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10160 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

Kapco Inc, -

Sodiun Aminosalicylate Tablets

Major Deficiencies

1, Failure to provide adequate space for orderly placement
of materials to minimize any risk of mix-ups between components.

Commingling of approved material,” material with no approval
sticker and in-process material with no indication of approval
for use in the storage area for approved materials.

In addition, an affiliate company utilizes approximately
25% of the warehouse for general equipment and raw material
storage.:

2. Laboratory Control Deficiency
In complete testing of incoming raw materials.

Supplieis protocols missing to substantiate mat:erial
approved for use.

3. Production Control Deficiency '

Lack of adequate control to ensure that only approved
material is issued for manufacturing purposes.

4. ’ Common loading platfom for shipping and receiving is not
arranged to prevent the commingling of incoming and outgoing
material. :

5.  Unsanitary household practice. ‘

- Pood is stored and eaten in t:he‘.packagipg room,

S
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Richlyn Labs. LD

Major Deficiencies

1, Staffing Deficiency

Failure of one supervisor to have techmical qualifications
for the necessary supervisory functions. Another supervisor
who is a chemist with pharmaceutical experience cannot
allocate adequate time for supervision between operations
of Richlyn and another affiliated company.

Inadequate laboratory supervision and technical review
by chemist in charge.

Release of a batch which should have been rejected by
the chief chemist based on test data indicates violation of
quality assurance.:

‘2. Laboratory Control Deficiency.
Incomplete and improper testing of raw material,

Failute to reject material in non-compliance with.
applicable specifications,

3. Production Control Deficiency

Absence of specific instructions on the Master
¥Yormula and production records for the manufacture of
-each item, Personnel manufacture in accordance with their
experience rather than with delineated procedures., This
may create non-uniformity of finished: product.

Failure to record total granulation weight on batch
production record in accordance with company requirements, thus -
recluding checks of theoretical yield against actual yield.

Absence of temperature recorder in drying oven to verify
temperature used in drying granulation. Temperatures of all

* ovens varied although temperature control settings were the
\\same. .

4, Poor Housekeeping

Regular cleaning failed to remove drug residues oxr
dirt accumulations on drying racks, walls, floors, containers
tabletting machine and filter in air system supply heat to
drying ovens, thus resulting in the possibility of cross
contamination of product.

Exhaust fan in weighing room not screened, thus

'creating possibility of entrance of flies and other flying

insecca. .
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' Bell Pharmacal Corp. A

Table Rock Labs, Division

Major Deficiencies

Surveyed and Rejectéd by the Veterans Administration.
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_STANLABS

Codeine Sulfate Tablets
Calcium Lactate Tablets

Major Deficiencies

1. laboratory Control'Deficiency

Absence of written laboratory test methods setting forth
test procedures, .

Incomplete monograph testing of raw materials.

Absence of in-house standards of finished product to provide
uniformity of product, Examples: Company has no standard for
hardness of compressed tablets indicating lack of quality of
control. Further, firm'uses Pfizer tester.and Monsanto Tester.
No correlation .in hardness test values found between the two.

Incomplete testing on finished product,
i {
2. Production Control Deficiency

Failure of Mﬁster Formula and Batch Production Record to be
exact duplicate. Exampie: Batch Production Record specifies
"plasdone C" whereas the Master Formula indicates "Plasdone".,

Failufe to perform inspection of end item in accordance
with established sampling plan and classificatioun of defects,
thus creating the possibility of non-uniformity of product.

Weighing area for raw material batch components adjacent
to open receiving area to street., Flies and other insects
accessible to contaminate raw materials, -

Batch formulations ready for compression stored in reused
fibre drums bearing identification of previous contents creates
the possibility of product mix-up and mislabeling.

Reuse of fibre drums without new polyethylene liners creates
the possibility of product contamination.

3. Defective overhead construction and openings in walls that
permits contamination of products being manufactured.

4. FPailure of Regular cleaning to remove drug residues from
manufacturing equipment may result in cross-contamination.
Drains in production area covered with slime,

~—
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Kirkman Labs.

FSN 6505-110-4075 Bismuth Subcarbonate Tablets

Major Deficiences
1, Production Control Deficiency

Inadequate Master Foémula and Batch Production Record, Lack of
explicit instructions, precautions as to steps to be followed in
preparation of the drug which may lead to non-uniformity of batches.

Operating personnel unaware of in-process .test standards, Although
i{n-process testing is conducted, it is not known when to take corrective
- action. : . .

Use of city water instead of purified water in batch formulations.
This may affect the purity of the product.

Lack'of traceability of water used in batch formulations.

2. Housekeeping Deficiencies.

/
i

Potential for product contamination exists due to:
Absence of covers on hoppers of tabletting-presses,
Failure of tabletting operators to wearfsuitable head covering
to prevent the possibility of hair, dandruff from falling into the
powder, ’ .

Insects may enter granulation in"dfying oven from the outside
through oven exhause.
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Strong CObb Arner , - \
FSN 6505-550-8464 Meprobamate Tablets

Major Deficiencies

, New plant where bid item is t:o be produced is
not yet in opetation. .
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10148 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

As is the custom the FDA is advised of all plant survey rejections
when Quality Control and Housekeeping deficiencies are the cause of the
rejection. The normal method is by mail. Ihis was followed in fhe
‘:qases cited above except for the ICN (Strong Cobb Arner) rejection, since
our telecons with the IDA,revealed that they were aware of the relocation
6f the plant and the fact that they had not yet been registered or

inspected by the FDA. Accordingly, no letter was forwarded.
|

EnclI
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Barr Labs;

Pyridoxine Hydrochloride Tablets
Dyphenhydramine Hydrochloride Tablets

Ma jor Deficiencies
Plant Deficiencies .

:anomplete raw material testing.

Pfodpction equipment not cleaned before and afte;_usg.
Live spider in drying oven.

Inadequate qﬁarantinavof,raw material.

 No Calibration ﬁrogram.
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REPLY TO QUESTION 1A OF DSA CAMERON STATION MESSAGE - R271751Z FEB 74

\

At one point in Mr. Feinbefg's"s November speech a 1list of

Meprobamate suppliers as taken from the Blue Book was presented on the

. sereen. The narrative indicated that ten of the firms were rejected

as a result of’plant vigits. There was no indication that these re-

jections were for Meprobamate Tablets alone. In fact not all of these

" firms are bidders.for Meprobamate Tableés.

notification to FDA.

-~/ Date of Date
Company Product Rejection FDA Advised
Barr Labs. Diphenhydramine HCI July i73-:--- 25 July 73 ~
Pyridoxine HC1
Meprobamate October 73 25 October 73
Kirkman Labs.’ Bismuth Subcarbonate Julyv73 . 12 July 73
ICN (Strong Meprobamate ’ June 73 June 73 -—
Cobb Arnér)- ‘
Zenith Meprobamate R June 73 29 June 73 -
American Quinine- Propoxyphene HC1l April 73 3 May 73 !
(Natecon)(Napp) : )
Bell Pharmaéal No $becific Product Fébruary 73 Febrﬁaiy 73
Corp. [ ;
Stanlabs. Codeine Sulfate May 68 September 68
\ Calcium Lactate
Bowman Sodium Fluoride March 67 March 67
Fellows (Kapco) Sodium Aminosalicylate July 66 July 66
Richlyn April 66

]

Surveys are listed bé}ow along with the dates of rejection and

i

/

No Specific Product

~

A summary of the major deficiencies is attached:

February 66
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As is the custom the FDA is advised of all plant survey rejections
when Quality Control and Hougekeeping deficiencies are the cause of the
‘\ rejection. The normal method is by mail. This was followed in the
;;qases cited above except for the’iCN (Strong Cobb Arner) rejection, since
our telecons with the FDA revealed that they were aware of the relocation
of the plant and the fact that they had not yet been registered or

inspected by the FDA. Accordingly, no letter was forwarded.
i

)
Encl

segnl
L RE
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Barr Labs .

Pyridoxine Hydrochloride Tablets
Dyphenhydramine Hydrochloxide Tablets

Major Deficiencies

Plant Deficiencies
:{ncomplete raw matetial testing. »
Product::lon equipment not cleaned Yl/)efore and after use.
Live spider in drying oven. »
nadequate qqarancine of raw material.

- No Calibration ptogram.
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Barr Labs. ‘ D
Meprobamate Tablets, USP,

H&jor Defiéie’nciee

1. Laboratory Control Deficiency.
Absence of testing of raw materials.

Company does not perform ‘speci'fio identity test to
assure material is what it purports to be., (Company relies
on suppliers' protocol),

Incomplete monograph testing(suppliets' protocol) of
components for. DPSG. } o -

Failure to; 1ncorporate changee in USP!XVIII in test
procedures as part of the firm's test proc¢edures of the end
‘item, Example: Dissolution and assay procedures were not
performed in accordance with changes reported in the
"pifth Interim Revision to USP XVIII". :

Failure to document compliance of in-ptoceu testing
with written speciﬂcetion requirements. .

2. Production conttol Deficiency

7’

Failure to record lot numbers of a11 taw materials used
in the production of "crude” Meprobamate on thie batch
production record. :

Failure to identify equipment used in a manufacturing
. step. -

-Tabletting operetions of as many as 6 different products
conducted in a single room at one time without benefit of
structural separations between machines creates the potential

. of cross conteminetion.

v Improper use of hot air ovens during drying operations.
All doors of the-12 ovens open at the same time presents the

» pouibility of cross. contamination of material in t:he different
mm.

Failure to pi'ovicie an appropriate proceaute to minimize the
. hazard of contamination of material in trays to be dried or which
luve been dried from ah: borne contaminants;. o
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Barr Labs, R
Meprobamate Tabletg, UsP,

Major Deficiencies

3. lack of a.dust control system,

Collected powder present on overhead beams and tops of
other manufacturing equipment such as dryers and ovens.

4, No record on verification of regular cleaning of equipment'
~and'no documentation to assure that drug residues have been
removed to avoid cross contamination,



»

10152 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

Kirkman Labs. .
FSN 6505-110-4075 Bismuth Subcarbonate Tablets
Major Deficiences

1. Production Control Deficiency

Inadequate Master Foéhula and Batch Production Record. lack of
explicit instructions, precautions as to steps ‘to be followed in
preparation of the drug which may lead to non-uniformity of batches,

Operating personnel unaware 6f:1n-proeess'te8t standards. Although
in-process testing is conducted, it is not known when to take corrective

action. :

Use of city water instead of purified water in batch formulations,
This may affect the purity of the product.

Lack‘of traceability of water used in batch formulations.
2. Housekeeping Deficiensies.
Potenéial for proaucttéoncaminacion exists due to:
Absence of cdvers';n'hoppets of tabletti&g presses,

Failure of tabletting épefators to wear suitable head covering
to prevent the possibility of hair, dandruff from falling into the
powder. ’ o

Insects may enter granulation in”dfying oven from the outside
through oven exhause. . : Co :
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Strong CObb Arner
FSN 6505-550-8464 Meprobamate Tablets '

Major Deficiencies py

New plant where bid item is to be produced is
not yet in operation. .
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Zenith Labs. )
FSN 6505-550- 8464 Meprobamate Tablets

unjor Deficiencies

1. Product:lon Control Deficiency.
Improper testing ‘schedule for_ in—process hardness of tablets.

2, Laboratory COncrol Deficiency. .
Improper testing of active ingredient and end item.

