
components in interstate commerce; that FDA analyses had indicated 

/ that the content uniformity of a number of the defendants' digoxin 

/ 

tablets and prednisolone tablets failed to comply with U.S.P. standards, 
and, pursuant to a survey of the defendants' digoxin tablets, FDA analyses 
of approximately 43 lots showed that approximately 24 lots failed the 

\t U.S.P. tests including 5 lots that the defendants had reworked; that such 
failures to meet U.S.P. standards were routinely not revealed by any of 
the defendants' analyses; that FDA inspections showed a number of in• 
adequacies in the methods, facilities, and controls used by said defend-

-

ants; that a number of defendants' drugs had been found to be in vio• 
lation of the federal Food, Drug, and Cosmetic Act; that the defendants 
had recalled a number of violative drugs; that the circumstances used 
for the manufacture, processing, packing, and holding of drugs failed to 
conform to current good manufacturing practice; that the strength 
of a number of the defendants' drugs differed from and their quality 
and purity fell below the compendium standards, and their label
ing was false and misleading with respect to the strength of the 
articles; that the defendants' isoniazid tablets was a new drug without 
an effective approved New Drug Application; and that the defendants 
were well aware that their activities were in violation of the law; 
50l(a)(2)(B), 50l(b), 502(a), 505(a). 

The defendants entered into a consent decree of permanent injunction 
that enjoined the violations complained of and enjoined the shipment 
of drugs or the production of drugs at the defendants' plant using in• 
gredients shipped in interstate commerce, unless and until a number of 
specified current good manufacturing practices were put into prac• 
!ice at the plant, all drugs on hand at the plant were examined by 
FDA, necessary assays were made, necessary recalls were made of drugs 
distributed from the assayed lots as determined by FDA, and such 
assayed and recalled drugs were destroyed or otherwise brought into 
compliance. (lnj. No. 624; S. Nos. 202-643 C, 52·250 0, 96-766 E et al.; 
N.J. No. 57) 

Sunshine Biscuits, Inc., Charles Holland, manufacturing services director, 
and Herbert F. Berlin, plant manager, Dayton, s. Dist. Ohio. 
Charged 3-31-72 in complaint for injunction: that the defendants were 
engaged at their plant at Dayton, Ohio, in manufacturing, processing, 
packing, holding, and distributing in interstate commerce crackers, 
cracker meal, cookies, cereals, and specialty foods; that in February 
1972, FDA analysis showed the presence of the pesticide chemical 
Ronne! in saltine crackers from such plant; that a February-March 1972 
FDA inspection disclosed that the firm's insect control program in
volved spraying the pesticide chemical Ronne! and that the cracker meal 
room had been fogged with piperonyl butoxide; that subsequent inspec• 
tions in March 1972 revealed Ronne! on various surfaces of the plant, 
in piperonyl butoxide, in finished cracker meal (0.04 parts per million 
of Ronne!), and in other finished food (0.02 parts per million of Ron• 
nel); that the defendants' foods contained the nonconforming food ad
ditive Ronne!, that such foods were prepared, packed, and held under 
insanitary conditions, and that the defendants were well aware that 
their activities were in violation of the law; 402(a)(2)(Cr, 402(a)(4). 

A consent decree of permanent injunction enjoined the violations com
plained of, and enjoined the interstate shipment of any food from the 
Dayton, Ohio, plant (except temporarily warehoused, finished, and pack
aged foods which had been manufactured, processed, and packaged at 
other pl,mts), unless and until a number of specified provisions to as
sure against food being contaminated with pesticides were established, 
and all stocks of food on hand which had been processed at the plant 

•

ere destroyed or disposed of under FDA supervision. (lnj. No. 625; S. 
o. 26-294 Fetal.; N.J. No. 58) 

NOTICES OF JUDGMENT an Miscellaneous Actions 
Birth control pill warnings, suit for declarator)' judgment and injunction, 

Washington, Dist. Columbia. 
Charged 7-2-70 and amended 8-14-70: in complaint for declaratory and 
injunctive relief by James S. Turner (Center for Study of Responsive 
law consultant), Carolyn D. Smith, Judy Holmberg, and Judith Edes (as 
representatives of the class of women who have taken, are taking, or 
are considering taking birth control pills-a class so numerous that 
joinder of all members was impracticable), and American Patients As
sociation, against FDA Commissioner Charles C. Edwards and the Food 
and Drug Administration: that oral contraceptives were prescription drugs 
which in some users, caused harmful side effects and which might 
cause' cancer and damagin6 metaboUc change; that oral contraceptives 
should not be used at all by women with certain medical conditions, 
and should be used only under special medical supervision by women 
with certain other medical conditions; that many users of oral con• 
traceptiv~s did not obtain such drugs by a physician's prescription; 
that many users of oral contraceptives had not been fully and accurately 
informed of the potential harmful side effects of using oral contracep
tives· that the FDA Commissioner proposed, but never published in the 
Federal R~gister, a 600-word labeling on the hazards of oral contracep
tives; that the oefendants proposed and published in th~ Federal Register 
a shorter proposed labeling on such hazards; that plaIntIffs Turner and 
Smith commented against such shorter labeling, submitted alternative 
labeling, and requested a public hearing, as did others; that defendants 
published a regulation ordering specified brief labeling to be in pack
ages of oral contraceptives commencing September 9, 1970, and re
quiring preparation of a fuller informational statement (pamphlet) for 
dissemination by prescribing physicians to their patients, upon request 
and at the physicians' discretion; that the defendants' regulation did 
not ensure that the information statement for patients would provide 
adequate directions for use or adequate warnings against unsafe use, 
or would not be misleading; that, because the defendants' labeling was 
misleading lacked adequate directions for use and warnings against un
safe use, and because the labeling regulation was not supported by the 
facts of the record, was inconsistent and contradictory, and was based 
on an irrelevant factor, the order was null and void; that the defendants 
should be ordered to issue a new regulation requiring a labeling fully 
disclosing the potential harmful side effects, contraindications, and symp. 
toms of serious disorders related to the use of oral contraceptives, or 
alternatively the defendants should be ordered to hold a public hearing. 

The district court denied the plaintiffs' motion for a preliminary in• 
junction on the grounds that the plaintiffs had not sh.own a substantial 
likelihood of ultimately prevailing on the merits, that the court was not 
persuaded that placing copies of the longer pamphlet_ i~ the. p~cka~es 
was required to protect the consumer, and that a preliminary m1unctIon 
would, indeed, delay the regulated distribution of copies of the warning 
pamphlet (which at the time of the hearing on the preliminary injunction 
were in the hands of physicians for distribution under the regulations 
effective the next day). 

FDA moved to dismiss the action for summary judgment. After 
initially deferring ruling on such motion, the court ruled in favor of 
FDA, saying, 

"Plaintiffs brought this action to review certain regulations of the 
Food and Drug Administration governing the labeling of birth control 
pills. Those regulations require that a short warning of potential side 
effects of the pill be inserted in each package, along with a statement 
that the user should consult her doctor for further information; a 
longer, more comprehensive discussion [pamphlet] of the health hazards 
of the pill, prepared in cooperation with the AMA, is distributed by 
physicians who prescribe the pill. 

"At a hearing in September, 1970, the Court denied plaintiffs' mo
tion for a preliminary injunction, on the grounds that plaintiffs had 
not demonstrated a likelihood of success on the merits and had not 
shown any threat of irreparable harm. The Court found at that time that 
the FDA's regulations were developed after adequate study and ap
propriate administrative proceedings, and that the challenged regula• 
lions met the legal standards for labeling of prescription drugs. The 
complaint asserted, however, that birth control pills were being ex• 
tensively distributed outside prescription channels. If that were true, 
different standards of labeling might be applicable under the rule in 
such cases as Davis v. Wyeth Laboratories, Inc., 399 F.2d 121, 133 (9th 
Cir. 1968), and United states v. Articles of Drug, Thyrodig Tablets, 306 
F. Supp. 247, 251 (D. Colo. 1969). 

"Without deciding whether the existing warnings are adequate even 
for nonprescription drugs, the Court deferred ruling on the FDA's mo
tion to dismiss or for summary judgment, in order to give the agency 
an opportunity to conduct a limited market survey to determine the ex
tent to which birth control pills are being distributed outside prescrip• 
tion channels. This was done. The survey disclosed that by and large 
the pills are being dispensed only on prescription, and that the new 
warning pamphlets are being effectively distributed by physicians. 

"Plaintiffs have requested extensive further discovery on the man• 
ner of distribution of the pills and the pamphlets, but the agency's 
survey taken in good faith adequately demonstrates the absence of 
special circumstances suggested by the cases cited. The motion for 
further discovery is denied. Defendants' motion for summary judgment 
is granted, and the complaint is dismissed." 

The plaintiffs filed a notice of appeal, but subsequently obtained the 
dismissal of their appeal. (Misc. No. 147; N.J. No. 59) 

Cothyrobal thyroxine and vitamin B12 combination injectable, sult for dam
ages and injunction, Washington, Dist. Columbia. 
Charged 12-24-69 in complaint for damages and injunction by Murray 
Israel, M.D., Roslyn Heights, N.Y., Vascular Pharmaceutical Co., Willis
ton Park, N.Y., and Edison Pharmaceutical Co., New York, N.Y., [pro
ponents of Cothyrobal], against Baxter Laboratories, Inc., and Travenol 
laboratories, Inc., [distributors of Choloxin], Morton Grove, Ill., Marion 
Finkel, M.D., [FDA Medical Officer], Washington, D.C., and David Kritch
evsky, M.D., [FDA consultant], Philadelphia, Pa.: that Cothyrobal was a 
patented drug containing the natural thyroid hormone l•thyroxin, vitamin 
812, and other ingredients; that Cothyrobal was used and recommended 
for the prevention and treatment of certain diseases of the heart and 
blood vessels; that Cothyrobal was in competition with Choloxin, which 
contai~ed D-thyroxin; that the defendants conspired to illegally restrain 
trade; that Dr. Finkel conspired by denying approval, acceptance, and/or 
clearance from HEW and other Federal agencies, or by arbitrarily making 
such approval, acceptance, and/or clearance extremely difficult or im
possible; that Dr. Kritchevsky, while a consultant. employee, and/or 
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TO: Members of the Assembly Commerce Committee 

FROM: Assemblyman Coulter 

Attached is an editorial appearing in today's edition of the 
Nevada State Journal in support of AB 436 - allowing drug 
substitution under certain conditions. 

Amendments I pro.f:)osed to the committee would tighten even 
further the doctors' control of prescribing the drug of 
his choice. No substitution could be allowed if the doctor 
airin't think it in the best interest of the patient. 

Suggestions that another $25,000 or even $2,000,000 would 
be needed to enforce such a bill, I believe, are a deliberate• 
smoke screen.· I discussed the bill with both the head of the 
Nevada FDA and the State Board.of Pharmacy before the hearing. 
No mention was ever made of this kind of money. In fact, it 
was never said any additional money would be needed at all. 

Thank you for your consideration. 

S'l'EVE COULTER 
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di:ugs selecte~ ~y ge!1~ric ,!1am .. 7' are now in effect in Nevada, :~ire a <, 
unlessotherw1s~spec1fled: 0

::: • ';•,: •• result of widespread drug_ 
':$xtreme variations • in. drug :counterfeiHng that occured after•"" 

prices are a scandal in the health:.:,worldWal':II. Such counterfeiting 
fiE~ld. According':-t.o Jigures>con-: has been·--outlawed,. however .. _ 
tained in the American Druggist,.: Antisubstitution laws now protect i 
.Red. Book; ·Ampicillin Trihydrate,; . big companies with well know1:r · 
m,anufactur.ed by, - among other·' brand names, not the comsumer; .· ·• 
companies.,: Zenith L,a.bs, . is . sold,i /H_.egislation,:-similar t~ AB"·. 4~6 ;~ 
pt:}r one hundred at pr!ces between_ ':has been .enacted in Florida and 1s ; 
$8' and $4.40. '.} ~ accepted by the California health · 

:AB 436 .would allow .. the ph1:1r.- program, Medi-Cal. Such . 
macist to supply a customer with· legislation has the endorsement of 

· the leastexpensive drug, although the -,~American,.• Pharmaceutical 
tlie physician might have Association;c.:: which is the 
suggeste,d,a n_igher·priced label.; ·professional ;·,society of .pbar- , 
The. physician, however, would macists."' lt~'''also · has the · en
have the power to specify, if he .. dorsement ofthe Department of 
wished, that only a certain brand--Health,Education and Welfare•. 
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by, some that only large corn- we believe there · are already . 
pa:nies, witpJhe well known brand~; sufficient safeguards in the drug _·· 
names most. often recommended",~Jndustry::·and ·•expertise in the · 
by physicians;have a:safe degteet:.:pharmaceutical .. profession to 
0H1uality COll~rot~ ·, .. ,. . , ... t:i;afely ~allow~:;_ drug. substitution 
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TO: MEMBERS OF THE ASSEMBLY COMMITTEE ON COMMERCE 

FROM: JOHN P. SANDE. M.D., CHAIRMAN, NEVADA STATE 
MEDICAL ASSOCIATION'S LEGISLATIVE COMMITTEE 

SUBJECT: AB:436 

Nevada State Medical Association physicians applaud efforts 
of Assemblyman Steve Coulter to reduce the ever spiraling 
cost of health care and we appreciate your Commerce Com
mittee's interest in our input regarding AB 436 to allow 
the substitution of generic drugs by pharmacists. We are 
pleased to comment on this subject. · 

The concern of all Nevada physicians is that the best chemical 
agents be used in the alleviation of pain. We are fearful 
that drug substitution by pharmacists ~ay not be in the best 
interests of our patients, as many generic drugs often do not 
meet the rigorous standards established by the Food and Drug 
Administration. Drug quality often suffers~ 

Name-brand quality pharmaceuticals undoubtedly cost more 
than mass-produced generics; however, this expense is absolutely 
necessary for research and·quality control. Eae.h time a new 
drug is introduced on the market, millions of dollars and 
8everal years of research have been expended f.or: testing in 
order to guarantee to the public predi~table and quality results .. 
These incurred co8ts must unfortunately be passed on to the 
consumer, our patients. However, it is our feeling that these 
costs are entirely necessary arid justified. 

We ask you to weigh carefully this balance between costs and 
quality, for it is our opinion that unrestricted drug sub
stitution l1y pharmacists would not be.in the best interests 
of our patients, the people of Nevada . 

JPS:dlb 
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Who Should Select Your • Patients' Drugs? 

Who has the qualifications and ex
perience necessary to select drugs in 
the best interest of patients -

e,hysicians or pharmacists? For 
most of us, the answer is obvious. 
But for some - legislators and 
others - the answer seems to be 
pharmacists. How do they arrive at· 
this conclusion? To start with, by 
succumbing to three myths: 

* Pharmacists are more knowl
edgeable than physicians about 
the drug products available to 
patients; 

* What knowledge physicians 
have comes from detailmen who 
"brainwash"them into prescrib
ing "high-priced" brand-name 
drugs; 

* Consumers would reap large 
savings if "generically equiva
lent" drugs were substituted in 
place of brand-name products. 

Building on this quicksand, some 
are proposing legislation that would 

·permit pharmacists to substjtll1e 
drugs for the ones you originally pre
scribed. This would be done without 

•
your prior knowledge or consent. 

Although some politicians seem to 
be unaware of the fact that differently 
manufactured versions of the same 
drug vary m therapeutic effective
~ess, as physicians, we cannot ignorJ: 

24 

by Francis A. Davis, MD 

the myths that have led to such risky 
proposals.first, the real question is 
not who is more knowledgeable 
about drug products - though when 
it comes to how drugs work in 
people, doctors are - but what is 
best for the patient. Changing pres
ent laws that require pharmacists to 
hll prescriptions exactly as we intend 
would surely impair our traditional 
relationship with pharmacists t,Q_the 
detriment of patients. 

· Second, the contention that physi
cians are "brainwashed" into pre
scribing higher priced brand-name 
drugs is nonsense on many counts. 
Brand-name drugs are not always 
necessarily high-priced. In fact, 
some identified by brand are less ex
pensive than generically sold equiva
lents. Few low-cost geoecics ace 
wfcfclyavailable since the are mo t 
1 ely to come from repacka ers 
istn utors w o se either by catalog 

or in limited areas. And how much do 
we know about their quality assm
<!.ru:e? 

On the whole, the average tablet or 
dose costs less today than it did in 
1960. What else can you say that 
about? As a result, prescription 
drugs account for only about 8 per
cent of consumer expenditures, com
pared to 12 percent a .few years ago. 
Little enough for .the good they do. 

Aside from the obvious insult to
our ability to distinguish helpful in
formation from promotional puffery. 
"brainwashing" of doctors would be 
pretty tough. Frankly, I don't know · 
one practicing physician who could " 
be successfully gulled by detailmen. 
Only one things keeps us prescribing 
a drug: when we find it helps our pa
tients. If it doesn't, all the promotion 
in the world isn't going to make us 
use it. And the drug companies are 
careful to see that we get balanced 
information about drugs -
shortcomings as well as favorable 
qualities. If they weren't, we might 
not believe them the next time. -

Finally, the claim. that huge con
s'l:mer savings will result due to sub
stitution has been proven a myth. A 
1973 study by an independent te
·search firm revealed that savings. 
would average only l. 7% if all pre
scriptions were written generically 
- essentially the same as permitting 
pharmacists to substitute. Exper
ience appears to bear this out. Sav
ings on prescription drugs are non
existent in the three states and five 
Canadian provinces where substitu
tion is legal. In fact, a study of 
Saskatchewan conducted by Profes
sor William Tindall of Creighton 
University revealed that instead of 
prices going down for ffiose prescrip-
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WHO SHOULD SELECT YOUR 
PATIENTS' DRUGS? 

tions in which the pharmacist dis
pensed products not specified by i6.e 
physician, they went up 19 percenJ.:. 
Tfie study cited pfi.armacists' in
creased liability insurance as a possi
ble reason. In this country, a sub
stitution agreement between physi
cians and pharmacists in Kane 
County, Illinois, was cancelled by 
the county medical society after 15 
months when a survey showed 
(among other failures) no consumer 
savings. Maryland, Kentucky, and 
Massachusetts have yet to document 
any consumer savings as a result of 
their substitution laws. 

If patients are to save on prescrip
tions, the solution seems to be in our 
hands. And prescribing generically is 
not the answer, especially when you 
consider the high cost in health. An 
awareness of drug prices and the 
manufacturers can help. When price 
and source have been considered, 
a selective use of brand-names 
among multi-source drugs can mean 
savings. Better communication with 
pharmacists about prices and availa
ble products can be of assistance. 
Repeal of antisubstitution laws 
would only serve to disrupt such 
communications. 

But let's get to the critical issue at 
hand .:_ the health risks inherent in 
substitution proposals and what can 
be done to stop these proposals. Un
fortunately for. our patients, these 
ventures disregard overwhelming 
scientific evidence concerning drug 
product inequivalency. Most re
cently, in a special report to Con
gress in July 1974, the Office of 
Technology Assessment of the U.S. 
Congress concluded, "Current stan
dards and regulatory practices·do not 
insure bioequivalency for drug prod
ucts ... the problem of bioinequiva. 
lency in chemically equivalent prod
ucts is a real one . . . " Even more 
disturbing, the report said that addi
tional undetected cases of inequiva
lency were likely. 

While disregarding scientific fac
tors, substitution proponents would 
cast aside the only current proven 
safeguard to the dangers on inequiva
lency. And that is to depend on your 
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judgment, based on practical experi
ence \Vith particular drug products 
and clinical knowledge of individual 
patients. With the repeal of state anti
substitution laws, your decision to 
select specific drug products for your 
patients would be dramatically con
verted into a meaningless exercise. 

Imagine how this could affect your 
day-to-day practice. Suppose the 
medication that the pharmacist sub
stituted for your prescribed brand 
doesn't work, How are you to gauge 
what's wrong? y OU know how th,,e 
prescribed brand works, but since 
ffie pharmacist substituted without 
your knowledge, you have no way of 
judging the substitute. Did the substi
tuted drug deliver as much of its 
potency - or less - to the patient 
as the brand that you prescribed? 
There's no telling. And meanwhile 
your patien:t may be incurring addi
tional expenses due to prolonged ill
ness. 

This is only the beginning. Now, 
suppose your patient suffers an in
jury due to using the substituted 
drug. Today, the laws regarding lia
bility are well defined. If the drug was 
misprescribed, you're liable. If it was 
incorrectly dispensed, the pharma
cist is liable. And if it was improperly 
produced, the manufacturer is liable. 
But if the injury involves a substi
tuted drug, somebody - physician, 
pharmacist, or patient - will have 
the almost impossible task of proving 
that the products invoived are either 
equivalent or inequivalent. There's 
no telling who may end up responsi
ble in a case like this. But if the court 
decides the burden of proofis on you, 
as it could since there is no prece
dent, the chances of avoiding a 
damaging suit would be pretty slim. 

But substitution legislation can and 
has been defeated in state legisla
tures. The major reason: the com- · 
bined efforts of individual physicians 
on the local level. Here's a check list 
on how you can help fight dangerous 
substitution legislation: 

* Contact pharmacists. If they 
have views on substitution simi
lar to yours, seek their help, and 
make sure they understand that 

you want all prescriptions filled 
exactly as written - no sub
stitutions without your prior 
consent; 

* If you notice an article on sub
stitution or generic prescribing 
in your local newspaper that 
doesn't give all the facts, or dis
torts them, write a letter to the 
editor giving the truth; 

* Air your views about substitu
tion at your county society meet
ings. Off er to serve as your soci
ety's spokesman on the issue. 
Encourage society officers and 
other members to become ac
tive; 

* When you hear of hearings on 
prescription drugs, offer your 
expertise either as a witness or 
as a source of information for the 
hearing's investigative staff. Let 
your state or county medical 
society know that you are willing 
to serve as a source. They may 
have some special legislative or 
public relations programs where 
your expertise· and views on 
substitution are needed; 

* When you have the opportunity 
to address groups in your com
munity, make the subject sub
stitution. It's a timely and in
teresting subject that can be re• 
lated directly to the individual; 
Typjcal groups might be medical 
school classes, hospital staffs, 
local medical societies, Rotary, 
Kiwanis, and other club groups. 
Urge your audience to talk to -
their legislative· representatives 
and oppose substitution legisla
tion; 

* Most important, talk to your fel
low physicians - whether it's 
just a casual phone call or -at a 
society event. Encourage them 
to voice their opinions on sub
stitution. 

Without our combined individual 
efforts, substitution could win with
out the legislature or public realizing 
the consequences. It's up to us to 
inform them. The more the facts are 
made known and the louder the · 
voices, the more likely the defeat of 
substitution legislation. D 
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A MEMO TO MY PATIENTS WHO HAVE 
ASKED FOR GENERIC PRESCRIPTIONS 

may occur; the antibiotic tetracycline, if dis
pensed in relatively acid capsules, will slowly 
transform into a deadly kidney poison. Without 
appropriate - and costly safeguards - prob
lems do occur; 

7) Absorption of medications from pills depends 
on how rapidly they dissolve, the choice of 
non-active ingredients used, stability of the 
drug in the digestive juices, whether it reacts 
with food residues, etc. 

Here are some specific examples from the medical 
literature, that also got attention from the lay press: 

l) A few years ago, it was discovered that while 
Parke-Davis's Chloromycetin (brandname) is a 
very powerful and effective antibiotic for cer
tain indications, all the generic equivalents of 
chloramphenicol (generic name) failed to 
achieve comparable bloodlevels of the antibio
tic, no matter how much was given to patients; 

2) Digoxin (generic name) is used by millions of 
Americans to help their hearts beat more force
fully. Last winter the FDA discovered that 
some manufacturers' digoxin varied so much in 
absorption rate that patients could get danger
ously low or high bloodlevels of the drug when 
given the same dosage. The FDA also noted 
that Burroughs Wellcome, which makes most 
of the digoxin under its own brandname, had no 
problems at all with its products; 

3) Alan E. Tasoff, MD, has told of his experi
ences as an Air Force flight surgeon in Thailand 
in 1972: "Struggling to contain a penicillin
resistant gonorrhea epidemic among airmen -
of the magnitude of twenty new cases per day 
- we were armed with an Italian-manufactured 
tetracycline, purchased in massive quantities 
by Congress. Undoubtedly the drug was 'USP' 
and, therefore, equivalent - in the judgement 
of consumer groups - to brand name drugs. 
The failure of this product to dissolve in the 
alimentary tract was known to all physicians 
prescribing it, but supplies had to be consumed 
before a replacement could be made available. 
The ultimate cost to the airmen involved was 
chronic, intractable urethritis and prostatitis, 
which undoubtedly contributed to the horror 
stories we occasionally hear of 'incurable 
VD.'" 
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Senator Edward M. Kennedy (Dem.-Mass.) • 
heard conflicting testimony on this whole question 
before his Senate Health Subcommittee. So he asked 
an agency of Congress, the Office of Technology 
Assessment (OTA), to study the whole matter of 
drug bioequivalence (whether chemically equivalent 
drugs are always equally available in the body, there-
fore allowing them to be therapeutically equivalent). 

The OT A set up a Drug Bioequivalence Study 
Panel headed by Robert M. Berliner, MD, Dean of 
the Yale University School of Medicine. After 
months of study, the panel released its report, '' Drug 
Bioequivalence," in July. Among its findings: 

''Current standards and regulatory practices do 
not assure bioequivalence for drug products." 
''Variations in the bioavailability of drug pro
ducts have been recognized as responsible for a 
few therapeutic failures. It is probable that 
other therapeutic failures ( or toxicity) of similar 
origin have escaped recognition." 
'' Present compendia! standards and guidelines 
for Current Good Manufacturing Practice do 
not insure quality and uniform bioavailability 
for drug products. Not only may the products of 
different manufacturers vary, but the product of A 
a single manufacturer may vary from batch to W 
batch or may change during storage." 

The 78-page OTA report also noted that: 
''The problem of bioinequivalency in chemi
cally equivalent products is a real one . . . 
documented instances constitute unequivocal 
evidence that neither the present standards for 
testing the finished product nor the specifica
tions for materials, manufacturing process, and 
controls are adequate to ensure that ostensibly 
equivalent drug products are, in fact, equivalent 
in bioa vailability.'' 

When patients ask for the lower-cost generic drug, 
they are often asking for a product from a low
quality-control, no-research, minimum-distribution, 
sometimes fly-by-night company. Thus a small dol
lar savings may be purchased at a very high cost to 
their health. 

As a physician sworn to the Oath of Hippocrates, I 
cannot do anything that might in the least endanger 
your health. I will not prescribe cheap drugs from 
unknown firms, but only from compa&iies whose 
products I know, from experience, to be highly reli- • 
able. I will not take chances with your health for the 
sake of a little money. A diamond and a chunk of coal 
are both 100% carbon, and therefore generically 
equivalent. But they are hardly the same. • 
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IMS America Ltd. 
Ambler, Pennsylvania 19002 
Telephone 215/643-0400 
Telex 834207 

Augu::it 3.0, 1974 

Mr • Armistead M. Lee 
Assistant Vice-President 
Pharmaceutical Manufacturers Assoc. 
1155 Fifteenth St., N.W. 
Washington, D.C. 20005 

Dear Armie, 

For a number of reasons that we've discussed, rather than reviewing and 
revising the Firestone analysis, I decided to start from scratch. 

As a beginning point, I listed out the leading 50 generically prescribed 
drugs for 1973 (Attachment A) and then established criteria for inclus
ion in the analysis. The first qualification involved multi-source 
availability at the drug level per se. On the basis of a lack of multi
source availability. I eliminated Lente Insulin.from the list, "Lente" 
being a trademark of Eli Lilly. 

A second criterion was that the-drug must be prescribed frequently 
enough on both a generic and branded. basis to allow for reasonable com
parisons. Only rarely are the following prescribed by brand or manu
facturer specification and these were not included in the analysis -
paregoric, codeine sulfate, terpin hydrate with codeine, saturated 
solution of potassium iodide, aminophyllin, vitamin B12, thiamine, 
morphine, quinine sulfate, tincture of belladonna, nicotinic acid, 
digitalis, colchicine, and sodium salicylate. 

A third factor was the status of the drug-legend or OTC. I arbitrarily 
excluded OTC items; aspirin falls off the list on this basis as do 
ascorbic acid and NPH Insulin. Finally, promethazine DC with codeine was 
excluded as it appears to represent a coding error • 
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For the remaining products, which represent 82% of all generically written 
new prescriptions, 75% of total (new and refill) generically written pre
~scriptions and 87% of consumer dollars paid for these prescriptions, the 
following methodology was utilized. For each of _the major forms and 
strengths of the generically prescribed drugs, we used the NPA Basic Data 
report to find the most frequently prescribed quantity, then recorded for 
that quantity the average retail price. This process was repeated for 
branded or manufacturer-specified prescriptions for the same drug in the 
same quantity. I should point out here that comparisons were made only 
with comparable forms and strengths. -I do not, for example, feel it valid 
to compare generic quinidine sulfate with the long-acting Quinidex 
Extentabs. 

The third step was to weight.the average retail price of the branded 
products on the basis of the number of prescriptions for each in the 
quantities analyzed. This weighted average retail price was then divided 
by the average retail price of the generic. Further, since we considered 
all major forms and strengths, the final ratio represents a weighting of 
the import· of these forms and strengths. L: 

The results of the analysis are shown in Attachment B. Generally speak
ing, tor the products that are COJ:!IIDOn to our and Firestone's analysis, 
our results appear to be somewhat lower. The overall brand/generic ratio 
as we calculate it for these 30 drugs comes out to 110.62. With regard 
to what this represents in absolutes, I calculate that roughly 25% of 
total consumer dollars paid for prescriptions in 1973 was represented by 
multi-source drugs. As shown below, this results in a figure of 
$1,696,767,750.00. 

National Prescription Audit 
1973 

Total Consumer _Dollars Paid for Prescriptions (New & Refill) 
$6,787,071,000.00 

Multi-Source%= 25% X .25 
Total Consumer Dollars - Multi-Source Drugs $1,696,767,750.00 

Of the multi-source total, $498,000,000 was reflective of consumer dollars 
paid for the generically prescribed segment, leaving a total of 
$1,198,767,750.00 for multi-source drugs prescribed by brand or manu
facturer specification. 

Total Consumer Dollars - Multi-Source Drugs 
Total Consumer Dollars - Generically Prescribed Drugs 
Total Consumer Dollars - Branded Multi-Sour~e Drugs 

$1,696,767,750.00 
498,000,000.00 

$1,198,767,750.00 
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If I apply the above-determined premium of 10.62% for brand name pre-
.· scribing to total consumer dollars for the branded segment, I come up with 
.. -~ differential of $115,086, 906 as demonstrated in the following: 

Total Consumer Dollars - Branded Multi-Source Drugs= $1,198,767,750.00 
Brand/Generic Ratio= 110.62 

Therefore: 

l. $1,198,767,750 
110. 62 

X = 100 

x = $1,083,680,844 at Generic Pricing 

2. $1,198,767,750 
1,083,680,844 

$ 115,086,906 Net Saving 

This net savings can then be applied to whatever base you choose. On the 
basis of total consumer dollars paid for prescriptions, the savings repre
sent 1.69%. On a base of total multi-source drug consumer dollars, the 
percentage saving would be 6. 78%., 

I hope this fills your needs. MAC is comig next. 

•. Encl. 
SCC:ec:c 

Cordially, 

Stephen C. Chappell 
Vice-President 
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U.S. _DEPARTMENT OF HEALTII !DUCATfb%~tD Q,1fi~-'RE . 
Public Health Service 
FOOD AND DRUG ADMINISTRATION 
5600 Fishers Lane 
Rockville, Maryland 20852 

T75-9 
February 3, 1975 

FDA Bl l[')GET 

The Administration's proposed budget for FDA for fiscal year 1975 is !203.46 

million. This compares with an overall budqet of $200.86 for the current fiscal 

year, and will permit FDA to operate at about its present level. 

_ Eighty-eight additional positions are included -- most of them in the field. 

The increased staffing will permit FDA to: 

Intensify enforcement of new standards for the manufacture and 

- i'nstallation of diagnostic x-ray equipment; 

Better manaqe the qrowinq volume of court actions and leqal cases; 

Cope with added applications from veterinary druq manufacturers; 

Increase inspection of pharmaceutical firms, with 1,400 to receive 

the customary inspection and 3,100 a full review of all manufacturing 

practices. 

The proposed budget will also allow FOA to: 

Maintain surveillance of food, cosmetic, medical device and radioloqic 

products at present levels; 

Continue long-term studies of known cancer-causing substances; 

Enforce new standards for certain over-the-counter drugs; 

---7 Undertake studies of qeneric drugs, testinq their eQuivalency compared 

• with brand-name items • 

*FDA Talk Papers are 1ssuect by the FDA Press Office to provide guidance to FDA personnel 
in responding to requests for information on subjects of current interest. They are subject to 
change as more information or data becomes available. 



TO Assemblyman Steven A. Coulter 
I 

Jessie M. King (Mrs.) 
. DATE April 4, 1975 

seBJECT A.B. 436 

•• 

I feel that A.B. 436 is a good consumer bill that would help curb the 
high price of prescriptions. While on a visit to Germany lastsummer, 
my son, who is a doctor, advised me of the price difference betaeen 
trade and brand names and generic names in drugs. This was the first 
time I was aware of it, which I think is typical of the average consumer. 

c: Assemblymen Robert E. Robinson 
Harley. L. Harmon 
Daniel J. Demers 
Thomas J. Hickey 
Don A. Moody 
James w. Schofield 
Albert W. Wittenberg 
Robert M. Benkovich 
Virgil M. Getto 
Alan Glover 
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FACTS ABOUT BRAND AND GENERIC DRUGS 

ARE THERE DIFFERENCES? 

WHAT IS A GENERIC DRUG? 

• "Generic" refers to the scientific or common name given to drug products. A 
generic name is assigned to every drug entity and must appear on every drug 
product label. A "generic drug," then, is not a specific type or category 
of drugs; the term is used merely to describe those drug products labeled 
with only the generic name, as distinct from those that are labeled with both 
the generic name and a trademark name. 

WHAT IS A BRAND NAME DRUG? 

• A brand or trademark is the exclusive name given to some products to identify 
them with their manufacturers. Reputable manufacturers are proud of their 
products and want to be known as their producer. (Use of the generic name 
alone does not identify the producer of that product.) 

• Here are two examples of drugs showing their brand and generic names: 

1. Generic name - hydrochlorothiazide Brand name - Oretic 

2. Generic name - tetracycline Brand name - Tetrex 

ARE BRAND NAME DRUGS GENERALLY MORE EXPENSIVE THAN THOSE SOLD UNDER GENERIC NAMES? 

• Yes, in many cases, and for good reasons. Companies that spend millions of 
dollars annually on research and development market most of their drugs under 
brand names. Since the government pays for only about 1% of the research, 
compared to 43% for all industry, the costs must be reflected in the prices 
of those branded products. 

• Drugs that are essential to the cure or treatment of uncommon diseases are 
often manufactured with little or no profit by research-oriented firms. Those 
costs must be covered through the sale of more widely prescribed branded products. 

• In order to make their products known and available on a nationwide basis, 
drug firms incur informational, service and distribution costs, which are 
also covered in the prices of drugs. 

• Generically marketed drugs may be less expensive because their manufacturers: 
(1) do not engage in research and development, (2) produce only the most 
frequently used dosage forms of widely prescribed drugs, (3) do not distribute 
their products nationwide (many low cost drugs are available on a local or 
regional basis only), and (4) do not promote their products extensively, since 
the market has been created for them by the original developers. 
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• The notion that all generic drugs are less expensive than brand name drugs 
is false. For instance: the lowest priced brand of tetracycline sells for 
66% less than the highest priced generic version; the lowest priced brand of 
penicillin G costs 59% less than the highest priced generic. 

HOW MUCH COULD CONSUMERS SAVE IF ALL RJC's lmRE WRITTEN GENERICALLY? 

• Savings on prescriptions if all Rx's were written generically are estimated 
at 1.7%. This would average out to about 8 cents on the average Rx of $4.45~ 

Source: IMS America Ltd., independent marketing and research firm (1973 study). 

ARE GENERIC DRUGS INFERIOR IN QUALITY COMPARED TO BRAND NAME DRUGS? 

• ~ot_n~cessarily. Variation in quality can exist between differently manu
facturered versions of the same drug whether they are sold under a brand or 
generic name. There are high quality generics and low quality brands, and 
the opposite is also true. 

• Quality depends on the source of the drug. Who manufactured the product and 
standards of quality control determine a drug's safety and effectiveness-
not the name it's sold under. A brand name simply helps identify the.source 
of the drug. 

WHAT IS THE OVERALL QUALITY OF U.S. DRUG PRODUCTS? 

• Excellent. Most drugs sold in the U.S. are made by companies that provide 
safe, effective and economical drug products by following good quality control 
and good manufacturing practices. However, there are some products on the 
market that are produced cheaply by manufacturers who put less emphasis on 
quality control. This puts the patient at risk. Although small in number, 
one unreliable drug product on the market is one too many. 

• The only safeguard to this is to depend on the prescribing doctor's judgment 
which is based on his experience with a particular drug and his knowledge of 
the individual patient. 

• Fortunately, most states have laws that prohibit the substitution of a different 
drug product for the·one originally prescribed by a doctor. These laws pro-
tect consumers from receiving unreliable drugs. Without them, the doctor's 
decision to select a specific drug productforhis patient would be meaningless~ 
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DRUG 
BIOEQUIVALENCE 

A REPORT OF THE 

OFFICE OF TECHNOLOGY ASSESSMENT 

DRUG BIOEQUIVALENCE STUDY PANEL 

For sale hy tho 8uperintendent of Doeumonts, U.S. Oovnrnrncnt Printing Office 
Wnshington, D.C. 20402 - Pric<i 9.5 cents 

Attachment A 

t4iSS 
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LETTER OF TRANSMITTAL 

Congress of the United States 
Office of Technology Assessment 

Washington, o.c., July 15, 1974 

The Hon. Harrison A. Williams 
Chairman, Senate Committee on 
Labor & Public Welfare 
United States Senate 
Washington, D.C. 20510 

The Hon. Harley O. Staggers 
Chairman, House Committee on 
Interstate & Foreign commerce 
U.S. House of Representatives 
Washington, D.C. 20515 

Sirs: On behalf of the Board of the Office of Technology 
Assessment, we are pleased to forward to you the 
following report of the Drug Bioequivalence Study Panel, 
which was assembled on April 12, 1974, under the chairman
ship of Dr. Robert Berliner, The Panel was asked to deter
mine whether or not the technological capability is now 
available to assure that drug products with the same 
physical and chemical composition will produce com-
parable therapeutic effects. 

This report is being made available to your 
Committees in accordance with Public Law 92-484, with 
appreciation and thanks to Dr. Berliner and his 

col:7.f :;:h({!j:o:::, Drug Bioequ::;;];A:lll~~l 
Edward

1
M. Kennedy ~;A.Mosher 

Chairman Vice-Chairman 

iii 
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panel members 
Robert W. Berliner, M.D., Dean 

School of Medicine 
Yale University 

(Chairman) 

Leighton E. Cluff, M.D., Chairman 
Department of Medicine 
University of Florida 

James T. Doluisio, Ph.D., Dean 
College of Pharmacy 

The University of Texas at Austin 

Kenneth L. Melman, M.D., Chief 
Division of Clinical Pharmacology 

University of California, San Francisco 

Alexander S. Nadas, M.D., Chief 
Cardiology Department 

Children's Hospital Medical Center, Boston 

John A. Oates, M.D., Professor 
Medicine and Pharmacology 

Vanderbilt University 

Sidney Riegelman, Ph.D., Chairman 
Department of Pharmacy 

University of California, San Francisco 

Frederick E. Shideman, M.D., Ph.D., Head 
Department of Pharmacology 

University of Minnesota 

Marvin Zelen, Ph.D., Director 
Statistical Laboratory 

State University of New York at Buffalo 

Frederick C. Robbins, M.D., Dean 
Case Western Reserve Medical School 

Case Western Reserve University 
(Ex Officjo Member) 

i.v 



• 

-

• 

conclusions 
and 

recommendations 
1 
Current standards and regulatory practices do not 
insure bioequivalence for drug products. 

2 
Variations in the bioavailability of drug products 
have been recognized as responsible for a few 
therapeutic failures. It is probable that other 
therapeutic failures (or toxicity) of a similar 
origin have escaped recognition. 

3 

l 

Most of the analytical methodology and experimental 
procedures for the conduct of bioavailability 
studies in man are available. Additional work may 
be required to develop means of applying them to 
certain drugs and to special situations of drug use. 

4 
It is neither feasible nor desirable that studies 
of bioavailability be conducted for all drugs or 
drug products. Certain classes of drugs for which 
evidence of bioequivalence is critical should be 
identified. Selection of these classes should be 
based on clinical importance, ratio of therapeutic 
to toxic concentration in blood, and certain 
pharmaceutical characteristics . 

0ll9>t 



• 

2 

• 

-

• 

5 
Present compendial standards and guidelines for 
Current Good Manufacturing Practice do not insure 
quality and uniform bioavailability for drug 
products. Not only may the products of different 
manufacturers vary, but the product of a single 
manufacturer may vary from batch to batch or may 
change during storage. 

6 
New compendial standards for active ingredients, 
excipients and finished drug products should be 
developed and revised on a continuing basis to 
reflect the best available technology to insure 
quality and uniform bioavailability. Appropriate 
statistical procedures should be specified to make 
certain that the purposes of the standards are 
objectively satisfied. The guidelines for Current 
Good Manufacturing Practice should be expanded to 
include specific descriptions of all significant 
aspects of manufacturing processes from the raw 
materials to the final product. 

7 
Additional research aimed at improving the assess
ment and prediction of bioequivalence is needed. 
This research should include efforts to develop 
in vitro tests or animal models that will be valid 
predictors of bioavailability in man. 

8 
Current law requiring manufacturers to maintain 
records and make information available to the FDA 
is ambiguous or inadequate and should be clarified 
and strengthened. In particular, manufacturers 
should be required to submit all information 
relating the tests they conduct to the bioavailability 
data they develop in order to help provide information 
on the factors that modify the bioavailability of 
drug products. This information should be available 
to aid in the establishment of compendial standards . 

®9'[' 
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Exemptions provided in current law for some drug 
products based on their year of introduction in 
relation to amendments in the Food, Drug, and 
Cosmetic Act (so-called grandfather clauses) have 
impeded improvement in the quality of these 
products. Such exemptions should be eliminated. 

10 
A single organization capable of setting standards 
adequate to insure the quality and uniform 
bioavailability of drug products should be 
established to replace the present USP and NF as 
the official standard-setting organization of the 
Federal Government. 

11 
A system should be organized as rapidly as possible 
to generate an official list of interchangeable 
drug products. In the development of the list, 
distinctions should be made between two classes of 
drugs and drug products: 

1. Those for which evidence of bioequivalence 

3 

is not considered essential and that could be 
added to the list as soon as standards of 
pharmaceutical equivalence have been 
established and satisfied. 

2. Those for which evidence of bioequivalence 
is critical. Such products should be 
listed only after they have been shown to 
be bioequivalent or have satisfied standards 
of pharmaceutical equivalence that have been 
shown to insure bioequivalence . 
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biopharmaceutics and 
dosage form design 
edited by Gerald E. Schumacher, Pharm.D., Ph.D. 

This column covers a broad range of topics 
pertinent to dosage form and blopharmaceutlcal 
design. It emphasizes ( 1) the pharmaceutic and 
blopharmaceutlc principles required for dosage form 
design in hospital pharmacy, (2) topics in these 
areas which are of general interest to the clinical 
pharmacist in his Interpretation of dosage form 
effects and ( 3) brief research projects in these 
areas. 

Formulations published in this column are in
tended only as guides to preliminary evaluation In 
individual laboratories. Since no program of bulk 
compounding should be conducted without the pro
vision for quality control, all formulations are con
sidered incomplete until individual laboratories 
judge their merit on the basis of appropriate 
analytical procedures. 

Contributions of 500-2,000 words are invited if they 
demonstrate the practical application of sound dos
age form and biopharmaceutlcal design theory. The 
theoretical justification for all procedures, formula
tions and interpretations is required. Address all 
correspondence to: 

Gerald E. Schumacher, Pharm.D., Ph.D. 
Associate Professor of Pharmaceutics 
College of Pharmacy 
Wayne State University 
Detroit, Michigan 48202 

Variations in Theophylline, Ephedrine 
Hydrochloride and Phenobarbital Tablets 

Manufactured by Thirteen Firms 

by JoHN L. LACH, TING-FONG CHIN and 
EUGENE L. PARROTT 

• A MONOGRAPH OF THE NATIONAL FORMULARY OR THE 
United States Pharmacopeia for a specific dosage 
form of a drug ( s), such as Theophylline, Ephedrine 
Hydrochloride and Phenobarbital Tablets NF, does 
not specify the excipients to be used or the method 
of manufacture. The approval of the Food and Drug 

JoHN L. LACH, Ph.D., is Professor of Pharmacy; TING
FONG CHIN, Ph.D., is Assistant Professor of Pharmacy; 
and EUGENE L. PARROTT, Ph.D., 'is Associate Professor 
of Pharmacy, College of Pharmacy, The University 
of Iowa, Iowa City, Iowa 52240. 
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Administration of a pharmaceutical (drug) product 
is for a specific dosage form manufactured by a specific 
process with specific drug(s) and excipients. Another 
firm may manufacture the· same dosage form having 
an identical drug content and satisfying the official 
specifications, and although the two products are 
chemically equivalent, they were designed with dif
ferent formulations consisting of different excipients 
and were prepared using different equipment and 
different procedures. 

The effect that the excipients and the manufac
turing procedure may have on absorption of drug(s) 
and subsequent therapeutic efficacy has been seriously 
considered for only a decade. Poole1 presented an 
overview of biologic and physicochemical factors that 
may modify bioavailability. Monkhouse and Lach 2 re
cently reviewed the literature on the effect of exdipients 
on drug absorption. In seven of nine humans Bettis, 
Lach and Hood 3 found significantly different serum 
levels of theophylline between a single oral administra
tion of equivalent doses of free theophylline and an 
isolated 2: 1 theophylline-phenobarbital complex. Such 
a difference points out that two drugs in a single 
dosage form may interact and alter drug absorption 
(bioavailability). The Academy of Pharmaceutical 
Sciences in "Guidelines for Biopharmaceutical Studies 
in Man" 4 identifies some of the physiologic factors and 
dosage form factors that may influence bioavailability. 

Based on economic considerations there are those 
who advocate the use of the cheapest dosage form 
which is labeled to contain the prescribed quantity 
of drug ( s) . This concept does not appear to be in 
the best interest of the public health because con
trolled studies in man ( in which two or more com
mercial pharmaceutical products containing the same 
drug in the same dosage form were used) have shown 
that factors other than drug content ( chemical equiva
lency) are responsible for variability in drug absorption. 
W agner5 has summarized these studies on commercial 
products containing riboflavin, aspirin, aminosalicylic 
acid, chloramphenicol, sodium diphenylhydantoin, sul
fisoxazole, tetracycline hydrochloride, oxytetracycline 
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. hydrochloride, isoniazid, chlordiazepoxide hydrochlo
ride, warfarin and ephedrine sulfate. Recently Linden
baum et al.'; found as much as four-to seven-fold differ
ence in serum digoxin level after oral administration of 
tablets manufactured by different firms. They also re
ported lot-to-lot variation. Similarly, in their study, Bet
tis, Lach and Hood 8 showed that bioavailability, as de
termined by serum theophylline, varied upon the ad
ministration of three commercial theophylline, ephed
rine hydrochloride and phenobarbital . tablets. The in
vitro dissolution data for theophylline from these tab
lets followed rank-order correlation with the serum 
levels. 

Theophylline is a gastric irritant and frequently 
causes nausea upon oral administration. For this reason 
it is frequently administered in complex dosage forms 
(enteric coated or sustained release products). Theo
phylline and ephedrine are widely used in the treatment 
of bronchial asthma. Ephedrine is an effective drug 
in bronchial asthma, and combinations of ephedrine 
and phenobarbital are often useful in patients with 
mild episodic asthma. 7 In such a disease state a rapid 
onset of therapeutic response is vital; therefore, solid 
dosage forms should be designed so they have a fast 
dissolution. Biological availability differs following the 
oral administration of commercial tablets containing 
theophylline, ephedrine hydrochloride and phenobarbi
tal. Based on these considerations, which indicate a 
high potential for therapeutic inequivalences of phar
maceutical products, Theophylline, Ephedrine Hydro
chloride and Phenobarbital Tablets NF were selected 
for investigation. 

It is not the purpose of this report to evaluate bio
availability or therapeutic efficacy of these tablets but 
to demonstrate that between various firms and even 
within a given firm there exists a problem in satisfy
ing in vitro specifications for Theophylline, Ephedrine 
Hydrochloride and Phenobarbital Tablets NF. 

Experimental 

Commercial Theophylline, Ephedrine Hydrochloride 
and Phenobarbital Tablets. Twenty lots of uncoated 
Theophylline, Ephedrine Hydrochloride and Pheno
barbital Tablets NF manufactured by 13 pharmaceuti
cal firms within the United States and labeled to 
contain 130 mg theophylline, 24 mg ephedrine hy
drochloride, and 8 mg phenobarbital were obtained 
from pharmacies. The firms and lot numbers of the 
tablets tested are given in Table 1. 

Weight Variation. Twenty tablets were weighed and 
the average weight was calculated. In order to meet 
NF specifications for compressed tablets, not more than 
two of the individually weighed tablets may deviate 
from the average weight by more than 7.5%.8 
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Analytical Methods. The chemical analyses were per
formed in duplicate. Samples were taken from 20 
tablets that had been weighed and pulverized. The 
concentration of each drug was calculated by means 

. of a standard absorbance-concentration curve deter
mined for the official reference standard of each drug. 
Ephederine was determined by a modification of the 
periodate oxidation method reported by Chafetz:~ 
An accurately weighed quantity of pulverized tablets 
representing approximately 2 mg of ephedrine was 
shaken for 30 minutes with 100 ml of distilled water 
in a glass-stoppered, 250-ml conical flask. The mixture 
was filtered through a sintered-glass filter, and the first 
20 ml of the filtrate were discarded. To a 5.0-ml 
aliquot of the filtrate, 1.0 ml of saturated sodium bi
carbonate solution and 2.0 ml of· 2% sodium meta
periodate solution were added, and the mixture was 
shaken. The mixture was shaken for 30 seconds with 
20.0 ml of n-hexane. The hexane layer was filtered 
through dry filter paper (Whatman No, 1). The 
absorbance of ephedrine in the hexane was determined 
spectrophotometrically at 240 nm in a 1-cm cell., 

Assay for Theophylline. An accurately weighed sam
ple of the powdered tablets was transferred to a 250-ml 
volumetric flask and shaken for 30 minutes with 200 
ml of distilled water, after which the volume was ad
justed to 250 ml with distilled water. The solution 
was filtered through a sintered-glass filter and ad
justed to a concentration of approximately 8 µg/ml 
of theophylline. The absorbance was determined spec
trophotometrically at 275 nm. At this dilution the in
terference of ephedrine and phenobarbital is negligible. 

Table 1. Code for Manufacturers of Theophylline, 
Ephedrine Hydrochloride and Phenobarbital 

Tablets NF 

CODE MANUFACTURER LOT NUMBER 

A · Aberdeen Pharmacals Corp. 374705 
B American Pharmaceutical Co. 1F16172 
C B& BDrugCo. 021139 
D Da vis-Etlwards E16244 
E Spencer Mead, Inc. 031239 

F Richlyn Laboratory 19077 
G Rugby 051443 
H Stayner Corp. 1LR643D 
I Sheraton Labs., Inc. 1LR643-11 
J Warner-Chilcott Laboratories 0152P108C 

K-1 Towne, Paulsen & Co., Inc. 127051 
K-2 Towne, Paulsen & Co., Inc. 037131 
L-1 Robinson Laboratory, Inc. 20360340 
L-2 Robinson Laboratory, Inc. 10521138 
L-3 Robinson Laboratory, Inc. 10160340 

M-1 Progress Labs., Inc. C212 
M-2 Progress Labs., Inc. B203 
M-3 Progress Labs., Inc. N121 
M-4 Prog~ess Labs., Inc. ElOl 
M-5 Progress Labs., Inc. 2953A 
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Assay for Phenobarbital. An accurately weighed 
quantity of powdered tablets representing approxi
mately 16 mg of phenobarbital was shaken for 30 
minutes with 50.0 ml of 10% barium hydroxide solu
tion in a 100-ml volumetric flask. Sufficient dis
tilled water was added to adjust the volume to 100 
ml. The solution was filtered through a sintered-glass 
filter. Twenty milliliters of the filtrate were pipetted 
into a separatory funnel, and 10 ml of concentrated 
hydrochloric acid were cautiously added. The solution 
was extracted three times with 50 ml of ether. The 
combined etheral extract was evaporated to dry
ness on a steam bath. The residue was dis
solved with gentle heating in 50 ml of a borate 
buffer at pH 9.5. After cooling, the resulting solution 
was transferred to a volumetric flask and diluted to 
100 ml with the buffer. The solution was filtered, and 
the first 20 ml were discarded. Twenty milliliters of 
the filtrate were pipetted into a volumetric flask and 
the volume was adjusted to 100 ml with the buffer. 
The absorbance of the phenobarbital was determined 
spectrophotometrically in 240 nm. 

Disintegration Test. The NF Tablet Disintegration 
Test for uncoated tablets8 was carried out in simulated 
gastric fluid T. S. on all lots of tablets. The disintegra
tion time limit of the NF monograph is 10 minutes. 

Dissolution Test. The Dissolution Test, Method II, 
using six tablets in 7 50 ml of simulated gastric fluid 
T. S. at 37 C was used as specified in the NF mono
graph. 8 At 2, 5 and 10 minutes a 2.0-ml sample was 
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withdrawn by pipet and diluted in a volumetric ttGJ)1Ag 
to 500 ml with distilled water. The absorbance of the 
solution was determined at 275 nm, and the concen-O7,-"f:1 
tration was calculated by means of a standard ab- ,u t 

sorbance-concentration curve. The reported dissolution 
is the average of two tests. The NF monograph speci-
fies that not less than 66% of the labeled amount of 
theophylline dissolves within 2.0 minutes. 

Results and Discussion 

The acceptable quantity of drugs in Theophylline, 
Ephedrine Hydrochloride and Phenobarbital Tablets 
NF is not less than 90.0% and not more than 110.0% 
of the labeled amount of each drug. It is generally 
considered that the drug content of a tablet is readily 
maintained within the legally permissible limits of the 
labeled quantity if good manufacturing practices are 
employed; yet in this study chemical analyses showed 
that 45% (nine out of 20) of the lots of tablets 
were not chemically equivalent. Three of the 20 lots 
did not meet the weight variation specification (Table 

2). 
The recently introduced dissolution specification is 

a sensitive test and a step forward in refining the 
methods of insuring equivalency of tablets. As shown 
in Table 3, eight out of 20 lots did not meet NF speci
fications that not less than 66% of the theophylline 
be dissolved within 2.0 minutes. 

Table 2. Percent of Labeled Amount and Weight Variation of Drugs in Some 
Commercial Theophylline, Ephedrine Hydrochloride and Phenobarbital Tablets NF 

% LABELED AMOUNT WEIGHT VARIATION 

EPHEDRINE 

MANUFACTURER THEOPHYI.LINE PHF,NOBARBITAL HYDROCHLORIDE AVERAGE (MG) RANGE (MG) 

A 108,2 107.4 86.8a 222,4 213.4-230.9 
B 99.3 102.3 111. 7a 194.3 l 70.3-203.3a 
C 105.7 102.1 100.0 205 5 195.5-221.7 
D 106.0 102.4 121.7a 238.4 223.3-245. 7 
E 99.3 105.6 100.4 204.3 195.9-216.2 

F 84.2• 100.1 97.9 210.7 194,0-226.2 
G 91.2 94.1 93.3 186.7 15 7 .6-202.0a 
H 112.oa 102.4 96.8 230.4 224.0-238.3 
I 105.9 99.6 106.3 226.6 218.8-237.3 
J 98.6 100.3 109.2 210,9 202.0-219.7 

K-1 114.0• 105.6 95.0 241.7 236.4-246.8 
K-2 111.la 98.4 93.8 238.2 231.4-245.3 
L-1 109.5 98.6 92.5 239.8 233.5-247.7 
L-2 100.7 93.1 100.4 202.7 152.0-216.3 
L-3 102.8 103.3 99.6 239.3 230.5-243.5 

M-1 91.1 97.1 106.7 203.9 188.3-229.9 
M-2 99.3 100.9· 96.3 187.8 178.4-196.4 
M-3 108.2 104.5 86.8• 283.8 275.3-296.8 
M-4 111.3• 100.3 100.5 212.8 208.3-217.1 
M-5 108.•l 101.1 109.2 240.5 209.0-291,3• 

•Does not meet NF specification 
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Table 3 Dissolution and Disintegration of Some 
Commercial Theophylline, Ephedrine Hydrochloride 

and Phenobarbital Tablets NF 

% THEOPHYLLINE 

DISSOLVED DISINTEGRATION 

MANUFACTURER 2 MIN 5 MIN 10 MIN TIME (MIN) 

A 52.8n 68.4 81.2 2 
B 28.0n 60.3 95.3 10 
C 98.7 103.1 103.9 2 

--.0 27.611 46.0 73.8 12s 
E 91.0 101.6 102.2 3 

'--F 12.43 27.1 52.4 178 

G 97.5 98.I 98.l 2 
H 103.6 108.9 111.4 2 
I 104.5 106.4 109.0 2 
~ 99.5 101.7 101.7 2 

K-1 110.7 112.8 113.5 2 
K-2 108.8 110.5 111.7 2 
L-1 26.la 44.2 73.0 128 

L-2 92.7 104.3 104:3 5 
-L-3 23.9• 39.2 67.6 l4a 

.. -M-1 21.1• 41.2 70.0 13• 
--M-2 54.9a 92.1 101.7 10 

M-3 78.8 107.8 110.2 5 
M-4 98.6 110.8 111.3 3 
M-5 99.5 109.3 109.3 2 

8Does not meet NF specification. 

Based on the oldest control test of chemical a~al ·s 
and the newest control test of dissolution, 65% 
( 13 out of 20) of the lots did not meet legal spec1 ca
tions. Certainly the presence of the labeled quantity of 
the drug in the tablet and the specified dissolution of 
the drug from the tablet are essential to the desired 
bioavailability and therapeutic result; In the treatment 
of acute bronchial asthma by means of theophylline, 
ephedrine hydrochloride and phenobarbital tablets, 
it is vital that the-labeled quantity of the drugs be ad
ministered and be rapidly dissolved from the tablet 
so they are rapidly available for absorption. 

Five lots of tablets did not meet NF specifications 
that the tablet disintegrate in 10 minutes. It is interest
ing to notice that the five lots which did not meet the 
specification for disintegration also did not meet the 
specification for dissolution. 

The four specifications-drug content, weight varia
tion, disintegration and dissolution-may be used to 
compare a pharmaceutical product made by several 
firms. Five lots ( C, E, I, J and L-2) met the four 
specifications. Eight lots (G, H, K-1, K-2, M-2, M-3, 
M-4 and M-5) failed to meet one specification. Four 
lots (A, L-1, L-3 and M-1) failed to meet three specifi
cations. 

Lot L-2 met all specifications, but L-1 and L-3 did 
not meet dissolution and disintegration specifications. 
With manufacturer M, at least one of the four 
specifications was not met in each of the five lots 
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Table 4. Lot-to-lot Variation in Hardnessa and 
Dissolution of Eleven Lots of Theophylline, 
Ephedrine Hydrochloride and Phenobarbital 

Tablets NF Manufactured by 
Company M 

% THEOPHYLLINE 

DISSOLVED 

LOT NUMBER HARDNESS (KG) 2 MIN 5 MIN 10 MIN 

07626 5.8 ± 0.5 75.2 91.1 93.0 
08010 1.3 39.0b 47.5 53.0 
08861 2.7 66.0 85.0 88.0 

046986 2.5 49.6b 57.8 64.0 

109716 2.2 55.0b 69.6 74.6 
08322 0.8 42.0b 50.0 57.0 
09716 4.4 51.5b 82.0 86.2 
10999 3.3 48.5b 66.0 71.5 

10998 4.7 59.0b 75.5 80.0 
0185W 2.7 61.0b 79.0 83.0 
08864 2.0 28.5b 38.0 46.5 

nAverage of five determinations by means of Pfizer Tablet 
Hardness Tester. 
bDoes not meet NF specification. 

tested. In this study conducted prior to the introduc
tion of dissolution tests into the official compendia 
the extent of lot-to-lot variation was further examined 
in 11 lots of manufacturer M. Diffuse reflectance 
spectra of the 11 lots did not show significant varia
tions, which indicated that if any drug-drug and/or 
drug-excipient interactions occurred, they were the 
same in all lots. Dissolution and hardness varied con
siderably from lot-to-lot as shown in Table 4. As 
illustrated in Figure 1, only two lots met NF dis
solution specifications. There appears to be no cor
relation between hardness and dissolution as the two 
lots with the hardness of 5.8 and 5.1 kg were the two 
fastest dissolving tablets. 

Conclusion 

In recent years in vivo testing of dosage forms has 
been emphasized. The use of in vivo evaluation and 
the correlation of in vivo and in vitro data are de
sirable; however, the value of in vitro specifications 
is not to be ignored. In some cases, in vitro specifi
cations should be expanded. For example, only 11 of 
the monographs · for tablets in the official compendia 
contain dissolution specifications. Frequently in the 
evaluation of bioavailability the in vitro characteristics 
of the dosage form are not reported or considered; 
thus, the extent to which formulation factors con
tribute to the particular bioavailability is obscured. 
The conclusive evaluation requires a knowledge of both 
in vitro and in vivo properties of the pharmaceutical 
product. 
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Despite professional, scientific and political con
cern with bioavailability of economical pharmaceuti
cal products, too frequently the product does not 
satisfy the relatively simple chemical and physical 
specifications of the official compendia. This investi
gation of Theophylline, Ephedrine Hydrochloride and 
Phenobarbital Tablets NF manufactured by 13 firms 
shows that often legal specifications are not satisfied 
and that differences in the tablet exist between 
firms, and at times, a lot-to-lot variation exists within 
a given firm. The lot-to-lot variation may indicate 
the need for improvement in manufacturing prac
tices and/ or quality control. It may not be practi
cable that each lot be identical in all respects; how
ever, the degree to which minor variations of speci
fications significantly contribute to therapeutic re
sponse should be established, and the permissible 
range of any specification should be established on 
the basis of clinical efficacy. 

With Kentucky and California statutes containing the 
term "quality drugs,', the question arises as to what 
specifications are to be established for determining a 
quality pharmaceutical product. Are the specifica
tions such as chemical equivalency, weight uniformity, 
disintegration time and dissolution profile adequate 
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to define a quality product and to -allow the pharmacist 
to intelligenctly select a quality product from those of 
numerous manufacturers? Perhaps a reference pharma
ceutical product should be used as a standard. If so, 
how is the product to be selected? The reference stand
ard should be one that has been investigated thoroughly 
and is recognized as being clinically effective. In 1968 
the Food and Drug Administration cancelled certi
fication of three manufacturers and five repackers 
of chloramphenicol capsules because of doubts of 
safety and efficacy based on the properties of Chloro
mycetin · capsules. Since it was marketed in 1949, 
Chloromycetin capsules, as the first commercial chlor
amphenicol product, have undergone the majority of 
clinical studies as well as extensive physicochemical 
evaluation, and it was the logical choice as a reference 
product. Similarly, the Food and Drug Administration 
used Terramycin capsules as a referen<;e product 
in evaluating oxytetracycline capsules from all sources 
in the United States. 
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ABSTRACT 
Theophylline, Ephedrine Hydrochloride and Pheno

barbital Tablets NF manufactured by 13 firms were 
tested for chemical equivalency, weight variation, 
disintegration and dissolution. 

Sixty-five percent of the lot!! did not meet NF 
specifications. Diffuse reflectance spectra, hardness 
and dissolution profiles were determined for 11 lots 
of a given manufacturer. The diffuse reflectance 
spectra demonstrated no significant difference in drug
drug and/or drug-excipient interaction. Hardness and 
dissolution varied considerably. Only two of the 11 
lots met the NF specification for dissolution. The 
variation between tablets manufactured by ditferent 
firms and the lot-to-lot variation with a given firm 
show that in vitro testing is a necessary part of the 
evaluation of a quality pharmaceutical product. 
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*DR. BERLINR.ll 'S TESTD,10NY BEFORE THE SENATE SUBCOMMITTEE ON MONOPOLY 

GAYLORD NELSON, CHAIRMAN 

1furch 19, 20, and 21, 1975 

0'736 

Dr. Berliner first read a prepared statement which merely reviewed the 
major findings of the OTA report. Points he apparently wanted to clarify, 
or emphasize, were: 

" .. two drugs may differ in bioavailability, that is be bio
inequivalent, but may still be therapeutically equivalent." 
.•• "On the other hand, it is a_lso true that in a very few 
instanpes, differences in bioavailability have led to well
documented therapeutic failures. The rarity with which such 
fail1J+es have been documented should not mislead one into be
lieving that they are rare occ1lrances. 11 

"We therefore concluded that there are at least some categories 
of drug products for which it will be necessary to establish 
adequate and standard bioavailability before interchangeability 
could even be considered." 

'~It __ was__ our: view that cQnsiderable tightening of those ( USP and 
U.EJ _ _stsmdar.ds should be effected and that it would be desirable 
for __ the_l.IJDroYement_.Qf thosP, _cQlllpendial standards to precede the 
p.eve 1 opment _ _of_1Llis_~ __ j11ter_changeable._pr.oducts...." 

He would have to conclude today, as he had at the time of the release of 
~he OTA report, he said, that "I see no danger of therapeutic inequivalence 
if the list of drug entities to be included is based on careful selection by 
appropriate experts. However, I believe that the list will necessarily 'be 
more circumscribed than would be ossible if the compendial standards were 
improved to give better assurance of bioequivalence." emphasis added 

# # # # 

* Robert W. Berliner, M.D., Dean, Yale School of Medicine and Chairran, 
Drug Bioequ~':alence Study Panel for Office of Tecrmolcgy Assessment, 
U.S. Congress 



. ,· CONGRESSIONAL STUDY SHOWS DRUG SUBSTITUTION PROPOSALS UNWISE 
cragg. 

The conclusions and reconnnendations contained in a major report released July 12, 1974 

•

y the Office of Technology Assessment, United States Congress, have cast serious doubt on 
. he wisdom of enacting state legislation to allow pharmacists to substitute "generic" drug 

products for brand name drugs prescribed by physicians. 

· :.){.>.'·.A national panel of drug experts was asked 

\i,1ll:\ . . ;~~~~~:;;:~e;~:H~::~n~ t:~:;:: t:::~:: 
,_ ·, ~ 

by the OTA: 

that chemically equivalent drug pro~ 
produce equal therapeutic effects 

,. , •. After careful study, the OTA panel's unanimous answer was: 
. ·_/;: _.:.~. 

·' ·':{''···,· · · "Current standards and regulatory practices do not assure bioequivalence 

··,:·~::,.:;_~·:: __ :._': •• ·}_.•.·.,.

1

it_:,_.,:.:, for drug products .... The problem of bioinequivalency in chemically equiva-
•. lent products is a real one ... documentedinstances constitute unequivocal 

;:·:_.!_:_:_,:•:··•;.•.:.;,~.,;:,\ .. :_~ ... ·'::i· .. i.:.:, .. •.:: .. ,··'. ~:~~e:~; ~~:t s;:;~~~:i!~~o~:e:~~t m:~:~~:~:: ~:u~=~~~~~n~h;r!!:!:~e:n~ro-
- controls are adequate to ensure that ostensibly equivalent drug products 

{i)\\{l; .· ·. ~~e~d;~u!~~t~0:~~~::;~~~n i~nb~o;~:~!a!~~~t~/th~t;:~y~rug takes to act 

',~ ')' .•;•:!~. 
ri}t\••ll',The'panel recommended a number of steps to improve the present system. After these 
J'tsteps have been accomplished, the panel concluded, a system should be organized as rapidly 
,,f~~;as, possible to generate an official list of interchangeable prescription drug products. 

,· Wt}:}/, · ,'~ii)i!?~}?he
1 

panel stated, however, that: 

·{:;(:; . .'('..: . 'Current staffing and funding levels are not adequate for the FDA to meet 
· I'• \. ••I -~ l· (· . I ; :)Hlrh\Vt· the significant new responsibilities proposed in this recommendation. Conse-
:'.;S{'.:-.\:1'1·1 :. quently, additional financial and staffing support will be required to develop 
,. ·.'''1" t f. "·:· .1 . 

:/1~¼~'.:~\;' ,: and maintain the list of interchangeable drug products and to coordinate 
~,Xf1,~\;:!-')::. these efforts with the. agencies involved in setting standards and supporting 
·r,1;1'.s~i:'/'k,, • ·',,research." 
~:f ti,if· i\"\,, , 

.-t~}~·-~-~··~ .. :1~\1 ,, 
·{'tf:~1~ :Jt 1 ,, • 

:;:i.~1•• ·,., ·' Thus, only after new federal drug standards and capability to assure equivalence have 
,I '.'\)been established and satisfied, can state legislation authorizing "generic drug" substit1;.,-
1' 

1 ! ! r1',: tion safely be enacted. 

; ': 'f ti1.~!F, (A complete copy of the report Drug Bioequivalence: ~ Report 

11 
I 

i; I : '.1/\\• ,,,,.'•I -

I ;'~I.·.\_'..~_-;·~::':1,·:.r.:.,_: ... i .... :·; i ~~n~~~t~~!i~~e o;u~~~~n~~~~~i~~:e~:;:~~m~~~ 'b;h~~:!:~~i~~l 
, Manufacturers Association, 1155 Fifteenth Street, N.W., Washington, 
~ t. ' 'l.\t! D, c. 20005] 

i~• •. ',·.' 
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ABBOTT 

Pharmaceutical Products Division 
Robert E. Singiser, Ph.D. 
Vice President, Scientific Affairs 

March 27, 1975 

Mr. Frank Titus 
Village Drug 
1119 California 
Reno, Nevada 89502 

Dear Mr. Titus: 

Abbott Laboratories 
14th & Sheridan Road 
North Chicago, Illinois 60064 

"'''' 

Your request for information regarding the advantages of a proprietary 
erythromycin stearate tablet, Erythrocin® Stearate Filmtab® Tablets, Abbott 
Laboratories, as compared to the many generic erythromycin stearate tablets 
on the market, was forwarded to me for reply. We then spoke by telephone 
so that I could get a clearer picture of your needs. I hope the following 
will be helpful. 

Abbott Laboratories is the only U.S. pharmaceutical company that is a manu
facturer of both the erythromycin stearate bulk drug and the final erythro
mycin stearate tablet product. This allows us to control the quality and 
efficacy of our Erythrocin Stearate Filmtab Tablets throughout the manufac
turing process for both the active ingredient and the dosage form. 

Erythromycin stearate tablets are described in monographs contained in the 
Code of Federal Regulations and the United States Pharmacopeia. As with all 
erythromycin stearate tablet products, Abbott Laboratories' quality assurance 
procedures for Erythrocin Stearate Filmtab Tablets conform to those required 
in these regulations. 

Abbott Laboratories' R&D and Quality Assurance programs are designed to ex
ceed the standards established by the Federal Government. Numerous discrim
inatory in-process testing is performed on each lot of Erythrocin Stearate 
Filmtab Tablets during the manufacturing process to ensure intra- and inter
batch uniformity. These tests include: 

1. Weight variation 
2. Tablet hardness (prior to coating) 
3. Tablet disintegration (uncoated) 
4. Tablet thickness 
5. Tablet appearance 
6. Tablet shape, color and odor 
7. Integrity of the tablet coating 
8. Testing to assure that the filmcoating used 

has been properly dried 
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Dissolution studies and bioavailability studies are continuously conducted 
on representative lots of products. Controlled clinical tests are appro
priately conducted to confirm product efficacy; an example is the recent 
study which has removed the "possibly effective" status from the Hemophilus 
influenzae indication (see Attachment A). Please note the last paragraph 
of the attachment; even though Abbott Laboratories paid for all of the 
clinical studies needed to establish this claim, all manufacturers of ery
thromycin products will likely be permitted by the Food and Drug Administra
tion to use this indication. It must therefore be obvious that the cost of 
the studies will be borne by the Abbott Laboratories Erythrocin products, 
and not the generic products. 

In addition to the above, to confirm that our product remains efficacious 
and fully bioavailable throughout the life of the product (to the expiration 
date), we have performed bioavailability studies on the product at various 
time periods throughout the five year expiry period. These studies were 
conducted on freshly made tablets, and then repeated annually up to the end 
of the five year expiry period. The results of these studies indicate that 
Erythrocin®Stearate Filmtab®Tablets are well absorbed throughout the shelf 
life of the product, and there is no significant difference in the bioavail
ability of the product with product age. 

As part of our quality assurance program, representative lots of Erythrocin 
Stearate Filmtab Tablets are routinely evaluated in stability tests of pro
duct and package. These materials are tested to make certain that our tablets 
continue to meet all the Abbott, FDA, and United States Pharmacopeia chemical 
and physical specifications throughout the expiry period of the product. 

Further, if there is any question about the acceptability of any lot of Ery
throcin product produced, that lot will either be destroyed or specific bio
availability tests will be conducted on that lot to establish its in vivo 
performance. This costly procedure could not be expected from lower cost 
generics. 

Our service to the customer does not end when the product leaves Abbott Lab
oratories. If the customer has a question regarding our product, at least 
four areas of our Division are available to assist him. The Abbott profes
sional sales representative is routinely available to our customers and is 
the first source of information if a question arises. If the representative 
cannot answer the question, he will forward it to the appropriate area at 
Abbott Laboratories, North Chicago, for reply. The Product Improvement Co
ordination group is responsible for those inquiries related to product quali
ty and improvement. Our Medical Information group is available 24 hours a 
day to answer questions related to the safety and efficacy of the product. 
Thirdly, the Office of the Vice President, Scientific Affairs, is available 
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to respond to those inquiries related to formulation and bioavailability 
aspects of the product. Bioavailability information is routinely provided 
on all of our dosage forms (tablets, suspensions, granules, chewables, in
jectables, suppositories, etc.). Copies of the attached paper by Drs. Chun 
and Seitz are also sent to those practitioners who will be evaluating bio
availability data from various sources. We feel that it is our responsi
bility to point out the pitfalls involved in such evaluations. 

Since Abbott Laboratories is also the source for our bulk erythromycin drug, 
we rigidly control all aspects of a final dosage form's manufacture, includ
ing the bulk drug that goes into it. Bulk drug can meet all compendial and 
FDA specifications, yet perform differently in vivo, depending on how that 
bulk drug is produced. In vitro tests will now show these differences. No 
processing change is permitted in our bulk drug manufacture without first 
evaluating this change through human bioavailability testing. A generic 
manufacturer that simply purchases bulk drug has no way to monitor such 
changes. In fact, such a company may buy drug from two or more different 
sources, which might result in tablets of differing quality. We are aware 
of instances where different formulas had to be used for erythromycin tablets, 
depending on which source of bulk drug was employed. This illustrates the 
extreme sensitivity of erythromycin products to formulation and manufactur
ing variables. To maintain leadership in this product line, research must 
continue after the product is marketed in order to understand these variables. 
Abbott Laboratories is continually researching our products in an attempt to 
find ways to make them even better. Up to 100 bioavailability studies are 
performed annually by Abbott Laboratories. Generic companies generally do 
not wish to incur this huge expense, so they formulate their products and 
then forget about any further work on them. 

Abbott Laboratories' Erythrocin®Stearate Tablets are cited as the standard 
of the industry. Many years of intensive work have been devoted to estab
lishing development and quality assurance programs, setting rigid specifi
cations and performing extensive clinical studies to ensure the safety and 
efficacy of our product. Extensive clinical studies continue to be done on 
erythrocin to expand its clinical use and broaden its utility in specific 
disease areas. 

I trust you will find this information of use. If you have any additional 
questions, do not hesitate to contact me. Your interest in our products is 
appreciated. 

Sincerely yours, 

~£':,;; 
R. E. Singt;er, Ph.D • 

RES:cm 
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FACTS ABOUT DRUG QUALITY 

.QUALITY DIFFERENCES EXIST AMONG VARIOUS VERSIONS OF THE SAME DRUG? 

• Yes. Even though two drugs made by different manufacturers contain the 
same active ingredients, their effects on patients may vary. Variations 
can occur in purity, potency, weight, disintegration time, dissolution 
time, and stability. Nonactive ingredients such as binders, coaters, 
fillers and lubricants can also vary from manufacturer to manufacturer, 
and they affect drug quality in important ways. 

• All of these factors, and others, determine how fast and thoroughly a drug 
dissolves and sends its active ingredient to a given part of the body. This 
is known as bioavailability. Drug products that exhibit comparable bio
availability characteristics are considered to be bioequivalent. Otherwise, 
they are bioinequivalent and may not have the same therapeutic effect on 
patients. -

ARE THERE KNOWN CASES OF BIOINEQUIVALENCE AMONG DRUGS? 

• Yes. Studies have shown that at least 73 drugs have real or potential bio-

l availability problems. Take the case of digoxin, a drug used to treat cer
tain forms of heart disease. In 1971, the Food and Drug Administration 
(FDA) discovered that out of 36 firms' digoxin products, 33 failed to meet 
requirements. Some were not as potent as claimed, and others were too 
potent to the point of being dangerous. 

- Professor John G. Wagner of the University of Michigan published a major 
review on drug equivalency in 1971 and reported that "for 10 of 12 drugs 
studied, or 831 of them, different manufacturers' products appear not to 
be equivalent." 

• Presumed equivalents of the important antibiotic oxytetracycline were found 
by the FDA in 1970 to produce blood serum levels only half that of the 
original brand. Some 40 million capsules of the inequivalent brands and 
generics were recalled. 

• In 1967, FDA studies confirmed industry reports that several forms of chloram
phenicol (used for certain serious and acute infections) produced antibio-
tic levels in the body significantly lower than those produced by the 
original brand--despite the fact that they had been certified by FDA and 
were on the market. 

• The Military has experienced.numerous product failures over the last 
decade when different drug products were substituted for the brands 
physicians preferred. For example, in 1966 at Dow Air Force Base, Maine, 
physicians submitted a complaint about a new lot of diphenylhydantoin (used 
to control epilepsy). They said, "patients on -this drug are experiencing 
seizures more· frequently than on previously available products." 

CAN THE GOVERNMENT ASSURE THE UNIFORM QUALITY OF DRUGS? 

• No. A panel of the nation's drug experts, in a July 1974, report to the 
Office of Technology Assessment (OTA) of the U.S. Congress concluded that 
"current standards and regulatory practices do not assure bioequivalence 
for drug products .•. the problem of bioinequivalence in chemically equiva-
lent products is a real one." -
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• The OtA Repol"t went on to say that ''=doct.Qllented Jnstances constitute un-

• 
equivocal evidence that neithel" the present s-tandards for testi~B the 
finished product, nor specifications for materials, manufacturing process, 
and controls are adequate to ensure that ostensibly equivalent drug pro
ducts are in fact equivalent in bioavailability." 

IF THE GOVERNMENT CAN'T ASSURE DRUG QUALITY, THEN WHAT.'S BEING DONE ABOUT IT? 

• Most states prohibit pharmacists from substituting different drug pro
ducts (brand or generic) for the ones prescribed unless the doctor consents. 
These laws protect consumers from exposure to inferior or variable 
tHrapy. 

• Reliable drug co• panies are in the forefrontof developing standards that 
assure bioavailability for drug products. Extensive testing and high 
standards for quality control enabled these companies to back the quality 
of their products. 

• The OTA has recommended a number of steps to improve the current system. 
Aaong them is the creation of new standards that will help assure the 
unifor• quality of drug products on the market. Considerable time will 
be required to develop and implement these recommendations. 

WHAT CAN CONSUMERS DO TO ASSURE TREATMENT WITH SAFE, EFFECTIVE AND ECONOMICAL 
DRUGS? 

• In.advance of any illness, choose a pharmacy that will best serve you 
with quality drugs at the best price, and with efficient, professional 
services. -

• Discuss your medication with your 
companies produce the medicine he 
generic). If so, ask him to call 
those co• panies whose products he 
~an buy for the lowest price. 

doctor. Ask him if several reliable 
wants you to have (brand name or 
your pharmacist and find out--a• ong 
has confidence in--which one you 

• So you can be sure to get the lower priced, but still reliable product, 
ask your doctor to write your prescription specifying that particular 
company's product (whether he does this by writing the generic name and 
the name of the • anufacturer, or by writing the brand name of the company's 
product, if it has one.) 

• If the prescription is for a maintenance drug, ask your doctor to write 
it for a larger amount of the drug. You can save money by buying larger 
numbers of tablets less frequently. 

I I # 

• 
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FOOD & DRUG ADMINISTRATION WEEKLY REPORT OF SEIZURES, 
08?4 

• PROSECUTIONS, INJUNCTIONS, FIELD CORRECTIONS, AND RECALLS o::-i· 
Issued: February 12, 1975 

NOTE: The legal actions listed have been filed with the court indicated. 
The allegations of the Government have not yet been tried or adjudicated 
by the court. 

Prosecution Actions Filed: 

Against: 
Charge: 
Product: 
Filed: 

Walk Brokerage, Inc. and Anthony W. Miller, Jr., Denver, Colorado 
Adulteration~ Products held under insanitary conditions. 
Foods 
February 3, 1975 - U.S. District Court for the District of Colorado; 
FOC #59842; Criminal #75-CR-43. 

Complaints for Injunction Filed: 

-Seizure Actions Filed: 

• 

Product: Orotfc ~cid Jn~vrlrous 
Charge: Adulteration - ~roduct is an unsafe food additive. 
Responsible 

Firm: Private Formula, Inc., St. Louis, Missouri 
Filed: January 30, 1975 - U.S. District Court for the Eastern District of 

Missouri; FOC #60183; Civil #75-93C(l). 

Product: Macaroni 
Charge: Adulteration - Product held under insanitary conditions. 
Responsible 

Firm: BRF Wholesale Company~ Black Piver Falls, Wisconsin 
Filed: January 3, 1975 - U.S. nistrict Court for the Western nistrict of 

Wisconsin; FOC #60126; Civil #75-C-l. 

MORE 
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Product: Myotonachol Tablets 
Charge: Adulteration - Product contaminated with insect filth. • 
Responsible 

Firm: Glenwood Laboratories, Inc., Tenafly, New Jersey 
Filed: February 3, 1975 - U.S. District Court for the District of Minnesota; 

FDC #60195; Civil #5-75-13. 

Product: Candy Pacifier 
Charge: Adulteration - Product is unfit for food as it is prepared in a manner 

and shape which present choking and aspiration hazards. 
Responsible 

Firm: The Paul Spitz Company, Bronx, New York 
Filed: February 3, 1975 - tt.S. nistrict Court for the Southern District of 

Texas~ Fnc #60153; Civil #75-H-202. 

Product: Brie Cheese and Camembert Cheese 
Charge: Adulteration - Product contaminated with decomposed cheese. 
Responsible 

Firm: (Unknown). (Mfr) - Fromagerie H. Hutin S.A., France; (Dlr) - Crystal 
Meat and Cheese Company, Inc., East Boston, ~assachusetts 

Filed: February 5, 1975 - 11.S. nistrict Court for the Oistrict of Massachusetts; 
Fnr. #60199; Civil #75-483-M. 

Regulatory Letters: 

Regulatory Letters are formal legal notices used to advise firms or 
individuals that specific sections of the law administered by FDA have been 
violated. The recipient is advised that FDA will pursue legal or administra
tiv~ sanctions if corrective action is not taken within a stated time period. 
Copies of all Regulatory Letters are available for public review at the Public 
Records and Documents Center, Room 4-62, 5600 Fishers Lane, Rockville, 
Maryland 20852. 

Recalls and Field Corrections: 

Class I Recalls - This is an emergency situation involving the removal from the 
market of products in which the consequences are irrmediate or 
long-range, life threatening and involve a direct cause-effect 
relationship, 

NONE 

-

• 
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Class II Recalls - This is a priority situation in which the consequences may 
he irrmediate or long-range and possibly or potentially life 
threatening or hazardous to health. 

Product: Recall #F-063-5 has heen extended to include one code of "Van Camp's 
rirated Light Tuna***fi-1/4 oz.***," manufactured by Van Camp Sea 
Food Company, Oivision of Palston Purina Company, Terminal Island, 
California. Lot Numher: 7L207/50F31'!. nistribution was limited 
to Topeka, Kansas and Northern ralifornia. (Recall #F-063-5). 

Reason: Histamine contamination. 

Class III Recalls - This is a routine situation in which the consequences to 
life (if any) are remote or non-existent. 

Product: Prophenamine Expectorant with Codeine in one ~allon jugs labeled 
in part "Prophenamine***Expectorant***with Codeine***l Gal.*** 
Oistributed by Carroll Chemical Co., Smyrna, Tenn.***" Lot 
number: 40786. Manufactured and recalled by Carroll Chemical Co., 
Smyrna, Tenn. by letter on January 17, 1975. ~istribution was 
in the Fastern two thirds of the nation with firm estimating 
that approximately 10n gallon hottles remain on the market. 
(Recall #0-257-5). 

- Reason: Suhpotent. 

• 

Product: Mormal Saline, mislabeled "nistilled Water" labeled in part "McGaw 
Oistilled Water in Irrigating Container, McGaw Laboratories, Division 
of American Hospital Supply Corporation, Glendale, Ca.***Single 
dose container***Packed 12 Units/Case***Exp Sep 77***" Lot number: 
A4Kl52, Manufactured and recalled hy Mc~aw Laboratories, 
Glendale, r.a. hy telephone on January ?.7, 1q75. nistribution was to 
hospitals in, Alaska, Arizona, California, Montana and Utah between 
September 4, 1974 and January 23, 1975 with firm estimating that 
approximately 300 units remain on the market. (P,ecall #0-254-5). 

Reason: Mislabeled - Normal Saline labeled as nistilled Water Irrigating 
Solution . 
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Product: (Hair shampoo) "Body on Tap 11
, packed in 4 oz. and 8 oz. plastic 

bottles. Lot numbers: 4f.04, 4rn5 and 4f.06. ~anufactured and 
recalled by Bristol Meyers Products Division, Hillside, N.J. hy 
salesman pick up on Oecember 20, 1974. Distribution was to 
Colorado, Kansas, 0hio and Wyoming with firm estimated that 
approximately 7,500 bottles remain on the market. (Recall #F-093-5). 

Reason: Bacterial contamination. 