3, Improper COntrol of Raw Material.
Commingling of drums of raw material with empty dtums for discard o
.?resence of 2 diffetent lot .tgumbers_on drum..of raw material.
Drum of raw matérial labeled "Ascorbic Acid" and "Starch",

Non-released material comingled with approved material in the
release storage area,
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- NAPP Chemi.é.nl Co(Subcontractorj tlo\m'i:eon. (American Quinine):.
; FSN 6505-958-2364 Propoxyphene Hydrochloride Capsules e

& Majot Deficiencies
‘ i.aboratbry control Deficfency

Incomplcte testing of material.

‘Lab work not init:ialled by analyst.

Production Control Deficiency. .

e Each step of manufact:uring process shown: on batch production record
1s not initfalled by operator performing operatiovs and vetifying individual.

. Rusty drying trays which create the potem:ial for product conLaminatio-x.

T PR PIREIN

Commingling of apprwed and untested ‘raw material.
“Poor Housekeeping. ' v .
"Sweat:ing pipee in storage ‘area over -raw material creating the
. ~possibility of contamination of raw materials. » L
e ! D:ust: on raw material containers which may lead to product contamination.

0pen window in work nrea not screened,

Broken tece:lving door leading to outside of building.

32-814 (Pt, 24) O - 74 - 16
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" Bell Phatmacal Corp. e Y

Table Rock Labs. Division

Major Deficiencies

Surveyed and Rejectéd by the Veterans Administration.
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. STANIARS

. - :
Codeine Sulfate Tablets
Calcium Lactate Tablets

Major Deficiencies
1. Laboratory Control Deficiency

Absence of written laboratory test methods setting forth
test procedures, ; o

Incomplete monograph testing of raw materials.

Absence of in-house standards of finished product to provide
uniformity of product. Examples; Company has no standard for
hardness of compressed tablets indicating lack of quality of
control. Further, firm uses Pfizer tester.and Monsanto Tester.
No correlation .in hardness test values found between the two,

Incomplete testing on finished product,
2o ! i
2, Production Control Deficiency

Failure of Master Formula and Batch Production Record to be
exact duplicate. Example: Batch Production Record specifies
"plasdone C" whereas the Master Formula indicates "Plasdone",

Failute to perform inspection of end item in accordance
with established .sampling plan and classification of defects,
thus creating the possibility of non-uniformity of product.

Weighing area for raw material ‘batch. components adjacent
to open receiving area to street. Flies and other imsects
accessible to contaminate raw materials., -

Batch formulations ready for compression stored in reused -
fibre drums bearing identification of previous contents creates
the possibility of product mix-up and mislabeling,

Reuse of fibre drums without new polyethylene liners creates
the possibility of product contamination.
\ ;

3. b&fective overhead construction and openings in walls that
permits contamination of products being manufactured. .

4, Failure of Regular cleaning to remove drug residues from
manufacturing equipment may result in crosg-contamination.
Drains in production area covered with slime, .

~—
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STANLABS

Codeine Sulfate Tablets
- Calcium Lactate Tablets

Major Deficiencieg

5. Failure to louvers attached to exhause fan in the manufacturing
ares to close, thus permitting the entrance of flies and other insects.

6. Impfoper control and handling of raw materials,

Failure to store raw materials under conditions to prevent their
decomposition and deterioration and/or becoming contaminated in
storage. Material stored in warm, moist basement near boiler room.
Floors in disrepair. Poor lighting exists and flammable finished
goods stored near boiler presents safety hazard. ey

Receiving area for taw,matetiai is adjacent tdﬂépen receiving
area adjacent to street,

Sampling of raw material is done in'dirty,‘Justy atmosphere
creating the possibility of contamination of the open contaimers
with foreign airbornme matter, .

Failure to provde adequate space for the orderly placement of

. materials ‘to minimize any risk of mix-ups Ex. Commingling of
rejected and hold material in the Drug Abuse Finished Goods Storage
Area with finished and approved products., :

7. Absence of calibration program fof test equipment, -

8. Absence of a stability testing program.

-
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Al
o

Bowman-Braun Pharmaceutical
Sodium Fluoride Tablets

__jor Deficiencies

1.. Production Control Deficiency .\

a. Failure to record of theoretical yield against actual yield
and nctual yield at various stages of processing.

b, Failure to maintain equipment used for manufacture in a
clean and orderly manner to exclude the drug from contamination from
previous and current production that might affect the safety, identity,
strength, quality or purity of. the drug. - Examples ere-

Tape on tablet filler, counting machine- £f1lling spout
and other associated parts had accumulation of caked material and the
presence of powder of a previous run, .

Coating of pink dust on the structural braces of exhaust
system and dust and caked material on outside surfaces of coating

pans,

Preaence of various colored tablets behind taoe protector .
attached to drive of tablet sifter.

: Co- Uncovered veasel during manufacturing process creetes _T
potential for cross contamination. . .

2, Laboratory Control Deficiency
_Incomplete testing of componente end finished ptoduct.
Incomplete laboratory records. v ) N
3. Lack of a stability testing program.

‘No deta available to determine minimum shelf 1ife of finished
product. .

\ :
4. Inadequate calibration ptogram ‘of test equipment(gages, seals;
thetmometers).

S. Box of rat poison on same shelf stde by side with cans of Aspirin.

6.‘ Inadequate dust control system,

Hiscellaneous equipment in mixing area, wall clocks air; conditioner,;b s

,;mixers were dusty.‘
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Kabco Inc, -

. Sy
Sodium Aminosalicylate Tablets

Major Deficiencies

1, Pailure to provide adequate space for orderly placement
of materials to minimize any risk of mix-tips between compounents,

Cominguﬁg of approved material,’ matérial with no approval
sticker and in«procéss material with no fudication of approval
for use 1n’che storage ared for apprbvad ﬁbterials.

In addition, an affiliate company utilizes approximatsly
25% of the warehouse for general equipment and raw materisdl . -
storage..-

2, laboratory:Control Deficiency
In complete tes’ting of incoming raw materials.

Suppliers protocols missing to substantiate mterial
approved for use,

3. Production Control Deficiency

Lack of adaquate control to ensure: that: only apptoved
material ‘48 issued ‘for manufacturing purpoaes. ;

4. “Common loading platform for shipping and receiving is not
arranged to prevent the commingling of incoming and out:going
material, ‘ ; :

5. Unsanitary household practice.

!’ood il stored and eacen in the packaging room,
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Richlyn Labs. A

Mafor Deficiencies

1. Staffing Deficiency

Pailure of one supervisor to have technical qualifications
for the necessary supervisory functions. Another supervisor
who is a chemist with pharmaceutical experience cannot
allocate adequate time for supervision between operations
of Richlyn and another affiliated company. -

Inadequate laboratory supervision and technical review.
by chemist -in charge, -

Release of a batch which should have been rejected by |
the chief chemist based on test data indicates violation of:
quality assurance.:

"2, -Laboratory Control Deficiency.
Incomplete and improper testing of raw waterial.

l‘ail.ur(e, to reject material in non-compliance with
applicable specifications.

3. Production Control Deficiency

Absence of specific instructions on the Master
Formula and production records for the manufacture of
each item, Personnel manufacture in aécordance with their
experience rather than with delineated procedures. This
may create non-uniformity of finished product,

Failure to recoxd total granulation weight on batch
production record in accordance with company requirements, thus -
recluding checks of theoretical yield against actual yield.

Absence of temperature recorder in drying oven to verify
temperature used in drying granulation. Temperatures of all
 ovens varied although temperature control settings were the

\ same,
4, Poor Housekeeping

Regular cleaning failed to remove drug residues or
dirt accumulations on drying racks, walls, f£loors, containers
tabletting machine and filter in air system supply heat to
drying ovens, thus resulting in the possibility of cross
contaemination ‘of product. o

» Exhaust fan in weighing room not screened, thus
creating possibility of entrance of flies and other flying
insects, . .
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(Present Status of Competition in the Pharmaceutical
Industry)

THURSDAY, FEBRUARY 21, 1974

U.S. SENATE,
SUBCOMMITTEE ON MONOPOLY OF THE
SeLect CoMMITTEE ON SMmALL BusiNgess,
Washington, D.C.

The subcommittee met, pursuant to notice, at 10:15 a.m., in room
6202, Dirksen Senate Office Building, Senator Gaylord Nelson
[chmrman of the subcommittee] presiding.

"~ Present : Senator Nelson.

Also present: Chester H. Smlth Staff Director and General
Counsel ; Benjamin Gordon, Staff Economlst and John O. Adams,
Mlnorlty Counsel.

Senator Nerson. Qur first witness this morning will be Dr. Wil-
liam Apple, Executive Director of the American Pharmaceutical
Association.

You may go ahead and present vour statement. The committee ‘is
very pleased to have you here this morning.? A

STATEMENT OF DR. WILLIAM §, APPLE, EXECUTIVE DIRECTOR OF
THE AMERICAN PHARMACEUTICAL ASSOCTATION, ACCOMPANIED
BY DR. EDWARD G. FELDMANN, ASSOCIATE EXECUTIVE DIREC-
TOR FOR SCIENTIFIC AFFAIRS; AND CARL ROBERTS, COUNSEL

Dr. Appre. Thank you, Mr. Chairman. I am Dr. William S.
Apple, Executive Director of the American Pharmaceutical Asso-
ciation. I am accompanied by Dr. Edward G. Feldmann, Associate

Executive Director for Scientific Affairs, and our Counsel, Mr. Carl
Roberts.

Before Dr. Feldmann presents our specific comments on the sub-
- ject matter requested in your invitation for APhA testimony, we
feel that it is most important first to make the following genera]
comments.

Senator Nelson, APhA wants the Congress to know that no one
has a greater interest than the pharmacist in clearing up the doubts
and suspicions that have been propagated in an obviously organized
campaign questioning the safety and integrity of prescrlptlon drugs

1 See information beginning at page 10724,
(10163)



10164 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

dispensed in the United States. The pharmacist’s interest stems
primarily from the fact that the pharmacist knows how important
the medication is to the patient and the pharmacist has to look the
patient or a member of his family in the eye. The pharmacist has
no vested economic self-interest in the price the manufacturer
charges for his drug products because the pharmaceutical service
system provides that the pharmacist be reimbursed what the phar-
‘macist pays for the drug product. On the other hand, the pharmacist
does have an obvious professional objective in providing patients
with effective and safe medication at reasonable prices.

No subject investigated by your subcommittee in the almost 7
years of your extensive work is, from the pharmacist and patient
point of view, more important than the hearings you are now hold-
ing. More than two billion prescriptions are being dlsgensed annu-
ally—more than five million daily—and the patients who take these
prescriptions have a right to expect their government to resolve the
question of how ‘much confidence can be placed in the medicines
their pharmacists dispense. o .

APhA as the national professional society for all pharmacists has
no ax to grind for anybody, but the patient and his pharmacist. The
pharmacist does not care whether a drug product is made and mar-
keted by a large firm or a small firm, as long as the pharmacist can
be assured of the product’s safety and efficacy. APhA knows that
high quality prescription drugs can be and are fabricated by manu-
facturers of all sizes. ‘

APhA also knows thdt the hallmark of quality is not derived by
giving a product a euphonious brand name. And we have watched
with interest the development of so-called “branded generics” by
such fine firms as Lilly, Lederle, SKF and Upjohn.

Simply stated, the situation in our country today is that one agency
of the Federal Government says that you can depend on the quality
of the Nation’s drug supply, and another agericy of the same Gov-
ernment would like you to believe otherwise. Regardless of how
this controversy is resolved, APhA is sick and tired of having the
finest drug supply in the world under a constant cloud of suspicion.
It was bad enough when only the pharmacist was the target of this
propaganda, but now prescribers and patients are asking the phar-
macist for assurance. ‘ »

APhA believes the cotntry can ill afford further delay in putting
the issue to rest. : : '

Thank you, Mr. Chairman. I will be glad to answer questions
now or after Dr. Feldnjann submits his testimony,

Senator NeLson. Well, when you refer to “another agency-of the
same government,” you are referring to the Deferse Department?