Product: 11 Stamyl 11
, an OTC tablet, packaqed in strip paks of 167 strips of 

6 tablets in a hospital shelf carton, bearing Spanish labeling, as 
follows in part, 11 Stamyl Marca Reqistrada Para: Complementor 1a 
Secrecon Insufficiente de Fnzimas Pancreaticas Cada Tableta 
Contiene: Pancreatina a Concentracion Tres Veces Major Que la 
Indicada en el NF 175 mq.; Hemicelulosa 50 mq., Extractd de Bilis 
de Buey 25 mg. 1000 tahletsas***Winthrop Products Inc., New York, 
N. Y. E.U.A. 11 Lot numbers: 580LE and 581LE. Manufactured by 
Winthrop Products, Inc., Rennselaer, N.Y. Packaged and recalled 
by Winthrop Products, Inc., Myerstown, Pa. by salesman pickup on 
January 16, 1975 with followup letter on January 17, 1975. 
Oistrihution was to hospitals in Puerto Rico with firm estimating 
that none remains on the market. -(Recall #D-250-5). 

Reason: Shelf cartons lack above manda~ory labelinq. 

- .- - -

Product: Rx drug, 11 Butamin Tablets***Sodium Butabarbital 30 mg. ***manufactured 
by Mallard, Inc., netroit, r1ichigan*** 11

, packed in bottles of 100 
tablets. Lot number: COOS. Manufactured and recalled by Mallard, 
Inc., Detroit, Michioan by letter on January 7, 1975. Distribution 
was to Illinois, Indiana, Iowa, Michigan, ~issouri, Pennsylvania and 
New York with firm estimating that approximately 7,000 tablets remain 
on the market. (Recall #0-259-5). 

Reason: Subpotency. 

M()RF 
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Thiamine Hydrochloride Tablets 100 mg. in bottles of 1,000 labeled 
in part, "Thiamine Hydrochloride Tablets (Vitamin B-1) 100 mg. 1000 
Tahlets***Distributed by Carroll Chemical Co., Smyrna, Tennessee***" 
Lot number: 40606. Manufactured by Stanley nrug Products, Portland 
Oregon. Repacked and recalled by International nruqs, Inc.,0/B/A 
Carroll Chemical Co., Smyrna, Tennessee hy letter on January 17, 1~75. 
Distribution was to Alabama, Florida, Louisiana, Massachusetts, 
Mississippi, Mew Hampshire, New Jersey, North Carolina, Tennessee, 
Virqinia, Washinqton, n. C., and to one foreign country with firm 
estimating that approximately 15/1000 tablet bottles remain on the 
market. (Pecall #n-255-5). 

Reason: Trace contamination with methyltestosterone during repacking operation. 

Product: Calcium Lactate Tablets in bottles of 100, labeled in part:"*** 
Calcium Lactate***tt.F.***10 Grains - inn Tablets***Oistributed by 
Carroll Chemical ro., Smyrna, Tennessee***" Lot number: 40313. 
Manufactured by Private Formulations, Inc., Hempstead, N.Y. Repacked 
and recalled by International nru9s, Inc., n/B/fJ. Carroll Chemical Co., 
Smyrna, Tennessee hy letter on January 17, 1975. nistribution was to 
the eastern two thirds of the nation with one shipment to Bermuda 
with firm estimating that approximately sno bottles remain on the 
market. (Recall #P-256-6). 

- Reason: Trace contamination with methyltestosterone during repackinq operation. 
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Estrone Suspension in glass vials labeled in part, "Sterile 30 ml. 
Multiple Dose Vial Estrone Suspension 5.0 mg/ml***Intramuscular*** 
Manufactured for Rugby Laboratories, Inc., L. I., N. Y. ***." Lot 
Number: 4A007. Manufactured and recalled by D-M Pharmaceuticals, 
Inc., Rockville, Maryland on January 27, 1975. (Recall #D-253-5). 

Label mix-up - Some units of Estrone Suspension are labeled as 
Promethazine HCL Injection. 

Product: Oxytetracycline Hydrochloride Capsules, 250 mg. U.S.P., packed in bottles 
9f 100 and 1,000 capsules under the following labels: (a) Rondex Labora

✓tories, Inc., Guttenberg, N.J.; (b) B.R. Mitchell, Inc., Guttenberg, N.J.; 
(c) Purepac Pharmaceutical Company, Elizabeth, N.J.; (d) Bioline Labora
tories, Inc., Brooklyn, N.Y.; (e) Cooper Drug Company, Troy, Michigan; 
(f) Geneva Generics, Detroit, Michigan; (g) Midway Medical Company, 
Glasgow, Kentucky; {h) Henry Schein, Inc., Flushing, N.Y.; and (i) United 

.tit Reason: 

Product: 

Reason: 

Research Labs, Inc., Philadelphia, Pa. Lot Number: 23806. Manufactured 
and recalled by Rondex Laboratories, Elizabeth, New Jersey by letter on 
January 22, 1975. Distribution was national. (Recall #D-247-5). 

Unsatisfactory bioavailability . 

Electroplated Nickel Silverware Baby Cup, packaged in brown card
board carton with yellow and black label which reads in part, 
"E.P.N.S. Baby Cup***Style 01064***0ne Piece***Made in India***." 
Lot Number: 01064. Manufactured by Mysope Electroplating Ltd., 
Moradabad, India. Imported, distributed, and recalled by Prill 
Silver Company, Inc., New York, New York by letter on January 23, 
1975. Distribution was nationwide. (Recall #F-084-5). 

Excessive lead content. 

MORE 
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Recalls and Field Corrections: 

, . 

Class I Recalls - This is an emergency situation involving the remo~al f:om the 
market of products in which the consequences are 1mmed1ate or 
long-range, life threatening and involve a direct cause-effect 
relationship. 

Product: Sweet Red and Green Peppers - Federico Brand Pizza Strips in insti
tutional size package, distributed by Suzy Bel Canning Company, Inc., 
Port Elizabeth, New Jersey in #10 cans, net wt. 6 lbs. 6 oz., 6 cans 
per case. Lot Number: 2-line code with top line 4PSGR. Manufactured 
and recalled by Suzy Bel Canning Company, Inc., Port Elizabeth, New 
Jersey by telephone on December 13, 1974 and follow-up letters on 
December 14, 1974. Distribution was limited to 4 consignees in New 
York and Wisconsin. All of the products in which peppers were used 
were recovered prior to distribution. (Recall #F-091-5). 

Reason: Bacterial contamination. 

Class II Recalls - This is a priority situation in which the consequences may 
be immediate or long-range and possibly or potentially life 
threatening or hazardous to health. 

Product: Implantable Electronic Pacemakers as follows: (a) Model MIP-40 RT 
Regular P-Wave Blocked on Demand Pacemaker; (b) Model MIP 41 RT R-Wave 
Blocked Pacemaker equipped with Hysteresis Circuit; and (c) Model MIP 
501 T Standard Asynchronous Pacemaker. Lot Number: Serial Numbers 
(a) 968 thru 3300; (b) 161 thru 650; and (c) 250 thru 554. Manufactured 
by Vitatron Medical, Dieren, Holland. Vitatron Medical, Inc., South 
Boston, Massachusetts contacted physicians advising them of the problem 
in June, 1974, and recommending replacement of units if preliminary 
symptoms are noted. FDA learned of the problem through a hospital 
investigation in December, 1974. Distribution was national with firm 

• estimating that not more than 50 pacemakers remain implanted. 
(Recall #T-159/161-5). 

Reason: Leakage of electrolyte from the batteries, resulting in premature battery 
depletion, loss of capture, and output loss. 

MORE 

,, 
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Akineton (Biperiden HCL) Tablets in 2/4 tablet sample catch covers 
in a mailing box which is 5 X 3 X 3/4 inches and reads in part, 
"***For Over a Decade***Relief of Parkinsonian Symptoms***Control of 
Extra Pyramidal Reactions***." Lot Number: 13500253. Manufactured 
and recalled by Knoll Pharmaceutical Corporation, Whippany, New Jersey 
by letter on January 14, 1975. Distribution was in northwestern New 
York State. (Recall #D-230-5). 

Due to an error in mailing of physician's samples, the above product 
was mailed to expectant mothers. 

Candy Pacifiers, assorted flavors, packaged in clear cello bag, 48 
units to a box, 30 boxes to a case. Made in Hong Kong for Bee 
Distributing, Beverly Hills, California. Product is labeled as 
not for infant or baby use. Lot Number: None used. All of product 
is under recall. Importing broker is James G. Wiley Company, Los 
Angeles, California. Distributed and recalled by BLS Enterprises 
Corporation, d/b/a Bee Distributing Company, Beverly Hills, Cali
fornia by letter on January 20, 1975. Distribution was national 
with firm estimating that none of the product remains on the 
market. (Recall #F-085-5). 

Product presents a potential choking and aspiration hazard to infants 
and small children. 

Rx Drug, "Proserum 25 Normal Serum Albumin (Human) Salt Poor U.S.P. 
***Distributed by The Dow Chemical Company, Indianapolis, Indiana***," 
in 50 cc bottles and packaged in a carton which includes an intra~ 
venous injection set. Lot Number: 174-077. Manufactured and recalled 
by Dow Chemical Company, Zionsville, Indiana by telephone and follow-up 
letter on December 3, 1974. Distribution was national with firm 
estimating that none of the product remains on the market. (Recall 
#B-018-5). 

Fever and chills in recipients (pyrogenicity). 

MORE 



Page 6 

Class III Recalls ,.. This is a routine situation in which the consequences to .··• 
life (if any) are remote or non-existent. , 

Product: "Giant Food Tomato Paste***Net Wt. 6 oz.***Product of Portugal*** 
Distributed by Giant Food, Inc., Washington, D.C." The 13 oz. 
similarly labeled cans are also involved. Lot Number: All lots 
where product label indicates "Product of Portugal" and bottom line 
of 2 line code contains the numerical series "34." Manufactured by 
Compal, Lisbon, Portugal. Recalled by Giant Food, Inc., Landover, 
Maryland by telephone on January 9, 1975. Distribution was in. 
Maryland, Virginia, and Washington, D.C. (Recall #F-087-5). 

Reason: Abnormal cans. 

Product: Candy - Holland Chocolate Toffee Eclairs. Candy is individually 
wrapped in a wax paper wrapper that may or may not be labeled as 
"Toffee Chocolate." Bulk 5 lb. poly bags labeled in part, "Toffee 
Chocolate Eclairs Holland's Finest Candy made in Breskens-Hol~and*** 
Net Wt. 4-1/2 lbs.***Wt. with Wrappers 5 lbs.***Packaged for Dae
Julie, Inc., Chicago, Illinois." Lot Number: None used. Manufactured 
by Verduyn Brothers Confectionery Works, Ltd., Breskens, Holland. 
Recalled by Cheese Barn, Inc., (Hickory Farms), Federal Way, Washing
ton on December 4, 1974~ Distribution was to ten Hickory Farms 
retail stores in Washington State with firm estimating that none 
of the product remains on the market. (Recall #F-086-5). 

Reason: Rancidity/decomposition. 

Product: This is an extension of Recall #F-062-5, Tomato Catsup being recalled 
by Naas Foods, to include these additional lots distributed by C.B. 
Ragland Company, Nashville, Tennessee: (a) "Lucky Lady" brand in 
14 oz. bottles; (b) "Colonial" brand in 14 oz. bottles; (c) "Lucky 
Lady" brand in 26 oz. bottles; and (d) "Colonial" brand in 20 oz. 
bottles. Lot Number: (a) PB456H, PB456J; (b) PC4514P, PC4514K, 
PC4515H, and PC4515F; (c) PB4520N, PB4520U, PB404G, PB40439, and 
PB40430; and (d) PK4522G9, PK4522FO, PC4A270, and PC4A275. Manu
factured and recalled by Naas Foods, Inc., Portland, Indiana by 
telephone on Dec.ember 16, 1974. (Recall #F-062-5). 

Reason: Mold contamination. 

MORE 

. j 

--
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DIGOXIN CERTIFICATION PROGRAM STATUS REfl6RT1 
.. Lt}·; ; .·• '.\ >''U 'fill 

The current status of the Digoxin Certification·Prog/~hl\~ i~~6hows: 

L Thirty-five (35) Digoxin manufacturers have been involved in the program. 

2. One hundred and forty-five (145) currently marketed batches from twenty
seven (27) manufacturers have been tested for dissolution and the results 
reported to the respective manufacturers. 

3. Of the one hundred and forty-five (145) currently marketed batches tested, 
forty-five (45) batches from seventeen (17) manufacturers failed to meet 
the requirements of the Federal Register statement of 1/22/74. These out
of-limits batches, which represent a failure rate of 31. 0 percent of the 
tested batches have been recalled by their manufacturers. An additional 
eleven (11) batches, which have not been tested by FDA, have been recalled 
by two (2) manufacturers who were required to recall all batches of Digoxin 
Tablets manufactured during the past two (2) years after four (4) consecutive 
batches tested by FDA all failed the dissolution requirements of the Federal 
Register statement. 

4. To date, fifty-nine (59) batches from seventeen (17) manufacturers have 
been submitted for pre-marketing certification. 

5. Forty-six (46) batches from fourteen (14) manufacturers have been certified 
ancl released for distribution. 

6. Thirteen (13) batches from five (5) manufacturers failed the dissolution 
requirements of the Federal Register statement and were denied certification. 

7. It has been our policy to temporarily release a manufacturer from the pre
marketing certification requirement when the manufacturer has submitted 

• four (4} consecutive passing batches of Digoxin Tablets of the same strength. 
Thus far, three (3) manufacturers have been temporarily released from pre
marketing certification. One of the manufacturers has submitted four (4) 
consecutive passing certification batches for each of its three (3) Digoxin 
Tablet dosage strengths and has been temporarily released from the pre
i:narketing certification program for those three Digoxin Tablet dosage strengths. 
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Digoxin Certification Program Status_ Report 2 _., 
The oth~r two manufacturers were temporarily released from pre-marketing 
certification for one dosage strength. 

Final release from the certification program will depend on: 

a. An in-compliance, CGMP inspection of the manufacturer• s 
plant; 

b. Verification of the manufacturing process as submitted to FDA 
in an ANDA; 

c. Compliance with all of the requirements of the Federal Register 
statement of 1/22/74. 

8. Thtis far, twenty-four (24) ANDAs have been submitted by nineteen (19) 
manufacturers • 

hk- /! nz~~~ '76"✓, ~~, 1, 7r 
. Stephen P. Molinari 

• 

--,--.•. 
,• '-"'::t:, 
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January 31~ 1975. 

Digoxfn Certiffcatfo~ Samples 

Manufacturer I of batches #-pass ·# fail released 

• Barr 4. 4. no 
.. 

Burroughs Wellcoae 12 (3 strengths} 12 ' yes 

Cord 2 2 
i 

no .i 

Halsey 5 5 yes ,, 

J .. Davis 1 1 
',i no 
i 

Heather 2 . 2. no 

Ketchum 1 1 no 

Lanett 2 1 1 no ; 

lederle 2 2. no 

· • Marshall 11 4. 7. no 

Phil lips-Roxane 2 2 no 

Rondex 2 2. no -
. SCA --rc../J l 1 no 

Towne Paulsen 2 2. no 

Yale 1 ·1 no 

West-Ward 1 1 no 
• 

Zenith ·a 8 yes: 

59. 46 13. 3· 

* Even though these marnifacturers had 4 consecutive passing batches, they -,::::·:: 
not released from certification because of too wide a variation 3~ong t~~ t:•-~-~-

~ ---,-.- --···- .. ·----. - ' - -----·-·------- ~-- - --------·---~------- -
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Regulatory Letters: 

Regulatory Letters are formal legal notices used to advise firms or 
individuals that specific sections of the law administered by FDA have been 
violated. The recipient is advised that FDA will pursue legal or administra
tive sanctions if corrective action is not taken within a stated time period. 
Copies of all Regulatory Letters are available for public review at the Public 
Records and Documents Center, Room 4-62, 5600 Fishers Lane, Rockville, 
Maryland 20852. 

Recalls: 

Class I Recalls - This is an emergency situation involving the removal from the 
market of products in which the consequences are immediate or 
long-range, life threatening and involve a direct cause-effect 
relationship. 

Product: Recall #F-069-5, S. S. Pierce Red Label Stems and Pieces Mushrooms, 
appearing on Recall List of 12/11/74, has been extended to include 
product distributed by Eckerd Drug Stores in Georgia. (Press Re
lease #74-66, 12/26/74). 

Class II Recalls - This is a priority situation in which the consequences may 
be immediate or long-range and possibly or potentially life 
threatening or hazardous to health. 

v'roduct: 

Reason: 

Sodium Diphenylhydantoin U.S.P., 1-1/2 gr. (100 mg.), packaged in 
plastic bottles containing 1,000 capsules each. Lot Number: 983194. 
Manufactured and recalled by Kasar Laboratories, Niles, Illinois by 
telephone on December 31, 1974 and/or January 2, 1975 with follow-up 
letters on January 8, 1975. Distribution was to State and County 
Hospitals and distribution centers in Connecticut, Illinois, Minnesota, 
California, and Arizona. (Recall #D-219-5). 

Label mix-up - Bottle labeled as "1,000 Tablets/Aspirin/U.S.P." 
stead of Sodium Di henylhydantoin. 

------------·--~----._ 
MORE 
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Product: An in-vitro diagnostic reagent test kit for the quantitative deter
mination of serum urea nitrogen used in conjunction with an automatic 
analyzer. Kit labeled, "Union Carbide Centrifichem Test Bun (Blood 
Urea Nitrogen) for the Quantitative Determination of Serum Urea Nitro
gen - Diagnostic Reagent for In-Vitro Use Only***Exp. Date 6-1-75*** 
Contents 12 vials of Reagent***." Each kit contains 12 amber vials 
containing white powder, labeled "Diagnostic Reagent for In 7 Vitro Use 
Only***;" A translucent plastic squeeze bottle, labeled "Standards 
Glucose 200 mg/100 ml Urea N 40 mg/100 ml***;" and an instruction 
sheet entitled "Certrifichem Methodology Sheet." Lot Number: D 4201. 
Kit assembled and being recalled by Union Carbide Corporation, 

Reason: 

Tuxedo, New York by telephone the week of November 4, 1974. Distri
bution was national and international with firm estimating that 
approximately 985 kits remain on the market. (Recall #T-152-5). 

Reagent gives inaccurately low results for samples of extremely high 
uremic content. 

• 

Product: 11 lsolette Ventimeter Ventilator." A device which continuously monitors 
tidal volume and automatically controls ventilation during anesthesia. 
Lot Number: All units manufactured prior to 1/1/73, as identified by 
the following serial numbers: Numbers 25164 thru 25303. All numbers 
prefixes with FB, MB, DB, JB, BB, GB, NB, EU, KU, CU, HU, AU, FU, MU, 
DU, JU, BU, GU, NU, EM, KM, CM, AM, FM, MM, DM, JM, BM, GM, or NM. 
Manufactured by Air-Sheilds, Inc., Warminster, Pennsylvania (device 
distributed under former name, Isolette Division of Narco Medical Com- -

Reason: 

pany.). Corrective action program was undertaken on December 16, 1974 
by letter to all accounts advising that field representatives will 
inspect devices and replace the bag connector pipe with one containing 
a pin insert. Distribution was national with firm estimating that 
approximately 2,250 devices are in use. (Recall #T-151-5). 

Misconnection of hoses to wrong ports causes failure of device to 
operate efficiently. 

Product: Ceiling Crane, XD1801, a telescoping ceiling mounted crane to which 
the X-ray tube or related equipment may be attached. Lot Number: 

Reason: 

All units. Manufactured in Europe by Philips A.C. for Philips Medical 
Systems, Inc., Shelton, Connecticut. Philips Medical Systems issued ~ 
a memorandum to all service managers and dealers on October 25, 1974, 
instructing them to check all ceiling cranes. The devices are not I 
being physically recalled. Distribution was to hospitals, radiology offices, 
etc., nationwide. (Recall #T-141-5). 

Faulty installation by wanufacturer. 

MORE 



Product: • 
Reason: 

Product: 

Reason: 

-
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Internal Cardiac Pacemaker with a rate of 70, Stanicor Model Numhers: 
143J7, 143L7 and 143~17. Lot numhers: None use - all model numhers 
indicated are involved. Manufactured by (Pacemakers): Cordis Corp., 
Miami, Fla.; (Resistors): C.T.S. Berne, Inc., Berne, Ind. Recalled 
by Cordis Corp., ~fiami, Fla. hy letter on necemher 16, 1974 to all 
affected physicians. Letter recommended that each patient be 
monitored once a month for 5 months. If significant decrease in rate 
is noted, removal of pacemaker is recommended. Distribution was 
national and international with firm estimating that approximately 
4,288 remain on the market. Ouantity implanted is unknown. 
(Recall #T-163-5). 

Pacer epoxy hecomes saturated with moisture causing it to swell. 
Lowering of pace rate can result. 

Liquid in pint and quart amher glass bottles labeled in part, "Tincture 
of Benzoin Compound lT.S.P." Lot numher: 41387. Manufactured hy 
National Pharmaceutical Mfg. Co., Inc. (A/K/A Barre Drug Co., Inc.), 
Baltimore, ~1aryland. Recalled by Consolidated Midland Corporation 
(CMC), Brewster, New York by telephone on January 31, 1975. Distribution 
was to West Virginia with none of the product remaining on the market. 
(Recall #D-267-5). 

Label mix-up - Part of lot mislabeled as Iodine Tincture by CMC during 
relabeling operation. 

Class III Recalls - This is a routine situation in which the consequences to 
life (if any) are remote or non-existent. 

Product: 

Reason: 

Reason: 

•• 

Soma Tablets, Carisopriodol, 350 Mg. 500 tablets in plastic bottles. 
Lot number: 4Hl 001. Manufactured and recalled by Wallace 
Laboratories, Cranbury, New Jersey by telegram on February 5, 1975. 
Distribution was nationwide. (Recall #D-266-5). 

Mold contamination. 

RX Drug, Rauwolfia Serpentina N.F. SO mg., sugar coated tabs in 
bottles of 1000 and 5000 tablets and in bulk. Lot Number: 30570. 
Manufactured and recalled by Cord Laboratories, Inc., Detroit, 
Michigan by letter on February IO, 1975. Distribution was to 
Indiana, Iowa, ~fichigan, <1hio, Pennsylvania, Tennessee and Wisconsin, 
with firm estimating that approximately 5000 tablets remain on the 
market. (Recall #D-258-5). 

Subpotent • 

MORE 



' 

Product: 3-P Gest-Plus Decongestant Capsules 
Charge: Subpotent 
Responsible 

Page 3 

Firm: Alpha Pharmacal Co., Inc., St. Louis, Missouri 
Filed: February 14, 1975 - U.S. District Court for the Western District of 

Missouri; FDC #60192; Civil #75-CV-118-W-4. 

Regulatory Letters: 

Regulatory Letters are formal legal notices used to advise firms or 
individuals that specific sections of the law administered by FDA have been 
violated. The recipient is advised that FDA will pursue legal or administra
tive sanctions if corrective action is not taken within a stated time period. 
Copies of all Regulatory Letters are available for public review at the Public 
Records and Documents Center, Room 4-62, 5600 Fishers Lane, Rockville, 
Maryland 20852. 

Recalls and Field Corrections: 

Class I Recalls - This is an emergency situation involving the removal from 

• 

the market of products in which the consequences are immediate 
or long-range, life threatening and involve a direct cause- -
effect relationship. 

Product: 

Reason: 

Recall #T-068-4, Pacemaker Pulse Generator, r,eneral Electric Model 
A2073, Implantable, Asynchronous, has been extended from 5 lots to 
include all uni ts of this model. Manufactured and recalled by 
General Electric Col'lpany, Medical Systems Division, Milwaukee, 
Wisconsin. The extension was announced by letter to all affected 
physicians on February 1, 1975. The letter recommended replacement 
22 to 24 months after implantation. Attached to the letter was a 
list of each physician's affected patients. Distribution was 
national and international with firm estimating that approximately 
1,241 units are implanted. (Recall #T-068-4). 

Possible couper mip:ration into pacemaker circuits causing excessive 
pulse rates. 

Class II Recalls - This is a priority situation in which the consequences may 
be immediate or long-range and possibly or potentially life 
threatening or hazardous to health. 

MORE ~---



•c.J_\ :•-,, li : . ,' 

"\tf"' / ---------------------------------

,' > 

·• 
1 
' i. 
l 

•✓ . Jl,tlUCf.L£Y • [)A\'IS • IIWINE • LOS At-CELES • 1\1\'ERSlllC • SAN D!E:CO • SAN 1·J1A!',;CISCO SANTA BAnn.,Rtt:re,cr, ED 

APR 101975 
SCHOOL OF rllARMACY 
DEPARTMENT OF PHARMACY 
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Asse~blyman Barry Keene 
Chairman 
Assembly Comll'ittec on Health 
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Sacramento, California 

Dear Assemblyman Keene: 

I have recently been informed_that the Assembly Committee on Health is considering a 
bill, AB 193,· which will allow the pharmacist to substitute on a ge,~cri.c basis f.or 

. druc products prescribed by the physician. I wholeheartedly support the c~~ept of 
ceneric prescribing, but it is my opinion that unrestricted substitution of~,lthe 
so-called generic equivalent product for a drug prescribed by a phy~ician could be. 
a serious detriment to the health and welfare of the patient involved. It is- my 
contention th.:it there is a large nw:1ber of drug products for which iencric substi
tution could be allowed with impunity. Yet, there is a critical set of drugs for 
which this typ.e of substitution could lead to serious untoward. reactions. · 

I have had the privilege during the past year to be appointed ,to a special advisory 
committee to the u. S. Congressional Office of Technology Assessment. This committee 
drafted a "Drug llioequivalency Report," which was presented to Senator Edward Kennedy' 
Subcommittee on licalth in July, 1974. TI1e committee supported the concept of 
"controlled" i:;encric prescribing. However, they proposed that it should be undertaken 
by establishing an official list of interchangeable drug products, but there is a ,. 

· series of druGS which should not be included on this list as they pose possible 
hazard to the patient due to the potential variation arnon~ the different available 
brands. This \-:ould include drugs which are difficult for the cl:i.nid;,n to arljust 
to the appropriate level for the patient and oci1er druGs which may markedly differ 
in their bi_o~1vailability to the d~gree that they would seriously modify the intended 
activity. 

As you arc probably aware, Secretary \{einbcrger of HEW is presently developini a 
procedure to litait federal reirahurscment of r:iultiple source drugs to the lowest 
cost at which chc1:iically equivalent productu are available. I am attaching to this 
letter a letter I urote to Secretary Weinberger, indicatinG my support of his policy. 
It is my undcrst:mding th.:it Secrc tary Weinberger will restrict the list of intcr
changeab le druc products to th0:;e druc substances which his experts believe could be 
substituted without serious risk to the patient. 

From my cxpcricmcc as a teacher an,d professor of pharr.t:tcy for over 25 years and a 
scientist in tile area of bi0nvail.1bility, I can assure you that the practicing 
pharmacist cannot ,po:;»ibly be aware of all th•..! aspects involved_ in_ the close 
adjustment .:m<l product sclt.lction ar.1or1r; the critical dn1gs. In my opinion, it woul<l 
be much 1;1orc lo~;i~al to restrict such substitution to the forti1cornin!; l,Lll Inter
changeable Drui; List, rather than to give the pharmacist blanket authority to 
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. substitute on all prescriptions. I hope that your conuaittee will give serious 

. considerntion ~o delaying action on this matter until further information 10814 j· 
available on the federal procedure for handHng these drug products. · I 

WII. 
I am attaching for your information a speech which I was invited to give at the 
14th Annual International Industrial Pharmacy Conference in Austin, Texas, on 

, . :,,_, ·_.- February 25, 1975, on the OTA l{eport. In it I quote from a letter from Hr. Peter Hut: 
, , ·••: .. , Assistant General Counsel for the .Food and Drug Administration, in which he indicates 
~ •::l;l~:,:i he acrces with the OTA IHocquivalency Report that there are important inadequacies 

J 
I . : . 
(' 
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\. < 

! 

··•. • • •, I 

............ 

in drui; standards rei~ulations under which the FDA can undertake recall of drug 
.products. These include the current good manufacturing practices regulations and 
the official Compcn<lial standards which define miniraum specifications for quality, 
strength, and purity of drug products. Ny speech goes into details on what I · 
believe to be some of,the limitations of the present Compenclial andtCGHP standards. 

While I recognize that this matter of generic substitution has been in front of the 
state le0islaturu· for a nurabcr of years, it is my expert opinion that it would be. 
in,1pproprfatc to undertake acJion which is not coordinated fully with the federal• 
plans in this area. 

SR/nc 
Enc. 

,/ 

Sincerely, 

~~~~~ 
Sidney RlegclQan, Ph.D. 
Professor of Pharmacy and 

Pharmaceutical Chemistry 
Chairman, Department of. Pharmacy 

------·-·• 
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SCHOOL Of l'Jli\RMACY 
. 'DEl'ARTMt:NT Of PHARMACY 

· The Honorable C.:tapcr tfoinbcrr,cr 
Secretary of Uc.:ilth, Education and Wclfa.rc 
Ocp:1rtcc:1t o! !lc~lt!}, Cducatio:-t l:.hd lfelfnrc. 
Office o! the Secretary 
Food nnd Drue Ad~inistrntion 
Yashinr;tor.i, D.c.· 20204 

Dear Secretary Wcinbcrccr: 

SAN FRANClSCO,CAl..U:OltNIA 94143 

·•. 

August 27, 1974 

::: 

. ' 

_ It· is ~y undcrstandinc that there is a list of approxinately forty-odd comnonly 
: _. ·, prcncribcd, oulti-sourcc, orally ad-::iiuistcrcd drugs whose. solid do::.;i~e forms ~re 
1 · · ·•. . bcinc considered by you and your nssoc.:f.atcs for inclusion in a m.·u:imum allownble 
l -,, :,· .. ;•· cost (HAC) drup. ·rcir.iburscmcnt regulr.tion. .As you are probably a~arc • I was a 
1

1
;:_:.::_i_ .. /::_··_.':·.::_'· .. ,: _ _._:·· · t1cobcr of the Of ficc of Technoloz:y Asr.cssmcnt Drug Bicc.quivalence. Study l.1.anel. 

: The P.:mcl ncr.:bcrs support your cf fortn to establish a ?!!',C list.. In our Report 

la:·:-·: ve merely \.liGhcd to c:-:prcss our concern that !ifH"!eific drug prooucts may· not bo · . 
' w:?> sufficiently ph.:trr:iaccutic.illy cquiv.:i.lcnt for irn.oedi.:,.te inclusion· without additional 

I ;t i :c::: ::i::p:::::: personally my unqu~lificd support of your efforts in devcloplnc 
I:· .. :.:-:·. this new rcr,ul:ition. I want to see as many drug products .idrled to this list: as 
1 ·. . posciblct cor:1::1ansur,1t:c with public hc~lth nnd safety. Yet, I reflect upon wha.t 

1
-:·~:--...,~:~,·> could h.ipjlt:!O in the r uturc if one o_f the drur;:; included in the list turned .out to 
:''?},;.¾t!i: be bioincquiv.:lc.nt:. Consider thi'.lt had the HAC list been dra.un up in 1972, . . . · 

l.~\tir,,·: di.r,oxin t.:.Llcts undoubtedly uould haver been included in the list. The later · .· • ~< :.. re;,ortt1, of I.ir~<lcnl.muu ct nl on the thcrnpcutic incffccti•.:cnets of somn of the · 
1.-/\,:. duplicnto .n:tuuf:u:turcrs' dir;o:-:in t:i.blcts t~ouJ:<l have cau5cd havoc. ·· Conceivably, 
j ·..;.-::.~:, the \:hole C<'nccpt of n l1.'\C list would have been cor.ipromiccd. 
i .. ,t/.:. - . 

· f ;'.;:-~·.t lltw!ng r,ivC'n consic!cr:i.blc thought to this nintter, I would like to prorosc. the.' 
, -~~-\};__; !ol lotlinr. sequence of events which I believe will minit'li;:e the probability of 
f:\;.·:: drur, 1n·o,lu~t!; bcinc plnced on this lint vithout havinr; approp1:i:itc controis over 
: ;~:}\'· their t1:mufocturc. 

. ' .. 

; ..... 
t . 

- .<'(· 
l . "' ~. ' 

·._ 3' ;-.. ~-

l. rrrur:s ~houl<l be included on the list only if they axe not critic.il dr,icn (os 
discu!l!icd in the Druh Uiocquivalcnca Study Panel Report~ Sections IV and XI. 

· 2. The offici.:il co1:1pcndinl r.1onor,rnphs covcrint, the pure ·drur, r.uhstancc and the 
drur, rrotlucto r.honlll LC! reviewed to nsccrtnin (n) llhc1:c crit.f .. cal deficiencies · 
cxiat. in th~ Rtand,:11:cl!i to a <lcgi:ca thnt inclu::.ion of the <lrui_~ ohould be deferred 

,. . 



r" . . . .. 
1 \ ~ • i,,) \., ,_' .... 4:-- • , --~ ... ~-._,- J T 

.. 

... until action is taken to correct the deficiency, and (b) in othor instances, the 
.~·-:.;,~ drug product should be inclU<lccl on the tL\C list, \11th u report to the ,:nnpcndial 0,916 

.•. revision orr,:mizntion ,1.9 to the deficiencies identified in the monogr;'.: 11, with a 
r.econlr.lcncl::i.tion th.it ~ppropriatc action be tukcn. . . . . . . .· 

. .· . . - ·-
, _:-,._ . ~ . -

\:i/;:3. A dr1.17, product qu.ility assurance plan should ba cstablbhcd ·as a regulation.· 
':·--::~· in the cc:IP guidelines to be inposc<l on all m:i.nufocturcrs of HAC list products, 

.,, .//._including a statistically valid, discrir.1inatine disGolution test. · ·., 

· ··.' l ho.ve cxpandcd,on Gcvcrnl nspects of the above proposoFin the appended mnterinl. · · 
· : . 1 hope th:\t you nnd your nssociates have an opportunity to review thia~ · I would 
!..{~~;:dccr.i it n privilc;;c to discuss these t.1..lttcrs with you and/or your representatives 

·' ~ in !'urthcr detail. t.. 

.. ~ : -=- -~ ' 

., ~J~~~ .. P·· 
., , .... · 

., 

:.}~~)\SR/bk · 
' ·}./ :: Enc. · · .. 

Respectfully, 

½~~· 
Sidney R~cgclman, Ph.D. 
Professor of Pharmacy and 

Pharmaceutical Chemistry 
Chairman, Dep.artment of Pharmacy 

, :.:'..:'·cc: Chnt'lcs I:clvnrds. H.D., Undersecretary of Health, 
:••·-,:·· Education .:i.n<l \:clfare 

•. Alcxon<lcr Schr.\i<lt, H.D., Food and Drur, Mministration Commissioner 

. :.· ... ·.•,·::-,'·.·.·,~._:,··... 
0
Richa~<li Crou

1
t,

1
?I.D. ,

5
Didrccptor o

1
f thbe Bureatfifof Druf1gs 

1 
· 

_ rug u ocqu vn ency tu y une mcm crs, O ice o Tec\nology 
;f:~1vrc:! ,: ,;: Assor.sMcnt 

/?:Jf?~?'. .. '->, \11111:.n llcllcr, l'h. D., Executive Director of the United States 
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"THE GREEN::SHEET"';::JuLY :1s; :1974 

"APHA HAS CONFIDENCE THAT PHARMACISTS WILL 
USE EXTREME CAUTION IN EXERCISING 'DRUG 
PRODUCT SELECTION' PRIVILEGES GRANTED THEM 
BY LAW OR PRESCRIBERS WHEN DISPENSING THE 
IDENTIFIED PROBLEM DRUG," APPLE SAID, 

-- William S. Apple 

o;-:;i ~,., -
- J. I 

Executive Director, American Pharmaceutical Association 

"ACTION REPORT" FROM THE ILLINOIS STATE MEDICAL SOCIETY 

"PHARMACISTS VIOLATE ·DRUG INTERCHANGE ·PACT -IN AURORA 

A YEAR-OLD DRUG INTERCHANGE AGREEMENT BETWEEN AURORA, ILL,, 
PHYSICIANS AND PHARMACISTS HAS BEEN TERMINATED FOLLOWING 
AN INVESTIGATION WHICH REVEALED PHARMACISTS WERE VIOLATING 
THE PACT, UNDER THE PROGRAM -- INITIATED TO REDUCE PATIENT 
PRESCRIPTION COSTS -- PARTICIPATING MD's ALLOWED PHARMACISTS 
TO INTERCHANGE COMMONLY USED BRAND NAME DRUGS LISTED IN A 
FORMULARY PREPARED BY A COMMITTEE OF MD's AND DRUGGISTS. AN 
INVESTIGATION REVEALED THAT, AMONG OTHER VIOLATIONS, PHARMA
CISTS WERE INVOLVED IN UNAUTHORIZED INTERCHANGE, IMPROPER 
LABELING AND THE INTERCHANGE OF DRUGS NOT LISTED IN THE FORMU
LARY, IN ADDITION, THE AGREEMENT WAS BEING USED BY SOME STATE 
PHARMACEUTICAL ASSOCIATIONS OUTSIDE ILLINOIS TO SUPPORT ARGU
MENTS FOR REPEAL OF ANTI-SUBSTITUTION LAWS, THE PACT BETWEEN 
THE SOUTHERN BRANCH (AURORA) OF KANE COUNTY MEDICAL SOCIETY 
AND AURORA AREA PHARMACEUTICAL AssN. WAS NOT ENDORSED BY THE 
COUNTY SOCIETY," 

8/9/74 
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ROCHE LABORATORIES 

DIVISION OF HOFFMANN-LA ROCHE INC.• NUTLEY, NEW JERSEY 07110 

Mr. George T. Bennett 
Secretary 
Nevada State Board of Pharmacy 
1281 Terminal Way 
Suite 217 
Reno, Nevada 

Dear Mr. Bennett: 

I am pleased to send you the full proceedings of a recent 
Excerpta Medica Colloquium, "The Scientific Evaluation 
of Drug Equivalency". >!< Under separate cover you will 
receive five copies of the abridged version of the 
colloquium proceedings should you desire to distribute 
them to the officers of your organization. 

The colloquium generated considerable controversy concerning 
the importance of positively establishing through adequate 
evidence the equi valency between drug products bearing the 
same generic name before permitting their interchangeability. 
These proceedings are of particular relevance today in light 
of the Health, Education and Welfare Department's recently 
published regulations regarding the implementation of a 
Maximum Allowable Cost {MAC) program for drug products 
reimbursed through federally financed programs. 

We at Roche believe that the patient's right to safe, 
effective, quality assured drug products will be violated 
should the MAC program be implemented in accordance with 
the regulations published in the November 15 and November 2 7 
Federal Register. In our opinion, the greatest potential 
danger to the patient arises from the scientifically invalid 
premise underlying the drug product equivalency criteria 
established by the proposed regulations: 

equivalency among drug products within a generic 
{multisource) category will be assumed unless 
proven otherwise. 

*The mention of any pharmaceutical product in the enclosed 
colloquium proceedings does not imply any recommendations 
for such products. Manufacturers' product information 

should be consulted for specific information. 

ORIGINAL RESEARCH IN MEDICINE AND CHEMISTRY 
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Many examples of inequivalency have been cited in the literature and 
documented by scientific experts, which we believe clearly demonstrate 
that therapeutic equivalency cannot be assumed among chemically 
equivalent products. In light of the uncertainties in this area, in our 
judgment, equivalency must be proven, not assumed. We further believe 
that proof of equi valency must be demonstrated on the basis of adequate 
objective scientific standards. There is no room for a subjective or 
nonscientific determination of equivalency when this issue bears so 
directly on patient health care. 

'--···· ··---------------------------------------------

-

• 

Under the proposed MAC program, physician and pharmacist prerogatives 
in drug product selection will be severely restricted and will be based 
essentially on cost considerations. In addition, this program would 
impose a significant administrative burden upon the existing State Medical 
Assistance Programs since by regulatory mandate, they would :-iave to be 
drastically altered in order to comply with the proposed scheme. 

We urge all concerned parties, especially professional members of the 
health care community, to express their views on this far-reaching 
proposal which could seriously affect the quality of drug products utilized 
by this nation's disadvantaged and elderly ill. 

All comments should be sent to: 

Hearing Clerk 
Food and Drug Administration 
Room 4-65 
Parklawn Building 
5600 Fishers Lane 
Rockville, Maryland 20852 

Sincerely, 

Gerald D. Lore 
Group Manager 
Institutional Planning 
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HOFFMANN-LA ROCHE INC. 
Comments on MAC Regulations 

Hoffmann-La Roche Inc. has taken an active interest in HEW's 
efforts to develop a drug reimbursement mechanism which ensures 
the availability of quality pharmaceuticals in a fiscally 
responsible manner. Now that the proposed Maximum Allowable 
Cost (MAC) program has been described in the Federal Register, 
we wish to offer the following constructive comments and sug
gestions which address some of the key elements of this program. 

The MAC proposal speaks to several very important issues affect
ing all sectors of health care in federally funded programs. 
While we at Roche find major problems in some provisions which 
economically affect individual sectors, we are focusing our re
sponse to address those issues which have a direct bearing on 
the very fabric of health care in this country, that is, the 
pursuit of quality patient care, especially in programs funded 
by the government. 

As indicated in our previous responses to Dr. C. C. Edwards' ques
tionnaire and our communications with HEW, certain essential modi
fications are necessary in order to provide an economically and 
therapeutically responsible drug reimbursement program. We cannot 
extend our support for the MAC program which has recently been 
proposed. The Roche position has always been that if drug prod
ucts are proven to be truly equivalent, the government should not 
have to pay any more than the lowest price available. This posi
tion was fully outlined in our previous correspondence with you 
and it alerted the Department to the complexities involved with 
such a proposal. We felt then and we feel now that if the quality 
of the drug supply were not jeopardized, the specifics of drug 
product reimbursement could be developed to all parties' satisfac
tion. To reiterate our position, we believe that only a positive 
determination based on sound scientific proof should be accepted 
to resolve the issue of drug product equivalency. The reference 
standard against which all imitations should be measured would be 
the drug product which has been the subject of an approved full 
new drug a~~lication. This approval means the drug has undergone 
extensive clinical study and patient experience and is produced 
according to exacting quality control protocols and manufacturing 
procedures. 

In order for equivalence to be established, manufacturers of other 
products within the generic category must provide documentation 
to the Department which demonstrates their product to have the 
following attributes in relation to the reference drug standard: 
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Chemical equivalence; 

Bioavailability equivalence where appropriate 
standards and methodology have been established; 

or in the absence of these standards, or where 
otherwise deemed necessary, 

Therapeutic equivalence in terms of adequate 
and well-controlled clinical studies. 

We further suggested that manufacturers of multisource products 
should be required to meet minimum standards of technical equiva
lency which we consider to be essential in guaranteeing consis
tency in identity, strength, purity, quality and service excellence. 

Finally, the logistics of product distribution should be considered 
since this too plays an important role in maintaining the high 
quality of products while assuring the continuity of the patients' 
pharmaceutical health care. The acceptance of return goods to 
encourage return of outdated, contaminate~ or damaged merchandise 
and drug recall capabilities are indispensable components of 
logistic equivalency. 

We feel these safeguards of drug product quality to be essential 
in determining what we term "proven equivalence," yet we find them 
missing from the proposed MAC regulations, and when the quality 
of drug products for a large segment of the population is con
cerned, we cannot waiver in our insistence on this guarantee of 
proven equivalency. 

We strongly believe that far more attention must be focused on 
this controversial but extremely critical aspect of the proposed 

~=~~l:.~t~:1~ .. \Ti~t~~~J}'~iffiffla~icm~-R-~ttI~ya~~
9~~i~f~~ii~~:··a;ii·i~- .. 

class there wi.l.l be drug products which .are inf~rior to the 
original product. This can ultimately result in patients re
ceiving an inferior product, having to undergo longer treatment, 
experiencing unnecessary adverse reactions or possibly even ex
periencing a treatment failure, all of which increase personal 
risk to the patient and result in greater costs to the Federal 
Government. To characterize entire drug classes as not having 
bioequivalency problems because therapeutic levels are far 
separated from toxic levels only scratches the surface of in
equivalency problems and ignores an opportunity to guarantee 
consistent quality pharmaceuticals with as predictable a patient 
response as is possible. No matter which drug class one picks, 
whether it be antibiotics, analgesics, ataractics or any of the 
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others, an additional day of discomfort, an unnecessary adverse 
reaction, or a preventable treatment failure because of a prod
uct which does not perform as well as the original is a serious 
gamble to take for any savings theoretically involved with the 
price of that one prescription. If in fact our ultimate goal is 
to reduce the unnecessary and preventable discomfort of patients 
with disease, then we feel that the ignoring of drug quality stan
dards is counterproductive to that aim. 

The "Drug Bioequivalence" report by the Office of Technology As
sessment Drug Study Panel appears to have identified a source of 
equivalency problems when it stated that " ... the number of 
( bioinequiva Zen ts) ... has _E§faL-.S u.ffi: cien t tQ __ fL~.°P.rJ:l?.L'f~]J:. .• JllEJ__l,h:.? 

P__.~g]?.} em o f-1? f o J: .n e ~Y:13!.~'t! .<:.~.. i_n ch e !!~-C! a 7, 7, y ~qui v a _i en t ,.E'...£.<31!:$..:t.is 
i.~_.a~ . .JUJ.~ . .; Si.nee t1ie sfu~ i.n tJ7i"f:a1i ~ojoi.oequ1,va
Zence was demonstrated invoZved marketed products that met cur
rent compendia?, standards, these documented instances constitute 
unequivocal, evidence that neither the present standards ... nor 
the specifications ... are adequate to ensure that ostensibZe 
equivaZent drug products are ... equivaZent in bioavaiZabiZity." 

The report went on to further state that " ... variations in the 
bioavaiZabiZity of drug products have been recognized as respon
sibl,e for a few therapeutic faiZures. It is probabl,e that other 
therapeutic faiZures (or toxicity) of a simil,ar origin have es
caped recognition." Thus, this distinguished panel struck at 
the heart of one preventable drug failure problem--"current stan
dards and regu ~atory practices ~---r;.ot __ ~nsu_r~. ~:!,.<:(fg,uiva i~nc,e f <?: 
~t !!!:~~E it~~ ' -- ······~ -----·-

In May, 1974, prior to the publication of these supportive OTA 
findings, Roche communicated its concern to the Department about 
the standards required for Abbreviated NDA's as being inadequate 
to determine equivalency. We found that requirements for an 
Abbreviated NDA do not require clinical studies to determine 
safety or efficacy of a product nor do they require full descrip
tions of manufacturing methods, facilities and controls. The 
FDA is not judging equivalence between an ANDA product and the 
original NDA product but simply minimal safety and efficacy stan
dards. While both drugs may contain the same active chemical 
ingredient, the drugs could significantly differ in potency, 
spectrum or frequency of effectiveness and incidence of side ef
fects. Even though both products met physical and chemical com
pendium standards, these differences can occur because they are 
not fully equivalent. We remain convinced that the manufacturer 
of a product which is not equivalent to an original drug product 
but which is considered to be safe and effective should file for 
an NDA because the product is clearly different, and, therefore, 
a new drug product not an equivalent multisource drug product. 
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If the bioinequivalent product has not been proven safe and ef
fective, it should not be marketed. However, the proposed MAC 
regulations fail to distinguish the inequivalency among products 
introduced through the ANDA process. 

One must remember that the interchangeable use of many generic 
drug products, which is encouraged by these proposed regulations, 
has not been that prevalent in the past. The increased utiliza
tion of questionable source drug products may therefore unleash 
greater numbers of unpredictable patient therapeutic responses 
from which the questions of bioequivalency significance will re
grettably be answered. 

Roche feels that the Department of HEW has placed a heavl accct.nt 
og_ the eco~omics of hea~~h~S~~~ anQ possibli n~gleit~a ,s:m.il.[r 
Ca{H 1defat1on to the suaii .. t~,..,2l,,..heal.~~ care . ., The proposed regu
lations are even 't'ttied Max1mum1n1owa'5Ie e5st; what then about 
the level of acceptable quality in prescription medicine? It 
can easily be documented through the professional literature or 
the drug product recall lists that inferior products exist. The 
proposed regulations encourage rather than discourage their use. 

As the regulations indicate, an incentive of 25 percent is offered 
to purchase below what appears to be a bottom-level price. The 
method in which a pharmacist collects this bonus incentive would 
probably be to purchase from a lower-priced local manufacturer 
or purchase large quantities from those offering quantity dis
counts. In the case of local manufacturers, it has come to our 
attention that intrastate manufacturers of dr:ug products are 
:qo,1 _subject tQ ~ni .. J:,.~_4.~Lq.~.UL€U!.£,~.~~d that 
state certification in many instances is a toKen measure guaran
teeing little in the way of quality assurance. Are these products 
also going to be reimbursed by the Federal Government for the 
purposes of treating our elderly and disadvantaged illt It be
comes apparent to us that state drug reimbursement regulations 
heavily based on price could easily comply with the MAC regula
tions while seriously jeopardizing the implicit moral commitment 
to maintaining a drug product supply of unquestionable quality. 

In fact, any reimbursement regulations strictly based on pr~ce 
will not pr0vide the economies HEW is seeking. Incentives and 
ceil!~gs wl"lich coerc~. the pJ1<:1.:t:J11ac!sJ t:.o maxiIJJ.i.ze hJs" returnoy 
·01speri"si.ng-T6wer quality drug products will establish a false 
economy where questionable initial savings will exact heayy ,debts 
in .. the fuJ:ure ..... The pharmacotherapy segment of health care is 
fecognized to be one, if not the most, economical treatment mo
dality in that treatment subsequent to a drug product failure 
and alternative therapy to drug treatment are virtually always 
much more costly. 
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The costs of the program have never been defined. Several states-
Kansas, Texas and California--have attempted to employ an actual 
acquisition cost reimbursement system only to discover the im
practicality of such a scheme. They subsequently reverted to a 
modified average wholesale price (AWP) system because of the huge 
administrative burden of enforcing actual acquisition. Even the 
federal guidelirtes to State Medical Assistance Programs in their 
"Medical Assistance Manual - Section .29 Requirement for State 
~lans," November 29, 1973, express pragmatic wisdom based on their 
own past experience when they state: 

Some State programs reimburse for the drug product on 
the basis of "actual acquisition cost" to the dispensing 
pharmacist. Under the best of circumstances, it is 
nearly impossible to determine the actual cost at the 
time of dispensing. This method is also far more ex
pensive to administer under Title XIX than "average 
wholesale price." 

It seems all agree that the costs of administration overshadow 
the possible savings from such a measure. An overlying economic 
consideration which must be recognized is that the squeezing of 
savings from any one component involved is this relatively closed 
system will result in the expansion of other component costs, 
that is, reduction of revenue to pharmacy in employing an actual 
acquisition cost system must result in an increase in professional 
fees, especially if the arguments from the pharmacy sector of 
insufficient recompensation are accurate. An additional admin
istrative cost enters the formula when one considers the expense 
of processing pharmacy operating data to determine the level of 
professional fees. Totaling up these considerations would lead 
one to believe that the suggested economic savings are signifi
cantly overstated. 

We strongly re¼ommend that the Department critically review all 
of the ramifications of the present MAC proposal. As Dr. Marvin 
Zelan of the State University of New York at Buffalo, a member . 
of the OTA Study Panel, testified before the Hearing Subcommittee, 
" ... One might make a broad blanket decision and say 'let us put 
85 percent c; the drug products on the interchangeable list' and 
on the average that might be a very fine decision, but for those 
particular individuals who are adversely affected, it is very 
unsatisfactory and the government regulations have not succeeded 
in protecting them, and perhaps, may have actually harmed them ... " 

Because of our concerns iterated in this letter, Roche considers 
positive proof of full equivalence as defined in terms of scien
tific, technical and logistic equivalency to be the minimum ac
ceptable level of quality for drug products. Manufacturers who 
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share our concerns about quality drug health care to all patients, 
regardless of their economic status, will agree that to avail 
oneself of consideration for federal reimbursement, the equiva
lency of a multisource product to the original drug product must 
be proven. Therefore, we recommend that proven equivalency be 
the cornerstone of the MAC regulations. 

Roche recognizes the administrative demands these criteria for 
equivalence will place on both government and industry. A criti
cal initial decision concerns the selection of the official body 
in which should be vested the responsibility for determining 
equivalence among products within a generic category. The pro
posed MAC regulations semiutilize the FDA for these determinations. 
Because of its resources, experience and expertise in handling 
issues relating to pharmaceutical products, we believe the Food 
and Drug Administration is the appropriate agency to oversee drug 
equivalency determinations for the Department's reimbursement 
programs. Consistent with FDA's philosophy to employ outside 
expertise on questions which merit the consideration of the sci
entific and medical community, we also feel an independent and 
objective scientific body should be appointed by therapeutic 
category which deliberates the difficult issue of bioequivalency 
between drug products. This committee would review equivalency 
data submitted to it by manufacturers and present findings and 
recommendations of equivalency among drug products within each 
generic category for adoption by FDA. 

In summary, we believe the most critical phase of establishing 
an MAC is the determination of drug equivalence to ensure that 
federally reimbursed drug products meet an acceptable level of 
quality before their interchangeability is permitted. Only those 
drug products which have been proven equivalent should be ~on
sidered for federal reimbursement. We further suggest that the 
government explore ways and means to control the misutilizations 
and inefficiencies involved with Medical Assistance Programs. 
Studies have shown as much as 10 percent can be saved by the 
elimination of wasteful practices such as double billings and 
patient prescription shopping. We should experiment further with 
utilization review procedures, programs of close consultative 
collaboration between physicians and pharmacists and educational 
programs t0 improve rationality of therapy beginning in medical 
schools and extending into private practice on a continuing basis. 
Every effort should be made to improve the health system for our 
patients, for therein lies true economy . 
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NUTLEY• NEW JERSEY US;lii: 
QUALITY CONTROL DEPARTMENT 

Of.~~zf; 

Raw Material - PURIFIED WATER 

This raw material is tested. and shall :meet all U.S.P. tests as defined 
in U.S.P. XVll, page 754, or revision thereof • 

sa. .. , 
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NUTLEY • NEW Je'.,RSEY 

QUALITY CONTROL DEPART!IENT 

Raw Material - MAGNESIUM STEARATE* 

Specifications 

Test No. 

01.0 Appearance 

02.0 Color 

03.0 Odor 

15.0 Identity Test A 

15.1 Identity Test B 

26.0 Loss on Drying 

30 .O Heavy Metals 

30.1 Lead 

32.0 Arsenic 

44.0 Assay: Magnesium Oxide 

60.0 Microbiological Purity: ---

*USP XVIII. rec I 

.. 

ck 

... 

.. .. , 
' 

,I 

• 

Fine, bulky powder 

White 

Faint, characteristic 

Positive 

Positive 

Maximum 4.0% 

Maximum 40 ppm 

Maximum 10 ppm 

Maximum 3 ppm 

6.8 - 8.0% 

Satisfactory 

0 ~, •✓ ~·--,,,· _/. . 
.J ~,, J 
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HOFFMANN-LA ROCHE INC. 
NUTLEY • NE# JERSEY ~= •• , 

QUALITY CONTROL DEPARTMENT 

Raw Material - MAGNESIUM STEARATE 

Directions for Testing .• 

15.0 

15.1 

Identitv Test A 

Place about 1 g of sample into a 50-ml beaker, add a mixture of 
25 ml of water and 5 ml of hydrochloric acid, and heat on a hot plate: 
the fatty acids float as an oily layer on the surface of the liquid • 
Filter the suspension using a suitable filter. To the clear filtrate 
add a few mg of ammonium chloride, and then add ammonium carbonate T.S.: 
no precipitate results. Add sodium phosphate T.S.: a white crystalline 
precipitate insoluble in ammonia T.S. results. 

Identity Test B 

Place about 25 g of sample. into a 400-ml beaker and mix with 
200 ml of hot water. Add 60 ml of 10% sulfuric acid, and heat the 
mixture, with frequent stirring, until the fatty acids separate as a 
transparent layer. Allow the mixture to cool and pour off about 
200 ml of liquid, being careful not to lose any fatty acids. Wash 
the fatty acids remaining in the beaker with boiling water until the 
wash water does not give a white precipitate when barium chloride T.S. 
is added. Transfer the fatty acids into a small beaker, and warn 
on a steam bath until the water has separated and the fatty acids 
.ar~ clear. Allow the fatty acids to cool and again pour off the 
water layer. Melt the acids, filter, if necessary, using a suitable 
filter, and dry in an oven at 100°c for 20 minutes. Test for co~
plete saponification of the sample by placing 3 ml of the dry acids 
into a test'tube, adding 15 ::i.l of alcohol, heating to boiling, and 
adding an equal volume of ammonia T.S.: a clear solution results. 

Determination of Solidification Temoerature 

Apparatus 

Congealing Temnerature Anparatus: As described in USP A'VIII, 
page 922, equipped ~ith an AST~ 15 C ther.r.o~eter, or suitable equiva
lent, a 25 x 100-mm test tube, and a wire stirrer about 30 cm long, 
bent at its lower end into a horizontal loop around the t~epnometer. 

- cont'd -

.. .. 
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HOFFMANN-LA ROCHE I NC. 

® HUTLEY • HE« JERSEY 

QUALITY CONTROL DEPARTliENT ® •1-

Raw Material MAGNESIUX STEAR.ATE 

Procedure 

Adjust the temperature of the sample preparation to about 70°c, 
and pour into the test tube to a height of so· - 57 mm. Assemble the 
apparatus with the bulb of the thermometer i'l!'.i:::ersed midway in the sample. 
Fill the water bath to about 12 ora from the top of the tube with water 
at about 49°C, and cool the sample to about 59°c. Then adjust the 
water temperature to about 46°c, and begin to stir the sample continuously 
by moving the loop up and do-wn becween the top and bottom of the sample, 
at a regular rate of 20 complete cycles per minute, recording the 
sample temperature every 30 seconds. Discontinue stirring when the 
temperature beco~es constant or starts to rise slightly, but continue 
to record the tecperature in the test tube every 30 seconds for at least 
3 minutes after the temperature again begins to fall after remaining 
constant. The average of not less than. four consecutive readings that 
lie within a range of 0.2° constitutes the solidification temperature: 
the solidification temperature of the fatty acids is not below 54°c. 

26.0 Loss on Drving 

Dry about 1 g of sample, accurately weighed, to constant weight 
in a 1os0c oven. 

30.0 Heavv Metals 

Reagent 

Alcoholic Magnesium ~itrate Solution: Dissolve 25.0 g of magnesium 
nitrate hexahydrate in 100 ml of ethyl alcohol. 

Procedure 

Transfer 750 mg of sample into a porcelain dish approximately 
2-inches in diameter. Add 250 mg of sample to a second dish to serve 
as a control. Treat both dishes in the same manner. Add 5.0 ml of 
alcoholic magnesiu~ nitrate solution and cover with inverted, 3-inch short-

. stem funnels. Heat on a hot plate at a low setting for 30 minutes and 
then increase the heat to a medium setting for an additional 30 minutes. 
Take the dishes fro~ the hot plate, cool and remove the funnels. Add 2.0 ml 
of Standard Lead Solution, equivalent to 20 micrograms of lead~ to the 
control. Place both dishes over a suitable burner until most of the 
carbon is burned off and then ignite until the last traces of carbon 
have disappeared • 

cont'd -
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HOFFMANN-LA ROCHE INC. 
NUTLEY • NEW JERSEY ® QUALITY CONTROL DEPARTMENT 

Raw Material - MAGNESIUM STEARAIE 

Cool, add 10 ml of nitric acid and cransrer cne soiuc1ons 1nco 
250-ml beakers. Add 5 ml of 70% perchloric acid and cautiously evaporate 
to dryness. Add 2 cl of hydrochloric acid to the residues and wash d~n 
the inside of the beakers with su:all portions of water. Carefully 
evaporate to dr-;ness again, s\iirling ;ear the dry point to avoid 
splattering. Repeat the hydrochloric acid addition, the washings and 
the evaporation. Cool, and dissolve the residues in about 10 cl of water. 
Add 1 drop of phenolphthalein T .S. a."1.d sufficient L"l sodium hydroxide 
tmtil the solution just turns pi..~k, and then add 10% hydroc.~loric acid 
until each solution becor::.es colorless. Add 1 :il of 6% acetic acid 2.nd 
a small amount of charcoal to each solution. Filter through Whatr::an No. 2 
filter paper, or suitable equivalent, into 50-ml Nessler tubes. Wash with 
water, dilute to 40 ::il with water, and add 10 m.l of hydrogen sulfide T.S. 
to each solution. The color in the sa:nple solution should not exceed that 
produced in the control solution (40 ppm). 

30.1, 32.0 
Lead and Arsenic 

X-Ray Fluorescence 

Reagents 

Arsenic Trioxide: Pricary standard, J .T. Baker Chem Co., or 
suitable equivalent. 

Boric Acid: Spex Industries Cat. No. 1218, purity 5-9s, or 
suitable equivalent •. 

Ma_&:u~sium Stearate Reference Sannle: Magnesium stearate sample whic.11 
·shows no characteristic fluorescence radiation due to lead or arsenic. 

' 

,&ead_Oxide_;_ Reagent grade, or suitable equivalent. 

Standard Prenaration 

Accurately weigh 0.053 g of arsenic trioxide and 3.947 g of boric 
acid into a mixing vial suitable for use in a Spex "Freezer/Mill," or 
equivalent apparatus. Allow the vial to pre-cool under liquid nitrogen 
for 5 minutes, then mix at t:ia.-d.mum frequency for 6 c.inutes. Dilute 
0.ll40 g of this mixture with 3.960 g of boric acid, using the "Freezer/Hill" 
to insure sai::i.ple hooogeneity (Standard I) (arsenic= 100 ppm). }1x 0.120 g 
of Standard I with 3.880 g of the magnesiu~ stearate reference s~ple, 
again using the "Freezer/llill" technique (Standard II) (arsenic = 3 pp::i). 
Place about 5 g of Standard II into an alu.:iinum .sarr.ple cup and co=press at 
40,000 psi for 10 minutes (Working Sta..idard). 

cont'd 
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HOFFMANN-LAROCHE INC. 
NUTLEY • NEW JERSEY 

QUALITY CONTROL DEPART~ENT 

. 
Raw Material - MAGNESIUM STEARA.TE 

;,... · . ., 0 .- -1 
,__, '· '. 

Sample Preparation 

Place about 5 g of sample into an aluminum sample cup and coi::press 
at 40,000 psi for 10 minutes. 

Instrll!!lent and Conditions (An equivalent instrument and appropriate 
· opera ting conditions may be used. ) 

Instrument 

Generator 

Tube Target 

Optics 

Detector 

Scaler 

Goniometer 

Procedure 

GE XRD-6 X-ray Spectrometer 

50 KV, 50 MA 

Molybdenum 

Lithium fluoride crystal; 
0.02" x 3.5 11 Soller slit; 
Air atmosphere 

Scintillation counter at plateau; 
Pulse Height Selector adjusted for 
maximum As Ka intensity; 
Base = SV, ~E = 4V 

100 second count 

Combined As Ka, Pb Ka peak and 
+ 1.0° 28 -

Place the Working Standard pellet into the sample chamber of the 
X-ray spectrometer and irradiate according to the above Instr~nc 

: Conditions. Record the counts at each prescribed 26 angle. Follow the 
same procedure for the sa:nple pellet. 

Calculation 

C
8 

- [ (C2 ; C3) J = sample net count 

where: 

C
8 

• sample count at .As Ka peak 

C2 a sample background at As Ka peak -1.0° 28 

C3 • sample background at As Ka peak +1.0° 28 
: . 

- cont'd -
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HOFFMANN-LA ROCHE IN•.:. 
NUTLEY • NEW. JERSEY 

QUALITY CO~TROL DEPARTUENT CES!la 

· Raw Material - ID.G:lESiill-I STEAP.AIE 

Calculate the net counts of the standard and SaI:!ple pellets. If the . 
net count of the sa::;,le is less than the net count of the standard, the· 
sample is witi.in both arsenic artd lead specification 11:.rl.ts. If the net 
count of the sa=ple is greater than the net count of the standard, tna 
sample contains ~ore than 3 ppa arsenic, or ~ore .than 5 ppm lead, or~ 
co:rbination or the ~No, and an analysis for l~ad by ato=ic ~so~?=~on 
spectrophoto=etry is required. If =ore tha."'l 10 ppm lead is fou.~d oy 
atomic absorption a..alysis, the sa.=ple exceeds the lead specificat:ion 
limit. If no lead is fou.:.1d, the Sa=?le e:tceecis the arsenic specification 
li.I:lit. If less ti.an 10.pp~ lead is fou.1d, prepare a standard pellec 
containing an c"~unt of lead equal to that found by atoctc .i.bsorpcion 
spectrophotc=etry, ~nd deter--,..ine the net coµnt for this pellet by X-ray 
fluorescence u.~cer the !r.str~nt Co~di~i~~s-described above. Subtrac: 
the net count for this lead standard p~llet iroo the co=:bined arsenic-lead 
net count of the sa::ple pellet. If this re=ainder is less ~~an the net 
count for the 3 pp1:1 arsenic sta.Tldard pellet, the sample is within both 
the arsenic a.,d lead specification li-its. 

Lead 

Atomic P.hsorntion Snectro~~oto~0 trv (if necessarv) 

Reagents 

!_e_!.chlorlc_Acii: Reagent grade 

Amnoniuc_Hydro:dde..:.. Reagent. grade 

Methzl Isobu!yl Ketone: (referred to as MIBK): Fisher Scientific 
or sui,table equivalent. 

An:::::lonium Pvrrolici~e D!thiocarha.=ate (referred to as APDC): 
1-Pyrrolidine-c~r~odi=hioic acid ~-oniu::i salt, reagent graae. Prepare 
a 5% aqueous solution oi this .::.aterial. 

Lead Reference Solution: Certified Atccic Absorntion Standard, 
1000 ppo.,-Fisher Scientif ::.c-Cor:pany, Cat. No. SO-L-21·, ·or suitable 
equivalent. Fro:::i this solution prepare a Standard Solution which 
contains 1 mcg Pb/cl • 

.. .. 
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HOFFMANN-LA ROCHE INC. 
NUTLEY o NEW JERSEY 

QUALITY CONTROL DEPARTMENT 

Raw Material - MAGNESIUM STEA.RATE fC,=15. 

Instrument and Conditions (.An equivalent instrument with appropriate 
operating conditions may be used.) 

Instrument 

Tube 

Wavelength 

Fuel 

· Flame 

. Current 

Burner 

Slit 

Standard Preparation 

Perkin-Elmer Model 303 Atomic 
Absorption Spectrophotometer 

Lead 

2170 i. 

Air-Acetylene 

Oxidizing 

10 ma 

Techtron AB51 

14 

Prepare standard lead solutions by pipetting 4.0, 8.0, and i2.0 ml 
of Standard Solution (equivalent to 4 ppm, 8 ppm, and 12 ppm Pb 
respectively) into 125-ml separators and add 30 ml of water to each. 
Prepare a O ppm solution by placing 30 ml of water into a fourth separator. 

Sample Prenaration 

Accurately weigh 1.00 g of sample into a 100-ml long-necked Kjeldahl 
flask. Add 10 ml of nitric acid, 3 ml of perchloric acid, and 3 ml of 
sulfuric acid, and slowly heat to boiling. After the contents are charred, 
add 5 ml of nitric acid and continue heating until the oixture is clear 
and colorless. Cool, add water to dissolve the magnesii.:o. salt, and 
transfer into a 125-ml separator. Rinse the flask with two 10-ml portions 