Dr. Arpie. Mr. Chairman, I am saying that HEW—the Food
and Drug Administration—says the drug supply is good, and the
Department of Defense has been casting clouds over the Nation’s
drug supply for the last several years with statements made by
some of their spokesmen.

Senator Nrrson. Well, the same thing is true, is it not, of the
Pharmaceutical Manufacturers Association in respect to generics?
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In other words, they repeatedly said, sometimes subtly, more fre-
quently not so subtly, that you can only trust the big brand name
companies, of which most all of them are members of the PMA, is
that not so? \ . )

Dr. Appre. I would certainly have to agree that that is the thrust
of their propaganda. '

Senator Nerson. I thought it was interesting. You say that the
APhA “also knows that the hallmark of quality is not derived by
giving a drug product a euphonious trade name, and we have
watched with interest the development of so-called ‘branded generics’
by such fine firms as Lilly, Lederle, SKF and Upjohn.”

I found interesting a recent report from the FDC reports—fre-
quently called the Pink Sheet—of July 16, 1973, which states that:

Squibb, Pfizer and Wyeth have recently joined SKF, Robins and Parke-
Davis as purchasers of antibiotics and other generic -dosage forms from
Mylan a private formula. manufacturer in Morgantown, West Virginia.
Mylan’s private formula sales to major drug:manufacturers jumped to
$4,800,000 in fiscal year 1978 ending March 81 from $2,200.000 a year earlier.

Emerging as Mpylan’s top major pharmaceutical marketing customer in
fiscal year 1973, Squibb purchased $1.3 million erythromycin in the first
year it bought anything from the Morgantown private formula manufacturer.
Mylan is sole supplier for Squibbs’ erythromyecin, introduced in 1972.

A Squibb spokesman said the company decided to use Mylan rather than
processing erythromyecin itself because of the “difficult technology involved.”
Mylan is one of the few companies capable of making the product, the Squibb
spokesman said. X

Well, I think that is rather interesting, since their own associa-
tion keeps attacking: the generics as not being of the same quality
as the trade name products. And here you have Squibb saying that
this little company which hardly anybody has heard of has the
difficult technology to master this, and I think we ought to lay to
rest this propaganda campaign that the Pharmaceutical Manufac-
turers Association and the DOD have been carrying on.

Dr. Appre. Mr. Chairman, if I could comment on that. We tried
to lay that issue to rest. Qur association has a policy encouraging
legislation that would reveal the actual identity of the fabricator
of the dosage form on the label, as well as the identity of the dis-
tributor. That legislation has been enacted in the State of Cali-
fornia and more recently in the State of Kentucky.

_ There is an effort by the Pharmaceutical Manufacturers Associa-
tion now in California to have that legislation amended, and I
regret to say that it has already passed one House of the California
legislature. o

For the record, I can give you the information that California was
able to gather under prevailing regulations of this so-called “Crown
Statute.” And I would particularly like to call to your attention an
editorial which appeared in the November 1973 California Pharmacist,
in which the editor asked, “It is difficult to ynderstand why the drug
industry is fearful of having the pharmacist and physician know who
really makes their drug products. PMA consistently maligns small
manufacturers by suggesting their products may not be of adequate
quality. Yet, they are attempting to geny the pharmacist the informa-
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tion that would be helpful to him in determining who actually makes

these products.” )
Senator NELson. Yes, we would receive that editorial and the other

information for the record. -
[Testimony resumes at page
lows:]

10178. The information referred to fol-
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NOVEMBER. 1973 issue of CALIFORNIA PHARMACIST !

Editorial
WHAT KIND OF GAMES
* ARE BEING PLAYED?

During the iast week of the 197 Legisiative: Se:sion, the
Pharmaceutical Manufacturars Asgociation (PMA\ b
izking up 2 bill, AB 1535, introdus-
3quest of the drug industry. The pury:s
the requiremen: of AB 1404 to plac: e nameé of ’%k “ufac-
turer of the finishod dosage form on the drug label ¢ watuet

quires the name to app;aron the tabel byJuna1 1274, what was
the purpose of taking up AB 1535 on September 10th sinc> it
couldn't become effective, evenif passed, until January 1, 19757

Just as AB 581, the drug nreduct selection bill, was taken ol
e eardinthe Se~2te Business

advertising. ad calendar a week before it we
. and Professions ‘Commitlee, similar strange in..usitces we:n
“he Caitfornia Pharmaceutical Association, wllb vhe s vatof ocsurrihg with réspect to AB 1535 in September.
1he Cali‘ornia Medical A was ssfulin passi ng AB ) : X
1404 m 1971. The purpose o1 this 2gislation is to. assist the it is difficult to understand why the drug indust-: is fearful o
phy and the ph ing who actually mzrufac- having the pharmacist and physician know who re¢. - makestheir
|ured the drug product being presc'n ved and dispenses ic the drug products.
atient,
P PMA i small 2y suggesting
The legislation, signed intg-law in 1971 by R their. prod may not be_of-adeq quality; -t {

had passed the Legislature by a nearly unanimous vote. For Mo

“years the drug industry was successful in delaying implementa-
tion-of AB 1404 through their. constant instigation of misleading
statements and a general smoke screen that hampered the De-
partment of Healtv's efforts in adopting the yir

0 deny the p cist the inf n,
he!pful to hlm in determinlng who actually makes th

itis equally difficuit to determlne why the- Depar‘ nr\l of Heatth
d itself at the 11th hour and switched from an oppose to a

ng the AB
1404 also was passed by a unanimous vote of the Board of
Health,

When the industry was unable to de‘eat the bill and the regula-
tion, they endeavored to gain CPhA’s support to permit the man-

<~ ufacturer to merely filé the required information as: 1o the:actual
manufacturer of the drug product witr the Department of Heaith.

CPhA refused, i as it was that this was a

neutral position on AB 1535.

The PMA endéavored on.September 10th 1o cre ate the illusion
that too much confusion surrounded AB 1404; nn-one-but the
lndustry. however, seems 1o be confused.

CPhA under the provisions of the regulation; has written and
obtained information with respect to thé actual manufacturer
which hag readﬂy been provided by many manufamuror- and

mere subterfuge on.the part of PMA, 10 withhold the inf

from the practitioner. The State of California does not have the

funds to serve as a dala barik for the industry nor would. such
on file in.S be- of any toa

pharmacist at the time that he elects to purchass or dispense a

drug product. :

- Failing to gain CPhA's support, the crug Industry has attémpted
10 get the Legisiature; vier AB 1535, 10 buy their filing co:cept.

Y
-Qctober issue ot the California Pharmaclar

d'in this and the

What are the rest plingto Fand ofgame:

are being.played?

The Asseribly Health Comittes did not auecumb t0 the PMA
tactics on September. 10th-and refused to:report the bill- out of
Committee. Whal will happen next January when fhe Committée

They have -amassed ttie efforts.of their three lob-
byists. and all of the resources that PMA can bring to bear to
overturn AB 1404, :

Their tactics at this 11th hour must be questioned.
Why did they.endeavor.on September 10th; the last week of the

' '73Legislative Session, to have AB 1535 considered when it had

" been on file'in the. Commlttoe since April 24th?. -
© NOVEMBER; 1973

It will be weell for you to meke certainthat your legislator knows
that AB 1404, as it was enacted, i§ appropriate and heiplul legisia-
tion and the subterfuge attempted by PMA thirough AB 1535 is not
in'the.best interest of the piofession or the'public:

@l ~RCJ -
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Retain for future reference

OCTOBER 1973 issue of CALIFORNIA PMIST

SOME MANUFACTURERS
DISCLOSE SOURCES OF SUPPLY

Thelast issue of the Calil

5) reported the implementation of requlati

ia Phidrmacist (Seplef

ber, 1973, page

ers, many firms have riot complied with the Association's request for

tical manutacturers to disclose the name and plac'e of bus?ness of the

manufacturer who produces the

finished dosage form of their products.

The regulation, efiective July 28, 1973, prwidﬁ:pat manufacturers

must either include the names of the ixer of the fi
encapsulator or tabulator in the product’s tabeting and a

Under the prdvis‘ions of théss regulations (Section 10386 of Title 17 of
the California Administrative Code), failure o tespond to requests for the

identity of the manUfacturer of the finished dosage form shall result in the
products of the fir falting 1o respond being ‘deemed misbranded, Those

and the

who have not responded to the Association's requests are

ing mater-

ial, or orovide‘thls information in response tothe w;inen or. oral request

peing sent a final notice which will preceed the institution of legal

of any phy p

or their p

in an enorf 10 supply information to the proféssion, the California
A " 16d the

the identity of the manufacturer

who mixed the final inuredia_nts‘and eficapsulated of tableted the finished
d or di i

dosage forms of product

different companies: The resuls of these request;
and 16th of August,-are compiled in the followin

publication, over one month

DISTRIBUTOR

AMPICILLIN TRIHYDRATE 250 mg Capsales
< American Phaimaceutical Co. No flaply .

American Quinine Products
B. #. Ascher & Co., Inc.
Aw#! Laboratories

Beecham-Massengidl Pharm.
Bristol Laboratories, Div.
of Bristol-Myers Co.~
. Coastal Pharmaceutical Co.
Columbia Medical Company

Consolidated Midiand Corp.

ICN Pharingcguticals, inc.
Strong Cobb Amer
., Parke,.Davis & Company -
Purepac, Pharmaceutical GG

Rachells Laboratbries, Inc.

Sherry Pharm. Co., Inc.

Smith Kling & French, Labs. - No

“€.-R. Squibb § Sons; tnc.
Stayner Corporation

Towns, Piuiseh & 0., Inc:

Waest-ward, inc:
Wolins Pharmacal Corp.

$, mailed on the 15th
) table. At the time of
past the date of writing to the manufactur-
: OATE
MANUFACTURER! REPLIED
Zenith Labs., Inc.. ¢ . 8-29-73
{Norihvale, .
International Labs., Inc.2 9-07-73
Puerto ‘riw)
Bercham-Massengill Pharm.2 9-05-73
" (Piscataway, NJ)
Bescham, Inc. 9-27-73
Bastol Labs. . - .. 8-20-73
(€. Syracuse, NY) .
No Ry L
Biotraft Labs. < 9:05-73
g. Paterson, NJ) : ;
id Provident ¢ of 82173
Zenith Labe:, Inc.
No' Reply
Replied*d 9-19-73
Ne Reply - 4 ;
Intérnationial Labs.® 8-24-73 °
(Attanta; GA)
Mo Roply
E nggulbb & Sons, ine. 8-31-73
ntornational Labs. B 8-20-73
(Mlanta, GA) . - - G
. .Joteehational Labs: 8:27-13
(Atiants, GA) s
John D, Copanos & Ca., Inc.
* (Bakimore, MD)
. ew »
E. Paterson, NJ) :
Roply
Biocraft Labs. 9:06-73

‘OCTOBER, 1973

d by over fifty

[\ agairist non-Gomplying firms. :
Pharmacists who have not been provided information as to the identity
of the manufacturer of -any;préscription drug as provided for in California

1aw; should notify the CPhA offices S0 that appropriate action may be

taken. ¢ S .
The following: list-tndicates the replies- received at this. office as.of
October 1,1973. d request” indicates that the distril
has advised CPhA of the receipt of the tequest but has not supplied the
. name of the manufacturer of the final dosage form prior to°press time.