of water, combining t..'le rinse solutions in the 125-ml separator. 

Procedure 

Treat the standard solutions and the samole solution in the sar-~ 
manner.· Adjust the pH of the solutions to 2. 8 using ann:ionium hydroxide 
and hydrochloric acid, and then dilute with water to 50 ml. .Add 1.0 t:ll 
of 5% APDC a.~d shake well. Add 8.0 ml of MIBK, shake t..~oroughly, and 
allOW' to stand for 10 - 20 minutes. Transfer t'le MIBK layer into a 
10-ml centrifuge tube, and centrifuge for 10 minutes. Using the ins t:::u:::eni: 
conditions described above, measure the lead absorption of the MIBK layer. 
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HOFF M AN N • LA RO C H E INC. 45 36 
NUTLEY e HEW JERSEY. 

QUALITY CONTROL DEPARTMENT 

Raw Material MAGNESIUM STEARATE 

.. 
Calculation 

l>repare a working curve by plotting the absorbance values of the 
standards against the concentrations in ppm. Determine the concentration 
of lead in the sample directly from this curve. 

Alternative Procedures 

Lead 

According to USP XVIII, page 374 • 

Arsenic 
/ . 

· . According to FCC I, page 408. 

44.0 Assay: Magnesium Oxide 

Accurately weigh about 1 g of sample into a 100-ml beaker, and 
add, from a buret, 50.0 ml of O.lN sulfuric acid. Boil for about 
10 minutes, or until the fatty acid layer is clear, adding water, if 
necessary, to.maintain the original volu~e. Cool and, using a suitable 
filter, filter into a 250-ml conical flask. Wash the beaker and 
filter thoroughly with water until the washing is not acid to lit~us 
paper, combining the ,;;ashes in the 250-ml conical flask. Titrate the 
excess sulfuric acid with O.lN sodium hydroxide, using methyl orange T.S. 
Perform a blank determination by adding, from a buret, 50.0 ml of O.l!l 
sulfuric acid into a 250-rtl conical flask. Titrate with O.lN sodium 
_hydroxide, using methyl orange T.S. Each ml of O.lN sulfuric acid is 
equivalent to 2.015 mg of magnesium oxide. 

Calculation 

{ml blank titr. - ml sol. titr.) x N N'aOH x 0.02015 x 100 __________________ ,..;;;..;;.._;;.._;_;;_:;_:_...;..;.....;.___.;;_.__;....:..;;.....;...;..;,.__;_.;;;.;...__;__,.;_ = 
weight of sample (g) 

% magnesiuo 
oxide 

60.0 Microbiological Puritv 

ss 

According to USP XVIII, page 845, for E.coli, Salmonella, 
Pseudomonas aeruginosa, and Staphylococcus aureus. 
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H O F F 11 A N N - LA R O C H E IN C. 
NUTLEY • NEW JERSEY 

QUALITY CONTROL DEPARTY.ENT 

Raw Materiel. - LACTOSE, lt"'YDROUS 

Specifications 

Test No. 

01.0 Appearance 

03.0 Odor 

05.0 Solution Test 

o6.0 Color of Solution 

o6.l Odor of Solution 

07.1 Reaction of Solution 

15.0 Identity Test 

* 17.1 Bulk Density 

.CHaOH 

19.0 ·specific Rotation (dry basis) 

26.0 Loss on Drying 

27.0 Residue on Ignition 

30. 0 Heavy Metals 

37 .p other Sugars 

_49.0 Sieve Test: US Std Sieves -* 49.l On No. 60 

* 49.2 On No. 100 

* 49.3 Through No. 200 

Microbiolo,;ical Pu:?-itv 

6o.o Sabonella 

60.1 E. •Coli 

t•S:kL 

CH:aOH 

Mol. Wt. 36o. 32 

White to creamy white, hare. c:rys tall: 
masses, or powder • 

None. 

Clear 

Maximum APHA 100 

Odorless 

Neutral to litmus 

Positive 

0.85 - 0.95 g/ml 

+54.8° to +55.5° 
Maximum 5. 5% 
Maximum 0.1% 

Maximum 5 p.p.m. 

Passes test 

Maximum 1% 

Maximum 15i 

55 - 70'/., 

Negative 

Negative 

* This s~ecification may ve:ry according to end use. 
. -
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HOFFMANN-LA ROCHE Il'iC. 
C'.J,',.:.• ,"=;'l 
~ii 9'tl NUTLEY • NEW JERSEY 
~:•~ 

QUALITY CONTROL DEPARTMENT 

Raw Material - LACTOSE, HYDROUS 

Directions for Testir.g 

05.0 Solution Test 

Dissolve 3 g of sa:nple in 10 ml of boiling water: the solution 
shall be clear. (Use this solution for Tests 06.0, 06.1, and 07.1.) 

15.0 Identity Test 

According to USP XVIII, page 358, or revision thereof. 

17.1 Bulk Density -
Pass about 100 ml of sa!!lple through a No. 20 sieve, and collect 

the material that :passes through on a le.rge sheet of gla.ssine ;s:;er. 
Do not settle or CO!:l?ress the sifted material in any way. Ca.re:"'u..lly 
transfer, by slidir.g and not by pouring, about 50 cl of t~e siz'"'ted 
material into a tared 100-ml graduated cylinder. Place tee cyli~ie~ 
on the Tapping Machine and let it tap for exactly 3 minutes. Carer-11 1 7 
level the meniscus and observe the vol1.::r..e. Reweigh the cyli~der to 
determine the weight of the sample. 

Calculation 

wt. of s~ple ( ~) 
volume of sa.::ple l:ll.) 

= Bulk Density in g/ml 

19.0 Snecific Rotation 

According to USP XVIII, page 358, or revision thereof. 

26.0 Loss on Dryin~ 

According to USP XVIII, page 358, or revision thereof. 

27.0 Residue on I~ition 

According to USP XVIII, page 901, or revision thereof. 

30.0 Heavy Metals 

According to USP XVIII, page 358, or revision thereof • 

'37.0 other Sugars 

According to USP XVIII, page 358, or revision thereof • 
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cl;K¢c•H,n HOFFMANN-LAROCHE INC. 
V~;f C·:) 
aj;}·, rJ''j NUTLEY • NEW JERSEY 
~I!~ 

QUALITY CONTROL DEPARTMENT 

Raw Material - LACTOSE, HYDROUS 

49.0 Sieve Test: US Std. Sieves 

According to USP XVIII, ~a..se 940, or revision thereof, as describea 
under "Powder Fineness," using 50 g of sample, and No. 60, lOO, and 200 'tS 

6 

Stan

6

dard Sieves. .3 ~ ~--

0.0 and 0.1 
Salmonella and E. Coli 

According to AFhA "RecCirmended Methods for Micrcbiologictl Exenir~ati.::: 
ot Foods" and/or accoriing to the n:.ethods outlined in the "Bacteriolc~ic::.: 
Analytical .Manual" cf'. the U.S. Departi:.:.ent of Health, Education and Wel.:'a:-e 
Food and Drug ~..d!ninistration. 

.... 

..... 
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HOFF,L\~~-L.-\ ROCHE l:'\C. 
NUTLEY• NEW JERSEY 

QUALITY CONTROL DEPARTMENT 

Raw Material - GELATIN, TYPE A, 100 Mesh 
(Porkskin Gelatin) 

0 () ,.., (.) 
, __ )"_jc, 

This raw mat~rial is tested and shall meet all U.S.P. tests as defined 
in U.S.P. XVII, pages 263-264, or revision thereof. 

In·a.ddition, this compound shall meet the following specification: 

Sieve Test 
(u.s. Standard Sieve) 

Less than 5% on No. 100 

;' 

pa 
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NUTLEY • HEW JERSEY 

QUALITY CONTROL DEPART!iENT 

Raw Material - STARCH, Direct Compression Grade:t 
STA-RX 1500 

Specifications 

Test No • 

01.0 Appearance 

03.0 Odor 

05.0 Solubility in Cold Water 

13.l pH 

15.0 Identity Test A 

15.1 Identity Test B 

26.0 Loss on Drying 

27.0 Residue on Ignition 

31.0 Iron 

37.0 Oxidizing Substances 

37.1 Sulfur Dioxide 

49.0 Sieve Test: US Std Sieves 
... 

49.l Through No. 40 ----49.2 Through No. 100 ----49.3 Through No. 200 -
60.0 Microbial Limit ____. 

*USP XVIII 

nkh 

White, fine granular powder 

None 

7.0 - 22.0% 

4.5 - 7.0 

Positive 

Positive 

Maximum 14.0% 

Maximum 0~5% 

Maximum 10 p.p.m·. 

None detected 

Maximum 80 p.p.m. 

' Minimum 99% 

Minimum 90% 

Minimum 60% 

Meets USP requirements 

i 
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NUTLEY • NEW JERSEY 

QUALITY CO:iTROL DEPART!lENT 

Raw Material - STARCH, Direct Compression Grade 
STA-rue 1500 

6;,titz 

Directions for Testing 

05.0 Solubilitv in Cold Water 

Accurately weigh about 2 g of sample ·into a 200-ml volul!letric flask. 
Add about 100 ml of water which has been adjusted to 25°C, shake vi3orously 
until sa::1ple is suspended completely, and dilute to volu=e with i:~~~r. 
Stopper, and shake for 1 hour at 25°c. Filter through ir.,at~an Ul2 µ~per, 
or suitc:.ble equivalent, refiltering the first portion of the f iltra:e. 
Pipet 50.0 ml of the filtrate into a tared-evaporating dish, and evnporate 
to dryness on a steam bath. Dry for 1 hour in a vacuu::i oven at lOOvC • 
Cool, and reweigh. 

Calculation 
• 

Wt. of residue (2) x 4 x 100 
Wt. of sar:iple (g) 

a %·solubility 

13.1 ~ 

15.0 

Weigh 20.0 g of sample into a 250-ml beaker, and add 100 ml of 
water. Agitate continuously at a moderate rate for 5 l!linutes, usir:.g 
a magnetic stirrer or suitable equivalent. Imuediately determine 
the pH of the slurry, using a suitable pH ceter. (Save for Test.15.1.) 

Identity Test A 

Prepare a st:iooth mixture of 1 g of sample and 2 ml of cold water. 
·Stir this mixture into a 50-ml beaker containing 15 ml of boiling water, 
boil for 2 minutes, and cool: the product is a translucent, whitish 
jelly. 

' 
15.1 Identity Test B 

To 5 ml of the slurry from Test 13.1 add 1 ml of iodine T.S.: 
a purplish-blue to deep blue color results. 

26.0 Loss on Drving 

27.0 

Dry about 1 g of sample, accurately weighed, in an oven at 120°c 
for 4 hours. 

Residue on Ignition 

According to USP XVIII, page 901, or revision thereof • 

.. 
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.t1 u r .1• ~,1 A N N • LA R O C H E I N C • 
NUTLE\" • NE.W JERSEY 

. QUALITY CONTROL DEPARTltENT 

Raw Material - STARCH, Direct Compression Grade 
STA-RX 1500 

31.0 Iron 

37.0 

37 :-1 

Reagents 

!tandard Iron Stock Solution: Prepared according to USP XVIII, 
page 956, or revision thereof, as described under "Iron in Reagents." 
This solution contains 0.10 mg iron/ml. 

Standard Iron Solution: Dilute 5.0 ml of Standard Iron Stock 
Solution to 100 ml ~ith ~ater. One ml of this solution contains 
0.005 mg of iron, equivalent to 10 p.y.m. in a 0.5 g sample. 

Procedure 

(Note: Rinse all glassware with dilute hydrochloric acid (1 in 5) 
before proceeding.) 

Veigh 500 mg of sample into a 50-ml, glass-stoppered conical 
flask. Add 20 ml of dilute hydrochloric acid (1 in 5), insert the 
stopper, and shake vigorously for 5 minutes. Filter the suspension 

· through W'hatoan #40 filter paper, or suitable equivalent, into a 
Nessler tube, wash with a few ml of water, and dilute ~ith water to 
50 ml. Simultaneously prepare a control solution by filtering 2Qcl 
of dilute hydrochloric acid (1 in 5) into a second Nessler tube. To 
this tube add 1 ml of Standard Iron Solution, and dilute ~1th vater 
to 50 ml. To each tube add about 40 mg of am::ionium persulfate crystals, 
and 3 ml of ar::-:ionium thiocyanate T.S., and mix: any red color produced 
~n the sa.t1ple solution is not darker than that of the control solution 
(10 p.p.m.). 

Oxidizin~ Substances 

Veigh 5 g of sample into a 50-ml beaker. Add 10 ml of water, 
and 1 ml of acetic acid, and stir until a homogeneous suspension 
is obtained. Add 0.5 ml of saturated solution of potassium iodide, 
mix, and allow to stand for 5 minutes: no blue, brovn, or purple 
color is observed. 

Sulfur Dioxide 

(Note: Fill a 500-ml flask with water, and use this water throughout 
the procedure.) 

Weigh 20 g of sa~ple into a 400-ml beaker. Add 200 ml of water, 
and mix until a smooth suspension is obtained. Filter throu5h knat~an #40 
filter paper, or suitable equivalent, which had previously been washed 
with water. Place 100 cl of the clear filtrate into a 250~:nl conic.:il 
flask. Titrate ~1th 0.01~ iodine to the first per::ianent blue color, 
using starch-type indicator. Perforr.i a blank deter:iination on 100 ol 
of ·water, and subtract this titration frot1 the sacple titration: the net 
titration shall not exceed 2.7 ml (80 p.p.m.). 
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NUTLEY e HEW JERSEY 

QUALITY CC:-iTROL DEPART!IENT 

Raw Material - STARCH, Direct Coopression Grade 
STA-RX 1500 

49.0 Sieve Test: US Std. Sieves 

60.0 

According to USP XVIII, page 940, or revision thereof, as described 
under "Po..1der Fini:?:iess," using 50 g of sru:::iple and Uo. 40, lOO, and ·200 
U.S. Standard Sieves •. 

Microbial Lir:iit 

The sa::iple meets the requirements of the tests for absence of SaL~onella 
and Escherichia coli under "Microbial Limit Tests," USP XVIII, page 846, 
or revision thereof. 

.\ 
• 

.-

·. 
nkh 
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QUALITY CONTROL DEPARBIENT 

Material - SULFISOXAZOLE* 
(N 1- (3, 4-Dirne thy 1-5-isoxazoly 1) 
sulfanilamide) 

Effective Date: March 24, 1972 

Specifications** 

Test No. 

01.0 ApP,earance 

02.0 Color 

03.0 Odor 

05.0 10% Solution in Alcohol --- -
05.1 3.33% Solution in 

10% Hydrochloric Acid 

06.0 Color of 3.33% Solution in 
10% Hydrochloric Acid 

07.0 pH of 1% Suspension in Water 

15.0 Identity Test A 

15.1 Identity Test B 

15.2 Identity Test C 

24.0 Melting Range 

. 26.0 Loss on Drying 

27.0 Residue on Ignition 

30.0 .Heavy Metals 

30.2 Selenium 

34.0 Ollorides (as Cl) -44.0 Assay (dry _basis) 

50.0 - Ampul Solution Test 
(For ampul type) 

*USP XVIIr· 

Mol. Wt. 267.31 

Crystalline powder 

White to slightly yellowish 

Odorless 

Clear 

Complete a.~d clear 

Maximum APHA /180 

4.0 - 6.0 

Positive 

Positive 

Positive 

194 - 199°c 

Maxi.mum O • 5% • 

Maximum 0.1% 

Maxi.mum 20 ppm 

Maximum 10 ppm 

Less than 100 ppm 

99.0 - 101.0% 

Maximum APlL&. 11150 

**See foll~~ing pages for Directions for Testing. 
A-2200 
ck 
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H u 1-· I• ~1 A N N - L A R O C H E l N C • 
HUTLEY • NEW ~ERSEY 

QUALITY co:nROL DEPART~ENT 

Material SULFISOXAZOLE .. 
(N1- (3,4-Di::iethyl-5-isoxazolyl) 
sulfanilamide) 

Directions for Testing 

05.0 -- 10% Solution.in Alcohol 

Dissolve 500 mg of sample in sufficient boiling USP alcohol to make 
5 ml of solution • 

05.1 3.33% Solution in 10% Hvdro.chloric Acid --
06.0 

07.0 

15.0 

Dissolve 0.5 g of sample in sufficient 10% hydrochloric acid to make 
15 ml of solution. Save this solution for Test 06.0. 

Color of 3.33% Solution in 10% Hvdrochloric Acid 

Compare the color of the solution from Test 05.0 with APHA Color 
Standards. 

pH of 1% Susoension in Water 

Mix 200 mg of saople with sufficient water to make 20 ml of suspension. 
Shake for 3-5 minutes, filter and measure the pH of the filtrate at 25°C 
with a suitable pH meter. 

Identitv Test A 

According to USP XVIII, page 825, as described under Spectrophoto
metry. 

The infrared absorption spectruc of a potassium bromide dispersion 
of sample, at a concentration of about 1 mg/300 mg, agrees qualitatively with 
that of a similar preparation of a sulfisoxazole reference standard. 

15.1 Identitv Test B 

Ultraviolet Ahsorotion 

-. Reagents 

0.2M Potassiir.i Phosohate: Dissolve 27.218 g of potassium phosphate, 
monobasic (KH2P04), in sufficient water to make 1 liter of solution. 

O.lN Sodium Hvdro:d.de ______ __, ___ _ 
_e_H 7.5 Pho~hate Buffer: Place 250 ml of O.~ potassium phosphate 

solution into ._a 1-li ter volur:.etric flask. Add 204 ml of O .2~ sodiui:i 
hydroxide and dilute to volume With water. ~~asure the pH and adjust, 
if necessary. 

- cont'd -
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o/cr:::,1 ::~ ~'-.:7:, do NUTLEY. HEW ,ERsEv 
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QUALITY CO~TROL DEPART!AENT 

Material SUfFISOXAZOLF 
(N -(J ,4-Di1:1e thyl-5-isoxazolyl) 
sulfanilaoide) 0845 

Procedure 

Weigh accurately about 100 mg of sample into a 100-ml volumetric flask 
and dissolve in 10 ml of O.lN sodium hydroxide. Dilute to volu:ne with 
pH 7.5 phosphate buffer (Sai:.ple Solution I). Dilute 10.0 ml of Sa~ple 
Solution l to 100 ml with pH 7.5 phosphate buffer (Saq,le Solution II) • 
Dilute 10 .O ml of Sanple Solution II to 100-ml with pH 7. 5 phosphate buffer 
(Sample Solution III). Concomitantly measure the absorbance of Sat:ple 
Solution III &,d of a similarly prepared solution of a sulfisoxazole 
reference standard with a suitable spectrophotoccter against pH 7.5 phosphate 
buffer in the reference cell. Sample Solution III ex.~ibits a maxi~un 
(at 253 + 2 nm) and a tri.nimum (at 222 + 2 nm) at the scme wavelengths as 
the sulfisoxazole reference standard solution. 

15.2 Identitv Test C 

Dissolve about 10 mg of sample in 2 mt of dil~ted hydrochloric acid, 
heating carefully. Cool for 5 minutes in an ice bath, add 3 drops of 
1% sodiu::n nitrite solution and dilute to 4 ml with water: the solution 
turns yellow. Add 1 ml of a 10% sodium hydroxide solution ccnta.i,ning 10 mg 
of betanaphthol: an orange-red precipitate forms. 

24.0 Melting Range 

A~cording to Class Ia, USP XVIII, page 935. Report to the nearest 
whole degree. 

26.0 Loss on Drvfng 

Weigh accurately about 1 g of sample and dry at ·105°C for 2 hours • 
.... .... 

27.0 Residue on I1?r11tion 

According to USP XVIII, page 901. Save the residue for Test 30.0. 

30.0 .Heavv Metals 

30.2 

According to Method II, USP XVIII, page 89 7, tl!iing the residue from 
Test 27.0. 

Selenium 

Accord:.ng to USP XVIII, page 901, the Test Preparation being made 
with 200 mg of sample. '~-

or altemative~y: 
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HOFFMANN-LAROCHE INC. 
NUTLEY • NEW JERSEY 

QUALITY CO~TROL DEPARTMENT 

Material - SULFISOXAZOLE 
(N1- ( J, 4-Dimethy 1-5-isoxazoly 1) 
sulf .ini lc1ml<lc) 

X-Rav Fluorescence Method 

Standard Preoaration 

- ; 

0$41 

Mix intimately, in a Spex "Freezer-Mixer", or suitable equivalent~ a 
portion of a sulfisoxazole reference standard, which contains less than 
3 ppm of seleni~~, with an amount of selenium dioxide equivalent to~ 
concentration of 10,000 ppm. Prepare a pellet by pressing, on a ~:t,lar 
film base, approxi~ately 4 g of this mixture in a die at 50,000 psi for 
10 minutes. Remove the Mylar film from the pressed pellet (Alignment 
Standard). ·· 

Also prepare a standard pellet containing 10 ppm of selenium by 
appropriate dilution of the 10,000 ppm mixture with a sulfisoxazole reference 
standard. 

Samole Preparation 

Prepare a pellet of the sample, using a quantity of sample equivala~t 
to the amount of the sulfisoxazole reference standard used for the standard 
preparation. Save this sample pellet for Test 34.0. 

Instrument and Conditions (An equivalent instrument and appropriate operating 
conditions may be used.) 

Instrument 

Generator 

Tube Target 
' 

Optics 

Detector 

Scale' 

Gonioweter 

' "" , 

General Electric XRD-6 Spectrometer 

50 KV and 50 mA (ful~ wave rectified) 

Molybdenum 

Lithium fluoride crystal; 
Soller slit= 0.02" x 3.5"; 
Air atmosphere 

Scintillation Cou..,ter at plateau; 
Pulse Height Selector adjusted for 
maximu:.:i SeKa intensity; 
Base 5V; ~E = 3V 

20 second count 

SeK« peak and background at+ 1.0° 28 
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HOFFMANN-LAROCHE INC. 
HUTLEY • NEW JERSEY 

QUALITY CONTROL DEPART~ENT 

Material - SULFISOXAZOLE 
(N1-(3,4-Dimethyl-5-isoxazolyl) 
sulfanilamide) 

Procedure 

0 ,-: "~, . . ,_'•,.,'J. . ., 

_ Align the analyzing crystal of the instruoent with the 10,000 ppm 
Alignment Standard. Heasure and record the intensity of emission of the 
sample pellet and the 10 ppm standard pellet on the surfaces which 
were adjacent to the Mylar film. 

Calculation 

Cs - [{C2 + C3)/2] = sample net count 

whe~e: 

C = sample count at SeKa peak 
s 

C2 = sample background at SeKa -1.0°28 

C3 = sample background at SeKa +1.0°29 

The sample net count should be less than or equal to the net count 
of the 10 ppm standard pellet calculated in the same manner. 

34.0 Chlorides (as Cl) 

Standard Preoaration 

Prepare a 100 ppm chlorine mixture by mixing intimate!v, in a Spex "Freezer 
Mixer", or suitable equivalent, a portion of a sulfiso::.{azole reference 
standard, wh,ich shows no characteristic chlorine radiation, with reagent 
grade sodium chloride. Prepare a pellet by pressing approximately 4 g of 
this mixture in a die at 50,000 psi for 10 minutes. 

Sample Preparation 

Use the sample pellet prepared for Test 30.2 • 

.. ... , 
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HOFFMANN-LAROCHE INC. 
NUTL.EY • NEW JERSEY 

QUALITY CONTROL DEPART~ENT 

Material - SULFISOXAZOLE 
(N1-(3,4-Dimcthyl-5-isoxazolyl) 
sulf anilarnide) 

Instrt.nnent and Conditions (An equivalent instrument and appropriate 
operating conditions may be used.) 

Instrument 

Generator 

Optics 

Detector 

Scaler 

Goniometer 

Procedure 

General Electric X..TID-6 Spectro~eter 

50 KV and 50 mA (full wave rectified) 
. ' 

PET analyzing crystal; Soller Slit= 
0.0211 

X 3.5"; 
Helium atmosphere 

Flow propo·rtion counter at plateau; 
Pulse Ueig,~ t Selector 
adjusted for ~axirnum Cl Ka intensity 
Base 5V; AE = 3V 
Qiromium Ka' - Window out 

· JOO second 
10 second 
peak 

ClK! peak 

count at Cl K0 1st order pea:.~; 
CO\lllt at the Cr Ka second orce, 

and+ 1.0° 28 -
CrK; peak and±. 1.0° 28 

Place the pelle't in the sample holder of the X."IID-6 Spectrometer and 
measure the intensitv of the characteristic fluorescence produced by chlorine 
and the intensity of- the primary chromiuc second order line reflected 
by the pellet with the background intensity of each line. 

' 
' Calculation 

A. Corrected Intensity = peak intensity - average background intensity 

corrected intensity for chlorine K1 
a 

B. Relative Intensity =------------------
cor+ected intensity for chrotli.um K2 

a 

.The relative intensity of the sample pellet should be less than the 
relative intensity of the standard pellet containing 100 ppm chlorine • 
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uutl•MANN-LAROCHE INC. 
NUTLEY • NEW JERSEY 

QUALITY CC~TROL DEPART~dENT 

Material - S ULFISOXAZOLE 

(N 1-(3,4-Dinethyl-5-isoxazolyl) 
sulfanilarnide) 

44.0 

50.0 -

_) 

Assav (drv basis) 

Weigh accurately about 800 mg of sample into a 250-cl conical flask. 
Add 50 ml of dioethylforwamide, shake thoroughly to dissolve the solid, 
add 5 drops of a 1% solution of thymol blue in dimethylfornamide, and 
titrate with O.~l lithiur:: methoxide to a blue end-point (avoid excess 
swirling). Perfora a blank titration and ma.~e· any necessary correction. 
Each ml of 0.lN lithium methox:i.de is equivalent to 26.73 mg of sulfisoxazc:;. 

Calculation 

ml LiO}!e x N Lio:1e x O .2673 x 100 
Sample Wt. (g) 

Also. report on as is basis. 

Ampul Solution Test 

= percent sulfisoxazole 

D:issolve 4.0 g of sample in 5.6 ml of water, add 1.57 g of diethanola-~~e 
(colorless, distilled), and sha~e for 10 minutes. Filter and compare the 
color of the filtrate with APHA Color Standards. 

.· 

·. ·. 

A-2200 · 
ck 
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Institutional Planning Manager 
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ROCHE LABORATORIES fi j $7 JU- .J <~30 f 
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DIVISION OF HOFFMANN-LA ROCHE INC.• NUTLEY, NEW JERSEY 07110 

Mr. Minor L. Kelso 
Chief 
Medical Services 
Department of Human Resources 
State Capital Complex 
Carson City, Nevada 

Dear Mr. Kelso: 

I am pleased to send you the proceedings of a recent 
Excerpta Medica Colloquium, "The Scientific Evaluation 
of Drug Equivalency". * 

The colloquium generated considerable controversy concerning 
the importance of positively establishing through adequate 
evidence the equi valency between drug products bearing the 
same generic name before permitting their interchangeability. 
These proceedings are of particular relevance today in light 
of the Health, Education and Welfare Department's recently 
published regulations regarding the implementation of a 
Maximum Allowable Cost (MAC) program for drug products 
reimbursed through federally financed programs. 

We at Roche believe that the patient's right to safe, 
effective, quality assured drug products will be violated 
should the MAC program be implemented in accordance with 
the regulations published in the November 15 and November 27 
Federal Register. In our opinion., the greatest potential 
danger to the patient arises from the scientifically invalid 
premise underlying the drug product equivalency criteria 
established by the proposed regulations: 

equivalency among drug products within a generic 
(multisource) category will be assumed unless 
proven otherwise. 

*The mention of any pharmaceutical product in the enclosed 
colloquium proceedings does not imply any recommendations 
for such products. Manufacturers' product information 
should be consulted for specific information • 

ORIGINAL RESEARCH IN MEDICINE AND CHEMISTRY 
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ROCHE LABORATORIES 

Many examples of inequivalency have been cited in the literature and 
documented by scientific experts, which we believe clearly demonstrate 
that therapeutic equivalency cannot be assumed among chemically 
equivalent products. In light of the uncertainties in this area, in our 
judgment, equi valency must be proven, not as sum ed. We further believe 
that proof of equivalency must be demonstrated on the basis of adequate 
objective scientific standards. There is no room for a subjective or 
nonscientific determination of equivalency when this issue bears so 
directly on patient health care. 

Under the proposed MAC program, physician and pharmacist prerogatives 
in drug product selection will be severely restricted and will be based 
essentially on cost considerations. In addition, this program would 
impose a significant administrative burden upon the existing State Medical 
Assistance Programs since by regulatory mandate, they would ~a.ave to be 
drastically altered in order to comply with the proposed scheme. 

We urge all concerned parties, especially professional members of the 
health care community, to express their views on this far-reaching 
proposal which could seriously affect the quality of drug products utilized 
by this nation's disadvantaged and elderly ill. 

All comments should be sent to: 

Hearing Clerk 
Food and Drug Administration 
Room 4-65 
Parklawn Building 
5600 Fishers Lane 
Rockville, Maryland 20852 

Sincerely, 

Gerald D. Lore 
Group Manager 
Institutional Planning 
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Jases S. Dwight, Jr., Administrator 
Social and Rehabilitation Service 
Department of Health, Education, and Welfare 
P. o. Box 2382 
Vaibington, n.c. 20013 

Morrie and Loring Drug 
Fallon, Nevada 89406 
February 10, 1975 

Re: Proposed Reimbursement of Drug Coat; Federal 
Reg1.S:er. Volume 39, No. 230, dated 11-27-74 

har Mr. Dwight: 

The Proposed Reimburse-ment of Drug Cost is found to be unsatisfactory 
foY various reasons. 

Pharmacists would be forced to keep a double inventory of specified 
lllUltiple-aource drugs, one for the general public, and one for the 
second class citizens, i.e., Medicaid recipients. This is both costly 
fCYr the pharmacist and paradoxical to the goal of Title XIX of the 
Social Security Act, which ta to bring the Welfare recipient into the 
uinatrea of medical care. Welfare recipients woul! be administered 
the cheapest available generic drugs with no a.ssurance of quality. 

An inordinate degree of medical-legal liability would ~e imposed on 
a pharmacist obliged to change the physician's prescription from a 
brand name drug to a so-called ngene:dc equivalent, 0 selected because 
it is the cheapest available. 

tt 11\lst also be pointed out that it is imperative that many drugs NOT 
ba selected on the basis of cost only, because of the-demonstrated 
lack of equivalent bioavailability. Exa~ples of auch drugs are digoxin. 
pt'edniaone, and diphenylhydantoin. 

It rules are e•tabliahed which list types of drugs by price and state 
that reimbursement will not be made for any brand of that type of drug 
coating more, then it must be mandatory that the drugs on that list 
truly meet USP standards. The bioavailability data must be on the 
material currently being sold and used, not that obtained from various 
lota and batches chosen at random. 

Another problem arises if the pharmacist is 1mable to obtain tha brand 
of drug specified by the Pharmaceutical RP.imburse.ment Board. Re ld.ght 
then be forced t~ dispense a brand whoee cost exceeds the Maximum 
Allowable Cost. In that case he would be financially penalized through 
no fault of his own • 
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'·\tames S. Dwight, Administrator February 10, 1975 

•'Jb• proposed regulations would increase record keeping requirement& and 
··. the phanuci•t would be forced to endure periodic harassment by auditors. 
, Pbaruc1•t• are not enthW1iastic at the prospect of additional bureaucratic 
:·. rW tape • 

. t~ would alao appear that the proposed regulation would neceaaarily reault 
in increased coat of administration of the Medicaid program. As a taxpayer, 
I .feel that before the proposed regulations are given serioua consideration, 
a,t•liatic coat analysis should be performed to deten,ine whether increaeed 
adainistrative costs outweigh any projected savings to the Medicaid progrn 
attributable to the establishment of maximum allowable cost regulations. 

lt 19 my opinion t~. •• coapared to the present policy of the Nevada 
Medicaid program, tha proposed regulation is unwieldy, inefficient, uneconoa
tea1, and resulatory. I strongly oppo~e adoption of the regulation aud urge 
your reconsideration. 

Sincerely, 

Oeo~ge R. Tucker, a.Ph •• Chairman 
· ftlal'll&ceutical Committee 
Nevada Medical Care Advisory G~oup 

GRT:dd 

. , . 

..... 

'•':>-' 

·• 
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p.. 

Ja-. s. Uwight, Jr •• Ad•inistrato~ 
1Qc1al and lehahilitation Service 
:OopartMnt of Health, Educatiou, and Welfare. 
P. o. Box 2382 
Waahiqtou, n .. c.. 20011 

Jte: hO'PONd ileiD1btJl'H;MUt of D-rus Coat; Ped.era! 
Rep1ater, VolWM 39, No. 230, dated 11-27-74 

near Mr, Dnghtt 

a:, !Lt-

The propo11d reh\burHment of dtug c01t waa discussed at recent Metia.gs of 
the lb.yaid.ana• Comittee and the Pharmacy COfflffl.1.ttoe of the Nevada Medical 
Can Mri.ory G-roup. There wa.a unanimous agr4u1ant that the propoed rules 

, Pl'Ntmt man, difficultte•• including increased adminintraU.ft cost•, -.dical
le1al ltab111ty, and poaai~le reduction in quality of care. 

tho ~~uireaent that actual acquisition coat be ued to detemhe paJ119Qt 
.td ·require State aaencie• to obtain c011t1iderable uditicmal audiths etaff 
to tr,aeure.tbat participant prtrddere in the pi-oaram bill chars•• lmaecl oa 
aetual ac:quf.att1on cont. Thb additional audit:1.n1 btrc!~n 1• alao 1.ahennt 
f:ci tho. 2$1 bantt'll'e pa7'1M.nt allow.ance fo,:- drua• ,urebaMd 'below ux:llllDI ~ 

. able cs0at. It is nr opinion that theu additiOM.l adldniet.ratlve cots would 

. ao-r_a tha1t. offset any projected aavinga to the Medicaid prosram attrtuuu.b1a 
to t1- e§tablhhmenl of maxilllUa all0tr•hle costs. 

tn rcfontq to dnt ccsta, cu.r1.-.ut regulaticma specify "coat a.a deterr.d.H4 
by the St.ate. t• Nevada p,:eeently reimburees phanecy providers for prcutctTibed 

· drup covered un.ct.a-r the progra• on the basts of Average Wholesale Prtce (A.W .P.) • · 
ai; •.mtabU.ahed by RAtJ Book or 1\lue Book data, l')lWJ a· di•peD-•ittl fee. The 
d111pea.rd .. n.g fate is uniform and applieo to a11 · participating l)'E'Oridera of out
l)atient pharmaQy eamce.s. The o•tabllahed fae is conatdered a reasonable 
fee for ant'\fic• which eti11 reaults in an ••~rage Jrescription priq,a lue 
than that paid by the general public. ~m,etiticu between pharmaciee eene, 
eff•etively to u1utain reasonable preacription prtcea to the general pu'blf.4. 

The policy of basing cu,•t on A.Y.!. plus a unffora d1apenain,; fee allows for. 
ra,14 autouted claim pl"oce"aing, ud &void• th11 e,q,enae of periodically •ucH.t-
1.ns each phan,acy to check acquiattion cost .and detendne and update a nape,:~ 
tive diapenaing feo. 

' - ,,,. ; 

4l _. :fl; _d 

L C .. 
' .. 



February 11, 1975 

Concoh·baa -.ieo Men expreued l>y both the Phyaici•n•• Cnm.tt•• ad tlM 
· tbanaey Comltt•• of tb• Medical Care Adviltory Grotrp, regardina the 11Mical
l•1•l liabtlitl•• inherent in the propoaod rul••· Although tbe propeaed rulea 
stat• tbat a pby•icun uy certify :le writing that only a apeciftc brad of 

. d.tug c,u,. k tolerated by. oi- ta effective for a partiew.ar patient• th• -=er 
of e:en1f1catf.on 1• u yet nd111ttned. Many physician• are concerned that 
they wuld be forced into t\e poaitioa of preacribin1 eedicine for whtc~ tben 

·ta110 aaau:-uca of quality. Th« propoaed rule• would alao place the ph&nw:t•t 
lnto tha poeitiou of hevinf to alter the physician'• pre•cription, tbu ispoaiftl 
pc,tent1al adlcal•letal liabtlitiea upon phantaciata. · 

,.. 
1'.b• •t•ted purpose of Title XIX of the Social Securtcy Act 1• to brtua th• 
Welfare Nidpient into th• uinat1:um of medical c•re. It ap,ura uow~ now-

. fl'el", that a,ha• i• is being •wng the othet' vay. Welfare recipients will 
be •dfd.al•terad the cheapest available ,eneric dru1s with Uttl• auurance 
of •toloSic•l equivalency. 

It 1• the opinion of the !i•Yada Medicaid proarain that the M.A.C. and actual 
acquisition coat proposal is too costly to implement and enforce. The potential 
aavtq• appear to be far lee• than the administrative coats, while the qualit)' 
·of can appurs to be diminiaMd. 

- W. proteet aost atron1l1 adoption of this prop~eal and urge your reconsideret1n. 

ltneorel:,, 

•• 

1.Uaor L. lelao, Chtaf 
Kedical Care hnice• 

ltevm P. lradford, Phan.o., 
fbaruceutical Conaultant 

cc: losers. Tl'Ounday, Director, Nevada State DapartMnt of Human Resources 
George E. Miller, N•vada State Welfare A<l•inistrator · 
~• of Phyeic:ian•' Co•ittee. Nevada Medical Care A.!vi•ory Group 
~• of Pharmaceutical Co•ittee. lfovada Medical Care Adviaol'y Group 
Hevaa Stat• Board of Pharmacy ~ 
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December 23, r974--·-- --- -- T&G-9 

ABBOTT'S BIOCHROMATIC ANALYZER ON RECALL LIST FOR 2nd TIME. as a Class I Recall 
because, according 

to the FDA list, (see below) 260 Model ABA-l00s "infrequently eliminate or otherwise misprint the first 
digit involving a four-digit answer on end-point determinations." Model ABA-100 of the diagnostic w.is ___ . . 
i...'litially listed as a Class I Recall Aug. 28 because of "incorrect instructions for use and product no~-linearity" 
("The Pink Sheet" Sept. 2, p. T&G-6). That problem was corrected. However, 260 of the original 770 ABS-
I 00s which were modified at the time, are. the subject of the current ~'recall.» "It's the same machine - the 
same recall number- but only the ABA-lO0s that were modified are affected by this new recall," Michael .
French, Acting Recall Coordinator at FDA'sL.A. District Office told-"The·Pink Sheet." Abbott's Nov_,14-
letter to customers noted: "Because the err~r occurs· very infrequently, a repeat run will most likely be · 
acceptable .. A card stating ... instructions.( error determination) to be posted on your ABA-100 is enclosed 
for your convenience." Machines are not physically being recalled. , . .. ·• -. 

9FDA. RECALLS' AND COURT:ACTIONS ~:~<'-:ISSUED· DEC ... 25, 1974 e 
-tot No, : ,1 'Mfr. or- Distributor ;., Reason· -· Date Name, Form & Labeler .iir -, -

(Numbens refer to footnotaJ ~-------------------...11.. ________ ...... ___ ~ 
Abbott;, . ./: -. . . . :." .. :q5 ,,:1 . ,.,;,/- >;'. . ,; • 

_: , .. ~ .• ..... ~, ,.,. ._.,; ..; , - .:.1 

[21 Sodium Edecrin I.V. All w/suffix 'S' MS&D 
[3] TheeliniAqueousSuspension.: · AIIA'F ,_, ·. P-D;.,,: -
[ 4] Medic Brand aspirin tabs &n v -40895:,&; ·; IntematL& Canoll · 

CarrollBrand'"Nods"geletincaps ··410009 ·,(Intematl;;Diva)-, •··: 
[ 5] IMllnfan.-CareCenters Model •All,~_:: ~ Becton,,Dickinson ; 

2300 riocio 6/71 &.Mod.el 4000prior:·to,9/72 . -~· , - .,. ~·--~• .... ~,.. . 
[6) Physiological Irrigating sol. ;;t, G41S-042?cf' McGaw · <;,-:----

.. ·• 7!.·"·:': _;,;;~:. 

Footnote lljl4 . 
. ·. 

Subpotency Ltr 11 /27 
Crystallization·.· Ltr 12/13 

·: X-contamination w · Ltr 11 14 
. methyl testosterone 
;S_ide· panels become Ltr 11/22 

··, unlatched & colla s 

(7) Xylocaine HCI 1.5% ltyper- , PL0t73 ·-~ ,,:Astra-, __ ~-•0 
.:· ~ : •• ·-' •• - • Variance in pH ·· J'·Phone 12/3 

baric a. ueous sot· :c: · · 1~>::..;:.: ~v1.qi.::~~:,_::. g3:,~-,~~;~m:~i.±1: :~· ~~s.:.:-.::r~,.,~~::.;:,:" &itr '12/4f- ,, 

(8) ElixirTerpin Hydrate:&· .;;;;,,.... :poo~~f t_:t'C~Gll---~-_s_::; · ~ ,. ,:,,JtJJ '.:,.Precipitation. i·- , ·Ltr 1111~ 
Elixir Terpin Hydrate·w/Codeine,, r;·.f4(.,;;~:,;;:? fJ?,:f'f:~~dJ.l'2 -;;;'~---'JS'(f,1:-:l ::•ru-: .,:.. '1 ftr:,,: :· 1: ":' ~<,-~·,:•::.'1 · ·,· 

[ 1 J Initially listed' on FDNsAugl 28 Recalt::fut~· Modin~ devices will infrequently eliminate-or misprint the first 
-digit involving a four-digit answer on end ppnt.d,etemiinatlons: Natl. & intematL distnbution:. ·Appiox;:260 devices 
remain on markeL [ J l: . !'Jat~ ~. ii,l~m~~Jt~µoitf~eprox. 0 '6;400 units remain on market. [ 3] Natl. distribu
tion to-MDs & hosps! Appro:f. ·JO;OOO;fOJ:nti~f~fi09'·iS:mt: vialuemain on,market: [ 4 l Distribution to retail phar
macies & super market chains•fu Easteri(2/3~lJS/(S}: Natl. distribution to hosps'. Approx.:l·,000 Model2300 
series & 2-300 Model-4;000 series-'(elll:rin•'tin'.bJarketi{6]: Distribution to Eastern us~, (7] .Distribution limited to 
19 MDs, not publicly marketed. [8} Lot•huriibers~:Elixir Terp~ Hydrate- 401:74;,Elixir Terpin Hydrate w/Codeine 
2, 16 oz .. & l gab-40542 and Elixir Teq>in Hydratw/Codeine. 4 oz. btls. - 40624. Distribution to· whslrs. &. chain 
or retail pharmacies in Eastern 2/3 of US. .,,/ >.. · . L · ,.· · . . _ ·.· ·.· : . , , . . ... · 

I • • • • 

EDITORS' NOTE: Above tabulation is prepared from J, weekly list made public by FDA~s Office of· Asst. 
I 

Commissioner for Public Affairs. Re-arrangement of information supplied by FDA chiefly involved expansion 
of footnotes to shorten tabulation. Though listed by FDA, DESI recalls - undertaken to implement FDA 

· findings, based on NAS/NRD effi~cy revie1111 - ._~re, not i~clu~~in· ''!"~. P~nk .~h~et~' tabulati.on. - FDA's recall 
procedure now -has three categories: CTass I, for emergency, life-threatening recalls; Class II; ·a "priority" 

. situation that is possit:ily or potentially life-threatening; Class Ill,, a "routine" situation with little or no threat 
to life.: Editors of. "The f>ink· Sheet'' appreciate h~aring from ~ny company that would like to provide additional 
information of any recall Jis~d: in. these weekly tabulations. · , . ; .. :, 

,;J 

.,. 



T&G-6 f-D-C REPORTS 

s EXPANDED MALLINCKRODT RECALL AFFECTS APPROXIMATELY 300,000 VIALS·~ aic products: Conray, Conray 400, Angio-Conray, Vascoray, Pyelokon-R, and Cysto-Conray._' O~~n~Cl 
Recall of 3240 units of Conray IV solution appeared on FDA's Dec. Recall List ("The Pink Sheet" Dec:.9 
T &G-7) after two vials were found to be non-sterile; one containing a mold growth. Three other vials in 
at the same time were found to be sterile, according to FDA sources. 

a 

[21 

[3] 

[4] 

'll Second recall came after discovery of ten additional non-sterile vials including units of 
Conray 400 and Vascoray as well as Conray. All SO ml. vials of Conray 400, Angio ,•, .. · 

Conray, Vascoray, Pyelokon-R and Cysto-Conray are covered by the recall. Eight different 
lots were affected by the action, FDAnoted; direct contact was made by the firm to each user. 

' , :•, 

· · Mallinckrodt attributed the problem to slight chips in the lips of the vials, which i.n 
·· some cases, after packaging and autoclaving, developed into hairline cracks allowing . 
contamination to take place. The company noted that 600,000 vials had be rein
spected before the decision to recall the 300,000 units was made. Notification to 
users, through a ~'Dear Dr." letter dated Dec. 17, stated that the situation ''is very 
serious" and "may be life-threatening." All products involved in the recalls were 

:.produced at the company's Sti. Louis plant. 

Visits 12/11 

Ltrs 10/17 

False & misleading 12/5 
labeling 

[ 1] All lots recalled except: Conray ~. BLR-E, BPX-B, BRX-A, BRX-B, BRX-D, BRX-E, BSL-A, BSL-B, BSL-C, 
BSL-E, BSR-B, BSR-C,BSR-D, BSR-X & BSR-G. Conray 400 • BPX-D, BPY-E, BRT-B, BTG-B, BTG-C, BTG-D, 
BTG-E, BTG-G, BTL-A, BTL-B, BTL-D, BTL-E,BTL-G,BTN-G, BTN-D, BTN-E & BTN-G. Angio Conray • BSG-A, 
BSG-B, BSG-C, BSG-D, BSG-E & BSG-G. Vascoray · BMA-G, BPP-A;BPP-B, BPP-C, BPP-D & BPP-G. Natl. & inter-.• 
natl. distribution. Approx. 200,000 vials of all products remain on m:i'rket. Direct contact was made to each user. 
[2]. Natl. distribution to warehouses. [3] Letters instructed consigneeito check all dial faces against illustrations .. 
provided and to notify co. if any defective dials were found. Natl. distdbution to MDs and to Africa, Far East, Europe, 
Japan, Latin Ameripa, Canada & Caribbean. Approx. 20,000 faces remain on market. [ 4 J Reason: Failure of devices,:. 
to alarm of a machine malfunction under the condition of disconnection of certain tubing between a respirator · '·· 
machine and the spirometer unit. Natl. & intematl. distribution to hdsps. [ 5] Lot numbers: All devices shipP,W 
between 9/ 11 & 11/4. Natl. distribution. Approx. :15 devices remain Ion market. [ 6) US District Court, North 

I 
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rn11AT nrTION<: ..,,;--•• • •• ..., •• .._,,M...,,. 

Lot No. Mfr. or Distributor Reason Dau 

Footnote Abbott Loss of chemical , Phone 11/15 
i, nostic Test 3 ml. stabilit & 18 Ltr 11 18-

[2] Dexamethasone .75 mg. tabs Control # 8279 Danbury · Contamination w/ Ltr 12/21 
methyl testosterone 

! [3 J Disposable Plastic 3-way All beginning 
i Sto cock device w/H4 & IDS 

Pharrnaseal Footnote Ltr 11/23 

r 

Suby's Solution G Urinary Calculi Solvent G4K023 McGaw Mold contamination Visit 12 17 
[4] DC Defibrillator Catalog 91304 GE Sync test switch Corrective 

#A3220C, model #46-r-_20_3_2_7...,0G ___ IC___. ____________ ..._m_al.....,fu_n_c_ti_on _______ r_o,.._1_0._14 ..... 
1 

22138 , 

Walgreens Cod Liver Oil, Mint Footnote 
Flavored & Plain 

.. Liver IM inj., 30 cc. 22013 

(8] .. Aggregated Albumin in kits 99.4' -146 

[9] Code 1676 Stilbestrol Pearls All 

{lOJ Footnote 

Bel-Mar 

Walgreen 

Bel-Mar .. · 

Medi-Physics 

R.P. Scherer 

Bel-Mar 

Subpotent in Vitamin Phone 12/22 
B-12 
Error in label dosage 
recommendation , 
Subpotent in Vitamin 
B-12 
Label bears 190 day . 

ex iration instead of 180 
No ANDA 

Ltr 10/29 

Phone 12/3 
&4 
Phone, ltrs, 
visits be2:. 1 
Ltr 11/26 

Subpotent in Vitamin Phone 12/16 
B-12 

Service Ideas Misleading labeling & 12/20 
dan erous to health 

[1] Lot numbers: 160A274X, 160A274H, 160274AA, 160274BB. Natl. distribution & to Canada. Approx. 250 
vials remain on market_ [2J Also distributed by: Deacon, Bioline, Sherry, Interstate, Wolins, United Research, Henry 
Schein & Rugby. Natl. distribution. Approx. 7,100 tabs remain on market. [3] Reason~ ID-fitting luerports mil)' 
cause leaks or disconnections from an IV appartus and pinhole leaks or disconnections in the well of the stopcock 
handle; may cause leakage of fluid or non-sterile air to be sucked into an IV administration set-up during use. World
wide distribution. Approx. l to 2 mil. remain on market. [ 4] All devices have been repaired. Distribution to hosps. 
[ 5] Also labeled: Liberon, Henry Schein; Liver, Iron&, Vitamins, Sherry; Liver, Iron & Vitamins, Spencer-Mead & 
Liver, Iron & Vitamins w/B-12, Hilco. Distribution toNY~NJ, Pa., & Calif. Approx. 400 vials remain on market. 
[ 6] Lot numbers: mint flavored - 0153C64 & 015~C64~c-Plain • B822U64. 'Imported by Arista. Natl. distribution 
Approx. 10,000 units remain on.market. [7] -Arso-latiered for Wolins. Approx. 300 vials remain on market. [8] Natl. 
distribution. Approx. 130 kits remain on markeL~f9l'Natl. distribution & to Canada. [ 10] Lot numbers: 21706 
& 22104 under Rugby, Prime, Henry Schefu &Lannett. .21110; 22010, 22011 & 22168 under Rugby, C.O. Truxton, 
Henry Schein, Hilco, Spencer-Mead & Sherry: 2t689, 21741, 21995, 22059, 22063, 22064, 22065, 22071$, 22090, 

, 22163, 22164, & 22182 under Rugby, Wolins, Spencer-Mead, Sherry, Prime, Federal, Bel-Air & Henry Schein. Natl. dis 
tribution including Puerto Rico. Approx. 2500/30cc. & 250/10 _cc. vials remain on market. r 11 l US District Court. 
SouthNY. [12] USDistrictCourt,Minn. 

EDITORS' NOTE: Above tabulations are prepared from weekly lists made public by FDA's Office of Asst. 
Commissioner for Public Affairs. Re-arrangement of informatlon supplied by FDA chiefly involved expansion 
of footnotes to shorten tabulation. Though listed by FDA, DESI recalls - undertaken to implement FDA 
findings, based on NAS/NRC efficacy review - are not included in. "The Pink Sheet" tabulation. FDA's recall 
procedure now has three categories: Class I, for emergency, life-threatening recalls; Class II, a ,.,priority" 
·situation that is possibly or potentially life-threatening; Class 111, a "routine" situation with little or no threat 
to life. Editors of ''The Pink Sheet" appreciate hearing from any company that would like to provide additional 
information of any recall listed in these W<tt!kly tabulations. 

[T&G-7) 
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_ _ ~ R:P. SCHERER ~OAP. NOT R_ESPONSIBLE FOR RECALLING :·code 1617I:,: 
0 mcluded under:: 

lation of FDA's Weekly Recall List issued Jan. 1, 1975 ("The Pink Sheet" Jan. 6. T&G-7):':: 
in the industry, Scherer is a contract mfr. and doesn't market drug products under its owJ~t 

0 

- - - ~ 

. - ,.:\i 
Scherer made the recalled vet drug for Cutter's Haver-lockhan: labs,. Shaw-·' 
Kan., whose Bayvet Corp. subsidiary was responsible for the recaH, based 
FDA's allegation that t~e pmch.1C'i: was marketed without aril approved i\! ·-
Animal Drug ApplicatioriY. 

_Re21sol1l 

','; :r-""· ~, ' . 

McGaw n ,000 ml. Normal Saline. G4K048 & G4K050 McGaw Leaking containers Visit 12 20 ,i 
{ l J lDigitru. Devices Model 560 , . . All _q~vic~,-- Digital Devices ., :. ~------ Unnecessary radiation Footnote· 

" • • '~{\ c·i~J< ex osure · . · · ·;:\·7tt_,.:":-
[2] .. S.S. Whnte Panorrex Panoramnc Footnote . · Pennwalt's SS:..White Unnecessary radiation Footnote .. 

'Dental X-Ray machine •:,.; .. .;;·,i Dental Pro,ducts· . exposure. c. -i!U .. , 

Dantrium 25 m0 • caps Control #809941 Eaton· if" Non-content uniformity Ltr 12/14,.'.6, 

[7] 
' 

[8] Gemmone - V caps lif:Bti~d~--'"-· , --•-: 
[ 9] Solarama Board -r.ia:-:t:-. -, _,,__ ___ _,_-s1-;;-lr"•"Te-a""id.,...in-g"Tla,.b-er--in-g-.-.-n-~~---i 

[n J. Corrective 'action program:initiated'TE/6: }f lJ:l.ot ritimbe1sltAll units manufactured· on or before 8/lS Corrective 
action program initia_ted 12/13.-•Nati:1istribution7l~l<Distribution_toSout1i·w;·East''blifo';w: va:~Northeasi Ky.,~. 

·Ind. & NC. [4] Distrtbutidntp•2Arugfinaj).:~~~~ppt_ox. so,i.,i-oo cc: vials remain on market:. [~) Recall. 
includes Plain Cremagol~~henolphthale,~:_infr~.c@l¥-in Cremagol;-·[6] Lotnumbers:_J04L7,J04L8,JQ4.L9-, 
J04N9, J04Pl, J04R2, J04R9, J04Sl,.J0.4P3,'J04P5.,J~P'.7-;J04R0, J04R4, J04RS, J04R6 & J04R7 .. Distribution 
to hosps. & clinics in East US~possibly: .. Puer:io ~ruc:o:c:·t~n: :T~bing not concentric & does not collapse normally . 
when clamp is closed. May rioi'occludeproperly::. {7}:Re~s{m: When device is steam autoclaved, the plastic parts 
deform. Labeling indicates steam· autoclaving as an acceptable method of sterilization. Natl. & intematl. distribution. 
Approx. 170 units remain on markef;' [8] US District Court; Nor~ Ohio. [9] US District Court, Central Calif. 

EDITORS' I\IOTE: Abo11e tabulation fis prepared from ai wee~ly -Risi: maids publlfi~ by IFDA's. OOiCG ~ Asst. . . ' \ , . ~ -
Commissioner for Public Affairs. Re-arrangement of infovmatio'l.'il supplied by !FDA chiefly in110it1ed enpsnsion 

\· 

of footnotes to shorten tabulation. Though listed by IFDA, IO!::Srr recalls - 1U1ndevtaken to implement IFDA 
findings, based on I\IAS/1\lRC efficacy ret1iew - are not included in\~e !?ink Sheef!" tabulation. - IFl!JA's recall 
procedure now has three categories; Gass I, for emevgancy, ii1e-thveaitel1ling O'l?l~lls; Class II, ai "pvoorrity" 
situation that is possibly or potentially life-threatening; Class m, a "routim" sitw~oo wi-m Bmte cu u10 ~reait 
to life. Editors of "The Pink Sheet~• appreciate hearing from any company that wookll iif'l:e i~ pro11ide addiiiom!lff 
information of any recall listed in thes0 .weekly tabula~k>ns. ~J, 

. -- ·1 
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AIR-SHIELDS' VENTIMETERVENTALATOR CLASS JI DEViCE RECAll :· due to a potential 
misconnection· of 

· the ventilator-gas machine hose, applies only to those units manufactured by the Narco subsidiary prior 
to Jan. 1, 1973. Air-Shields initially discovered the potential misconnection problem in Nov. 1972 and 
made an engineering change which was incorporated in production, according to Air-Shields Quality Assur
ance Director Hal Sumner:· "At that same time we sent a field service bulletin to all our dealers and 
salesmen telling them about the problem and informing them we would supply new adapters to anyone 
that requested them," Sumner said. FDA discovered that the problem still existed with devices manu-, 
factured prior to Jan. 1, 1973 through an article in the March/April 1974 issue of Anesthesia and AntJlgesit&, 
in which three W.Va. MDs reported a case of "severe pneurnothorax" resulting from a hose misconnection~ 
FDA:S Recall List notes ''approximately 2,250 devices are in use"; company maintains 1,218 remain to 
be modified within U.S. · 1 · .. , 

!\lame, f orrm & ILaooi_11:ir====''===IL=iil=it =re=illl·===ltlim=11.=0=11=1D=is=~=i=~\Ul=it=!iil!1==:!!===[Rl=~=©S=O=~=,•:.=·~· ='•-=· dk=ID=a=t!===!r [Numbers refer to footno~es] l 
-.: -,,-.u 

Kasar label mix-up,··-;;.·: Phone 12/31, 
1/2, Ltrs 1/8. ~ 

[2] Cen~cllcem Test foli'Qwlntitative D 4201 Union Carbide Footnote 
Ikte~OOllll of ~rum Ureai Nn 

Air-Shields Misconnection of hoses ~?°tnote f 
i=.---------------1~-•--· •-··-----ii-----------<:-;.;to;...w;...r;;..;o~n....,,_.;;;ort;...s.;...__--l1 _____ ,i 

Ceiling Cirane-XDrn@Il All units Philips Medical Systems Faulty installation Memo 10/25 
Footnote 

~~-lL~¥_o,....ID;,(C...,,.· _lF_~ __ w __ /_&_n_2_···--~1-,-l,,..,,6,..,.8..,,.85,,...·_'. __ H_:M:-S&D __ . ___ ✓_··-'·--fr:JLa:-b_e_lnux_· _•u __ p_.n-:~·=·-;·_· '"'"":-P_h~on:-,e,:-1_2 __ /1_6-lf, 
Prodzyll cap§ 22169 --= Progress Footnote . Phone,ltr 12/Z f 

tt======~=e~===~=foo========F=oo=t=n=ot=e===N=o=r=d=en========"=S=u=b=po=t=e=nt=====L=ti'=l=l=/l=S==i~ 
[ Il J Distribution to state & county hosps. ana distribution centers in Conn., m •• Minn;~ Calif: &··Ariz~- [ 2] Natl. & ~ · 
intematl. distribution; Approx. 985 kits'remain on market. [3] lot numbers:; All units manufactured before 1/1/73~ " 
including serial numbers 25t64:.:.25303-:1,All·1¥UDberswith prefJXes FB;MB, DB, JS, BB, G~~NB,.E~, KUj'CU, till, . f 
AU, FlT, MU, DU, JU, BU, GU, NU, EM, Kl\4i{:M,. AM, ?M, MM, DM, JM, BM, GM or NM~ Corrective action program it 

begun 12/16 by letter advising that fi~_ps,~ inspect devices and replace bag connector pipe with one containing ~ 
a pin insert: Natl. distribution. · Appr~j.,;ZS~hievices in use. [ 4] Devices not physically recalled •. Distribution to ~ 
hosps. & radiology offices nationwide. {SJ )~:eason: M~ab~led - f :'11ure ~o warn ~rs of restrictions of ~se ~ that r, 
electrodes cannot be connected to ca_~et6!5:otother devices mdwelhng or unplanted m the body and terminating r 
ii, the vicinity of the heart. Correeti11e·actionbegun 11/11 by letter, 2 adhesive labels and return cards. Natl. and r 

intematl. distnbution. Approx. 420.deVICes remain on market. [ 6] lDistribution to hosps. in Atlanta, Kansas City, ___ ~ 
Minneapolis, Philadelphia and Memphis; fl] Reason:· Label error - the face panel of the labelstates 25 mg. diphen- - ~ 
hydramine HCl, while side panel states SO mg. Product. is 25 mg. strength. Manufactured by Rachelle. Distribution --- t 
in Calif. [8] Lot numbers: C750 (11/10/72), CS22 (8/8/72), C486 (6/20/72) & C392 (6/7 /72). Natl. distribution. :- f 
IEOffORS' l\lOYI:: Am,110 taibula~on iSc~ prrepaved M:,~ · ~ . waield\? lli~ ~e pyll:nflic lbiy ii=DA's OOics o'I' ~ 
CommiSSKl>li'iei' foll !Jl>ub!ie Affail"3. Re-amingflMeli'ii oii inforrmaiiorro SVJpp!i~ by !Fli'.))A dli0~I\? Di"ill1o!ue«l1 e>tpamion 
of foo~rnoias to m.o~n imbuiaition.. Though lisifl©I foV 'ii=IDJA, Kll!E$0 i'(!l©i!B!ll - IIJJITlld<ZlmJ!tGrro ~ nmp!&mell'it FD~ 
findiri9$, IMss~ ora i\lAS/i\lRC eflicacy review -- we rnoi nnit:IM«:lS<dl Di'il ~e i?iw!:t $heQt'' ~oo!©~Oa',J. IFIDA's trecaiSI 

t 
. ~ 

' 

i 
proceduve rn>w 11111111 three;, ca~vies: Class I, for emev~~. ii'/"°~voom1i!/al!i] ~is; Class II, a "pli'iority" h 
siwatiorro ~&ii us l!lOSSibly ov IJlOtentimlly life-t~we21ieiroilil9; Class m. ei "vm11iliM" simaiiioo ~rfu lln~k1 Oil no_ ~r~ .. "t 

• <. w me. IE~!IS c'i ''lr~e l?ivi~ Sh00t'' appreciaiie hemvaUD~ from 361l\f rorn~ITllV ~ai wool~ iil!w .. ~o. prouide -~~j~onah t 
a U61lfoli'ffiSJtliO!/\l di ,my \i'eCSH !fa~ Dfil ~ wooldv i:albu.!!Smions. . . ._; . 



tll GFDA RECi\LLS ANO COURT ACTIONS .•.. ISSUED JAN. 22, 1975. 
~11--------------,-----,.--------,--------r------l 

• 
:.:.·11!, __ ..,....N_am_e,_F_o ... r_m~&~L~a::-be_!_er __ ~~-L-o_t _N_o_. ____ M_f_r_. o_r_D_i_st_ri_b_ut_o_r ______ R_e_a_so_n _____ o_a_t_e _ _, : ,- [Numbers refer to footnotes] 

~ 1 ctA~!tasc:&1i~i 

-

) r(I J .... r{bboject ~~~~•:'~oclium 

i
. ~ .. _ .. B_i~bon~t~ I~.:~,~-~~n U.S.P. 

!.ceASS:W'.RECAt:CSi 
~ (2 r·❖ ~~::i';';:;:;~;-:P. 1,000 

Acetaminohen Tabs 
Butabarbital Sodium Elixir 
Hoyster Tabs 
liver, Iron & Vitamins with 
B-12 Vete · In·ectable 

[iJ .. Magnesium Sulfate Injection 
U.S.P. 50% 
OTC Multiple Vitamin Tabs 
Pedahist Tabs 

Dent's Toothache Drops Treat-
ment & Dent's Toothache Gum 

42-783-DK Abbott 

Upjohn 

11986 & 11987 Wolins Phannacal 
B-79 Bowman Phannaceuticals 
TK7463 C.M. Bundy -- - -- . . 

21741 Bel-Mar Labs 

7652, 7656, Chemrich Labs---
7661 
5278 The Pill Mill< 
540974SG Dooner Labs· .. 

C.S. Dent 

Footnote 

Subpotency- •· 

Misbranded 
Subpotency 
Footnote 
Subpotency 

Footnote 

Subpotency 
Footnote. 

Adulteration 

Phone 1/3, 
Ltr I 7 

Ltr 12/18 

Ltr 1/7 
Phone 12/20 
Ltr 1/7 
12 6 

Phone& 
Ltr 1 8 
Ltr 1/10 

Phone 1/2-7, Ltr 1/6 

1/10 

[ 1 J Single dose vial labeled in part, "10 ml. Abbojed/Pediatric/Sodium Bicarbonate lnJection, U .S.P. 8 .4%/10 meq." 
Natl. distribution to 116 hospitals with approx. 2,200uruts still on market. -Reason: Packaging mix-up -stray vial . 
labeled as "IO ml. Abboject Epinephrine l:10,00Q{O..lmg./ml.)" found m ·box containing recalled product. [2] Natl. 
distribution to hospitals with firm estimating thatapprox. 500 vials remain on market. Rx biological contains 1,000 

· units thrombin/vial. [ 3] Manufactured by D. Graham in white plasticbottles- of 1,000 tabs each, labeled in part 
., "Wolins Sansprin. Each tablet contains acetaminophen 5 mg." .Label should read 5 grains/tab. Natl. distribution. 

[ 4] Packaged in gallon ·and pint gla~ bottles .. -Distribution. to MDs-and hospitals in Ohio. [ SJ Dietary supplement, 48 
tabs/bottle packed in one dozen cartons, 7 dozen cartons/case. Distribution ic; whslrs. in Ohio~ nortJie~ Ky.; eastern 
Ind., southern Mich., western Pa. Reason: Product-deficientiri Viramiri .A & Iron)Over in potassium & magnesium.· 
(6] Product in 100 cc mu1tiple gla~ vials labeled~~bi;lted}iy"Tainco ProfeSSlonal Equine Productu & "Llver 
Injection Equivalent to IO megm. Cyanocobalammpercc.n Finn:estimates that approx. 25/100 cc vials remain on 
market. [7] Distributed by Robinson Labs in 3O,ccmuJ:tiple dose~vials:: Reason: _Particulate matter in all lots; one 
lot (7656) superpotent. [8] Distributed by The Chrisman Cq., in bottles of 100 tabs labeled "Daily Vitamins." Distri• 
bution to Mich., Ill., & Ohio with finn estimating. tha-fapprox::i35,oouiabs remain on market. [9] Antihistanrine 
decongestant manufactured by D. Graham Labs; In starter dose; physicians sample, 6 tabs/vial, 144 vials/carton with 
labels reading "Each Green Tablet.' .. ~tributioµ meastem US-to 12 states from New England to Fla. with firm 
estimating that approx. 3,200vials remain on market.· Reasoq:- Product formulation was changed resulting in white 
tabs instead of green. Old labels were not destroyed; [10} .Products contained D&C Red No. 17 which is unsafe for 
internal use. US District Court, Southern Ohio. · 

; :~eR;;1:;!~~~!~:~. l~:~~T~~;~-¢~~~~:-~~:: was-~uz~ ~J~~~~d ~~t ~la~!I ·as carried in 

~-··1--------------------i 
~ EDITORS' NOTE: Above tabulation is prepared from a weekly list made public by FDA's Office of Asst. 
~,-l Commissioner for Public Affairs. Re-arrangement of information \upplied by FDA chiefly in~olved expansion 
:l of footnotes to shorten tabulation. Though listed by FDA, DESI' recalls - undertaken to implement FDA 

• findings, based on NAS/NRC efficacy review - are not included in "The Pink Sheet" tabulation. FDA's recall 
·~ procmfure now has three categories: Class I, for emergency, life-threatening recalls; Class II, a "priority" 

situation that is possibly or potentially life-threatening; Clau Ill, a "routine" situation with little or no threat 
to life. Editors of "The Pink Sheet" appreciate hearing from any company that would like to provide additional 

information of any recall listed in ~~se_-weekly tabulations. ·.. ••i':;.;.:; : .. : ;;'-~-:.; ,;:-;i·.:· _·_;:-:-·: -·-·· - __ ., ____ ;·':::: 7- .. ·-·" 
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Lot No. Mfr. or Distributor Reason Date 

ijj 8i=Oli RJ:rlil I<: lll\ln f'OIIOT /\f'TIOl\l<:" IC't't1Cn t/\1\t 'ln 
~ ---- -• .. •-·----.• ,. ______ ..,._. •• _ _ ...,,.....,'-'-4--c-t- r,u, tUtW--U ---.- • ·.- ,IVUUL.U \JMIV. £..:J

1 

j Name, Form & Labeler 
] (Numbers refer to footnotes) 

H~:~:~3~~e lotion Footnote Red-Products Contaminated w/ Ltrs 11/14, 
seudomonas bacteria 12/18 

~..... ([
3
2 Jl Irrigation sols. 

;J Pentids & Veetids 
All lots beg. w/G&M I McGaw Mold contamination Mailgram 1/13 . 
Footnote Squibb Sub potency Ltr l / 17 

141 Akineton tabs 13500253 Knoll Footnote Ltr 1 /14 
[5] Proserum 25 Normal Serum 174-077 Dow · Fever & chills in Phone & 

Albumin recioients ltr 12/3 ! 1---~------,,...,,,,_ _________ ..__ _____ __,, ____ _... _______ _._ _ _... __ -I 

; ;~~1~1i, .. R~~;~l,}J 
f 6 l Orabex-TF tabs B-112 
f7l Formula 239 Analiresic Balm 4217 
f8l Phos-Cal caps w/Vitamin D & Ironl 4F475 

.. ii§:iiiis'.:~c1Mfl 
[9J Skin-Cote Waterless Hand 

~ Oeaner 

Phanned 
G&W 
McKesson 

Handy 

Cracked & broken tabs I Visit 11/15 
Footnote Phone 11 /5 
Footnote I Teletvoe 1/21 

Packaged in margerine 
or lard containers 

1/16 

[lJ Lot numbers: All except ADP, ADB, ~T, ADV, ADW & ADX. Natl. Distribution to hospitals. Approx .. 
250 gals. remain on market. ___ - ., •·· · 

[ 2] Products include: Distilled water in irrigating container, 3.3% Sorbital Solution, Resectisol 5% Hannitol, 
Normal saline in irrigating container, 5% dextrose in distilled water, .45% sodium chloride in irrigating container, 
Ringers solution in irrigating container, .225% sodium chloride in irrigating container, lactated ringers in irrigating 
container, silver nitrate solution mixing kit, 33% sorbital solution urologic irrigating fluid concentrate, 15% Gly
cine in distilled water urologic irrigating fluid concentrate,_ 1.5% Glycine solution urologic irrigating solution, 

' 25% acetic acid in irrigating container, and saline solution kit. Natl. distribution w/shlpments to Puerto Rico· & 
Canal Zone. Approx. 1.3 mil. bottles remain on market. · · 
- . -
[3] Lot numbers: Pentids • 4B544, 4B547, 4C463, 4C464, 4B460, 4B527, 4E595, 4D535, 4B543, 4B600, 
4C462, 4C517, 4C456, 4D444, 4D457, 4D488, 4D521, 4D549, 4D571, 4D002, 4D642, 4E447, 4E449, 4E464, 
4E475,4E483,4E523,4B641,4B560,4E572,4E575,4E596,4B622,4G450,4G481,4G571,&4G629. 
Veetids - 4B536, 4B539, 4B585, 4C460, 4C457, 4C461, 4C493; 4D536, 4C459, 4D600; 4£448, 4E539, 4E508, 
4E590, 4F445, 4G501, 4G446, 4H489 & 4H539. Natl. & internatl. distnbution.. Approx.490,000 units rernair? 
on market. 

[ 4 J Reason: Due to an error in mailing of MD samples, product was mailed to expectant mothers. Distribution 
to Northwestern NY. , 

[ SJ Natl. distribution. None of the product remains on market. 

[6J Manufactured by· Mallard. Distributi9n tocJ~~ WVa. & ViL ·, .. 
[7] Manufactured by Arnbix, Reason:. Tubes-of rectal ointment were mislabeled as analgesic balm. Distribution 
to pharmacies in DC; Hartford, Conn.; St'., P.etersburg; Fla.; Indianapolis, Indiana; Kansas, Mo. & Long Beach. 
Calif. . ·s:o· ' ••. · -, : . . -

[8] Manufactured by Scherer. Reason: ·Product contains 400 LU. of Vitamin D while label states 66 LU. 
Natl. distribution. 

[9] U.S. District Court, West Wash. 

,. . EDITORS' NOTE: Above tabulation is prepared from a weel<ly list made public by FDA's Office of Asst. 
Commissioner for Public Affairs. Re-arrangement of information supplied by FDA chiefly involved expansion 
of footnotes to shorten tabulation. Though listed by FDA, DESI recalls - undertaken to implement FDA 

[. findings, based on NAS/NRC efficacy review - are not included in "The Pink Sheet" tabulation. FDA's recall 
·procedure now has three categories: Class I, for emergency, life-threatening recalls; Class II, a "priority" 
siruation that is possibly or potentially life-threatening; Class Ill, a "routine" situation with little or no threat 
to life. Editors of "The Pink Sheet" appreciate hearing from any company that would like to provide addifonal 
information of any recall listed in these weekly tabulations. - [T&G-3] 
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con~ucte~-~: ~~e if the in~e~ -h~s any effect on the patient. Chairman Fowler respond~d thaf h~1ei't 
a "trial balloon" could be helpful, not just to test the insert, but also to improve it. However, he d¢
clared, he was lL'lwilling to await the work of other cmtes. on patient inserts, because such inaction could 
postpone the project indefinitely. 

The cmte. has already discussed the need for including patient inserts with all 
hypertensive drugs and believes the inserts would promote patient compliance 
with taking medication, while pointing out some of the major side effects of 
different antihypertensive drugs. Belton noted the cmte.'s agreement re place
ment of adverse effects on a sheet to be included with all hypertensive drugs,. 
because the patient is often undergoing concurrent heart drug treatments. 

eFDA RECALLS AND 'COURT ACTIONS •.•.. ISSUED FEB. 4. 1975. 
Name, Form & Labeler Lot No. Mfr. or Distributor 

D-M 

23806---'·, . 
. _, ~ ·-I Rond,ex :. .... : 

' .. , ~.~··. 

(3 l Allorganic Trace Minerals 413 Standard Process 
[ 4] Quinudune Sulfate tabs 

~ ~--f~ /,:.;;~ 

Batch·"·_' Phoenix · 
c~~lrol #12225 - -J:. 

Reason Date 

Some. unitslabeled 1/27 . 
Promethazine HQ in·. 
Unsatisfactory bio
availability 

Ltr 1/22 

Deficient in B-12 Sales bulletin 1/13 
Phonel/17, 

Ltr 1/24 

Super-T liquid supplement ... ,, .. : ·· "• ··-"'--""'="' - Bio-Dyne -~:----- Deficient in folic _ 12/5 
.,. -- .•. · '1<.;;'SJ' t,;"?i'l;C~:,•·, _: ,_· ~--.c~:--:'.:c••;;··acid&VitaminB-l2' 

[ 1 l Manufactured for Rugby. [ 2 l ·; Distributed by,;_: Rondex, Purepac, B.R. Mitchell, Bioline, Cooper, Geneva, Henry 
Schein & United Research. ·. [ 3) .-N~tl. distrib~~~ .. --f 4) Man~actured for ·wolins & Unite Research, Natl. distribution. 

(51 Approx. 175,000-tabs~~truilii-~~i~~~;~~~pistrict-·Couit,,Ne~1:=~~ -~_----~-~ -~"" -t I- · · 
EDITORS' NOTE: Abov~ tabul~tio~· ~ ~ :fri>~ -..: .weekly.-tist··made public by FDA's Office . of Asst . 
Commissioner for Public Affairs . . : Re-atr~ment ~ot '~fc,~on supplied· by FDA chiefly involved expansion. 
of footnotes to shorten tabuiation:· -: ~ ·listed by· FDA,- DESI' recalls ..;. undertaken to implement FDA 

findings, based on NAS/N.~~~CK'f i~,i~~,· ~~ incl~!Ki i11 "The Pink Sheet" .. tabulation. FDA's recall 
procedure now has three· categories:":[· CJil#1/;f.,(~mergency, life-threatening recalls;, .Class II •. a "priority" 
situation that is possibly or potentialif ~;i,,~ie'ning; Class 111, a "routine" situation with little or no threat 
to life. Editors of "The Pink SJ,eet.•~appr~·l1fr,lring from any company that would like, to provide additional 
information of any recall listed in these ~tay'~~lations. . . 

. :- - - ,~ . , 

DIGITOXIN PEDIATRIC GUIDELINE LABELING AWAITING FED. REGISTERING will con-
C tain "text-

book" dosage levels, BuDrugs Cardio-Renal Div.'s Joh~ Harter, MD, reported to Cardiovascular-Renal Drug 
Advisory Cmte. Feb. 7. Recommended total pediatric digitalizing dosages, Harter said are: .022 mg./Kg 
for infants up to two weeks old; .45 mg./Kg. for two weeks to two years; .04-.03 mg./Kg. for two to 
five years; .025 mg./Kg. for five to 12 years. Based on a recent reading of the labels from 50 digitoxin 
preparations, Harter said he had found only one label - for an injectable form - identical with FDA's 
proposed pediatric dosages. Thirty-three labels, he noted, had no pediatric dosage guidelines. Cmte. 

I 
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F~D-C REPORTS T&G-5 

NO RECALL ON FDA's LIST ISSUED FEB. 12 reports an action taken later than Jan. 27 -
two-and-a-half weeks prior to issuance of FDA's 

weekly document. All recalls were Class Ill - routine, little or no threat to life. Earliest recall on list 
was Bristol-Myers Dec. 20 instructions to salesmen to pick up 7,500 bottles of plastic-packed "Body-On
Tap" shampoo in Colo., Kan., Ohio-& Wyo. because of bacterial contamination. Latest was Jan. 27 
phone recall by McGaw Labs to hospitals in five states of 300 units of Normal Saline, mislabeled as 
Distilled Water Irrigating Solution. Two recalls by Internal Drugs, Smyrna, Tenn., involved contamina~ 
tion with methyltestosorone· during repackaging. 

eFDA RECALLS ANO COURT ACTIONS 
Name, Form & Labeler 

(2] Normal Saline 

(3 J "Body on Tap" hair shampoo 

[4] Stamyl 

Butamin Tabs , , - · 
Thiamine HQ Tabs 

Lot No ... Mfr. or Distributor 

Carroll 

A4K152 McGaw Labs 

4C04, 4C0S, B-M 
4C06 
580LE, 580LE Winthrop Products ,,,,, 
coos Mallard -
40606 Intematl. Dru 
40313 JntematL Drugs. 

. '~· ·."".,.,. ; Glenwood Labs , 

ISSUED FEB. 12, 1975 e 
Reason Date 

Subpotent Ltr 1/17 

Normal saline labeled Phone I 27 
as distilled water irrigating sol. 

acterial contamination Salesman 
ick uo 12/20 

Footnote Salesman pick up 
1/16, Ltr. 1/17 

Sub otent Ltr 1/7 
Footnote Ltr. 1 / 17 
Footnote Ltr. 1/17 

Adulteration - product 2/3 .....,,.,..,.. __ ,... 
contaminated with insect filth 

[1] Distribution in eastern 2/3 of US. Approx. 100 gallon btls. remain on market. [2] Distribution to hospitals in 
Alaska, Ariz., Calif:;Mont., & Utah-between 9/4/74 and l/23/75. Approx.300 units remain on market .. (3] Packed ' ' -.-~·-- .. - " ' ·~ ., . ~ .... ·> • - <;I 

in 4 oz. and 8 oz·. plastic bottles .. Distribution to Colo., Kan., Ohio, & Wyo. Approx. 7,500 btls. remain on market. 
[4} ·OTC tab in strippaks of.167,stripsof 6 tabs in hospital shelf carton.• Reason: Shelf cartons lack following .. - 1 · 

mandatory labeling:"" "Stainyl Marca Pegistrada Para::, Complementer la Seerecon Insufficiente de Enzimas Pancreaticas 
Cada Tableta Contiene: Pancreaticas Cada Tableta ~ontiene: Pan:creatina a Concentraeion Tres Veces Major. Oue Ia . ;: . 

. Indicada en al MF L75 mg.: Hemicelulesa 50 mg .• Extracto de Bilis de Buey 25 mg/' Distribution to hospitals in. .. · ' 
Puerto Rico. Approx. none remain on market. [ SJ Sodium butabarbital, 30 mg., packed in botls. of 100 tabs. 
Distribution to Ill., Mich'., Ind., Iowa, Mo., I_>~.~~iApprox. 7,000 tabs remain on market. [6] Distributed by 
Carroll Chemical Co. Manufactured by Stanley prugi:. Repacked by Internatl. Drugs. I 00 mg. tabs in bottles of 
1,000 distributed to Ala., Fla., La., Mass., Miss.:,..NH;NJ, NC,Tenn., Va., DC, & one foreign country: Approx. I 5 
botls. remain on market._ Reason: Tta:~6:>ntamiriation with rriethyltestosterone during repackaging; [7] Distributed 
by Carroll Chemical Co.- Manufactur~b-y Private Formulations, Repacked by Internatl. Drugs in botls. of 100. 
Distribution to eastern 2/3 of US/one shipment to Bermuda. Approx. 500 btls. remain on market. Reason: Trace 
contamination with methyltestosterorieduring repackaging. [8] US District Court, Minn. 

EDITORS' NOTE: Above tabulation is prepared from a, weekly list made public by FDA's Office of Asst. 
Commissioner for Public Affairs. Re-arrangement of information supplied by FDA chiefly involved expansion 
of footnotes to shorten tabulation. Though listed by FD~; DESI recalls - undertaken to implement FDA 
findings, based on NAS/NRC efficacy review - are not included in "The Pink Sheet" tabulation. FDA's recall 
procedure now has three categories: Class I, for emergency> lite-threatening recalls; Gass II, a "priority" 
situation that is possibly or potentially life-threatening; Class Ill, a "routine" situation with little or no threat 
to life. Editors of "The Pink Sheet" appreciate hearing from any company that would like to provide additional 
information of any recall listed in these weekly tabulations. 



F-D-C REPORTS 

~ OTC DENTAL CUSHIONS/RELINERS/REPAIR KITS ARE "CRUTCHES," AND_ "sh~ultlf 

-~· illegal" bee 
of the "fantastic amount of damage a layman can do in the interrelationship between the mandible an 
maxilla," NJ Prosthodontics Dept. Head Paul Vinton, DMD, declared at Feb. 26 OTC. Dental Advisory 
Panel meeting. Also present were Block Drug's Kenneth Kasses, PhD, and Murray Rosenthal for a dis' 
sion of Block's study-protocol on denture adhesive efficacy. The study will include the testing of fo . 
different products on 32 subjects-with poorly-fitting dentures. 

~ .. Most· denture wearers are "in the geriatric age group," Vinton observed, and older,. .. ~ .. --
people have a harder time developing new musculatory patterns necessary for . 

-···"denture wear: ·vmton praisect···"any device that can help in this ,transition-,'': but was· ··· ·~·< . . .. . . . .•. ,., ... r: 
- _ concerned that patients·-use: adhesives as«"a crutch: .. often using dentures beyond the·: ..... ;·:·.:::;:, 
--.... ,,. .... __ "_. ~· .. . ~-.t 

,;J . time when-, they ought to." He suggested that the panel's ·proposed adhesive labeling.· :'i , ·:;x.f1 
-- : -:=·~-~~ be. changeq. from; .-'thelp:_provid·e confidence. for new denture, wearers'~ to:,.,~~an.-aid to;,,: · : . 

"'....: . _ adjustment oLa-;physical. mass.''.. · · ·· , · · · · · ·· 0 

• •• •• •• :,.~:.--·- ·-

• 

·: Lot No.· · ', · Mfr. or Distributor 
----

Reason -,;,,,. ·;.'.,.Date- .. ·· Name, form & Labeler,. 
[Numbers refer to footnotes] 

--------------~-----------------...... -----1 

[3] RauwolfieSerpentina · · · 
[4] Calactron S.C. tabs ... 

. [ 5]. .Blue Cross Omnitabs Multiple __ _ 
Vitamin·tabs''' .· .. ·,,·,, .. ,,:, t •:,,,' 

.. [SJ .Pro-Vitamin &Amygdalin sol. 
. [ 9 J. 3-P Gest-Plus. Decongestant caps 

.4H1001 Wallace 
30570 .. .,. Cord 
33248 Ferndale 
4G22,:.:.::~···· Halsey . 
:3]208 .'i. : . ~,,, 

. _,.,;,::; ·.· .. 

. .. Part oflot mislabele_d · Phone 1/3 l 
as Iodine Tincture· .. ' :·<:." · 

Mold contamination 
Subpotent 
Subpotent · .... · 
Subpotent in -Vitamin 
B12 . :·;: :;·~-

Telegram 2/5 
Letter 2/10 
Letter 1 /30 · 
Phone 2/10 

Alphaic:;_ Subpotent 
--- _c...-, -"'"" --· 

· [1] Manufacture'd'by"Nati:'·l'harmaceuticaE.~~bu.tio_n"to W.Va. None remain on market. '[2]" Natl. dis• 
tributioii. [3] Distribution to Inc:f.,IO'.'la;r-d.ich;;'Ohlo:Pa.,·Tenn:·&·Wis: Approx. 5,000tabsremain ~11 ::.: 
market. [ 4] Distribution to. Fla., )nd.JMich. ~,:Ohio,, Appr()x. 20,000 tabs remain on market. [ 5] ])is. 

-tributed. by Blue Cross: .Distnbutiori:toJif~&.:·ru~rto Rito: ·. Approx. 470 bottles remain on market:·~ -~:.: 
[ 6] Distributed by Salida, .Stanley Pharmacy~ Moore Drug. Exchange, Adler Pharmacy & Locurto's Pharmacy. 
Distribution to NY &,. Puerto Rico. Approx: 470 bottlff rem;un on market; [7] U.S. District Court, Ore, :_ 
[8] U.S. District Court, East Wash ... [9] U.S. District Cour~. Mo. · . . ' . . , 

' · EDITORS' NOTE: Above tabulation is prepared from a weeklyJist made public by FDA's Office of Asst. 
Commissioner for Public Affairs. Re-arrangement of informati~ supplied by FDA chiefly involved expansion 
of footnotes to shorten tabulation. Though listed by FDA, DESI recalls - undertaken to implement FDA 
findings, based on NAS/NRC efficacy review - are not included in "-'The Pink Sheet" tabulation. FDA's recall 
procedure . now has three categories:_ Class I, for emergency, life-threatening recalls; Class, I!, !:!.:.•:pr~ority" . 
situation that is possibly or potentially life-threatening; Class Ill, a "routine" situation with little or no threat 
to life. Editors of "The Pink Sheet" appreciate hearing from any company that would like to provide additional 
information of any recall listed in these weekly tabulations. 



T&G-6 F-D-C REPORTS 

0 IQ CANADA RECALLS 7 COSMETIC PRODUCTS, following discovery of several tyjiesof bacteii 
\...Y contamination, including pseudomonas. Siii'b' 
the products were exported to Canada from.U.S .. by Natural Organics. They include: .Avocado Moistzirii 
ing Lotion; Fre~h Cucumber Cleansing Lotion; Miracle Rejuvenator; Derm-ADE Nutritional Skin Crem ·· 
Glycerine-Rose Water Rejuvinating Lotion; and Protein Enzyme Night Cream - all in 4 oz. sizes., The~· 
product, Wheat Germ Beauty Balm, is exported from the U.K: by Charles Perry. Despite the abserice:o ,;:1, 

verse effect reports, the recall was;''advertised~'OJ! ~anadian r,ad_~<> '.1:n.d TV. · ,,·,, r,; 1 , 

11 "What took place in Canada was unnecessary,? a Natural Organics spokesman said/ He 
criticized the Canadian action for "sc.uing people'? and noted that his company would· ,J t 

have been glat to cooperate with the govt., but added:::.i..~'We never knew until aweek.after it .. J 
happened." Although·Natural Organics only distributes and:does not market the products;it::;. 
sent samples to an independent lab. ·The results showed rio pathogenicbacteriatthecdmpanyj 
said. FDA is now in the process of'testmg·the same products sold in. the U.S~ ~·Historically;·;·'..::;; 
Canadian cosmetic recalls have occurred on a •~ery seldom~::basis; howevei;:a govt. ·officiaf·'i·-i 
told "The Pink Sheet," that recalls are ex~cted to increase·fu the fublre, foll0:wµig;.;•p~nding: ; 
passage" of cosmetic regs. · -~-- -

[7] Zirobee, Bee-Tops, B12 &---- w ..... ,.c✓"'"''''-"'""''11' :. Held under.unsanitary ' .... 2/4 
Bee-Tops w/Pangamie acid· co~ditions/strengtlls differr:;;fr;=o=m=l,=a""'be""'l=1 

JI] Lot numbers: BOQ964}BOb968E~:BO()%c§~f-A;]lED6tB,:BE061 C, ED0-544, ED054B,£D054C, EOI 52A, 
'£0152B, E0152C, FJJ58A, HJJ58-P, H1I60A;;EY~ii83Ai-HAO~hA,'i-lA043B}HA043C-/HC072.,t~lfC0728 & '. 
HFJJ7C: Natl. distribution & to- 29 .foreign cfn:111tri~fjf7J;0;:Reison: 'i.abel .declares prophe~pyrichm,une rn~eateis an;· 
active ingredient when it is nofpresent~"-Dfstiibilijon-::{o\Jph~es in Va. Approx: I00/4oz~ & 2/J 6 cir:. btls. re-·. ,f 

main on market. [3 J Manufactured by R.P. &:herer/ Repacked by Heyer; Natl. distribution, primarilyirr Fla:, Ind., 
Ky., Mich., NC, Ohio, SC & Tenn. Lot numbers: : (mfrs), 58073, 5$453, 51695, (repacker) '7301644,)207 .. 608,.,· · .. 
& 7110 451. [ 4] Reason: Ind.iv. 1.8 cc. cartridges properly labeled as Lidocaine HCl 2% w&Epinephrine t':50,000, : 
Outer packaging mislabeled as Lidocaine HCI 2% w/ Epinephrine I: I ~0,000. Distribution to 7 consignees fa-Ala:; · · · 
Minn., NJ. NY, Ore. & Pa. Approx. 61 tins remain on market. [ SJ US District Court, North Ill. [ 6] US District · 
Court, Minn. [7] US District Court, South Fla. - -~···,-c: .. ·-· · - \ · ~--- · · · · ·· - .. .'c.'·: · 

EDITORS' NOTE: Above tabulation is prepared from a weekly list- made public by FDA's Office of Asst. 
Commissioner for Public Affairs. Re-arrangement of information supplied by FDA chiefly involved expansion, 

1 of ·footnotes to shorten tabulation. • Though listed by FDA; DESI recalls - undertaken to implement . FDA · 
findings, based on NAS/NRC efficacy review - are not included in"The Pink Sheet" tabulation._., FDA'si_recall . · 
procedure now has three categories: Class I, for emergency, life-threatening. recalls;- Class: II, Ja ,-:~~iori!Y?.ii 
situation· that is possibly or potentially life-threatening; Class m, a : .. routine" situation 'with fittle:or.:no 0{~~at .. 
to lif~~ · Editors of ''The Pink Sheet" appreciate hearing from any company that would like to pn,,vi~e;additicii_i~f{ .. 
inforrmrtio~'~ any;;recali listed in these·'weekly:;tabufations.·:_:,;/,;,;,:;;~:,,;;.:;~.~,,:,;;_,,~;;r,;;::/;r~i--.:....,,C,.':. l:l,';:t'l'f 



• 

~ ·.·::f::~~~~:,3::;t; .... 

~,,,h 10. ms F-D-c REPoRrs ocG•;, • :. f&.'f1iJC 
FDA's CORPORATE-EXEC-LIABILITY THEORY NEARING SUPREME COURT via argunient on·"'~ 

case involving '•·. : · ·. ·. 
the conviction by a federal court jury in Baltimore of John R. Park, president of a nationwide food ': ·.· · · 
chain, Acme Markets, Inc., on charges filed by FDA alleging rodent infestation and other unsanitary ..... · 
conditions in an Acme wareho'use. As corporate defendant, Acme pleaded guilty to each count in a · '. · _:: 
five-count indictment, but Park-went to trial, was found guilty by the jury; and was fined $250. The·:~-·· 
U.S. 4th Circuit Court reversed the .Gonviction on appeal. The govt., however, turned to the highest , . · . . _ 
court, contending that the 4th Circmt's wrongful action standard significantly we*ens_ the criteria for.':_'/)}'});~-
top corporate executive responsibility, established by the U.S. Supreme Court in a 1943' dedsion (Dott~:·t)~:t;:i.~ 
weicb). "The govt.'s policy," .its brief said, "is to prosecute only those individuals in a position and wh~:/~.:\t,~ 

' . ' ' • )7 ,. ',.. • ' • 

have an opportunity to prevent.or correct.violations but fail to do so. · ··-··--··:1-··- ·-:· · •:' 

. .. .. ,;S,.:.::. .- ' .. ' ,~,. •., -'> ·.. . <· ·:-_:_:'_·i~.' .. :1·:~,;:,~-~-~-;_,~-f_,·-.. ·.·.~,-~·: .. ,•·':.-,•,; .. ~.1.·.. . . 