DATE

DISTRIBUTOR MANUFACTURER! REPLIED
AMPICILLIN ANHYOROUS
Wyeth. Laboratories Wyeth Labs. 8-24-73
. (Philadelphia, PA)
SROPHENIRAMINE MALEATE
—Eliir (Dimetane) :
A. H. Robins Company A. H. Robins Company 8-27-73
B N N (Richmond, VA) -
' Sustained. Release Yabiets (Dimotand Extéatabs)
T h.H. Robins Company ; . ICN Pharmaceuticats " 8:21-13
Strong Cobb Arner K
v {Clnginnatl, OH)” :
—Sustained wm:‘ Tablots with gheny 46 ponylpripanclimine
(Mmlm; Extentabis). = §
A. H. Rdbins Cormpany ICN Pharmaceuticals 8:21°73
: Strong Cobb.Arner . e
(Cincinnati, OH}
DEXAMETHASONE D.75 my Tabists .
CIBA. Pharmaceitical Go.  No Repty < e
Gonsolidated Midiand Gorp: - . Danbury Pharmacal or 8:21-713
. - Cord Labotatories o
Merck Sharp & Dohme acknowledged request 8-20-73
Div. of Meick & Co;, nic. .
Organon, Inc: <+ Organon; Inc. 8-23-73
. Schering Corp. . ;. Schering Corp. 9-18-73
* ‘Sherry Pharm. CO; fléc: S o RO < ST
- UBwEP tiodl Gorp. . USV-Pharmaceutical Corp. 8:31-73
Zonith Zesjth.Liabs. nc. 82073

ies; Ing:
e (Northvale, NJ)Y

(Contihiied on page 8)...
7
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(Continued from page 7)
DISTRIBUTOR

DONNATAL Tadlets
A. H: Robins Company

MANUFACTURER®

A. H. Rohins Company
{Richmond, VA)

ERYTHROMYCiM BASE 250 mg Tabiets

Eli Litly & Company
The Upjohn Company

Eii Lilly. & Company
slndiananolls.‘ )
he Upjohn Company

ERYTHROMYCIN STEARATE 250 g Tablels

Abbott Laboratories
American Quinine Products

Bristol Laboratories, Div.
of Bristor-Myers Company
Columbia Medical Company

Abbott Labs ¢
Zenith Labs., ' Inc.
(Northvale, NJ)
Bristol Laboratories
(E. Syracuse, NY)
Zenith Labs., Inc.
{Northvale, NJ)

Mallinckrodt Pharmaceuticals Mo Reply
Parke, Davis & Company Reptied'?
Sherry Pharm. Co., Inc, No Reply
Smith Kline & French Labs.  No Repl!

Towne, Paulsen & Co., Inc.

West-ward, Inc. )
Wyeth Laboratories

Zenith Laboratories, Inc.

FENFLURAMINE 20 mg Tabiets
A. H. Robins Company

GLYCERYL GUAIACOLATE Syrup

A. H. Robins Company

y
Mylan Pharmaceuticals
{Morgantown, WV)
Ho Reply. :
Mylan Pharmaceuticals”
(Morgantown, Wv)
Zenith Labs., Inc.¢
(Northvale, NJ)

A. H. Robins Company
{Richmongd, VA}

A. H. Robins Company
(Richmond, VA)

HEPARIN SODIUM 1000 Units/ce Injection

Abbott Laboratories

Abbott Laboratories®
L

Century P Inc. Medwick Lab
{Chicago, IL}

Consolidated Midland Corp. * Elkins-Sinn or
Medical Ghemicals®

€li Lilly & Company
Medwick Laboratories, inc,

Lilly & Compan)
g:aiazapbﬂs lﬁ g

Organon, Inc. Oramon. Inc.
Parke, Davis & Company  ~ Rephied"™
Robinson Laboratories, Inc  No Ref

Towne, Paulsen & Co., Inc.

%Melrou Park, L)

The Upjohn Company he Upjohin Company
Wyeth Laboratories Wyeth Laboratories
. (Philadeiphia, PA)
HYDROCHLOROTHIAZIDE 50.mg Vabiets '
Geigy Pharmaceuticals No Reply
Div. of Ciba-Geigy Corp.
Merck Sharp & Dofime acknowledged request
L Div. of Merck & Co., Inc. ~
* ‘Woling Pharmacal Corp. Zenith Labs., Inc.
L-DOPA 258 mg Capsules
Eaton Laboratories, Div. Eaton Laboratories, Inc.
'Mononcnorwich Products, (Norwich, NY)
nc.
Roche Labosatories, Div. Roche Labomor&es
Hoffmann-LaRoche, Inc. - (Nutley, NJ

il )
Medwick Laboratories, Inc.

DATE
REPLIED

8-27-73

8-30-73
8-30-73
8-24-73
8-29-73
8-29-73
9-05-73

9-19-73
8-29-73

8-24-73
8-20-73

8-27-73
8-27-73

8-24.73
8-29-73

8-27-73
8-30-73
8:27-73
9-19-73
8-27-73

8-30-73
8-24-73

8-20-73
9-06-73

8-23-73

8-21-73

DATE
DISTRIBUTOR MANUFACTURER? REPLIED
MEPROBAMATE 200 & 400 mg Tabists
American Pharmaceutical Co. No Reply.
American Quinine Products  Zenith Labs., Inc. 8-29-73
’ (Northvale, NJ)
Barr Laboratories, Inc. Barr Labs.. Inc. 8-20-72
- {(Northvale, RJ)
Columbia Medicat Co. Zenith.Labs., Inc. 9-05-74
ICN Pharmaceuticals, Inc. - No Reply
Strong Cobb Arner
Kirkman Labosatories® No Reply
McKesson Laboratories, Div. Ne Reply
Foremost-McKesson, Ing. . :
Parke, Davis & Gompany Replied'® 9-19-72
Purepac Pharmateutical Co. Mo Reply
Richiyn Laboratories, inc.? ~ Richlyn Labs.. Inc. 9:05-73
: (Philadelphia, PA)
Sheiry Pharm. Cp., Inc. No Reply .
Stanlabs, Inc. No Reply
Smith Kline & French Labs.  No-Reply
Stayner. Corp. Zenith tabs. . inc. 8-20-73
(Northvale, NJ)
Towne, Pauisen & Co., Inc.  Towns, Paulsen & Co.. Inc. 8:27-73
(Monravia, CA)
Wallace Pharmaceuticals Carler-Wallace, Inc. 8-20-73
Div. of Carter-Wallace, inc. (Cranbury, NJ)
Wolins Pharmacal Corp.® Heather. Drug Co.. inc. 9.06-2
Wyeth Laboratorjes Wyeth Labs. 8-24-73
: {Philadelphia, PA)
Zenith Laboratories, Inc. Zenith.Labs., Inc.® 8-20-7%
{Northvale, NJ)
PENIGILLIN V POTASSIUM 250'mg Tablets
ICN Pharmaceuticals, Inc.  ~No Reply
Sirong Cobb Arner e
Lederle Laboratofies, Div.  Ledarie Laboraturies 82 78
of American Cyanamid
Company : L
i Litty & Company €l Lilly ‘& Company? 8-21.73
(tadianapoiis, IN}
A. H. Robins Company Biocraft Laboratories 8-27-73
! {E. Paterson, NJ)
Robinson Laboratory, Inc. . No Reply
Sherry Pharm. Co., Inc. No Reply
E. R. Squibb & Sons, inc.  E.’R. Squibb.& Sons, Inc. 829443
Towne, Paulsen } Co., Inc. . ‘Mylan Pharmaceuticals Wnc. 82775
{Margantown, Wv)
Johir D.-Copanos & Co:; Inc:
{Baltimore, MD)
West-ward,-inc. No-Re|
McKesson Laboratories, Div. . No-Reply
Foremost-McKesson, Inc.
Plizer Laboratories, Oiv. No Reply
Pfizer, Inc.
Puvopac Phavmmuﬂcal Co. - Ne Reply
PREDNISONE § myg Tablets .
American Pharmaceutical:Co. o Reply
Barr Lahomorlos. Ing. Barr Labs., Inc. 8-20-73
H {Norihvale, N.I)
Columbia Medical Co. Blue Cross Praducts 90573
: (Brookiyn, NY
First Texas Pharm., Inc. First Texas Pharm., inc. 8-23-73
: (Dallas, TX|
{CN Pharmaceutjcals,, inc.  No-Reply
Strong Cobb Arncr :
, Kirkman Laboratories. No Reply -
McKesson Laboatories, Div. No Reply
Foremost-McKesson, Inc. )

CALIFORNIA PHARMACIS)
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DISTAIBUTOR

Merck Sharp & Dohme

Oiv. of Morck & Co..
On'nom Drug & (:lwmlul (:o
Parke, Davis & Company
Purepac Pharmaceutical Co.
Richiyn Laboratories, Inc.
Roiweh Laboratories, inc.
Schering Corporation

Stanlabs, Inc.
Stayner Corporation

Towns, Paulsen & Co., inc.
The Upjohn Company

USV Pharmaceutical Corp.
West-ward, Inc.

Wolins Pharmacat Corp.
Zenith Laboratories, Inc..

PAOPOXYPHENE HC1 65 mg
American Quinine Producu

Barr Laboratories, Inc.

Columbia Medical Company

Lederle Laboratories, Div.
of American Cyanamid «

Company
Rachelle Laboratories, Inc.

Richlyn Laboratories, Inc.

Smith Kiine & French Labs.
Towne, Paulsen & Co., Inc.

West-ward, Inc.
Wollns Pharmacal Corp.

Zenith Laboratories, inc.

MANUFACTURER?

acknowledged request
N Reply

moml:

No Reply

Richiyn Labs., Inc.
(Philadelphia, PA)
Rowell Labs., Inc.
(Bandette, MN)
Scho g Corp.

No Reply
Stayner Corporanon
(Berkeley, CA) or
Zenith Labs., Inc.4
(Northvale, NJ)
Towns, Paulsen & Co., inc.
{Monrovia, CA)
The Upjohn Company
USV Pharm. Corp.

Zenith Labs., Inc. and
Phoenix Labs.
Zenith Labs., Inc.®

Zenith Labs., Inc.
{Northvale, NJ) and
Natcon Chemical Co.,
{Ptainview, NY)
Barr Labs., Inc.

ile. NJ)
Rlchlyn Labs., lnc
Lederle Labs.

Rachelle Labs., inc.

h“rmm“w Cord Labs..

Richiyn Labs., Inc.
(Phlhdalphh PA)
No Reply
Anabolic inc.
(Iw , CA)

Raply
Ndwnlm Inc. and
Bolar Labs

Zenith Labs.,
(Nomwalo. NJ)‘

PROPOXYPHENE HCI 65 mp comunn
Loderls Laborstories, Oiv. ~  Lederle Labs.
of American Cyanamid Co.
Smith Kiine & French Labs.  No Reply
Towne, Paulsen & Co., Inc. ~Caribs Chemical Company
{St. Croix, US Virgin |slands}
West-ward, inc. [ 4 mr"m
Woling Pharmacal Corp. Caritwe Chemical Co. and
Mylan Laboratories
RESERPINE 0.25 ing Tablels
€l Litly & Company E)i Llly & Company
. (indianapolis, IN)®
RIFAMPIN 300 mg Capsuies

CIBA Pharmaceutical Co.