, .. •~; .... ~:.;.·:_'.~rl~ :}:':'-.:-:f~~j-Q--:;"'; .--0.- - · .-- _~: ~_;- -~: _· .- - ~ 

(5) SORBO SORBITOl S~LU~l~N CLASS , RECALL DUE TO Fow·L;;:;;;:;;1;,;;-!c.up; FD!,. 
:,:.•,,:;•~•; ,· ., ... ,.. ·:·2:-,;g'ri:~•,,~j,:.,,;;,,!'-r<'"•.e<,'.".,M, .. : .. ,._,. :,.':,;;;;1)::0:~<.via.Iate.Frid. 
March. 7 press.relea&e:; ~n~~~c~d~~fth~~~~d

0

Drug & Chemical and Ruger Chemiclitpri>d~c_t:_/'FDA J 
today-notified apprmµrnately SQ:cQilsign~es-: including MDs, hospitals, pharmacies and:fopd; drug and ,), 
cosmetic mfrs,;:not,to.use·one,J9t(C]l:2314) of more than-500 gallons of sorbitol solqtj.on.:.:.Bothfinns~ 
which share the same,premises~3.l)d II,iaiiiifactiiiirig eqtiipmeritiare canying out a voluntary,iecall.'?,;i:;1:;J\1;:\ 

.. · ·\,:·:·;:-:: · ...... : i:i<\ ·· ·.;:H' oli.:fiib'~;;::~tr:~::i,?,:1 . • , ''. · \t\0> , "'" · ·•·•~ ~-= :_ · · .·• · -' i:::;_iff:_;~;1:'r); ,'.· JN "" 
The agency reported:r~•on March 5,.197!ftf1~J:hief pharmacist at .V-A Hospital . . .. ,,' 

[3] 

(4] 

[1] 
[21 

atHouston,-TexaS-~eported to,fDA .. that a;p~tientgivenan enema with the solu:O,.:~ 
tion was burned and'w35:stillbleeding three days after administration of the enema 
on March;3~-,. So'.far, this is, the-onlyJnjury reported; there have been no deathst·,:;,i,. , . 
Use-ot-a:tuu pint formulation. offo-;,malin {formaldehyde), orally or as an enem;t , . 
can be fatal." \ (Not includecFin list below) · c., ._;;;,_ · · ,· / "' ·:~t,t',i-1~'k;~i:rlf ' .. ·. · · 

• ,. /-I•,;:t"_", ,, , , :."" ".,·:•.,; •• , ':· ,· ,,. 

Distribution to' Calif.~ m., .Ind.t,Mass.:;' Mich~/ NY/Ohio & Pa;, Approx; 500,000"tabs remain 0~ market .. ,i: "<-~: 
u:s. District Court; East Wisc;-:2; .{3} .:,:u:-s:~~ct Cou11,central Calif. ;" [ 4 p U.S. District· Court; Ariz. . :_; .. 

,, • ' • • • • \ • - : ~ '>)•- .... • • ;. • • • • .! ',. . •, ), ·-: ·-

EDITORS' NOTE~ Above tabulation is prepared from a weekly list made:· public by, FDA's Office of Asst. .'· 
Commissioner for ·Public Affairs.: Re-arrangement· of infon,;,ation supplied by FDA chiefly inv'olved· expansion .. : 
of footnotes to shorten tabulation . . · Though listed by FDA;DESI recalls - undertaken to implement FDA ' 

- findings, based on-NAS/NRC efficacy.review - are not included in ''The Pink.Sheet'~ tabulation~~-J:DA~s recall, 
procedure now has three categories: . Class I, for emergency,",life-threatening recalls; _Class II, a /'Priority" . 
situation that is possibly or potentially life-threatening; Class 111, a .. routine" situation-'w_ith _ little or no threati 

· to life. Editors ot "The Pink Sh;ei.:.i1ppreciate hearing. from any company that would l_ikejo:_p~vide additional.;, 
information of any recall listed- in jhese weekly tabulations. · :;. :~f})i1U~ff~rf'.':i:, .. :t~f~,~ 

.• . . . ' .... . -~ ;tf·"' -~- . . . . - .. 
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. ., .· .' ,. ·1 -· ~!'..+~-;,, -.~ ;,./, • t - 1~-~•=.-1 \ 

@ C.E.B. PRODUCTS -- FTC CONSENT ORDER: "WARNING·: 'DARK-EVES' can cau~e:ievi:-~{}7:::>:· }t ; 
• 

· . pain to the eye f~~f~·: ' 
a substantial period of time;'' is "specific.disclosure" agreed io by C.E.B. Products in FTC consent' order,'.i~.k.: 
dealing with all advertising and packaging for the Chicago mfr.'s Dark-Eyes Lash and Brow Tint.' C.E.Bj~t,.;t . 

. can avoid the disclaimer, under terms of the FTC order, if FDA were to okay a "color additive~'. petitiowiil/: :~ 
f~r the pro~uct, probability of which' appears to be remote in light of FD A's own legal maneuvers (;''T1!_e::~{;i _ ·.\1 · 
Pmk Sheet July 22, p. T &G-6). Dark-Eyes case has been cited by FTC in budget justifications. for severalt/, " , .-~t-1 · 
years in effect to convince congressi~nal~appr~ptjations cmtes. of activity in cosmetic investigations (":Th.e~~r· ~?It . 
Pink Sheet" April 16, 1973, p. T&G-6}.·; _ :_ .'.: :- . · ·· .. _ · .. :. .. · _ ,-- _ ·,.,;_ •1: -~~.,t~;:~:.~•\;f,~ 

. . . ·. . . ::JL .. '..:'.:.' _ :".. :·:~, . . . ·: .. ..:·.:.. . ' . .. . . ...: ..... _·:??:.~'~}'?:tt~/: )~-'~{\~ 
11 ~n Dec: 11, FTC a~nollnced c~mpliance was sc. ~rgent that unles~ C.E.B. immedi~iely. ;'., .. ;.:t(lJ;f;,/:.: · · · 
" d1sp!,ayed _th~ war~~g on_aU ~omt,--?f-purchase display~, agency will go throu~ with a-· '.:: -~('l'ii-fi .~·,~: 

·c." _, . . consent . prelumnary mJunction m federal court. C.~.B. signed the a~:ement with FTC .?,n <~~~ .. ;)tf · ·· 
-_- ---·:.Sept. 23; mformed FTC Dark-Eyes ads had bee,n stopped; and aU-remarnmg packages at.re-: : . ;;if:.J> ,, : 

. · tail/whsle. levels were·being recalled ('1'he Pi;nk Sheet'' Oct. 14, p; T &G-10); .Complaint was,. ._:,,:~~:t.; ~"-o:_. 
··. based on TVco~~ercials going back to J,97f, ancl alleged TV derrionstrations\>f the ·applica- - :~nJ\, . 

" tion process detracted from effectiveness of precautions in the directions for use.. . . .,_ .. ·" :i:: ! c{ ': 
·~·7 ... ·~-:---.-.·-·•, ··•·-----·-----------·------ ---·-:··;: "--~--- ~~----,,,- --.. ·-··-- ._._ ' . ··-----·-- ·-__ .. _:...; --.. ~ .. ·_,·-~.•: 

. '\; ; ~;i• . -

.[4].: .. Devra Harris Exquisite Nails--:,.:_ .~:~.!.. ~ -- : . ·L. House·of Barri~:.,.:._~ ;:': . .:.. 
-.i.0 .. :_M? ___ . ··. ~:"BiJ-e:: ··: ~_..:_ ~ •~- .::t::,n.1;-.. :. ;:·;-.-f, _ , .. ~"-,~ ~ .. -:::>~:~ _l: -,_. monomer··· .-.. · .:.;1:_;·:.t.:.,.~-:··-

[ S] ,,, Long Nails CltB. 
. 

. ,,.,.....·,,.,,.,..,,.,....,.,. •--~,_-,,.~--- , .. ,,.,_ ·--. --- -~~--· .. ,.~.~· .. - ... ~.,..,., __ 

MethyJ. rne.!fulcry,ate ,,"' . ? /~, ;,; .·: .' -:-;;-,/ 
monomer 

All Rx. [ 1] Firm issued copy ofService· Iriformat'f~rt #1070 dated 2/22/7 4 to all consigness. Report consisted i 

of-wa:rning statement to be added to Operations ManuaUor-device~- Nath and internatl. distribution. [ 2 J -Kit contains I 
agar plates, coccidioidin ~e11, positjv~if~~~::c:ontrol m .... aterial & pippets. Natl. distribution to. labs and lab sup-, 1·. 

ply houses. Few remain ori market [3J,;_Package~"im:artons of 5·preftlled syringes. Natl. distribution to MDs, :·- . 
whslrs., hosps. & retail pharmacies. -Approx;:220 cartons remain on market.-· [ 4] US District Court, No~ Calif. . ·• 
[ 5] US District Court, Kansas, -- · ·" · -'· .:-: ·. ··, · : ; : : . · 

1 
. · • ' 

EDITORS' NOTE: · Above tabulation is prepared from a w~ekly list made public by FDA's Office of Asst. ' 
, Commissioner for Public Affairs. Re-~r~angenmnt of informa¾on supplied by FDA chiefly. i~voived exi:;ansion. 
of footnotes to shorten tabulation. Though "listed by FDA,. ·'QESI recalls - undertaken to implement IFDA 
findings, based on NAS/NRC efficacy review - are not included i,:i "The Pink Sheet" tabulation. fDA's recall 
procedure now has three categories: Class I, for emergency,· life-threatening recalls; Class II;'" a "priority" · 
situation that is possibly or potentially life-threatening; Class Ill,' a "routine" situation with little 'or no threat 
to life. Editors of "The Pink Sheet" appreciate hearing from any company that would like to provide additional 
information of any recall listed in these 1Neekly tabulations. 
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eFDA RECALLS AND COURT ACTIONS_ ..... ISSUED DEC. 4, 1974 e 

Lot No. Name, Form & Labeler 
( Nuff'MfS l"fflW to footnotNl 

Mfr. or Distributor Reason Da11 ____ _._ ____________ __...._ __________ --! 

Mallinckrodt 

[21 Aspirin tabs, 5 gr. ootnote Otis Clapp & Son 
[3] Wellcorne Peripheral Nerve Stimulator All B-W 
[ 4] Ultra Flo II Dialyzer Footnote Travenol 

[7] Aspirin-Free & Saloxium Anal- Whitehall 
gesic tabs ["The Pink Sheet" Nov. 25, T&G-61 

[8] Cortisone Acetate_ Medwick · -··,, 
Prednisone tabs, 1 mg. .• 

[ 9] Diphenhydramine HQ Elixir Cord 
[ 10] Glynazan Expectorant First Texas• 

Non-sterility Letters 11/14 
11/23 

No high filtration Letter 9 /27 
No warnings 11/18 
Non-USPdisintegration Letter 11/5 
NoANDA 

Non-USP content uni
formity & potency 

Precipitation 
Subpotent 

Phone 10/16 
Letter 11/15 

[ 11] Dialyzed Iron . .. ·," .,;:fS_,, Schuyler · · No ANDA 11 /25 

All :& [ 1] Distribution limited to 29 accounts. in N:J:., N.Y., Pa., R.I., Conn., Md., Mass., Tenn. & Tex. · Direct 
contact to each usera: ~ [2}- Distributed under. fQllowing labels: Otis Clapp Safety Pack, Buffington Quality Aspirin 
& Aidpak. Lot numbers:. ft.387, c__.1, f16, ~: · ., ,:_~_~1, E9876. N_ll!Ldistribution to medical supply houses & · 
first aid supply distributors. [3]:;·Firin issued_ ·letter stating product for use only with needle electrodes . · 
applied under skin surface. Natl. distn'bution. '.-; [4J?;Lot numbers:· ZC68W2-W9, ZC69A0-A6, ZC69A8-A9, 
ZC69-Pl & all lots distributed in last 6 mos. ''Dear-·~• letter stateS coils are only capable of standard ultrafil- · 
tration,. weight loss should be monitored, & new prew~f brochure is forthcoming. Product itself is ~ot recalled. ',: 
Natl. and intematl. distribution." Approxd oo-~~;:__coil/~ )remain o_n-ml:lf:ket- ( S]-,~Ihcludes all lots packaged 
.in viaflex containers which do not bear wammgt _

0

:~ -_ , =_strould_ ~ checked for leaks prior to use~'.'. Natl. distribU•"~t> 
tion to hosps. & clinics. [6) · Lot numbers;·:'11 _ __ 0220B &.03234A. [7} Includes Aspirin Arthritis Pain, · 
Formula Analgeac tabs & Saloxium AnaJgesic[~i_' _ , '·10ry:taas. --Distribution: "Aspirin-Free" natl.;· "Salo~~. 
ium" test-marketed in Boston, Daytori, H.9ust0Ji\~~ttief;,;; [8} :Natl. distribution to whslrs. & VA hosps. · [9] :·,,> 
Distributors: Tutag,Gen'va~~~?:~;J;\~;~·~,:~Iy;~pert,_Skelton's, Veratex Corp .• Pharm. Corp. & · 
Hamel. [10] Lot numben:_'7Q3l+f4:-&:•~]~-=]>istn1:nited_to South Central & Southeastern U.S, .. · ... 
[11] Filed in U.S. District ~urt; Sciuthem~'ri!Ilf:':~· --~··· ~--- . 

EDITORS' NOTE: Abov.e,tabulation;Js:j,reparecfEfrom a weekly list made public by FDA's Office of Asst. 
Commissioner for Public Affain. Re-arrangemenfof information supplied by FDA chiefly involved expansion 
of footnotes to shorten tabulation .. _Though-fisted· by' FDA, DESI recalls - undertaken to implement FDA 
findings, based on NAS/NRC efficacy review ~ a,:~\ ·not included in "The Pink Sheet" tabulation. FDA's recalt 
procedure now has three categories: Class· I, for emergency, life-threatening recalls; Class II, a "priority,. 
situation that is possibly or potentially life-threatening; Class 'IU, a "routine" situation with little or no threat 
to life. Editon of "The Pink Sheet" appreciate hearing from anx company that would like to provide additional 
information of any recall listed in these weekly tabulations • 

• C-O-R-R-E-C-T-1-0-N: In '"The Pink Sheet" Dec. 2, weekly FDA recall table correctly.listed 
Wyeth's Purodigin as digitoxin. But text of Wyeth's recall letter - and headline on it .-:-sulJ,sti- ' : ,· 
tuted digoxin for digitoxin;. Same error a1so on cover-page T&G index~ , , ,.- ' 

---------· --,~:[T&G-7]·,-. ----·-...... -----~ ....... 
. -. -- .. ~-~- . ·. : l::'.~~f-~~£.:~~---""'· ~.L,...;__;...;,.."'"""-~--

I 



December 2, 1974 F-D-C REPORTS otF' e 

A RECALL IS A RECALL EVEN WHEN ON-THE-SPOT LABEL CHANGES arL· involwd in lieu 
of a<.:tual m:l.'essity 10 

remove product from market, according to most recent revision of FDA's Guide To Rt:call Prol.'edun.•s. 
Definition in latest Sept. 1973 version states: "A rnfr.'s correction of products i11 tbe field (field correctio11i 
or removal of products from the market which present a threat or a potential threat to consumer saf\.'ty and 
well-being, involve product adulteration, cause gross fraud or deception of consumers. or are materially mis
leading causing consumer injury or damage, and which are subject to legal action under FDA's existing 1.'0m-• .. 

pliance policy are bases for determination that such operation is a recall_" 

eFDA RECALLS AND COURT ACTIONS ... ISSUED NOV. 27, 1974 e 

[111 

Name, Form & labeler 
[Numbers refer to footnotes) 

lot No.· 

All · 

Mfr. or Distributor 

Wyeth 

Dade Div., AmHospSup 
Medwick 
Winthrop 

Adco 
Adco · 
Felming & Co. 

Reason 

Incorrect infant . 
dosage on insert 

Loss of stability 
Non-homogeneous 
Shelf carton mix-up 

Wrong lot number 
Mislabeling 
Sub-potent 

Methyl me~acrylate 
monomer 
Sub-potent. · 

Date·· 

Footnote . 

· Letter 10/ 11 
Phone 10 16 
Letter 11/8 

( 1 J Product itself is not being recalled:.: ·Dear Dr~:1etters went to all MDs & letters w/replacement inserts went to· all: ';'f,;; 
pharmacists & whslrs.;,11/21>:Insert was prlnte&.9k0/72 &included in all units since 12/12/7V,Natl. distributiom::)(; 
Approx; so ,000 package units remain on market. [ 2] Natt distribution to clinical labs. (3] Manufactured for: ,ii1i\L 
Wolins. Only !shipment made: [ 4j:;Undetermined quantity of lsuprel 1-100 shelf cases were used il{shipment of:>· 
Isuprel 1-200 units. Lot numbers: SIS6W;Sfsi!J), S182LD, S064LH, SIS7Ll & S187Ll. Product not being.re-<, 
called. Letter notified pharmacists, hos{)S. & w~:-"of possible mislabeled shelf cases & requested they be examined : 

- and any mislabeled cases-destroyed}; - -_n & to Puerto Rico & Chile~ Approx. 6,000 shelf cases remain · 
on market. (SJ. Manufactured by Zeni~c;, ... oh to Ohio & Indiana. Approx. 5,000 caps remain on market.•· 
[ 6] Manufactured by Carnall~ 1.abel~pws'~gthas 200 mg. Actual strength is 100 mg .. Distribution to Mich. & · 
Ohio. Approx. s:ooo caps remaiWb*.:m~~i4.~t{tf71CManufactured by Na-Spra. Recalled by letter for lot 7145 & phone 
for 7140. Natl. distribution tb pharntacies& clinics: [ 8] US District Court, East NY. (9] US District Court, Central 
Calif. (10] US District Court, Ariz:-:?~··t:{'·. . - . 

' • •• • _-----=-'":--

EDITORS' NOTE: Above tabulation is prepared from a weekly list made public by FDA's Office of Asst. 
Commissioner for Public Affairs. Re-arrangement of information supplied by FDA chiefly involved expansion · 
of footnotes ~o shorten tabulation.~-"-Thougn::.listed- by\FDA, DESI recalls - undertaken to implement FDA 
findings, based on NAS/NRC efficacy review - are not included in "The Pink Sheet" tabulation. FDA's recall 
procedure now has three categories: Class I, for emer~ncy, life-threatening recalls; Class II, a "priority" · 
situation that is possibly or potentially life-threatening; Class 111, a "routine" situation with little or no threat 
to life. Editors of "The Pink Sheet" appreciate hearing from any company that would like to provide additional _· 
information of any recall listed in these weekly tabulations. 



JC .:z.. 
Nuvt:mbt:r 25, i974 F-D-C REPORTS Oc-,~'1 

u I ·T&G-7 

,Q PURE AIR PRODUCTS' OZONE GENERATOR DEVICES VIOLATE FDA LAW because Iab~ling 
\:1 · falsely "repre-
sents and suggests that the articles are adequate and effective for deodorizing, sterilizing, and purifying 
the air, will kill bacteria, fungi, viruses, and regenerate oxygen in the air .. .is more indispensable than 
any other electro domestic appliance," FDA Newark district office informed the- company. Products·· , 
named by FDA as not complying were: Roel Air Purifier; Demus Home Model; Ozo-Auto; and Moun
tain Aire. In addition, labeling "fails to bear adequate directions for use for the purposes for which it 
is intended," FDA charged. · · 

- 0 -

eFDA RECALLS AND COURT ACTIONS .... ISSUED NOV. 20, 1974e 
Lot No."; · ·· Mfr; or Distributor Dam . Name, Form & Labeier :'. . : . 

(Numben mer t~ foo~otN). · ·· 
___________ _. ________ _.. _________ .._ ___ --I 

[2) Liver inj. for IM use 
(3] H-I-L-20 & Bafil ij topical 

lotions · 

.. ' . , ~.- - ' 
1•.,•; 

Footnote Biotronik Sales 

Bef-Mar>: 
Cord .<:·: 

[5] Phenobarbital'Sodium 1/2& 3284,.3';·····'·· G&w,,·, ,. 
1 gr., rectal suppositories:.: '\ ;:; 3284-s,r!i c .. · ''.<:er,'.:,::(· 

[ 6] Phenobarbital liquid DE006, · ··· Pharmacare · 
[7] FD&C RedNo. 2 & 3 . Z 2519;~~ Allied Chemical 

. :, / ·v ~~'d~;, z 080$i:~~r~ 

Footnote 

Sub otency·· 
Hydrocortisone sub
potency 
Non-USP content uni• 

Footnote 

Phone 10/25 
Phone 10/2 

Phone 11/6 

· - Phone 11/4 

[l] Recall includes:· IRP44, R-Wavei-.T~t~~ari<t{all.serial:-n~.:,up"to ·721Jl);JDP-44, ,Wave-.Inhibited . 
Demand (up to 57.168); IP-44,_. Fixed ~~j~}~),~Q4?};)P4S,.Higlt. 9!!tput_fixed'-Rat~ (up to ~St); IVP-54, 
P-Wave Triggered (up to 41216).' Nail;.,~oniJ!1.2 .. ~ 4/73~- Biotronik GmbH (mfr.}notified 33 U.S. MDs 
of problem ( tissue necrosis, iriflammationhe<ldening, a.tiniplantation site, & premature battery depletion). At . 

:r!:~:;~~n~ ~'1e~~~P~DJ;e-:t:;t:~:~!~1 
~e~·:~::f~:;~:~:m1s,o~t::t

0

ms 
. . .· . ,-·.--.(,_, - ·>{·----·~_;.~~--;.~~--,-~----c:--:--c:_, ~--. ·-=-·-~-- ---- - . - -_ 

implanted. No reported' deaths~"'··· (2f=~·Appfgxi'e],000 30 cc. & 500 10 _cc. vials remain on market. ·_ ·. · · 
[3) Approx. 3,500 ~tl~. rema:iifoir~Jrettf:Iff4:L ~atl. distribution primarily to VA hosps. Approx. 1,000 

. '.. . -~ ·. - . ' ·. ·.· , .. , ,.- . . .. 
btls. remain on market. :. [ SJ NatH distribution::·-;.; .[ 6] Natl; distribution to whslrs. Approx. 50 cases remain 
on market. [7] Manufactured by·Co1oi:~Com,Cd3 Reiabeled & distributed by Benbow Chemical Packaging. 
Recall involves two shipments to w~t; '. None &sed. [8] U.S. District Court, Mass. ' · ; · : 

EDITORS' NOTE: Above tabulation is prepared from'._a weekly list made public by FDA's Office of Asst. 
Commissioner for Public Affain. Re-arrangement of information supplied by FDA chiefly involved expansion 
of footnotes to shorten tabulation.· Though listed by FQA, DESI recalls - undertaken to implement FDA 
findings, based on NAS/NRC efficacy review - are not inctucted in "The Pink Sheet" tabulation. FDA's recall · · 
procedure now has three categories: Class. I. for emergency, life-threatening recalls; Class. II •. a "priority" 
situation that is possibly or potentially life-threatening; Class 111, a "routine" situation with little or no threat 
to life. Editors of "The Pink Sheet" appreciate hearing from any company that would lib to provide additional 
information of any recall listed in these weekly tabulations. -- . .c, . ---~--- ,.: •• 

I 
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November 18, 1974 F-0-C REPORTS T&G-7 

e FDA RECALLS AND COURT ACTIONS ... ISSUED NOV. 13, 1974 8 
Name, Form & labeler Lot No. Mfr. or Distributor Reason Date [Numbers refer to footnotes] 

·:rJ:Y:" 

{l] Ultra Vie eye shadow (OTC) "Y" Luzier, Clairol div. Mold contamination Letters 9/20, 
10/15 

(2] Diphenhydramine HO caps, 4018 - J.W.S. Delavau Non-USP content Letter 10/17 
25mg. unifonnity 

(3] Phenobarbital elixir 30-808-AF, Abbott 
~ 

Overfill of containers 10/21 
33-502-AF 

[4] Ardet Orix 60/10 dental X-ray Footnote Professional Equipment Unnecessary radiation 9/26 
machines ex osure 

4209007,_ Barr Non-USP disintegra- Letter 10 24 
4209019&4209131 tion 

( 6] , Fisclterquartz ceiling lamp, ,, Individual Stanley Physical Therapy Rx device distributed Letter 10/18 
model 87 · ; ~ . ,.::\_: ~- serial no. · Equipment - to unlicensed practitioners 

[1] Natl. distribution. Approx. 1,125 units remain on market. [2] Distribution to 2 distributors in NY & Pa. None 
remains on market. [3] Distribution to hospsr [ 4 J Lot numbers: All units imported into US. Distribution to ., _ 
hosps. [ SJ . Distribution to VA marketing centers in m. & Calif. & to an NY whslr. [ 6] Manufactured by Stanley . 
Physical Therapy Equipment ~ Supply. , · 

-EDITORS' NOTE: -Above"tabulation is prepared from a weekly list made public by FDA's Office of Asst. 
Commissioner for Public Affairs. , Re-arrangement of information supplied by FDA chiefly involved expansion 
of footnotes to shorten tabulation.,_ Though listed by· FDA, DESI recalls - undertaken to implement· FDA 
findings, based on NAS/NRC efficacy review - are not included in "The Pink Sheet" tabulation. FDA's recall 
procedure, now has three categories~~ ~,J'. for emergency~ life-threatening recalls; Class. II, a "priority" 
situation -ihat is possibly pr 'potentially life-threatening; Class UI, a "routine" situation with little or no threat 
to life . . Editors of "The Pink Sheet'; appreciate hearing from any company that would like to_ provide additional 
information of any recall listed in these weekly tabulations. .._. 

IS). IOWA PHAR:~~~:~~,:~~;:.~:~: MANUFACTURING FIRM" ~::,1
0
::~":!~~( ~~ je .. 

eleven violations of FD&C.Act in. the .college's "semi-commercial'.~. production of parenteral and solid- -:~} ... · 
dosage-B drugs.,. Recent·i.ri;~stigationsi'o{the college production operation - which serves as an educa-- Z: . : · 
tional lab for students on ~anufacture· a~~3ii_ality control of drugs as well as a commercial venture for -/- .. 

· the college - uncovered "serious vio!a!!<Jfll; gf the Fp&C Act,':_accordt~i.!<? .fDA's w~ing. Jerry __ 
Vince, FDA Region· Vll:director,of~ifi!nce, noted, while none of the college pharmaceuticals had _ 
been found in retail pharmlicies,:•the-y:_~cf'.·been located in several hospitals not connected with the 
university. _"Soitle samples w~:nQt,_g,fll)E.~orrirnercially marketed, but there were even interstate ship- -
ments of antibiotic~ and otlien Rdru.gs~?Jhe- FDAet noted. 

,i The College of Pharmacy responaed to FDA's complaints Nov. 4 in a four-page letter 
assuring that specific violations were being corrected. John Lach, Iowa director of phar

maceutical services, indicated in addition to a violation-by-violation correction of problems 
cited by FDA, the university has decided to discontinue distribution of antibiotics to off
campus outlets, and would not ship the produ~ts again without applying for certification. 
Among violations mentioned by FDA were: failure to maintain appropriate records on com
ponents; failure to retain reserve samples of active ingredients; the appearance of discrepan
cies between the quantities of labels issued and used; failure of labeling to bear adequate 
directions and warnings; and failure to include on package labels the full name and place of 
business of the mfr., picker, or distributor. 

-.... : -

.. 



NovP.mber 11, 1974 F-D-C REPORTS T&G-5', 

District Office told mfr.~ Cincinnati Sub-Zero Products. Product further violates FDA law, the agency ·.·• 
declared, because: '~Labeling fails to bear adequate directions for use (weight control) and adequate di
rections for use cannot be written for the layman, nor can directions for use of the device be furnished. --- -· 
und_er which practitioners can use it safely ,for weight contrql." 

eFDA RECALLS ANDCOURTACTIONS .... ISSUED NOV. 6, 1974.:· 
Name, Form & Labeler • ·,: · 
[Numbers refer to footnotes] 

Digoxin tabs, .lS mg., unit 
dose blister packs · · - · · 

[2} Ohio Anesthesia Ventilator,•·:.t;:, 
. ' ,1 ; " - • - ,, ··"""~ '·, 

[31; Long Nails Nail Lengthener,]~'::.-/ All_,:,·. 
t ' - . 

Reason· .. 

: {9 l·: Long Nails Nailcf;engthener ·::r;f.~t Methyl_ methacrylate~ : l 0/ 23t(:':il:.~·:: 
'.-~:_::.:::.t_.;:(~1 .;·•. .-·'.: '",- ,;:~::~;-~,~:~,:•''.'~~:~~i:f:;,_:\1,-~~4~\ monom·er~~-::_;;-{· .': ·--<\:c?~ --1~~1?-f-~!;~t-~~~ ~ 

.[ifiit~~~:distribution~to.~~o~s .. &i~~g~jom~E~UI~tif~IM~~m:~t;i<ro,()(}~.Yiji(§~iion~--~'a¥iiff:r 
·niarket: • · [ 2] .. Faulty :assembly'. of:.ventilator. flo~:rraiii;vatve, causing theo:.-ve11tilator:, ~Uows-;ttf0stop:.£cycl:ing;~\~·t{ 
· 11's.ulting in failure to prqvide ~11ffic_ie_t1tsi~se.:ryQiliti . - . . '. _ :J~t~s. :'~ Faulty-:-assembly of the gas-cevacuat~r;,. 

--~~{!~1!:ga:~:~:7i,rti:;;~F -~--~~~,t~f ;;:_Ztfxi~;~:~!~~;t~~{t;. 
[3}~1,Natl.'~ distribution• from! 968- tirf;5rJ4'h~No_r~tfofr'of:wnouni; remaining .on .·market~':. - [ 4] r Natl:'.:disiri-'., 

.i~f4~f¥3~~-=~~~~:?~ff~:~~i 
instructed MDs to remove & .destroy:tu~~~•'icr;NatL: , ·.· t1:t,i.Qn:& to Can., Eur., Middle. East, Afnca & Med1ter;-'. f 

:\an_ea~_countries. Approx;. 3001uruts· p:f'di_sth1>uti_oifc~iS:/:[7J .... Natl.-distribution.: Firm unable,.to._estimate 
1riount remaining on market ... • [ 8 J .•• Natl/ distributi~tl/to:'wfislrs~ & hosps:; . 4/16-10/ 16: .. Approx. 3~000'.,bils;;-f 
retnain on market. [9] lJ.S.District--C~u'rt;,Md;/-:_'2'\;'._ ·. · ·. \ ·· ··· ·. ·· · .. ~-::,-:·: ~~:~i}1f · 

es 

EDITORS' NOTE: Above tabulation ··is prepared from a weekly\ list made public by FDA's Office ot'.~sst. 
••·Commissioner for PublicAffairs.-- Re-arrangement of information-k,ppliecf':by FDA chiefly involved expansion 
of footnotes to shorte~ .tabulatio~.--;lhough list~- by FDA;'.~OESl\recails - undertaken to implemerr{FDA 

. findings, based on NAS/NR C · effi~cy::re~iew - _ are not included i~ •~ Pin~ Sheet" · tabulation._ /,~_A"f ~ca!! 
procedure now has three categories:···" Class /; for· emergency. hfe-threatentng recalls; Class II,. _a_•:• pnority :'. 
situation that is possibly or potentially life-threatening; Class 111, a .. routine" situation with little: or no..'threat 

- life;_--Editors of "The Pink Sheet" appreciate hearing from any company that would .like to provide additional . 
~nfor~ation of any reca11 ·1isted in these: weekly tabulations •. · ,_ • .. . 0 .: ;: 5::, ?/:.t~#~';{:¥;~ ;:-·: 



· .November 4, 1974 F-D-C REP~RTS · · :;.*_,j;y~·,:·t@~f~~i~~~J~.$ 
~ lll TRAVIOLET DENTA. r_ nEJ[K'.E_eRQD.UCLUSEJl'JECP.MAT:GN SHOULD ~'.iJe·madeavau. \..::I ,. ' . ' ·- " __ ,_ ...... 

. · to all probable 
FDA Bureau of Radiological Health's (BuRad) Radiation Bio-Effects and Epidemiology Advisory Cmte. 1 

mended at Oct. 29-30 meeting. Cmte. expressed concern re possible injury.to mouth lin:ing,·gum and lip 
' resulting from use of ultraviolet ·devices: Cmte. also urged that "the present momentum in research ori ul 

sonic bio-effects and in development of standards be carried forward." An additional resolution specific~ 
requested a study fo ''deriye some baseline information on the use of ultrasound during pregnancy.~• It v 
announced that th~ World Health Organization has invited BuRad to be internatl. collaboration center fo 
ionizing radiation. A BuRad draft report on dangerous levels of near ultraviolet was made public at the rr 

eFDA RECALLS AND COURT'ACTIONs· .. ·~·~.-~. ISSUED OCT~ 
Name, Form & Labeler . , . 

(Number, mer to fooinotest ;; . ':· . ' Mfr. or Distributor ,.;: 
----------------'"'."'"'-~----'"'."'"''"'."'"' ________ _ 

--~r~:?t-r~~i~t~,~t~r~;.trlt\j,·t!~t,;};1s.~~;:titfA&~:;~~t!t{mlti~i~~ 
MDs, ·pharmacies.:and'<hospitals,in.•;So;:,Calif::i'.i :[3};,tLabel claims, two t'highly effective :'antihistamines~~!,;' Pioducf~ 
actuallycoritams;tw~\~.~~#~~~r•i~:~.,~i•f~LDel;;_:-l~sfu!}ate_d· .. ·&}>0q~fa~s.o~ ·market. ... •·•.~4] ·cLots~;:;\;~E~ 
418084, 418099, 4:1.8~19,:41~1§4:C:"':Steiility·gi:Iaranteed only if package is unopened; seals on.,these· lots were'.;/ 
broken .. Nat1.'\1is1::::'fo; hQsp1~F'. SJ ; No 'lcii number used:/Manufactur~ci'by Polystan Surg:,,Denmark?l 
~llter :leaks fro~ h~~tfui:~te . . . ' ood r~~6it/:;'· [ 6 ]Y ·No lot number ti~~,L" t»sc being .recalled i.ri":ttJi~ 
models 705, 707, iil~ti.iJ;c,78 ; ;"'.79:J, 792~'796,''798, 910; 9U; looS- if models were sold on or' afterJi 
June )9~~,< [71 . ~.iti'"''' - . s· MQ23,.B3M011, B3M027, B3MOI2/B3M026; B3N028, B3N031, B3N034J 
B3N036, B3N037, B3P04J;;84~/B3M:019 and. B3M021. Dist. to NY, Ohio,. Minn;, Ga., Mich.' & Calif. •:"._)t 
[8] U.S; DistrictChiitt,?Coit~;~"':J9J\JlS:.Districi:Court; Colo ... , .. ,' :\~. ,, <:At;:' ; . ·.· ::•'j ·:·:Y"))"i 

EDITORS' NOTE: Above tabulation is pr~pared from a weekly list made public by FDA's Office ~f Asst. 
Co~missioner for Public Affairs. Re-arrang1:1ment of information supplied by FDA chiefly involv~· expansion 
of footnotes C to. sh~rten· tabuiatio~i~~!K~~gh}iis~c:(:byc FDA, DESI recalls ::..· undertaken 'to impiement FDA 
findings, based'·on. NAS/NRC'~efficacv-·review·: are-not included in "The Pink Sheet" tabulation. FDA's recall 
procedure now has three categories: Class I, .few emergency, life-threatening recalls; Class II;'. a "priority•~,' 
situation that is possibly or potentially life-threatening; Class Ill, a "routine" situation: with little or no th re.rt 

· to life,~ Editors of "The Pink Sheet" appreciate hearing from any company that would like to 'provide additional· 
. ', "" ' . . 

information of any recall listed in these weekly tabulations. 
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changes in the pacemakers' rate for battery failure or, if they elected, to replace the pacemaker entirely·, ; ,J? 
FDAers noted. Reportedly, four patients with the pacemakers implanted have died, but "the finn said the::,}· 
pacemakers· (per se) had nothing to do with it," an FDAer added. The deaths are being investigated by• 'ct·'~,;_ 
FDA as part of its overall probe into the matter. Cordis asserts that the age of the patients combined with :"; 
their need for pacemakers in the first place indicates the deaths were riot unnatural. "There is no real sub-,·..:~ 
stantiation," a Cordis spokesman maintained. FDA reported the problem was caused by a leaky sealing in,'.{~:; 
the units which allowed moisture to get in. When the leaks were found during testing, they were·resealed\-~~k 
but the moisture remained trapped~inside, caus!?g short circuits and _depletio~ in the batt~ries.:.;;(See:j 
story p 16) ·· _.... .,. · · ., .. ,.• · ·;,;~ , . . •;; - -~ ··;,· --::--.~:;~. 

( 1) I 0/ I I' after recall was cla~a _ asf ·•. . j~phed-'ail: (!S recipie~ts.: Distributed to hosps. in us and hospst&< ¼~ 
pharmacists iR~ri~_.i.;~J? Y:~ ~s_~~,fu Pu"ertor-Oco, 10/18. Very little remains in hosps_ [2F~t/~~-· 
numbers: 32~/4~f;~~. 1!.f!i.Z~ --,-~il"t9Sou~Calif::13r Models recalled: Omni.Stanicor.162~t~;.: 
Ectocor I 63A;-Oriiiti-Atii~orJ~:&c,~'{~!rlcor 167 A::; Natl. & foreign distribution. Firm ide~~ed 783,.~spc:cr;, 
units. [ 4] Distributed by Spencer- ~eacJf)Vp~:&'R.obfuson to .NY, Pa.; Calif. & Costa Rica. Aprox. 18,000 tam{ r /i· 
remain on market.· [SJ Manufa~rt4hyt~N/:~thalf10 btls~reinain on market. {6) Some btls.contain 125:~·':::· 
mg./ 5 ml. instead of the iabeled 2~0 ing:_'/5 ~-J 7]. Recalled bf Arcum. [ 8] US District·Court, Ariz .. [9} VS. J?istrict. 
Court, Ariz. [ 10] us DistridCouri, CentrafCalif. [ ii h us District Court, South ID. - . · · · .... ~t ,;~,~~;:'\'>( .' · 

0 

:;,~. 

EDITORS' NOTE: Above tabulation is:,prepared f~m a ___ weekly list made public by· FDA's•:Office of~/ 
Commissioner for Public:"·Affairs. 3-Re-arrangemerrt_o~_ln!ormation supplied by FDA chiefly involved ex~nsion:: 
of footnotes to shorten-tabulation. -'c--~Though fisted by\FDA, DESI recalls - undertaken.to i_mplemen~t.DA·-:, 
findings, based on NAS/NRD effi~cy review - are not i~uded in ''The Pink Sheet". u,bufa~on . .fDA~! re~~~~
procedure now has three. categories: · Class I, for emergency, life-threatening recalls;. Cla#.: II,: -~~r p!'for~,'; 
situation that is possibly or potentially life-threatening;:_Class Ill, a "routine" situation~with;.little or,-~~-~: 
to life. Editors of "The-Pi~k Sheet': appreciate hearing 'trom any company that would:Jike #provi~t,/dd4~1r~ 

·. information of any recall listed in these weekly _tabulations. · · · ~ ;;~4,-" 

·'.· ' < • ..!- , . ~ • 
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•

~ j Name, Form & labeler 
-i l !Numcers mer to footnotas) 

~ 1.::~:::r.t:p~~~I 
lot No. '. Mfr. or Distributor Reason Date 

[1] Po~um Phosphate vials BV12L7 Travenol Mislabeling Registered 
letter l0/1 

[2J Trilute T-3 Reagent & Bulle Footnote Ames Contains excessive free Telegram 
kits iodine 9/4 9/16 

[3] Digitoxin .1 mg. 10731 Westerfield Non-USP content uni- Letter 9/26 
formi 

Whole blood unit Donor# Antibodies :Misbranded 
2112574103 

[SJ Long Nails Nail Lengthener All C.E.B. Methyl methacrylate 
kit (OTC) monomer 

{6] Llst No. 6714 Hepatitis~ Footnote Abbott Label mix-up Phone, telex 
ciated Antibody 

\..,,,,/ 
6/ 19_; letters 

~ 
6/21, 6/25 

;, fti~K:J}.l,\i:Be.,~tJ!fl 
~ 

,, 

" 

,, 

' [iJ Surgical Scrub sol (OTC) S035U 
[8] Magna Medics Suction tray All 

[9J T.D. Cold timed release caps 30927 
(OTC) 

Long Nails (OTC) 

[ 12 J Edwards Myo Flex device 

Winthrop ...,...,,,.. 

Windsor Nuclear 

Cord 

C.E.B. Products 

Harold J. Wilson, MD 

Sub-potent Letter 9/25 
Non-sterility due to Phone 9/12-17 
defective packaging Letter 9/17 
Footnote Letter 8/29 

No ANDAs, non-GMP 9/26 

Methyl roethacrylate 10/7 
monomer 
Misbranded 10/3 

All :Sunless marked OTC., [ 1] Potassium phosphate vials packed in cartons labeled postasium chloride. Distribution· 
to Pa.,Mo., Ohio., Va., Mich., ID., Tenn .• Fla.,.NY, Tex.,NM, La., Kan., Okla.,,.SD, NJ & D.C. Approx. 1,500 units 
remain on market. [2] Manufactured by Ames•Yissum, Israel. Lot numbers: reagent kit - 0096064 through 
0120074; bullc kit - 0107064, 0108064, 010964, 0113064, 0114064 and 0115064. Natl. distnlmtion. Approx. 
4,000 Trilute T-3 Kits and 200 Trilute Bulle Kits remain on market. [3] Distribution to MDs in Ohio, Ky., Mich., •., 
Ind .• ill., and Wisc. [4] Distribution to one account in Texas. [ 5] Recalled by Dart Drug Corp. Approx. 3,300 
kits remain on market. [6] Some vials ofHAA (List 8344) were labeled for list number 8809. Distribution was 
natl. and internatl. None remain on markeL PVMa:nufactured by West Chemical Products. (8] Recalled by 
Magna Medics Div. of Superior Surgical Manufacturing. [9J Distribution to ID., Mich., NY, and Ohio. Approx. 
77,000 caps remain on market. [10] U.S. DistrictCourl,West. Mo. (11] U.S. District Court, Middle Fla. 
[ 12] U.S. District Court, So. Fla. FDA C-0-R-R-E-C-T-I-O-N: "two pieces of ancillary equipment used with the 
FO-8800 American Cystoscope Makers MaricfFiberOptics Flexible Bronchoscope, appearing on Recall List 8/28/74 
("'The Pink Sheet" Sept. 2, p. T&G-6). Reason should read: T-031-5 - Y Connector Tube - defective units {plastic 

, /lashing obstructing air flow); fDld T-032-5 - Plastic Endotrach.ael Tube - Size of endotrachael tubes used in con-
junction with the bronchoscope restricts riir flow." ', 

:;t 

EDITORS' NOTE: Above tabulation is prepared from a weekly list made public by FDA's Office of Asst. 
Commissioner for Public Attain. Re-arrangement of informatio~ supplied by FDA chiefly involved expansion 
of footnotes to shorten tabulation. Though listed by FDA, DESI recalls - undertaken to implement FDA 
findings, based on NAS/NRD efficacy review - are not included in '"The Pink Sheet'' tabulation. FOA's recall 
procedure now has three categories: Class I, for emergency. life-threatening recalls; Class II, a "priority" 
situation that is possibly or potentially life-threatening; Class Ill, a "routine" situation with little or no threat 
to life. Editors of "The Pink Sheet'' appreciate hearing from any company that would like to provide additional 
information of any recall listed in these weekly tabulations. 

[T&G-4];· 
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October 14, 1974 · F-D-C RF.PO~'!~ T&~9 

mix-ups· are the most commonly occurring reasori for removal from the marketplace •.. FDA will con-':·,' 
tinue to emphasize the responsibility of top management in the GMP process, Byers indicated. He 
read to the group a section from a draft GMP reg for Large Volume Parenterals (L VP) which is now 
being prepared by the Compliance Office. The purpose of the section is to "nail down responsibility," 
Byers declared. --- · · 

11 "Management shall periodically review and record the status of all manufacturing 
and control operations," the draft L VP GMP states. "This shall be accomplished 

through establishing a written quality assurance program. The program shall involve 
top echelon personnel and may provide for the participation of qualified independent 
outside experts," it c:on!inues. __ . : . ....:.::... ~:. ·~·~- ·-·- ., .. · .. ,,_. _____ . _ _:~, .... -..... ·-~ .. :..... 

Besides being able to detect conditions which might adversely effect ·the·· · · · · ·:~·~.:-i-::'l::.··· 

quality of a product, the· program must also assure that "corrective actions · · :i ':-:1r•;t:i-.:: 
-~-.': '":1 where called for· are taken."· It must also provide for periodic inspections ·· • · ·· -

either by qualified in-house or outside- experts with a "report prepared ;.: · :· ;_ · · ;-.. ·; ': J:;,,,~ -., 

· and supplied• to, top, management',. ._ .. , .-. · -- •· ·· · ;:,;:;:_ · · :::.n~;ni;-: 
:.-:i;;. _·: :' . . -· _ .. : ~ :-~ i:-l,. . _ _ i • __ .; .: ~ : ,.~~~:/:..: .-. ~;r:;- /•';,/ -.::·.:-:,_ · ~-:1'.:/~1 ·s;f 

11 Byers also reported that FDA will be t,>lacing increasing, emphasis' oit th1f<l'esign:·of" ,J::,i77•" 

manufacturing and controls processes . iJ,rid; the steps taken to assure that they are 
adequate prior to the initiation of productiorii~-. "In order to assure products of unifonn /·"': 
quality; purity and perf oirriance, it ;is· essentia(1:hat · such process· be. defuied,.wittf a. great :;~."_. ' 

~ -. deal of specificity a:ri'd tiia£ the adequacy of ~~ch step of such a process be challenged 
to detennineits adequacy," Byel'S':1ieclared. ~ .,, 1 •.z · · <i~:,'..i. '-'.: ' :: . ---.irc:gi',-~.·.: 

CPD Whole·Blood ·:1 . c:·,y . i.;0t;;,lh 

·. .•· ;·,·-'r:-r- ...... tt,·n. 
[ 2] Cosmetic fingernail preparation 

kit (OT _.. ,._. ~, "~'r;· 
[3] Silastic l\fammary Prothesis &tt All loITTS;.-.;i;, 

Gel-Filled Testicular Im lant. .•. ,,· · .... , .. 
[ 41 Anti-S Senun J 

Mfr. or Distributo~ · · 
. . . . . . "'- _,_ "Reason-- ·r~· 

Daw 

Wrong expiration date- !:etter 8 /7-
--t ~ Ti~:.~·"'l U tr·~ i-1·t~1-s 1~ ?:· 

Letter 10/1 

All :Q unless marked OTC.. ft] ·iDistnbv~1tcdocal.:hospitals: None remain on market.: · [2t-~ Manufactured 
by Kerr. Distribution to £alif~; m.;~:Tex;; Nl;'

0d;i:~ l'fev~,Wash. & Mont. (3) Distribution was natl. & inter• 
natl. Products held pending relabeling:&:sterilizatfon-·fustructions from salesmen. ·· [4] Distribution. to Ger .• 
Greece, D.C., Neb., Ky., ID., Iowa, Ohio, Utah, Qre. & Calµ-. 

EDITORS' NOTE:· Above tabulation is prepared from a weekly list made public by FDA's Office of Asst. 
Commissioner for Public Affairs. · Re-arrangement of information l!Upplied by FDA chiefly involved expansion 

. of footnotes to shorten tabulation. : Thot.19h listed by FDA;; DESI recalls - · undertaken to implement FDA 
findings, based on NAS/NRD efficacy review - are not included .. in °The Pink Sheet" tabulation.· FOA's recall 
procedure now has three categories: Class I, for emergency, . 'rife-threatening recalls; Class II,·. a ::: .. priority" 
situation 1hat is possibly or potentially life-threatening;, Class 111, a "routine" situation with little otrno 1hreat 

· to life._ Editors of "The Pink Sheet" appreciirte hearing from• any company that would like to provide additional 
information of any recall listed in these weekly tabulations. <'. :i; .:,· \: ;- . 

-----------
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f, 9FDA RECALLS AND COURT ACTIONS ..... ISSUED OCT. 2, 1974. :-

! .. · i----N-am-e,_F_o_r_m_&_L-ab_e_le_r __ _, __ L_ot_N_o_.--,..--M-f-r.-o-r-D-is-tr-ib-u-to-r--,--,--R-e-a-.. o-n---,.----..1 