No-Reply
Dow

Dow F
The Dow Chemical Company

OCTOBER, 1973

DATE
REPLIED

8-20-73

9-19-73
9-05-73
8-23-73
9-18-73
8-20-73

8-27-73

8-30-73
8-31-73

9-06-73
8-20-73

8-29-73

8-20-73
9-05-73
8-24-73
8-21-73

9-05-73

[ 82073

9-11-73
8-20-73

8-24-73

8-27-73

'9-08-73

8-21-73

8-28-73

DATE
DISTRIBUTOR MANUFACTURER® REPLIED
TETRACYCLINE HCI 260 mp Capsules
American Pharmaceutical Co. No Reply
American Quinine Products:  Zenith Labs., Inc. 8-29-73
{Nosthvale, NJ)
Barr Laboratories, Inc. Barr Labs., Inc."! 8:20:73
Bristol Laboratorigs, Div. Bristol Labs.'? 8-29-73
Bristol-Myers Company (E. Syracuse, NY)
Columbia Medical Company  Richiyn Labs, Inc. 9-05-73
(Philadeiphia, PA)
Dow F i Dow P icals'® 8-28-73
The Dow Chemical Company
First Texas Pharm., Inc. International Labs, Inc. 8-27-73
{Mayaguez, Puerto Rico)
1CN Pharmaceuticais, Inc. ~ No Reply
Strong Cobb Arner
Ketchum Laboratories, Inc.  Replied'® 8-29-73
Lederle Laboratories, Div.  Lederle Labs. 8-24-73
of American Cyanamid Co .
McKesson Laboratories, Div. Mo Reply
Foremost-McKesson, Inc.
Parke, Davis & Company Replied 12 9-19-73
Plizer Laboratories, Div. No Reply ’
of Pizer,.Inc.
Purepac Pharmacautical Co No Reply
‘Rachelie Laboratories, Inc. - Rachelle Labs., tnc.® 8-21-73
Richlyn Laboratories, -Inc. Richlyn Labs., inc. 9-05:73
(Philadelphia, PA)
A. H. Robins Company Mylan Pharmaceutical Co. 8-27-73
morqantown, wv)
Sherry Pharm. Co., Inc. Reply
Smith Kline & French Labs.  No Reply
E. R. Squibb & Sons, Inc. €. R. SQuIbb & Sons, Inc. 8-29-73
Stayner Corporation Rachetie Labs., Inc. 8-20-73
{Long Beach, CA)
Towne, Paulsen & Co., In¢.  Towne, Pauisen & Co., Inc. 8-27-73
(Monrovia, CA}
Rachelle Labs., Inc
Long Beach,
lan Pmrmaceutlcals Inc.
(Morgantown, WV)
The Upjohn Company The Upjohn Company 8-30-73
West-ward, Inc. No-Rej i
Wolins Pharmacal Corp. Heather Drug Co., Inc. and 9-06-73
Mylan L.abs.
Wyeth Laboratories Mylan. Pharmaceuticals 8-24-73
{Mosgantown, WV)
TRIMETHOBENZAMIDE HCI:250.mg Capsules -
Beecham-Massengil Pharm, - Beecham, nc.™
FOOTNOTES
1 this table, muwm:\um is defined 25 hat com) lwwm iud he tinal ingredients and tableted of
encapsuiaied the finished dosage form of 2 pharmaceutical producl.

’Blwmum»d n-mwmn Janusry, 1973.

k0 NDAis
monihly.

43econd menufaciurer listed is a back-up supplier.

5Plans to.discontinue distribulion when present stocks are exhausied.

*Distribulor states they compistely mahutacture 1ha product. :

Release is subjecl Lo the distributors qualiy: conlrol

*Distrivuted by Dista Products Co.. Divisn, of £ Lily & Company in some areps.

2400 mg Tabists only.

“oManufaciured by The Oow Chemical Company, Dow Pharmaceuticalg or s wholly-owned Vugin isiands

Company.
1iBare Laboratosies s awditing FDA approval;

“inchides bolh tetracyciing HO and phosphale compiex

13Ciariicaion of 185p0nse requested by CPhA.

1a8s of Seplember 27; 1973 &)
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Retain for future reference

MANUFACTURER DISCLOSURES — PART |I

This article is provided as part of the Association’s continuing efforts
to furnish the p ion with ingful i ion on the actual
sources of of p ical prod The October issue

of theCalifornia Pharmacist contained the first of a series of compila-

names of those firms failing to respond to CPhA’s final notice will be
reported in the next issue of the CPhA Journal. Under the provisions of
the regulations the failure of these manufacturers to respond results in
their products being deemed misbranded. This matter will be brought to

the ti

tions of drug products distributed by various-p
identifying the manufacturer of the finished dosage form, and this issue
includes similar information received since October 1, 1973.

The Association has requested the information contained in this and
the previous article pursuant to Section 10386 of Title 17 of the California
Administrative Code which was published in the September, 1973,
California Pharmacist. Several firms ha- . failed to comply with the
California law ignoring CPhA's initial and fnal requests for the identity of
the of various | d by these firms. The

DISTRIBUTING FIRM MANUFACTURER®

AMITRIPTYLINE HCI 25 mg Tablets

Merck Sharp & Dohme, Division of Merck Sharp & Dohme

Merck & Co., Inc. (ELAVIL®)

(West Point, PA)?

AMPICILLIN TRIHYDRATE 250 mg Capsules

Amenican Pharmaceutical Company
Coastal Pharmaceutical Company
ICN Pharmaceuticals, Inc.

Parke, Davis & Company
Purepac Pharmaceutical Company
Sherry Pharmaceutical Co., Inc.

Smiith Kiine & French
Laboratories

Stanlabs, Inc.

West-ward, Inc.

Acknowledged Request®

No Reply

International Laboratories
(Atanta, GA)2

Rephed®

Acknowledged Request?

Zenith Laboratories. Inc.
(Northvale, NJ)?

Bristol Laboratories*
(E. Syracuse. NY)?

Whiteworth Pharmaceuticals.

Inc. (McLean, VA

Zenith Laboratories, Inc.”

CHLORPROMAZINE HCI 25 & 50 mg Tablets

Purepac Pharmaceutical Company

DEXAMETHASONE 0.75 mg Tablets
Ciba Pharmaceutical Company

Merck Sharp & Dohme
Div. of Merck & Co., Inc.

Sherry Pharmaceutical Company, Inc.

DIGOXIN 0.25 mg Tablets
Progress Laboratories, Inc.
Purepac Pharmaceutical Company

14

32-814 (Pt. 24) O - 74 - 17

Acknowledged Request®

Pharmaceuticals Division of
Ciba-Geigy Corp.
(Summit, NJ)2

Merck Sharp & Dohme

Danbury Pharmacal
(Danbury, CN)?

No Reply
Rondex Laboratories®
(Guttenburg, NJ)?

of the Food and Drug Section of the State Department of
Health for action.

The following table reflects the most recent information supplied by
the firms distributing the specified p Those panies who have
not yet provided the i { q d by CPhA are indicated as No
Reply. The table also indicates that several firms have advised the
Association of the receipt of the request for information “Acknowledged
Request”’ but at press time have not responded with the specified data.

DISTRIBUTING FIRM MANUFACTURER'

ERYTHROMYCIN STEARATE 250 mg Tablets’
Mallinckrodt Pharmaceuticals Mylan Pharmaceuticals, Inc.

(QIDMYCIN®)
Parke, Davis & Company
Sherry Pharmaceutical Company. Inc.
Smith Kline & French L i

(Morgantown. WV)?

Replied®

Mylan- Pharmaceuticals, inc.
Inc.4

(SK-ERYTHROMYCIN®)
West-ward, Inc.

Mylan P

Zenith Laboratories, Inc.”

HEPARIN SODIUM 1000 Units/cc Injection

Medwick Laboratories, Inc

Parke, Davis & Company
Progress Laboratories, Inc.
Robinson- Laboratory, Inc.

Medwick Laboratories, Inc.
{Melrose Park, IL)

Replied3

No Reply

Acknowledged Request

HYDROCHLOROTHIAZIDE 50 mg Tablets

Geigy Pharmaceuticals
Division of Ciba-Geigy Corp.
Merck Sharp & Dohme, Division of

Meick & Co., Inc. (HYDRODIURIL®)

Pharmaceuticals Division of
Ciba-Geigy Corp.
Merck Sharp & Dohme

INDOMETHACIN 25 & 50 mg Capsules

Merck Sharp & Dohme, Division of
Merck & Co., Inc. (INDOCIN®)

Merck Sharp & Dohme

MEPROBAMATE 200 & 400 mg Tablets

American Pharmaceutical Company
ICN Pharmaceuticals, Inc.

Kirkman Laborataries, Inc

McKesson Laboratories, Div.
Foremost-McKesson, Inc. (KESSO-
BAMATE®)

Parke, Davis & Company

Purepac Pharmaceutical Company

Robinson Laboratory, Inc.

Acknowledged Request®
1CN Pharmaceuticals, Inc.
{Cincianati,

Barr Laboratories, Inc.
(Northvale, NJj?

McKesson Laboratories
(Fairfield. CT)?

Replied3
Purepac Pharm. Co.
lizabeth, NJ)2

Acknowledged Request

CALIFORNIA PHARMACIST
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"DISTRIBUTING FIRM

MEPROBAMATE (cont)
Sherry Pharmaceutical Company, Inc.
Smith Kiine & French Laboratories

Stanlabs, Inc.

METHYLDOPA 250 mg Tablets
Merck Sharp & Dohme, Division of
Merck & Co., Inc. (ALDOMET®)

PAPAVERINE HC! 150 mg Capsules
Purepac Pharmaceutical Company

MANUFACTURER!

Zenith Laboratories, Inc.

Smith Kiine & French
Laboratories*
(Philadephia, PA)

Stanlabs, Inc. (Portiand, OR)2

Merck Sharp & Dohme

Rondex Laboratories®

PENICILLIN V POTASSIUM 250 mg Tablets

ICN Pharmaceuticals, Inc.

McKesson Laboratories, Div.
Foremost-McKesson, Inc. (KESSO-
PEN-VK®)

Plizer Laborawrlas. Div. Pfizer,
inc.

Progress Laboratories, Inc.

Purepac Pharmaceutical Company
Robinson Laboratory, Inc.

Sherry Pharmaceutical Company, Inc.
Stanlabs, Inc.

West-ward, Inc.

Zenith Laboratories
John D. Copanos & Company,
Inc. (altimors, MD)?

John D. Copanos & Company,
Inc.

No Reply

Rondex Laboratories®

Acknowledged Request

Mylan Pharmaceuticals, Inc.

Biocrgaf;’haboratorles

. Paterson, NJ)2
Biocraft Laboratories®

PENTAERYTHRITOL TETHANITRATE 10 & 20 mg Tablets

Stanlabs, Inc.

Stanlabs, Inc.

PENTOBARBITM. SODIUM 100 mg l:lpsulos

Stanl

PHENFORMIN HCI
Geigy Pharmaceuticals
Division of Ciba-Geigy Corp.
(DBI® 25 mg Tablets)
Geigy Pharmaceuticals
Division of Ciba-Geigy Corp.
(DBI-TD® 50 & 100 mg Capsules)

PHENOBARBITAL 30 mg Tablets
Purepac Pharmaceutical Company
Stanlabs, Inc.

PREDNISONE 5 mg Tablets
American Pharmaceutical Company
ICN Pharmaceuticals, Inc.

Kirkman Laboratories, Inc.

McKesson Laboratories, Div.
Foremost-McKesson, Inc.

Merck Sharp & Dohme, Division of
Merck & Co., Inc. (DELTRA®)
Onlnonl Drug & Chemical Company,

nc.

(Englewood,
Parke, Davis & Company (PARACORT®) Replied®

Progress Laboratories, Inc.
Purepac Pharmaceutical Company
Robinson Laboratory, inc.
Stanlabs, Inc.

West-ward, Inc.

NOVEMBER, 1973

Stanlabs, Inc.

K-V Pharmacoutlcal Company
(8t. Louis,

K-V Pharmaceutical Cnmpany

Rondex Laboratories®
Stanlabs, Inc.

Acknowledged Request®
ICN Pharmaceuticals, Inc.
Kirkman Laboratories, Inc.

(Portiand, OR)2
McKesson Laboratories
Merck Sharp & Dohme

Ormont Drug & Chemical
Company, Inc.

o Reply
Rondex Laboratories®
Acknowledged Request
Stanlabs, Inc.
West-ward, Inc.
(Bronx, NY)2

DISTRIBUTING FIRM MANUFACTURER?

PROBENECID 500 mg Tablets
Merck Sharp & Dohme, Div. of
Merck & Co., Inc. (BENEMID®)

Merck Shar;; & Dohme )

PROPOXYPHENE HCI 65 mg
Progress Laboratories, Inc. No Reply
Smith Kline & French Laboratories Smith Kiine & French
Laboratories*

West-ward, Inc. West-ward, Inc.

PROPOXYPHENE HCI 65 mg COMPOUND
Progress Laboratories, Inc. No Reply
Smith Kline & French L Mylan F

Inc.4
Carlbe Chemical Co.”
(St. Croix, B Virgin lslands)

West-ward, Inc.

RESERPINE 0.25 mg Tablets
Progress Laboratories, Inc. No Reply
Purepac Pharmaceutical Company Rondex Laboratories’
Robinson Laboratory, Inc. Acknowledged Request
Stanlabs, Inc. Stanlabs, Inc.

RIFAMPIN 300 mg Capsules
Ciba Pharmaceutical Company Pharmaceuticals Division of

Ciba-Geigy Corp.

SECOBARBITAL SODIUM 100 mg Capsules

Stanlabs, Inc. Stanlabs, Inc.
TETRACYCLINE HCI 250 mg Capsules

American F Compan: Request?

ICN Pharmaceuticals, Inc. ICN Pharmaceuticals, Inc.

Ketchum Laboratories, Inc. Replied?

Div. Foremost-
McKesson, Inc. (KESSO-TETRA®)
Parke, Davis & Company (CVCLOPAR') Replied®
Pfizer Laboratones Div. of Pfizer, Plizer, Inc. (ew York, NY)2
Inc. (TETRACYN®)
Progress uboralones, Inc.
Purepac Pharmaceutical Company
Robinson Laboratory, Inc.
Sherry Pharmaceutical Company, Inc.

No Reply

Rondex Laboratories®

Acknowledged Request

Heather Drug Company, Inc.
(Cherry Hil, NJ)2

Smith Kline & French L Mylan i Inc.¢
Stanlabs, Inc. Heather Drug Company, Inc.
West-ward, Inc. West-ward, Inc.

THEOPHVLLVINE 130 ma — EPHEDRINE 24 mp —
PHENOBARBITA
Stanlabs, lnc

THYROID 60 mg Tablets
Purepac Pharmaceutical Company

Stanlabs, Inc.

Rondex Laboratories®

TRIMETHOBENZAMIDE HCI 250 mg Capsules
Beecham-Massengill Pharmaceuticals  Hoffman-LaRoehe®

FOOTNOTES
1inhis table,

final ingredients and tableting or encapsulating the finished dosage form of a pharmaceutical product.
2Place of business of manufacturers ars only listed the first time the name of the firm appears.
3Clarification of response requested by CPhA.
#Product inspacted by the distributor prior to release of the drug.
SRondex is @ wholly owned subsidiary of Purepac mrmuuul Company.
SListed in error as Beecham, Inc. in the October report. Beecham, Inc. lmm 1o manufacture this product
pending approval from'the FDA.
7Product subject to distributor's quality control procedures prior 1o release.
*Distributor states that distribution of this product has been discontinued. &)
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Mr. Goroox. Were there cases of the companies refusing to tell
who actually manufactured the product, or did they disclose every-
thing?

D%., Appre. Mr. Gordon, I cannot say that they refused. But as
of the compilations in November and December—October and No-
vember, rather—there were a number of firms that had not re-
sponded to the request for the information. In the article, the
tables here show the actual date replied. In a number of instances
there are blanks—actually it states “no reply.”

Mr. Goroox. What about these statements that Mr. Feinberg has
been making about the rejection rate on DOD plant inspection is
45 percent, and the rejection rate on precontract award sample
inspections is 42 percent? o

The FDA explained what that meant yesterday.

Do you have any comments on that?

Dr. Appre. Well, Dr. Feldmann may later on. He has studied the
tables, and I have not. I can make this general observation. My
concern when I hear a statement that 45 percent of the manufac-
turers have been rejected—I am interested in what the universe is,
because it would be like my going up to Walter Reed Hospital or
Bethesda Naval Hospital and going into the VD ward and then
walking out of there and saying that 90 percent of the patients have
venereal disease. Well, sure they do in the VD ward. But this does
not characterize the total universe of patients in that hospital. So
I think these statements that you cited are grossly misleading, and
they are intended to be inflammatory and cast suspicion on the
Nation’s drug supply.

This is not to say that every firm meets the criteria. But T am
saying that these are generalizations that we have been trying to
find some documentation for. ]

Mr. Goroon. Well, you have the documentation. We gave it to
you.

Dr. Arpre. Well, Dr. Feldmann will comment on that. He has
studied that material. I have not, Mr. Gordon.

Mr. Gornon. All right.

Senator Nerson. Our next witness will be Dr. Feldmann, Asso-
ciate Executive Director for Scientific Affairs of the American
Pharmaceutical Association.

Go ahead, Dr. Feldmann.

Dr. FriomanN. Thank you, Mr. Chairman. I am Edward G.
Feldmann of the American Pharmaceutical Association.

You have requested that we discuss the views of the APhA on
the potential value and usefulness to pharmacy practitioners of
data and information secured by the Defense Personnel Support
Center—DPSC—of the Department of Defense.

In order to provide a frame of reference for our response, as
well as our interest in obtaining such data and information from
DPSC relative to drug products and pharmaceutical manufacturers,
permit me to describe briefly our ongoing involvement and activ-
ities in the area of drug product quality.
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The very first object listed in both the APhA Certificate of In-
corporation and the APhA Constitution is directly addressed to
this matter. Specifically, object A of the Association’s Constitution
appears in my prepared statement. To save time I will not read it.
But it addresses itself to the fact that the Association shall publish
a compendium of standards and specifications known as the “Na-
tional Formulary”, and also will promote the safe use of drugs by
‘taking certain steps as an Association in cooperation with other
organizations to assure drugs of the highest quality. .

Since its founding 122 years ago, APhA has pursued a consistent
and relentless effort not only to ferret out and identify adulterated
and misbranded drugs, but also to disseminate and publicize such
information to the pharmacy profession. It has been our firm belief
that such information is necessary if pharmacists are to practice
their professions most capably and if the public is to be best
served with pharmaceutical products which are both effective and
safe. T have appended to my statement as submitted an exhibit A,
which is an illustration of an article from the 1960 “APhA Journal”
exposing unqualified drug manufacturers.

Moreover, the Association each month publishes lists of FDA
drug recalls, complete with pertinent ancillary information per-
taining to each recall, in order to ensure prompt and widespread
dissemination of such information to practicing pharmacists. I have
appended exhibit B to my statement as submitted, which is a tear-
sheet from the February 1974 APhA “Journal”.

At times, recall information either may not be sufficient or ap-
propriate to communicate the peculiar problems which may relate
to a certain drug, in which case APhA has prepared and published
specially written articles, such as the recent series in connection

Brlith digoxin. And I have provided you with several examples of
ose.

Furthermore

Senator Nerson. May I ask a question there?

Dr. Feromawn. Yes, sir.

_Senator Nersox. When did your organization become aware of the
digoxin problem ¢

Dr. FeLomany. Well, there have been two so-called problems in-
volved with digoxin. One of these pertained to content uniformity,
and the other an indication that there is a bioavailability problem
involved with the product. .

We became aware of the matter of the content uniformity prob-
lem in the late 60’s, and as was testified to yesterday by Commis-
sioner Schmidt, the USP adopted a content uniformity test, after
which the FDA implemented it via a certification program in their
St. Louis facility to batch certify digoxin.

. More recently there has been indication that there is a problem
involved with the bioavailability of the product. This came to the
pubhc eye with the so-called “Lindenbaum study”, which was pub-
lished in the “New England Journal of Medicine” along about
late 1971. This has resulted again in USP taking action to adopt a
dissolution test, which has been adopted by way of a recent interim
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revision announcement. And again, the FDA has been implement-
ing that, as was testified to by Commissioner Schmidt. e

Now, in the DPSC material that DOD supplied to you, they indi-
cate in answer to your question—about when did they become
aware of this, question 15(d)—they indicate that they learned of
the problem in 1965. But they do not say what the problem was.
They do not identify it in any way. s i

You also asked them about whether they supplied information
about this to the FDA, and they responded there is no record on
this. Their explanation is that this was before the so-called Inter-
government Professional Advisory Council, or IPAD, was fully
operational.

I find this a little puzzling, because further on in their same re-
sponse under 15(d), they say that they were regularly supplying
such information—for at least several other products that are listed
—going back to May of 1961; they supplied information in 1961,
1962, 1963 and so forth. So I do not quite understand that as an
explanation. -

Senator NeLson. Well, there is another contradiction, it seems to
me, and that is, the Intergovernmental Professional Advisory Coun-
cil on Drugs was established in July 1963, 2 years before the De-
partment of Defense said they discovered problems with digoxin.

The other question is, why do you need an intergovernmental
advisory council anyway; if you found some serious defect in a
drug you would think that the agency would feel the responsibility
forthwith, if it were a matter of any consequence, to notify the
Food and Drug Administration.

Would you not? »

Dr. Frromany. Well, T would think that it is desirable by what-
ever mechanism you choose to use to have exchange of information,
whether it is this intergovernmental council or some other mecha-
nism.

I would be more apt to question how' effectively this particular
operation has worked to achieve that intended purpose. The indica-
tions I have gotten are that for the most part information has been
irregularly exchanged, and where it has, it has been largely pro-
vided to the DPSC, rather than the reverse being the case.

Senator Nevrson. Well, since the DOD does not recite what the
problem was, we do not know whether it involved a question of
bioavailability or a question of product uniformity or neither.

Dr. Feromann. Correct.

I would also expand on my earlier statement to indicate to you
that whether or not they informed FDA—and they apparently have
no record—certainly they did not inform the professions. They did
not inform the APhA, who, as I have indicated just in my imme-
diate preceding testimony, has over the years made an effort to
disseminate such information to the professions—to alert the pro-
fessions, particularly pharmacy, but also the health professions in
general, when to be alert to a potential problem or to take note of it.

And T think it is most unfortunate that they have not seen fit
to make such information available, if indeed they have had it.
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Senator Nerson. Please go ahead. o

Dr. Feoman~. Furthermore, we have viewed our responsibility
as being more than serving simply as an information pipeline to the
profession. As that component of the health care community having
the greatest immediate training, experience, knowledge, and interest
in drug quality, and in the factors which cumulatively go into a
quality pharmaceutical product, pharmacy—through the Associa-
tion—has conducted a comprehensive spectrum of ongoing activities
designed to foster and require quality attributes relating to drug
efficacy and safety. ) i .