(Numbers refer to footnotes) ~ Date· ·_·, .. · fi-------------------------------------...._ ___ --1 

,i·. CLASS I RECALL 
M: ~~------,~~-----~-~--......-.-------1 
R [l] Allergan/LubricatingAstringent ~·:, efootnote Allergan Phann. ~- Footnote . 8/28&9/19. 

Decongestant Prefrin-Z Liqui- · Letter & Press 
mm Opthalmic Solution Release 

CLASS II RECALLS. 
[2] Nesacaine CE 2% inj. R-275 - 277 Taylor Pharm. Discoloration Phone 9/10 

. l {3] Digman tabs 2Cl7484 American Pharm. Fails USP dissolution Phone 9/24 

···•. •· 

(4] Fenwall Double Elutra-Pack All - Travenol 
Unit~ Code 4R2400 

[5] Various Serums, Vaccines & - ' 
Footnote . McK&R (distributor) 

Biological-Diagnostic Tests .. 
... 

CLASS III RECALLS-~.,_<~ .. 
[6l Gramulin T Pre-filled Syringes· 157021B Dow Chem. 
[71 _Promethazine HO inj. - Footnote Central Pharm. 

... '•;, .:,•.:-..' 

SEI?JJRE ACTIONS FILED· -. ·.~ ' . 

[8] LongNails(OTC)•-'.i."-'s-c·• · ·· C.E.B.Products 
{9J Long Nails (OTC) •- · · C.E.B. Products 
10j · Low Cal Sweetn.er · ,f?·:. · ·,. •, DykemCo., St. Louis. 

-· 

Footnote Visits & letter 
... · - · 8/27 

Held in Canton, Ohio Phone 8/26 
whlse. branch without refrigeration I 

. . .; ' 

Needle burrs Telegram 7 /24 
Crystallization Phone & letter 

.. ' ·' .. 9/18 
.. 

•·- .. 

Methyl methacrylate 8/28 
Methyl methacrylate 9/12 
Calcium cyclamate 9/17 

All,& unless marked OTC. · • · [ l} N.umber of Ophthetic (8) 15 C(?:_ptles. have been erroneously packaged in Prefrin• 
. Z (OTC}·unit cartons. Natl. and interrui.tl. distributio~ Lot numbers: . JC:,707, JI 421. J1461, JI 671, K0I 49, K0739 
K0740, K0867~·'i(0877,'Ki328 and K1468 ... [2] .. Distributed and recalled by Pennwalt. Nationwide distribution. 
(3). Distributed and. re~ed by Reyman·Drug; Balto;: Distributed ~nly to Balto. area .. ·• [4] Reason: Leak in seal 
of injector and seal body allowing aspiration of air into unit and potential bacterial contamination of washed blood. 
Estimated 5,000 units on the market~ ·Natl. and.fatematl. distribution .. [5] Products: (a) Immune· Serum Glob
ulin, Dow .. Lots 172 & 365; {b): J)rtho .. Anti-Hwnan·Cliancinic Slide test for Pregnancy, Ortho, Lots R9IA25 or• 
9IA25;:' V-563 Staphylococcus Vacdne,'Eli Lllly;.Lots:.7KL53A .. Distributed to Ohio&. WVa. Estimated.none :.,, 
remains;"~ ~arket.'.. Recalled' byJdtK&Ii.l '. [ 6l(~atl,!distii1>ufu.>~~~)oo syringes· reptain on market._ : [7J.:J.ot ~: ·. 
numbers~ KCC, KDM.and KGP; Product is also packaged under private labels: (a) · "Anergan 25," O'Neal, Jones · 
&:_Feldman (St. Louis),. Lots KCC aild:KDM;-· (b.)";!~Pb.enerject 25~~tMayrand (Greensb~ro, NC), Lot..KGP;•:(c) ... , 
"Prorex - 25," Hynex-Key (Memphis)~ Lot KDM.-: Natbdistributjon. [8] · U.S. District Court, Eastern Ky~_:: :. , , 
[9] · U.S. District Court, Southern Fla.,· [10):t"~ Court, Southern Mo. _ •· .. -, 

EDITORS' NOTE: Above tabulation- i_s_pte~~--!1~w_eekly list made public by FDA's Office of Asst. 
Commissioner for Public·. Affairs .... Re--arrangeinentief information supplied by FDA chiefly involved expansion 
of footnotes to short~boiatiori~ ~;,.tn,ou~)Hstiid ,bf. FDA, DESI recalls -- undertaken to implement FDA 
findings, based on N'AS/NRD effieacy/review:,;.:/ar~ not included in "The Pi-nk Sheet" tabulation •. FDA's recall 
procedure now has three' categories: t- Class 1/- for emergency, life-threatening recalls; Class II, a "priority" 
situation that is possibly or potentially life-threatening; Class. 111, a "routine" situation with little or no threat 
to life. Editors of "The Pink Sheet" appreciate hearing from ~ny company that would like to provide additional 

\ 

information of any recall listed in these weekly tabulations •. -\-c":-::- . 

\ @ FDA CLARIFIES LISTING OF ZYLOPRIM & I MURAN RECALLS - "all" lots, Class II, issued 
• . Sept. 18 ("The Pink Sheet" 

Sept. 23, p. T&G-4). As a matter of fact, no recall was involved (see story, "The Pink Sheetn Sept. 30, p. 
T&G-7). Based on what is understood to have been a representation from Burroughs Wellcome's Washing
ton counsel to FDA, following NOTE was included in FDA's Recall List issued Oct. 2: 

.. - .. :, ;.. z::::' -.. :-



T&G-8 F-D-C REP,ORTS 
~- ~-----~------ .:: -·----·----~--~- -~"""'-- ~---,-

on this basis, B-W telephoned all its field representatives to check stocks in possession of all whsirs.'~ 
warehouses, retail pharmacists, hospitals and V-A depots; this was followed ·up with an Aug. 28-Iett 

.'leld representatives reiterating instructions. .· - · -· . - , · ·· C:!,, 

~! On the same day (Aug. 28), B-W sent a letter to all whsle. pharmaceutical buyers · 
asking them to "check immediately all Imuran and- Zyloprun stocks to verify stocks 

of carrier outers and correct placement of all shelf stocks of these products." Since B-W · 
has a "whslr. only" policy,. this letter was directed to the key control point in its distri'-
bu tion system. Two days later. (Aug. 30), a letter was sent to all retail pharmacies asking 
that they check stocks to be.cei:tain that "carrier ~>Uters'' contain the producUndicated .. ,,::;, 

qi In essence; there was, no recall at all, fu the gi~~~ar meaning. of the word., The· natio~, 
wide survey~ plu&_a check:0:f:the.stocks in B-W's,own _inventories,. produced only about, 

10 carrier outers that carried:~e: n~e ofthe:wrong_4rug.,,. In)ts,Aug.,28 letter to.-field , · 
representatives,, B-W said: :.~~We -are notjfying FDA of this, action and furnishing them copies/ 

· of the instructions.to:,the-.sal~~-staj"f, the1:whslrs.,. and pllarrnacists.~'}:MoJ;ethan·two-,weeks.~,/• 
.later, the situation was.recorded on FD A's weekly.list as. an .!'all lots!~. Class 11 recalL -"- · '· 
' .,- .: . . .:::,:,'i~ffef~~;,;~;~;:i~::.,~~;,:_,, ..... -.. ' ,-_, -~-,-•.,. :,;:-_,~~:,.<"" ·~<·~~~•· .. ~·,\,·' '~ .. · . ·. 

Name, Form & labeler 
( ~µmbers ,efer to footnOtes{ -' :; · 

[ 61 . _Long Nails 

l l J · Manufactured by C,EB:-;Reca]Je_dyby-~bpt ~-- -
[2]. Reason: Shunts found ingas-'siMiit:,sdm1(·' ·:. ~ _ciunesultm elevated carbon dioxide levels of blood. Natl •.. 
ai1dfuternatl. distribution~:: Recall con~~(ii:j;~-;~~tiveactiori;;_[3] Natl. distribution.'.Aprox:

0

19,000 
vials remain on market. [4VM'anufactu'Eedbj'Dld~;Nitcle~. Distribution to Mich., NM, Calif.,Tex~,& Ala .. · 
None remains on market. [ 5] . Manufa.ctu:red by, Wirtd~t Nuclear. -Aprox. 20 cases remain 'on market~ . [ 6) ·. us District 
Court, Northern Calif. 3 actions filed. : .-.•- - · - · · · ·- ·, ,, . ,. · ·· 

EDITORS' NOTE: - Above tabulation is prepared from a weekly list made public by FDA's Office of Asst. 
- Commissioner for Public Affairs.:..:_ R~arrangement of information suppiied by FDA chiefly involved expansion 

of footnotes to shorten tabulation. - Though listed-by. FDA; ~:QESI::. recalls - undertaken to implement FDA 
. . . - . .. \ .. - . . .. 

findings, based on NAS/NRD efficacy review - are not included •~ ''The Pink Sheet" tabulation.-.· FDA's recall 
procedure now has three categories: Class I; -for emergency, Jif~threatening: recalls; Class II, ::a "priority" 

·_ ~ituation that is possibly or potentially life-threatening; Class- Ill, a "routine" situation with little or. no threat 
to life. Editors of "The Pink Sheet" appreciate hearing from any company that would like to_ provide additional. 
information of any recall listed in these weekly tabulations.: •. 
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8FDA RECALLS AND COURT ACTIONS a • . • ISSUED SEPT. 18, i974'f. 
. , .. -.,~"1:' 

Name, Form & labeler Lot No. ·.Mfr.or Distributor Reason 

CLASS II RECALL 
[ 1] Long Nails Nail-Lengthener 

Kit 

[2] Travenol or Sams battery. 
operated blood pump 

(3) Zyloprim Brand Allopurinol & ,All ,- . 
Imuran Brand Azathio rine 

·-·-~- ,..,,, .:. 

J~J _ Various sutUies & teflon pledgets Footnote 
E?-_'?-~-~ 

CLASS Ill RECALL. 
[SJ Gordon's Econ~Pak Multi-:; . .:.: 

Vitamin Chewable tabs (OTC) ', 
· o} Sleep Caps (OTC) 

Footnote 

Sams 

Contains methyl . 
methacrylate 
monomer 

Electronic failure in motor 
speed control switch 

Burroughs-Wellcome ·· . label mix-0p- .. 
. .. ~ 

- -~- ~- .. -; -' - . 

Phone& 
ltr. 8/30 

Letter 8/20 
Phone .-
8/2·' 
Letter 8/2 
Phone 9/4 

[J3J.:cZymafenn & Silogenvetetjnary, 1:lZD-Livestock No NADA adultera- 9/3 · 
:f~S'ZDmici~i.~~-~~.-,~-c~ -'.· ~••;._ ·: ,::.' ;.>·~_.;;.;c,~,.;oe;.;~c, .. ·""1.:<,.:.· -~~;;.'~'; .. tion 

.. Products sold w/ouL 9/3 • 
· .·.-. · :s; adultmfion:'~T · / .; . 

[l] Recalled by Woolworthi Man~factured by C;E.B, .Distributed by DatkEyes. Distribution to NYC area, ]2]. Lot 
number: Model 5M6202--1162,, U 74:1234,,& 1500-1502-.Model 5M253 - 1021-1029 & 1030-1032. De.vices are not 

• 0 ._» • • • h •••- • • •' • 0 H • •• _, ,• • 

, returned but on site corrections are beilig made.,~Model.5M6202 distributed to US &. Canada. Model 5M625.3, was.• ':' ,. 
internationally distributed •. (3] :,,Whshs.'..notified by salesm~visits &8/28 letters. Retailers and hosps:'.notified by: , 
8/30 letters.,: 300,000 btls. of Zyiopmn:& 40,000 btls{of Imuran re~ bri market.• [ 4] Lot numbers: . sterilization , 
·1UllS. 34023 ~34024; needle products~ 8~j~ "834024 .. Natl. & intematL distribution. [ Sl Distributi9n to, 
I ,consignee ill Jnd. [ 6] Prod1Jct~ w~ii,usbrand.ed:··metiiapyrilene HQ caps repacked in btls;, labeled as containing. i,, 
methapyrilene HQ & scopolamine aminoxide hydrobroriud'e-°'."~Manufactured by Cord. · Distribution to Mich; w/some ·<:.s' 

natl. distribution. Approx. 80036-cap btls~r~~L [7] ·None remain on market. (8] Manufactured by 
Taylor Pharmacal. Lot numbers: 00201,0040l;=006{j~,;008Ql,01001;01202;1020l; 10401, 10601, 10701; 10801; 
10901, 11001, 11101, 20401, 2~60h2~Q-lt~1!t19¥Yf~J/Approx. 70 1,000-tab btls., 220 500-tab bill~ remain on ( 
market. [ 10) ·us DistricfCourt/SoutheniJnd'J(flJlkJJSJ)istrict Court~ Eastern Mo. [ 12] us District Court,.Neb. 
[13] US District Court, Neb: [14} US"bistii~Couit; Neb-_- · 
EDITORS' NOTE: Above tabulation is prepared from a weekly list made public by FDA's Office of Asst. 
Commissioner for Public Affairs. Re-arrangement- of informition supplied by FDA· chiefly involved e~pansion 
of footnotes to shorten tabulation. . Though listed by FDA} DESI reca!ls - undertaken to implement FDA 
findings, based on NAS/NRD efficacy review - are not includ~c:Hi{c'c'The•Pink Sheet" tabulation. FDA's recall 
procedure now has three categories: · Class- /;'--for·~erge~cyYlifu~threatening recalls; Class II, a "priority" 
situation that is possibly or potentially life-threatening; Class 111/a_;•routine" situation with little .or no threat 
to life. Editors of ''The Pink Sheet'' appreciate hearing from any company that would like to provide additional 
·information of any recall listed in these weekly tabulations. 

[T&G-4] 
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@ ALLERGAN PREFRIN-Z "ALL-LOT" RECALL announced Fri., Sept. 13 via FDA Public Warning' 
release: "FDA today announced the recall of 

Prefrin-Z, an eye drop product sold OTC to consumers. The product is being recalled by the mfr., Allergan, •:: 
because of some the Prefrin-Z cartons were incorrectly filled with bottles of Ophthetic, a potent ey~·_<;lrop · 
product used.by MDs as an anesthetic. Ophthetic, in rare instances, may cause serious allergic ieactions result-: 

. ing in severe eye damage., FDA advised consumers who may have purchased the product to check the iabel. 
on the bottle and return any labeled/Ophthetic' to the store were purchased.:- Bottles labeled- as 'Prefrm-z•: 
may continue to be used. Allergaiiestirnates thatapproximately 100 bottles areinvolvedin the label · 

. : .... :~ · r~ffa~fJ ;/ -~<- · ., · ·· ·· 

. Allergan.PresiderntGa,,ii'11-Merbert tol·d ''The Pink Sheet'' that the firm had sent -: .• · ·. 
:, _out a warning le~~;;~)O to 1~ days ago/: and he did not undei"Stand why FDA 

.· •:: . waited until Sept~,'ft3 in: the. afternoon to issue a release. He also said that the 
tJia. low.;v~iuma_dhii(~eUing only abou~ 5,000 units a month. The company was 

'.· i;~::nr~t alerted tp 'ill? pa&~aging mi){-Up when one unit was discovered mis~bOJ{ed in 
. ',?/ the:Allergan plcu1i~tO.~e:hundi"Bd more bo){es were subsequently discovered',''...;; . 

to, be m is-bo){edJ~131J;t11l,Jtl;{\t:;~::,:\ . ' . . . . •. . . 

· [ 10] Sanorex tabs & booklet_ : ' · 

Product contains 
holes 
Misbranded 

[1] Natl. distribution .. ·,2ojais,remain on market. [2( Manufactured by Bard Pharmaceuticals. Natl. distribution. 
[3) Manufactured by L.D.c-(";aulk .. Approx,'._<t-_5)ots reIJ!.~_pn:pi_arket; . (4) · All btls. under recall regardless of· 
net contents statement~·.JsJ;Manufacture<l-J>y,Concept-'ll\dusfries.

0

:~Lot numbers: 538-3-100, -101 & -102.· ;· a•·! 

738-3-100, -101 & -102 ... [6].. U.S. District.Court, Western N)' .. [7) U.S. District Courts, Middle & Western Tenn. 
[8) Product has no NDA and;is dangerous to health when. usetl in dosage or duration prescribed. Label fails to ~t 
active ingredients. [9] U.S.~.Pis_trict Court, Kansas. [10].Booklet contains statements & representations whi •"· 
are inconsistent with Iabelini:fd . .abeling fails to bear adequate directions for use. ·. . . . . · .. · · · · ... · · i- -· 

EDITORS' NOTE: FDA 's Azii:;;21 Recall List ("The Pink Sheet" Aug. 26) failed to note that Basic Bee C& 
Balanced-50 Super B Complex .. Jj.,eTf! _manufactured and mislabeled by Basic Organics.. . 



T&G-6 F-D-C REPORTS 
-__ O!ISQ - · 

• 
IQ C.E.B.'s LONG NAILS BEING SUB.JECTED TO MULTIPLE-SEIZURE TACTIC;. the methyl met 
\..Y . crylate monom 
containing product will be seized via on-going campaign in various parts of the country, following the rri ' 
of 50 "alert" letters from FDA Rockville headquarters, according to an FDA legal staffer. As of Sept; 5;· 
recent seizures included: southern and northern Ohio, northern and western Texas - in addition to three< 
listed in FDA Recalls and CourtActions-for Sept. 4 (see below). FDA Dallas District Office has reported! 
put in filings for other seizures in Texas (3) and Arizona (1). 

,i FDA has succeeded in obtainingf'voluntary ," Class II - priority ... possibily or potentially 
life-threatening or hazardous -.recalls from mfrs./distributors of other methyl methacry

late monomer-containing products: , Chicago Federal Judge Bernard Decker June 28 "ruled 
that a product.oKthis nature is adulterated ... therefore, (FDA) is instituting regulatory-action 
against" such products~ Associate- Com: for Compliance Sam D. Fine wrote Lang Dental, mfr. 
of Smartee Instant.Nail.Kit(tToePinkSheet'-~ Aug. 19;p. T&G-6}. A Texas FDAerattributed

.. · the recall-of Viva's Nail Liquid;(raw-materials manufactured.by Lang Dental) to his-district · 
,;~,:0.:. . office's "sweeping investigation made.as a result of the C.KB:" Chicago decision;("The Pink 

S~!i~?_.f~ Sheet" Sept2'~.;FDA-recalllisting·,--p;.::T&G-6).>Judge-Decker, on Julyl 2,ruled against .. 
·• '~J:·-~,-a_ · FDA's request that the courtorder a•recall:'Tr;:0. ,f·· --c,••.• •c- •• _. ,, •.. ,_.. ·,., !:-,r,,,;~ -,.. 

- eFDA RECALLS AND'COURT:ACTIONS:1:,:,_~<:.ISSUED SEPT>4,A974e-, .. 
. .. . . . ~ ' 

i\{: Name, Form,&. Labeler 
-;°:!f;'.:·\"(Number,s refer to foo~l , . ., ., --~ . 

CLASS II RECALLS•. 

. : ·: ·_·' Reason 

Adulteration 
c~?~/: [ 2f--H~dbrink Series DMSOOO. 1 :: .,; , See footnote Qhio Medical Products 
~f~~::~~:: ,-.::,~Cabinet Kinet-0-Meter Anesthesia Machine · .; · - i , 

See footnote · 
=.c;cc·. l9J,o, _______________ _._--,1i.,_,;._ ________ .,__ _______ __. ____ _, 

·~-~~ SEIZURE:·ACTIONS FILED i~¥J:}:2Ji'.,(- •.·, ·:<:c:'! ,:vi~,;,,.:~~;.,...'< 

• 

[31 Prophylactics . ·. 
. , -~ -~ 

' . ; ,,.-; .. :;.., •. ,, >~:_,;., 

M&M Rubber Co. Adulteration - pro- . 
,,:.;,,;..'.::'._:--·.::: · - ·~qs;;.~. duct contains holes .. 

[1] ... Product manufactured·by. Harry J .. Bosworth,Co;-~oEsschem Co.,. and repacked and recalled by,Mon~'s.,c,j~ 
Sculptured Nails and Lashes~: Unlabeled liql,li_ct~--::'~ .-. ,. . . methyl methacrylate ... [2] Recall covers all devi~? 
with the "Model" No. in the DMSOO0 series, · -~-· _ ad"between 1968 and Aug. 31, 1971. Recall involves . -
modification procedure only. ',;"Medic_1~rj~yi9~i'Afe~fie~rs were mailed June 25, 1974 notifying consignees '.<i 
the modification program/which ccinsihl$r':iepTu:<:etnentofa slip-on cap by a threaded nipple.' Distribution'. lli. 
U.S., Canada and overseas .. Recall dutt<rhijtlfunctio11 iii'the oxygen-piping system causing oxygen to flow into: 
cabinet of the device inste~4 of being. delivered to the patient. [ 3] U.S. District Court, Kansas. · ·_ [ 4} ':U.s:,,:J;{ 
District Court, Southern District, Texas: Product contains m~thyl methacrylate monomer - a harmful substanj;e' 
[ 5] U.S. District Court, Eastern Mich. [ 6] U.S. District Court, Northern Ind.· [7] U.S. District Court, NJ 
Labeling is false and misleading and fails. to bear. the name and\place of business of the mfr. 

· EDITORS' NOTE: Above tabulation is prepared· from a wirekly-list made public by FDA's Office of ·~, 
-, . - ;:-_--,.,,;.,-_-_-;-;-_ 

Commissioner for Public Affairs. Re-arrangement of informati~ supplied by FDA chiefly involved ~~~,2510 

of footnotes to shorten tabulation. Though listed by FDA,~ DESI recalls - undertaken to im~leiji!~~ 
findings, based on NAS/NRD efficacy review - are not included in "The Pink Sheet" tabulation'.:~~p · · 
procedure now has three categories: Class I, for emergency, life-threatening recalls; Class fl; 
situation that is possibly or potentially life-threatening; Class Ill, a "routine" situation with little 

, to life. , Editors of "The Pink Sheet" appreciate hearing from any company that would like to prov. 
information of any recall listed in tt, ~se ·weekly· tabulations. . . ,, ·· /Jf 



T&G-6 ·· F-D-C REPORTS : · 

eFDA RECALLS AND COURT' ACTIONS .... 
Name, form & labeler 

(NumbM1, 1'afer to footnotes} 

CLASS I RECALL 
[lj Bichromatic Analyzer, models 

ABA-100 & ABA-50 

CLASS II RECALLS· . 
[2] Apresoline HQ, IV or IM 
[3] _Nitrofurantoin caps, 50 & 100. 

mg. 
l4]. Devilbiss Model No. 6S Ultra-.. ," ·. sonic Nebulizer 
[SLAilergenic Extract 

[7}-, In-,. Vitro Diagnostic Culture-·,::,, ,:' 
, < . Plate Products · !!;c.' · 

[~LWhite PlasticY-coonecter Tube 
• 3 ,: & Plastic Endotracheal Tubes 

CLASS III RECALE·f.·::;· 
£2L~_ebbs lsopropyl Alcohol, ,6 .oz. 
•'' --~::._-~.,l __ • r ,,,):.~.,;; ), > .~,'q,,,•• 

lot No. Mfr. or Distributor Reason > 

Contains mineral oil 
, ·.·:r~4tie .. ~~·::~~:~2~:fit~i1~fi: ~ 

Jt] · Mailgram & letteto.{6/27} foi.:ABA;;iOO:i-tPhon~1J@=8t .7 /31Y:&:letter(7/31)for:ABA~SO.::~Nat1.:distribution~::; 

,~d .to.Australia, !a~~~(:O:t'.Canada &• Vi~~~]§~S;IJO :ABA~i OOs:c!i~~~AB~~9s.~.w:;r~; di~pbute~,:~~~2~;~~~;:t~:i 
[2} _Natt distribritionc&'io Canada;~~(31:ft;Di~~';iqRugby;_Phannocon~~Spencer-Mead~;HJ:.:Moore;:yangard;.-,· 
Gen~King, · Bioline; Hemy:Scheinf~citle-;:f ~~~~ution}.~.§r.st~m:'tt:$: ·_}00,009;):ai'reniauforr market:,:~:, 
( 4 Jc. · lot, numbers::--· Models;withiserial · numbers·:30,000:ciiiJ.3 ,696.manufactured· be.tweeni•l:2/72 and· _12/21 /1.3;:'·'-:.~·.: ~ 

,, __ ,~ '• . ~. ·~: 7:•._ ''".,,:r..;.. 0
,:.-...:_,,•• l:.{'c.;"' .•.-:-f:---L' , '>,l!; I• ,.,, ,_:, ,''• '·:;',' 1,,\,t:--'· ,'.••·,~---:,,. ",>"1'.,:)•,_,' '• ·.:V•'.-~·-_: ... _.,'f.;_';_,_!:,1--;':S,,'. 

Corrective action started, by;.visits: :5 /23'"''.::Natl::; di tion' & · to• foreigrr: consignees~:::}· 650 units remairi:to. be-::-:':'.".'·::..; 

~F~:;:c:l. :sS:!~~&t~~~~~~ . ::~~~~~~~w;1~r~~~i!~~~~ri~Egl 
pistribution to hosps., . clinical labs & MDs'ii . 'H}4;Sro:platesfremaiiri0ii; i;naiket:fH 8 fl;'.Y"Coriri~er 

~~!~fr~1·-~:;:!!1fB~~~ir__ .~~~1:it~tif¥~~~1$'.1i-i~~t~i~,~ 
EDITORS' NOTE:·· Above,~b~tion:.·'iij,_~'•' · '~}a:·.:weekivdist made_public, by_.FDA's Office of.Asst.·• 

<-t'"K , ,, "'. •·J.'_.~:: .--,~•.:~-.:-'~-•,.~•;~:'-~·~:_:.!'."f":•-:.--,~ ~~,:,;.,.~fJ..,-,'.•-"'.:':·.---.•~-.. :C...•C:j;_"!::t.'C•"':.,__: ___ ._ '· "-' ; ,·,-:.;·•,•'""· • •• -,..,.,,,,"·•-':".•.-'•-'••"•'.--.-.,..,•,.,.,.._> ,.,,,-.• ., •. 

: • Commissioner for·. Public/'Affairs:r~:, R,!!"iafra . .. . ... _=infl,{ination, supplied by· FDA. chiefly involved . expansion_ .-
_·. · . • ·-·· ._- .•. _.,,,,.,. •.•..• • · , • I ·,-·,:'1.~...:-'!.·'".z ·-,.•.;.·_;.•,•~.-·: ... - •' - ,· •.... "''-•-··--· ... ,•,·-~ .. • • ' •• , · · : . .·, · ',j,r <of footnotes to shorten tabulation2~":'_:Though;:~:;by:.:.FDA-,:DESU·ecalls - _undertaken to)mplement~fDA ·-:·, 

-~::::~eba:~ 0~asN~:~~-~:t:~l~-5tli1~t::Fi~f;::a:!:~n~;:;:i;;b~:!0;j, ·':~.:;::;:;~:$ .,.,,-,..,-.,,.,." ... 
situation that is possibly or potentially -Jj.~~~i~; Class 111,-·a "routine" situatio~ with little or'ioo threat.:/ 
to life. Editors of "The Pink Sheet'~ 'appreciate he~ring. from any company that would like to provide additionaL'.2; 
· f f of II r ted · ·th kl tab iat· ... \ . · ·· . - · ' ·. ' : >'-i-'/, '-'k·:'.,Lt,dri;.;#,i?~i IA orma ton any. reca IS IO, ese wee y u tons . ..... \.. ·-- . . .. ,,.,~:-,, .. :;·., ... f,Ccc, .. .-,_.l, "' ._n.:, .. ,-- .-. 

-- --- i- ·-·-·- --· •· • -..----··· •·· • · • -·-- \-·-··,··-··-· •-·= .,. •· 1 
• •_. ~.'.~}.,.• _·.., ••• ·~~~•.,.- • .... ~.Y.~o_•"i";t~•-•....:: 

tr::\ .. : ABBOTT ANALYZER~RECALLRATED(ciAssI:s·ecAiJSE-OF DEATH :~;all_e_¥e~if~~~ff~. 
\.:::J .•.. ; .. . . . , · .. ; .. -.~)rriisrepontrtg::01j:f e:::~ 1!:i:1:n::1:.~;c::·:hl°dm~;5ll!~ ~::::p~~:·:~:f;~1,rj;~Jl~"-~t···· 
·cose readmg hemg dropped, govt. :spokesmen:explamed .. The patient ~h?.:·f:IS';[~~!;J[,t~~}.\ 
Hospital, .Mo"' reportedly had an extremely high glucose level, ,but the .~eagJµg.:e•!!rt~etma 
a very:low.i~veL_A misdiagnosisresi{ited and dextrose was·.·aclmfuisiered}as:,,trea'fme' 

··.;,[h~sii~~~11;~~ff ;'::1;1[!{~lf (~~~~· . 
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·T&G-6 · F-D-C '2EPOJITS -·· ·- --OftS,! 

@ FINAL ORDER BANNING VINYL CHLORIDE PROPELLANT in all cosmetic·and·orii~ 
· - · · · · _ · · · · products published in Au •·. ' 

Federal Register; effective after 30 days. Proposal was origin_ally published for comment April 22~:6-
Pink Sheet,, April 22, · p. T&G-9): · However, only three comments were received ...::.. froni.ihe Am · · 
Academy of Pediatrics, a municiple consumer affairs unit and ·an unspecified individual ;..; and all 

. in favor of the proposed reg.. 
,ti7,. 

'I Second part of proposal, governing polyvinyl chloride (PVC) in devices- and food and 
cosmetic containers, has been held up pending further comments~· Specifically''i-e:, 

quested by Federal Register notice is data concerning .. extent of usage of PVC'coritaiiiers;jii.~.J 
the rates of extration of vinyl chloride (VC) monomer from these containers and other ... ,.:)f 
matters that will pertain'. to the safety of these containers.,, ·Notice also adds that supple:::;·; '~ 

. mentary sub.missions received by FDA ••are being compiled and reviewed to determine . ·, 
-whether additional, action by the Commissioner is needed to protect the publi¢ liciilth~~· . 

~;;;:4::::'lr..~f=!~,!;~~,. ~toirti{:~ :~f.iffi-?or"Distributor··:: '"''T-;'~"'1'~\'Reason~'~"~'~""· ~~~"batel,:.;:~: 
. ... " ... ' , .-•- , ~·- '• ~ .. ::,.. . :...! 

(.1.b;I~igitoxin-tabs,:'.2·mg:":':-"'i ,, ... 87-27l'"'···a, Westerfield ·r · : Non-USPcontentunifonnity Letter8/9 .;; 
....:._ . .:. • .:::..:... •. ;;,--. .:.:..~"-'"·.:.:.;,.;;...,.,; .• ,;;:=::.~:J::;;:~; .. ~-.;;.;..,.~._.;,;~. ·-·,..-=- ..... _c;..J, •. -• ..:~ 'fu .. uiieinents ··--~·•·-.. -·-··~·- ·····• ·-·-·-- , ...... _: J · 
[2] Reserpine tabs. I mg.. 31216·": McKesson . .Non-USPpotency_~content Information Bu}. 

--•. 111--~- ·······'-'-'-'"'···-·---·- ···: unifonnitytests··----:··-.· etin&visit7/25 

• 

'§.~!~J:!.R~.ACTIONSFILED:,"-... -:. ... ~~:.:...:=:'~'..:_., ...... L ..... .-.. '",: ... :.'::'..:,.:_~.::~ .... ,~.--•"•··--··-··"•··· 
[ 3 J Long Nails '"' 

c 4 l: Basic-Bee-€ & Ba1ancec1-so--:-7"·,... 
., ' Super-B-Complex _-:;'·'_' 1

' j , 

Contams methyl methacry~, 8/9--·-~ ·= <_;. j 

- ,' 

All Jt,,. 'ci 1 ·Distributio~:to Ohio, lnM.:& nL:iApj;ox.:.4:500 tabs-~main on. market-;· r2Ti N~tl. distribution .. · ,.,, : ", 

[~] _ {1-.$.J)j,stric.t ~.2.~;.W~~:tt?.t:!1::Je!_:i'.H ~] -~-!-,ab~tsi_c.gntainff.~~-~~ ~lea_dµtg s~atemen~:../'(Itarnin B-12 .& folic aci1 · 
were in part ·ortutted!'or abstracted. , C~-r~-t-i-o-n~c ,Vitamin: B-12~ recalled· Aug:,;14\-was repacked 'and recalled byt -
~dfanllpolis Phannacal;·11ot:by Illfr~ J3a~er .9elatini:£:Sd:_' i ~? L_ --~~-- . . .. .... : :: ..... _! ~_;'__ .L . . · > '-':o: •. ,,, ,,. } 

- • EDITORS' NOTE:· . Above tabuiation is-prepared Jro1n' a weekly list made publi~ by FDA's Office of Asst.: 
·::-::-Commissioner for Publi«::~Aff.airs;-;;;.Re-a~~infor~ation supplied by FDA chiefly .·involved expansion , · -
· , ... ~ of--·footnotes t~·· shorten tabulation-; ,.:".'Thougnc~1by.'c FDA~-DESt· recalls"-..· undertaken·· t~ i~plement FDA ; 

findings, based on .NAS/NRD efficacy·~-review.:rari not included in "The Pink Sheet" tabulation;./ FD.A's recall 
. -~,,_ procedure now . has ·. three,-categories~,r;'"t'lttt${'J::.1'-for"!:t~mergency, .. life-threatening · recalls; . Class 11:,·a. •~priority" 

situation that is ix,~ibly: ·or pote~ti~ily. Hfe4hr~e~ing; Class Ill, a "routine" situation with little or ·no threat 
to life.·· Editors of "The Pi,nk Sheet'' app~a~hearing. from any company that would like to provide additional. 
information of any recall listed in these weekly tabulationsl · · · · · 

I 

,Q BANNER GELATIN PRODUCTS, Chats~orth, Calif~:thad'.~o connecti~n with·"Vitamin B-12" 
\::::I Class II recall repo_rted by FDA in its weekly summary, issued 
Aug .. 14 ("The Pink Sheet" Aug. 19, p. T&G-7, second entry 111 weekly tabulation based on FDA's re
port). In Jhe tabulation, Banner Gelatin is listed in the colum,.n headed ''Mfr, <lr Distributor." _.The FDA 
Aug. 14 report designated Banner as the mfr. of the Vitamin capsules that were .sold to Indianapolis Phar
macal Co., Indianapolis, Ind., which repacked them and was responsible for the recalL Jn the<repacking,.:,'/< 
two-.} 00-capsule--bottles apparently~ were: mislabeled as VitaminC•B-P~ ta.blets, 5_Q m_cgm:--·-:-:::·-:-.-- , :::.··, i . 
; , , • ' .:._-,-,l- ::~~· ·:_~ ~:_,,.·. •;_,_ •-~•'k<'l"':.-..Ji:;, .,"X~;s. :" _,. 1 ... ·.:•\ ... ':,•£;::.:.~.r· · .~~-:•; .... -,t,_:..,.,_ ~>''" ..__,-... .. -~1.'i-' _,;.t·r -.• _.....-:-r ~:- .: :\.,, ••• ~?; ·1.•i.'!·, ·t~· ~?") ~~;..:..··• 1•• :~:-, '., -;, ,1. ··:.· '. .......... ·,- · ., • .,,..:.,,~.~•-... ~,.:$,,~5" • •1ii . .:a~-;-~ .:.:"_.. :.--;~_, ~·f.J~'.~:;: 
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duction into interstate commerce and all labeling accompanying said prohibited devices, heretofore intro--
duced or delivered for introduction into interstate commerce, to be returned to the possession of the _ 

• 

de_fen_dant by providing notice in writing to each person having possession of any' of said devices· advising 
such persons to return all such devices and labeling at defendant's expense ... " _ . -• _ 

.FDA RECALLS AND COURT ACTIONS.- ... ·ISSUED AUG. -14, 1974. 
Name, Form & Labeler 

(Numb•~ refer to footnotes) 
Reason - --- Date 

CLASS II RECALL 
[1] Mislabeling 

Al!Rxunless ":'1.rked/-!.[~J IJ ,~a~; '~~tr!~}:' ~.ip.'~ 8:::t9 sanada: l-,6Pfl~~ri~gf~ remairl o~,.market: ;( 2 ~ ~tri~utiol_!_ _ 
to 10 pharmacies & l h9si:v:;:eNone remain on markeLTwo,btls. oLYi~:B.labeled B-12.' [3] -Natl. distnbutton. -"'-t 

-~~~-~~~~~i~~~~~ 
Court; Southern Ffaoc •Labb!ing f~s:to $fra'dequ~&§l1ons f~r~~Ri~ew:Oiu:g without ari approved application. /' 

·-eoffORS' NOTE:_.tJAIJ?~;t~f?~i~i~~,'.~~::~~~~~~1!Fa we~~~¼W~t{~~:~ipublic by -FD~fOffice of'.Asst~ -·-
-Commissioner _ for; f_yblicJAffairs:,} ~farrangemerrtiof:~f_c,rmati<Kll'suppfiecf by,FDA- chiefly J11yolved expansion .:. 

0
of ~oat.notes __ to #'"~~;~tabulati?-~Afi½.~~~j-~"- '4 'h""FO \':"'-~(~~!~~ ~:~11~~~~~ta:"im~e,uent_,,FDA. ,J 

-findings, based_ on- NAS/NRD eff1cacyr,ev1ew . - e,,Pink":Sheet",-tabufation. -FDA'necall ·'? 

-pr01:edure now ~~; t~re,i .~#!!?!~es;~,,- .,:" _ -- -s,, _ . . .i~in~~;~~1Ftt~~s;p;J"(•pnority" r 
- situation that is possibly/or ,·potentia11y'.Hfe~ asadn;ta\t~routine~~-:situation,'witlUittle· oi: no threat<;:; 

•' <s ,' •' < : /",,',-._J'f- ....... •.!~,,•. I - ;-t•r:.t.,,,f>',_;.:,.:«,'i,t ~-i:.t ~~ •:-•~':~-:,,,,.•,-1;-~~r;• ,, .. •::;-:,: '.;<!. • :z ,-' • ~••• .. ••-,•~ <•::t,7,1•,.~ . -•~, . 

-to life; . Editors: oe'The;:Pink Sheet'~-'appreci' {"from ifny:-:~mpany that would.-like- to 'provide additional 

_ into,m~tion_ .?f ·anv -~~~i•:~Ii~,;~,1:.:~-\~~~ ~:ai~~ii¥ii~'.. Li·:~~~/fi{:!,'.:]> .:•:i:t/t:- .. --~-
@' :' ALLERGENIC EXTRACT~fA0Vi$cMT&1Jjt1·NiE.REST· 1N VISITING'',}{ MFR .• ~resumabl . 

. c•-·; ·. -.- ---~ ~>':,'.,~'-i ':!'?~r~--~~:-.l :< :: · . •; , to see how2;~~- . 
prpducts are actually manufactured, hale,ndprs~~n(ffom FDA Com; Schmidt, Panel Chairman Paul_ M. ·, :<'
Seebohm told Aug. 16 meeting of the gro_tip_~~g BtiBio' in- relatively uncharted regulatory '.area. -- How-:- ::' 
ever, Seebohm explained,_ the FDA;commissiorier·s~essed #iat .. the advisory;p;mel must first 'be invited- by: .. :} 
a mfr., and its visit must not be considered as.an official advisory cmte. function .. Also, he reported, FDA i: 
wants it made clear that the visit.would 'l:>~solely-fofedµcatioltal-purposes,:and not for review:of either · 
-~:_~~!,~:~-~ring process~~ _?f _prod_~c:~~~~~-\:' :; '-~" : _-;,_ ~;.:" ' _-_c?.c;_?~~:.'=c::=c:;.--=::_:c. - •" • - - .::_., . :::,:iJl"'; .. : · 

l .,?-;.;_i~:f:',?':~{- B. uBio's Dr. _Haro~d Ba7~ft~ld ~anel ie_ gtdatory problem_~reas incl~de:: R~w milt~ri.~~~f pn~ c=: . .,, . 
,,:;,,,,_...:'f~~l trol; pollen identification, punty, potency,,safety, stability-re datmg penods, and lengthy~ 

', --·-·;: :lists of extracts. H~ - he-- dfdn'_t know where dating periods originated, but they appear in\.;=;-_ 
;; i-;.: 1i-~gs as far back a~ · ·> • · . , ., , ''. .- · -._ _ -- ;..·, _'.:_:. 0 • _-ff.a'.:,,, ·,~:,: ",. :ui 
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@ KIDNEY DIALYSIS MARKET TO QUADRUPLE IN NEXT 10 YEARS; over that period of tirn~t; 
... 100 mi[ worth of equip;. _ 

ment will be neededjusl: for the new patients that are starting on home dialysis," according to a new Frost .:.!{ 
& Sullivan study. The report projects an expected "rapid expansion in home dialysis and treatment in lim"'.--}1:,; 
ited care centers, while hospitals will incur a reduction in this workload," Frost & Sullivan noted ... The,,~~~g:y, 
study also finds a great variation by location in the cost of treating a patient." . . ... . .. 

• FDA RECALLS AND COURT ACTIONS .. ~ ... _ ISSUED AUG. 7, 1974. 

Name, Form & Labelff 
(Numbef'I refer tO footnotes) · ;-j-{~:,-~ ·-

Lot No., ,:}Mr. or Distributor 

I - Normal serum albumin· 25% sol. 11921: : Abbott, -·· ~. ·. 

[2] Tuberculin purified protem,nq 12094-1' Connaught 
derivative- . .: ... ,,: ··c;,.:·, >- '. '-· ,.: .,.,, 

f3] Several reagent products Footnote Hycel 
-[4] CP101 Blood Agar 5% Footnote Clifford Biologicals 

·,.,.[5)';,Lidocaine HOinj-:~&: 2,%;?T.:'F' f,o?~-~~ Invenex, 
v·:: procaineH0:2%:-· --- <;· ,:::_· 
(6 J Philips Scopomatic 71 Spot · 

-- Film device XD34SJ.- _" ,., 

CLASS III RECALL .. ·--··--·"---·-----
[7] H-I-L-20 Lotion ½%,,PH6 30240 · Cord 

Reason--

Incorrect expiration date.: 

Noneffective 

Glass. particles .. , ,, .. 

Unnecessary radiation exposure 

Subpotent Letter 7/23 

- 111 "'.-. :-:-~-U-~-ce C-,&-~-~-. _N_~~-·-OP-~-:-~-:A ... I_."~-.. ,,-T_F_1_L_JJ_D __ . ______________ ..,.
1
_
13
_
0

_. --i 
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:_SEIZURE_'A'(:TIONFiLED- :_:_,.::zif· 

[9J-Sodium acid pydrophosphate- 7/11 
[IO) Thermoscribe II device -" 7/15 

.All a Jl] Natl. distribution to, 9 hosps. & 1 blood bank. Approx. 230 vials.remain on market. [2] Importer 
-;and distributor was Ormontt'.Recalled by OrmontYNatf:-:-distribution .... 5,000vialfiemain-on:market .. [3l .... Pro-':'_;:: 

ducts. for in~vitro diagnostic-testing:~Acid Phosphatase Col9,r Reagent~~ CPK Phospliorus·Reagerii/ Phoij,honis · .. . .-, 
-,_Reagen~/CPK Set; i,m.d·Acid Pho.spha~.Set,r,:J:.O.tnum~~: 580 mLbdes. .'."'."J087Al, 127?1~.J,,1280Al,: 

, ;;~,~94:A~::~)_:348~1.~:!.•~ ~;~~~-:c.-d ,Q~!~J;i!~?SA,1, J 280Al ,-129.:tAl.&,,;1348.\l.; )Natl.: distrib~~o11 ~d. "'}-,,,c";~ 
f9-; 7-: f?reign accounts.;j J 4 L,~t,~-~~~~?~~J}}6.2J witl&suffvc.ei~.· B,. c., F & G; 11694, w,ith suffvc.es A-G '-; ;- ·, .: .'.., 

,_and 111717:_.Disttjbutjon __ to N~wJ~ngJand hosps~.:;;[St~l.ot numbers: Lidocaine HCl ½.%,.:.207-7341; Lido~-.-----· 
., caine ~Cl 7%~~..;;JQ2-764l>B;_Procaine Hq :~_92c; . .··•· C _j(lJnits loc:ated in hosps. &.medi~facilities nation::.-, 

wide:· C.orrective program begun· 2/28:<ln" -"i{ ·~~ .. ~ . °;§J. Tutag~ Natl. distribution .. Approx. 1,000 btts .. -. 
remain on market. [8] U.S. District ~ouij/South$-,0Aii/ Charge: ·oelivery for introduction' into interstate . _ 
commerce of adulterated,.,!l)isbriµtded zj<I;falsWilii~led•drugs-and biological products. Consolidated Pharma- . . 
ceuticals, Benasil Corp:, ·Tampa Plasrna-Center&i00cean Pla~ma Center. All companies have same president and ... 
VPs. [ 9] U.S. District Court, Colo.:·: Product held iri rodent contaminated bags. [10] -U.S. District Court, 
Western NY. Product fails to bear adequate directions foi--use. \ 

EDITORS' NOTE: Above tabulation is prepared from a weekly list made public by FDA's Office of Asst .. ,; 
·. . \ . . .. 

Commissioner for Public Affairs. Re-arrangement of inforrnati.on supplied by FDA chiefly involved expansion 
of footnotes to shorten tabulation; ThougiJ,- listed-- by- FDA/ DESI recalls - undertaken to implement FDA 
findings, based on NAS/NRD efficacy review - are not included i_J\"The Pink Sheet" tabulation •. ~DA's recall J 
procedure now has three categories: Class· I, for emergency,• fife-threatening recalls; Class- II, a .. priority":; 
•situation that is possibly or potentially life-threatening; ctass 111, a "routine" situation with little or no threat 
to life. Editors of "The Pink Sheet" appreciate hearing from any company that would like to .provide-additional 
information of any recall listed in these weekly tabulations. ' 
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· .. · .::~_ugust:'5:.ilS\74" 
. -- - ·----- - . :. ~-~';,;_, _:~ ~-:1;:<_-:,---, 8 MYLAN ERTHROMYCIN RECALLS: MORGANTOWN PLANT "not the source'' ...:."co~t~ry t~- >:;'. .. 

impressions and hearsay which~ 
may have resulted from a series of no~ices published in F.D.C. Pink Sheet ("F-D-C" REPORTS - '~The Pink 
Sheet") and elsewhere," the company declared in July 25 memo sent to customers. "All of the tablets were 
recalled ("The Pink Sheet" June 24, p. T&G-5; June· 17, p. T&G-7; May 6, p. T&G-6) for penicillin con
tamination in bulk erythromycin·material supplied by Cipan (Portugal) and Pierre! S.P.A. (Italy)/' Mylan; ~--· · 
said. In a covering letter to "The Pink Sheet," Mylan President Jerome N. Lehman said: .": .::FDA has ~ 
moved to tighten allowable limits ·of penicillin to a zero level. Mylan unfortunately has been the. first up to ., 
bat on this subject." 1Jie "notices" published in "The Pink Sheet" were based on FDA's official weekly listings~ 

·i "4',, 

· "The recafl itself was noteworthy to the extent that new methodology was used :~:~- ·· :.:·;- ·;;··;{¾- .. •• 
to detect the penicillin contamination in previously certified batches, thereby re: ·:-i:; •. ;·:·.. .l 
troactively cancelling previous FDA Certifications which had indicated 'No De-- · : ." , 

tectable PeniciUin',''-Mylan noted .... ___ .. . . ·-··· - -···· •···· - .. -t.~, ·;:: :::'.\~ J .. 
'll Since the first of th~y~-~/~~~~;dirig t~ FDAe~.-th~·;;;~cy.has b~~;J~~g· n;;;--fu6~;: :1 ·• · 

sensitive.tests to detect penicillin contamination. A revised version of FDA's m~ual : .:,~: __ f 
. "Procedures fo~;Detecting and Measuring Penicillin Contamination ~-Dmgs" is now at the: ' ... ?~ 

. 'printers. FDAers apparently believe a zero tolerance level should be used for penicillin con-:; .n J · 
· · · ·- · · ·· tamina tion··of erythromycin-on·the basis of a "he3:l th hazar<Edecision; ·because: the drug is··~~:-··~~-~ >". 

indicated for use in patients hypersensitive to. penicillin .. The· FDA recall' list ·of May. f · did not· ' ·.:} 
.. ·· specify the·sourc.e of the coritaminatiori for' the Mylaif product. There'a.son.stated for't:lie ~: ·:-i:·.~- ·: :: 

· recall was "Penicillin corifamiriation:,, Subsequent lists; however; reportei:ftlie reason-for the ;·~-: ~ 
recalls a:S:-"PeniciUm·contamination-iif'.bi1Ikpowder taw material.''... . . · .. >: ;·.: · ,· :.. :· 

t)FOA RECALLS AND !COURT ACTIONS.: ... · .. ·. JSSUfED JULY lh 1974 e) 
. ·. Name, form & Labeler,, ,r , 

(Numbers refer to tootnote11) . 
lot No. · -~l'Afr; or Distributor 

[1] 9 SouthemGrassAllpyrah 60903NZ Miles. .. • .. 
... •,:·•Allergenic Extract.,,.;;;;,,·: ..... ·-- .......... . 

[ 2] Ly.ophilized Blood Culture · 
Antisera -., ~ __ ·, .. ::·::'" _ ,1~1 .• :~;..._ 

(3]. Non•absorbable sutures,.&=-·-·. 

·CLASS·III-RECALL.i··-·· 

All 

l 4] Acotus cough syrup, :-All 
· 1 gal., 4 & 12 oz. • ,oc,O: -~ . 

· [ 5] l)igitoxin tabs 

.: Reason· 

._,. ·r-·--· •· 

_Product iJ::nproperly .. • 
com unded · 
Non-specific reactions · 

Misbranding 

Adulteration 

·.Date. , 1 

J>hone 5 /30_ 

Letter6/I 7 

7/22 

All-~ unless marked OTC: ·,{i} Reca
0

lledbyfDoiil;~_:Distri}?tition_ to Atlanta & Sacramento. None remains on 
· market. · [2] Includes salmonella o:antiserum_~ grtiµp B;'pactors 4 & 5; salmonella O antiserum, pactor 8; 
· salmonella O antiserum~_group. E, paciors r, 3; IOdl 19 & 34; and Salmonella VI antiserum. Natl. & Canadian 
· distribution. [3] NdtJ:& Italian distribution. [ 4] Distribut\on to Ala. Little remains on market. - :·. · 
···[SJ· U.S:•·District Court;Westem Mich. Product fails·content u¥formity requirements. 

EDITORS' NOTE: Above tabulation is prepared from a week_ly- list made· public by FDA's Office of Asst •. 
Commissioner for Public Affairs. Re-arrangement of information- supplied by FDA chiefly involved expansion 
of footnotes to shorten tabulation. Though listed by FDA, DE'sJ recalls - undertaken to implement FDA 

.findings, based on NAS/NRD efficacy review - are not included in "The Pink Sheet" tabulation. FDA's recall: 
procedure now has three categories: Class I, for emergency, life-threatening recalls; Class II, a "priority" ; 
situation that is possibly or potentially life-threatening; Class Ill, a "routine" situation with little or no threat • 
to life .. ,, Editors-oti,'The Pink Sheet" appreci.ite hearing from any company that would like to provide: additionai_ · 
information of any recall listed in these weekly tabulations. 

.:<"":~: 
. ·t·.~· ·.:....·• _ __;_.;.._.--
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