These activities include: sponsoring meetings and symposia, pri-
marily through the APhA Academy of Pharmaceutical Sciences, at
which scientific papers and reports are presented describing new test
procedures and methodology ; the publication of the APhA’s “Jour-
nal of Pharmaceutical Sciences”, which serves as the primary ve-
hicle for communicating the latest such research on a worldwide
basis among scientists; the cosponsorship—with the AMA and the
USPC—of the Drug Standards Laboratory, which is housed in the
APhA building and which conducts laboratory studies designed to
develop and evaluate new drug testing procedures; the revision
and publication program of “The National Formulary,” an official
compendium recognized under Federal and State laws as providing
standards and specifications for drugs and for their dosage forms;
and the establishment of a bioavailability project whereby, in an
efficient and coordinated manner, such information might be com-
piled, evaluated, and made available relative to competing drug
product formulations.

Moreover, the association has lent its endorsement,  cooperation,
and strenuous support to efforts and activities of other groups en-
gaged in comparable efforts to foster the reliability of marketed
drug products.

To mention but two examples: The association has collaborated
with efforts of the California Pharmaceutical Association in sup-
porting the so-called Crown bill and regulations for its implementa-
tion. This is what Dr. Apple referred to just a few moments ago
1n response to one of your questions about requiring the name of the
actual manufacturer or fabricator on the product label.

. This is an important piece of information to assist practitioners
in making quality judgments relative to that article.

And the association endorsed and cooperated with the Food and
Drug Administration and the U.S. Pharmacopeia in a type of grass-
roots national drug surveillance program designed to provide a
broad network for the purpose of identifying and reporting to re-
sponsible agencies drug product defects detected at the pharmacy
practitioner level. ’

FDA Commissioner Schmidt’s statement yesterday mentioned, as
a single example of this, the fact that a pharmacist in the course of
his practice noted the problem with respect to the novelty container -
used for nitroglycerin tablets. o

Senator NELson. Is that the plastic container case?
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Dr. Feromany. Yes, right. The pan shaped container. )

Mr. Chairman, the broad spectrum of activities briefly described
above has afforded us a unique perspective from which to assess the
general quality of the Nation’s drug supply. Earlier this month, we
festified before the Senate Subcommittee on Health, and in our
testimony we concurred in the assessment that the Nation’s drug
supply is of the highest quality. As we noted then, no matter how
perfect any human system may be, the drug industry can never
achieve, nor FDA enforce, a “zero defect level.” The various pro-
grams and activities conducted by the FDA indicate to us that all
reasonable steps are being taken in an effort to assure the highest
level of quality in our drug supply as the present state of knowl-
edge, science and technology permits. o T

In recent years, we have heard a number of disquieting speeches,
and we have read a number of disturbing articles—all emanating
from DPSC spokesmen—which in ¢oto have served to cast doubts
and suspicion on various unidentified drug products, as well as
various unnamed drug manufacturers. These ‘speeches and articles
have suggested that problems pertaining to unreliable drugs, pro-
duced under shoddy condition of manufacture, are widely prevalent
on the American drug market.

Mr., Goroox. May I interrupt for just a moment?

This is to Dr. Apple. What is a “schlock” manufacturer?

This word “schlock” is used especially by the big firms.

Dr. Arpre. I would have to describe it in the field of pharma-
ceuticals; it is certainly a derogatory euphemism, frequently em-
ployed by industry propagandists to describe a small firm which
concentrates on producing drug products which are in the public
domain. :

I suppose the inference is that such a firm cuts corners, at least
the way the term is used. That is, that these firms, schlock manu-
facturers, cut corners on quality; they cut corners on meeting the
legal standards; and that they are in business to make a fast buck.

I do not know of any. :

Senator Nerson. Any such manufacturers? o

Dr. Appre. Mr. Chairman, I cannot identify any particular
manufacturer that meets this description. : :

_ Mr. Gorpon. Actually, that word is also onomatopoeic. In the sense
it is an invidious word. It is supposed to engender hostility toward
a person who can be identified by that word.

Now, I notice that the APhA Academy of Pharmaceutical Sci-
ences says that there is a considerable amount of “schlock” manu-
facturing going on in this country.

Does the APhA have any facts to support this? -

Dr. Aprre. Mr. Gordon, we have not received from any member
of the association, and we have not read anywhere, where any firm
}ilgﬁl ;oeen identified, this way. We do not know the identify of such

I agree with you that the term is frequently used, especially in
speeches at pharmacy meetings. It is used frequently in discussions.

1 8ee page 10758."
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It has crept into the literature. I regret that it has even crept into
some of the comments by eminent scientists in our field who tend to
use this euphemism without identifying anyone.

Mr. Gorbox. Well, is it possible for you to send a letter to the
academy members to find out exactly what evidence they have on
this particular subject, and perhaps submit it to the Committee for
our records? .

Dr, Aprie. Yes, it is possible. We would be glad to do it. We
would like to know who they are as well as the committee does. Yes,
we will do it if you wish.

Mzr. Goroon. Thank you.

Senator NeLson. Please go ahead.

Dr. Feromany. I would simply add to Dr. Apple’s statement that
we would welcome having the identity of these firms brought out for
us, because if we were aware of them, the association would feel it is
incumbent upon us to make pharmacists aware of them; that was
the purpose of my exhibit A in this testimony, where I showed that
in the past, going back to 1960 when there was a problem of this
nature and the association became aware of it, we took the action
hecessary to make pharmacists aware of it also.

Senator Nerson. I suspect you will not find any evidence. We
have been taking testimony for 7 years on this question, and those
who make that kind of a criticism have yet in 7 years to come up
with any specific evidence. So I think reasonable persons can con-
clude that it is a propaganda campaign based on no substance what-
soever,

Dr. Arere. Well, Mr. Chairman, you asked the question at the
February 1 hearings at the Subcommittee on Health from Dr.
Cavallito. I do not know if you received any response to that yet.

Senator NeLson. No, we have not. We have asked questions of
some of these people that are 7 years old and we have not gotten a
response yet, though they promised that they would give us one. I
know the mail is running slow, but—

Dr. FeLomanw. I will continue.

Such implications and allegations appear to run contrary to in-
formation available to us from other sources. And these are the
implications and allegations made by the DPSC spokesmen. More-
over; because of their very serious nature, these assertions have
demanded our attention and investigation. ' :
. It is our position that such charges should not be made, such
inferences should not be drawn, unless factual experience will, in
fact support them; and, if indeed there is factual evidence to sup-
port such statements, then it is also our belief that protection of the
public health demands that such information be made publicly
available to the health professions in order that appropriate steps
can be taken to avoid the distribution, the prescribing, and the
dispensing of hazardous or ineffective drug products.

_In our effort to analyze this subject, we have considered two possi-
bilities: Either that the existing standards and specifications may
not be generally adequate; or that the existing standards and speci-
fications, while being adequate, are not being adequately enforced.
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With respect to the former possibility, we note that then—Brig.
Gen. George J. Hayes of the Medical Corps, U.S. Army, Principal
Deputy Assistant Secretary of Defense, had testified before your
subcommittee, Mr. Chairman, on February 8, 1971, and in his pre-
pared statement-——again, I will not read the entire quote that 1is
reproduced here. But I would specifically call your attention at the
top of page 8 to where he says,

We cannot procure competitively without generice specification. Our stand-
ards are basicaily those of the USP and the NF, supplemented with such
additional standards as are necessary to ensure suitability not only at the
time of procurement, but also following possible long-term :storage through-
out the world in Arctic, temperate or torrid zones. )

So, as General Hayes states, the DPSC standards are basically
those of the official compendia simply supplemented with additional
standards peculiar to the special needs of the military. Consequently,
although additional specifications may be adopted by the DPSC, this
does not mean that the official compendia standards are inadequate
as applied to drug products as intended for use by the general public.

For example, the critical consideration of minimizing unnecessary
weight might necessitate specifying the use of a lightweight plastic
container for drug products to be carried on board spacecraft. On
the other hand, the use of somewhat heavier containers, such as
those made of glass, would be perfectly appropriate for use in
packaging drug products intended for normal channels of distribu-
tion, ‘

However, the speeches and articles by DPSC officials previously
mentioned have suggested that deficiencies in products and manu-
facturers are not simply related to the special needs of the military,
ﬁut t}dllat they are far more serious and represent a public health

azard. :

Senator Nerson. Have these suggested deficiencies ever been de-
lineated by the DOD¢ '

Dr. Feromanny. I am sorry, Mr., Chairman? :

Se{glator Nerson. Have they ever described what the deficiencies
were

Now, the statement by General Hayes does not suggest any de-
ficiencies whatsoever.

All he is saying is that they use the compendial standards. That
is all we have ever heard specifically, and that is that in the han-
dling of products overseas there may be circumstances which would
be quite different from handling products within the boundaries
of the United States. They may have to be hauled into a jungle
and be there a month or two or three in a humid climate, which does
not exist here. They may be taken into the Arctic under circum-
stances which do not exist here, and that, therefore—understand
them to be saying—we require in some circumstances certain specifi-
cations for packaging, handling, that would not be necessary in this
country. .

But I have not seen any description of any deficiencies in the

drug products themselves from a medical or therapeutic standpoint.
Have you?
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Dr. Feromany. Getting information from the DPSC has been a
very tortuous task, Mr. Chairman. It is very difficult to get informa-
tion from them. I have seen very little except for these statements
that were referred to earlier about so many percent of unnamed drug -
manufacturers, so many percent of drug products.

Now, in the information that you mentioned a moment ago that
you obtained from DPSC, and which you provided to me prior to
our appearance here today to examine, one section did ask them,
under question 15 (e)

Senator Nerson. Under which one?

Dr. FELomann. Fifteen (e). :

You quoted—a statement made by Mr. Feinberg, “We develop
definitive product specifications which often exceed official or com-
mercial standards.” You asked them to please name each product
for which such specifications have been developed, the significance
for each product of these extra requirements, and the medical pur-
pose served by these extra requirements.

I examined the answer that they provided, and there are a num-
ber of drugs which are either in the USP or the NF listed in their
response. Knowing that Dr. Banes will be testifying later, I will
not address myself to the USP drugs. But there are four NF articles
that-are listed in their response.

One of these is Glyceryl Guaiacolate syrup NF. This is cough -
syrup, an expectorant. They list three additional tests. One of these
is a “taste palatability test.” Well, the matter of taste is a subjective
matter, Mr. Chairman, at least in my opinion. This can be a matter
of preference for the patient, but T would hardly say that this falls
into'a critical medical consideration. , ,

They have a so-called “accelerated aging test.”

Senator NELsoN. Accelerated aging? ,

Dr. Feromany. Yes, which simply means that the product is sub-
jected to intensified environmental conditions to see whether it will
stand up. Well, the NF specification is such—the “general notices”
in the NF require—that an article meet the standards during its
entire shelf-life. So this is, in a sense, really already covered by the
'NF monograph. '

They then have a requirement for “color value, specific gravity
and refractive index.” Well, in our opinion, Mr. Chairman, in the
opinion of the official compendia, the NF and USP, these types of
specifications are totally inappropriate. They are appropriate for an
active ingredient, something that will go into the formulation, to
ascertain its purity ; but to apply to a formulation which is a mixture
of ingredients, they are inappropriate. It would appear that such
specifications may be largely geared or skewed around one particu-
lar formulation.

Senator NeLson. Well, that is the issue or suspicion, to use a more
accurate description, of what may be going on. That is to say that
they may be taking a drug, in this case a cough syrup, and deciding
they want to buy it from a particular manufacturer, so they take
all of the manufacturers’ specs and then ask for a bid, and there is
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only one manufacturer who can meet it. Else why, or how, would
they ever be able to decide what the specific gravity ought to be?
They could decide what the specific gravity ought to be, and then
ask for bids and find out that there is no manufacturer in America
that produces one with that specific gravity. So I suspect what they
actually do is to take a cough syrup and then test the specific gravity
and the other aspects of taste and so forth and then write a spec
and ask for bids. And what you have done is eliminate all of the
competition. ,

Whether that is intentional or not, that would be the effect, would
it not ?

Dr. Feromany. Yes, it would appear to be, Mr. Chairman. I am
not in a position to be able to draw a conclusion from these things,
but I can certainly supplement what you have said with some rather
dramatic examples, if you would care to have me do so.

Senator NeLson. We would like to have them for the record.

Dr. Feromaxy. I might simply mention several descriptions,
purchase descriptions, which are the only things that we have gotten
from DPSC prior to the material you supplied to me. I will be
happy to submit approximately a half dozen or a dozen of these
chosen simply at random from their listings, but they cover various
things, such as optional rotation, specific gravity, very narrow pH
limits and so forth. : :

Beyond this, however, they have some other very strange specifica-
tions. For instance, under ethynodiol diacetate with mestranol tab-
lets, they require that the shape of these tables shall be pentagonal,
which is a rather unusual specification; T would think. -

Senator Nerson. Do they identify the manufacturer who can
meet that spec?

Dr. Feromann. No, and I am not able to, Mr. Chairman.

Senator Nrrson. Can you see any therapeutic service or thera-
peutic benefit from the shape of the tablet?

Dr. Feromanw. I am not aware of any, Mr. Chairman. :

Senator NeLson. If you hear of any, would you please let us know ¢

Dr. Feromann. Under dimenhydrinate tablets, they require that
the uncoated tablet shall be yellow in color. Well, this would be
logical if the drug substance itself were yellow, but the USP XVIIT
description of this says that it is a white, crystalline, odorless
. powder. So, again, the fact that these tablets must be yellow in

color would seem to be rather a peculiar requirement.

Similarly, the same can be said about ethinyl estradiol tablets,
which, again, state that the sugar-coated tablet shall be light tan
in color, and the article itself is coloreless. .

‘But I think that one that is really the epitome here is doxepin
hydrochloride capsules, which specify that the capsules shall have a
pink body and a blue cap. '

Now, the message begins to come through here a little bit, when
one reads their purchase description for clindamycin hydrochloride
hydrate capsules, on which they issue a correction that under the
assay the word lincomycin is deleted, and substitute clindamycin.
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This would suggest to me that the specifications may, or must have
been written from a draft that had a specific company’s drug name
in originally, and they forgot to delete it in one case.

Mr. Goroon. We are going to get those for the record, are we not?

Dr. Feromann. Yes. .

I think that any doubt is removed when one goes to clomiphene
citrate tablets, in which it states a trade name at the beginning of
their bid specification: “shall be the William S. Merrell Company’s
Clomid tablets, and in addition shall comply with.” T do not see how
such a bid specification can go out to multiple bidders, or can be
competitively bid upon.

- Senator Nrrson. That is one way to insure that you get only one
bid. :

Please go ahead. ‘

Dr. Feromanw. Going on with the four examples from the Na-
tional Formulary that were cited in their response to you, Mr.
Chairman, under propylhexedrine inhalant NF, they specify certain
assay limits which they claim are higher or will insure greater
adherence to a 100 percent of label claim. In fact, their specification
does permit assay at not less than 93 percent up to 90 days, whereas
the NF limits are a minimum of 90 percent for the entire shelf-life
of the article. :

Senator Nerson. What is the shelf-life?

Dr. Feromany. Whenever it is offered for dispensing to the pa-
tient—in other words, whenever it is in the channels of distribution.

Senator Nersox. How can you have a definition of shelf-life like
that? There is some termination date.

Dr. Feromann. The manufacturer would need to state an expira-
tion date if he is not confident or sure that it will maintain its
potency under the normal conditions of storage—or as stated on the
label, if there are special conditions of storage. If it will deteriorate
to an extent that it would fall below the standard, then it is up to
}})ﬁm to recall the product and remove it from the channels of distri-

ution. ~ ‘

Senator NerLson. Well, does the manufacturer know what the
shelf-life of the product is in all cases?

Dr. FeromannN. I do not know whether he does or not, Mr.
Chairman. This should be a factor in his being permitted to, market
a drug. In other words, this would be a responsibility which a
manufacturer should assume.

Senator Nerson. Well, does the label show it, the shelf-life?

Dr. Feromann. Those products which are expected to possibly
deteriorate or which might be expected to deteriorate would carry
an expiration date, or should carry an expiration date, which would
indicate a point or a date beyond which the integrity of the product
could not be assumed. "

Senator NEerson. Well, then, the specification, if I understood
you correctly, of the compendia is higher than the specification of the
DOD in this case. -

Dr. Feromanwn. In our opinion, it is at least as good. That is
correct.
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The third item that they list is an ophthalmic ointment, contain-
ing three antibiotics. And since this is an antibiotic, it is covered by
the FDA’s certification regulations, and the compendia do not pro-
vide separate standards for those in addition to FDA’s, so this
would not be higher than compendia standards.

Mr. Gorpon. If this is a form 6 drug, that is an antibiotic subject
to batch testing, the requirements are set by the FDA. And, as I
understand it, additional requirements cannot be set up by the DPSC.

Is that correct ?

Dr. Feromany. I am afraid I cannot answer that question. Per-
haps the FDA would be able to. I am afraid I cannot.

Mr. Goroon. Because if they batch test it, they have to meet
certain FDA requirements. :

Dr. Feromann. I would think if they meet the FDA require-
ments, I know of no case where additional requirements above and
beyond those should be necessary for an article marketed in this
country for public consumption.

The final example that they listed for you. Mr. Chairman, is
hyaluronidase for injection, which they list that they have certain
color limits. The NF states that the article shall be colorless, which in
essence is saying the same thing. ‘

Senator NeLsox. The National Formulary says that ? :

Dr. FeLomany. Yes, the NF states that it shall be colorless.

DPSC also states a solubility time limit, which, again, the National
Formulary requires that the article completely dissolve in solution;
and DPSg lists a content uniformity test. '

Now, this may, on the surface, appear to be a substantial added
requirement, above and beyond the NF requirement. Well, as it so
happens, back in the late 1960’s, T had correspondence at that time,
when I was director of the National Formulary, with personnel in
the DPSC. And in three pages, I tried to explain to them that a content
uniformity test in this particular case was entirely superfluous, that
the assay and the other provisions of the monograph were such that
they assured content uniformity of the article. :

And, again, Mr. Chairman, I would be pleased to submit this cor-
respondence for your record.

Senator Nersox. If you would.

[Testimony resumes at page 10217. The information referred to
follows:]
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KECEIVEDMAR W

AMERICAN PHARMACEUTICAL ASSOCIATION

The National Professional Society of Pharmacists

February 25, 1974

Honorable Gaylord Nelson

United States Senator

Senate Select Committee on Small Business
Room 424

0ld Senate Office Building

Washington, DC 20510

Dear Senator Nelson:

During the hearings of the Monopoly Subcommittee on February 21,
I referred to a number of documents or matters of information in
the course of my testimony. You requested that I submit copies

of pertinent material to you for the Subcommittee record.

On this basis, I am herewith enclosing the following items:

a. Copies of letters dated September 30, 1969 and October 8,
1969 which I sent (in my capacity at the time as Director
of the National Formulary) to Defense Personnel Support
Center (DPSC) staff. In particular, I quoted during my
testimony from the latter half of the first paragraph
which appears on page three of the September 30 letter
and which explains to the DPSC staff the fact that a
weight variation test and a content uniformity test in
the case of Hyaluronidase for Injection would be
meaningless and redundant.

b. Copies of pertinent pages of "Defense Medical Purchase
Discription" documents issued by DPSC. These include
identification of the drug dosage forms involved, as well

as the specific requirements or specifications which I
woted : . : P
based upon knowledge avai == _unnecessar

meaningless from a medical or dru uali int.
relative to examples of DPSC requirements whic

inate competition am eing stru ed
in a manner that they describe a single manufacturer's

particular drug product.

-1-

2215 CONSTITUTION AVENUE, N.W., WASHINGTON, D.C. 20037 e (202) 628-4410
CABLE ADDRESS: AMPHARMA
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Honorable Gaylord Nelson -2- February 25, 1974

c. A list of dates and meeting information relative to the
Intra-Governmental Professional Advisory Council on Drugs
and Devices (IPADD) -- working group on specifications
and guality control of drugs of which Mr. Max Feinberg
is chairman., During my testimony I referred to the
fact that this Committee has met less and less freguently
and that meeting minutes were not issued for the past
two meetings.

I believe this provides all of the supplemental information you
requested from me during the February 21 hearing. In the event
that additional information or documents are desired, I shall’
be pleased to attempt to provide them.

Sincerely,

Edward G. Feldmann, Ph.D.
Associate Executive Director
for Scientific Affairs '

EGF:ehb

Enclosures
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v ile ChRordiasepoxide Hydrochloride, As initially merketed, this
articls lncluded diluents. - Ry the ¢ m-wnphmcupum,
m:-. 3he article availevle 0o sdded subsisnces dut bes
_" Coasequently, the monograph $itle should have been
" peviged mccdhgl.v although the monograph definiticn snd the conmt
{of tbe momograph is all satisfuctory. In the cass of XPF XXIT sterile
' uxm.mmwmmmmmmummmnemmhm
spparent exception tmmmsurmmumu
Eraluronidase Injection. However, there are special circumetances
partalning to each he, mmnmamuutmmu :
mnmmmymwmuc.,mnmlwmmhct
Ut doth are enzyme products, with peculiar prob, asgocisted .
with the nom=homogeneity of essywes. You will note €hat in each cese
(% X3 pags proof, pege 169 and page 34T), the directives
for conducting the ‘Asssy on indSvidual vials of the srticle :
- | xether than pooled smuples. As & oomsequence. weight variation tests '
" 1ore mesningless and the Assay 1tself mmounts to contemt uniformity.

“ % tivat that the information provided shove will be helpful o you in

revising your specifications. ler desire besa to indicete
the basis for the NP approach to .monographs snd to point out that
4he appwosch rollowsd not only Widu sdejuate assursnce of sulteble

standards and speoifications, but thet the stasserds and specifications |
for this of dosage form are consistent with other dosage forua
: m as and ecapsules.

m, thtpropoudvmugum’ item 86.4.2. to De
especially ob:m&mbh and would reccmmend that appropriste changes |
b incorporated. We would further recommend tlat comparsbtle changes
de incorporeted in section BG.4.3 of the proposed amendownt to Pederad
Standard WMo, Li2e. be considered.

Gincerely yours,

Edvard G.\EGM. b,
Director .
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October 8, 1969

lr. Max Feinberg

Detense )or«ml lnpport Center
Divectorate of Nedical Materisl
2800 Sowth m Btrect
‘quapm. 19!01

Mlﬁxt

On :qm-bcr 30. 1969. b 4 nm-. . utm- to Mr. Fileccis esbodying an
axplemation of the NF uppro.eh t,o provumg aw- md -pocmmtm
rw ahtu. uolun, o .
 § m now nedvod A copy or your letter dated Octobor 1, 1959 .
addressed to Dy, llﬂ.hr, in further connection with this subject (your
m DPSC-ATY-2h:kme) . By and large, the documents emclosed .- - '
with your' O¢tober 1 letter restate the DFSC viewpoint es previously
expressed snd as reflected in the draft document which Mr. Fileceis
had transmitted for review and comment. As such, I will not reiterate
the NP viswpoint in these sreas, but would -up).y refer you to w
wwhmr. o e

Theve is, however, one new point which is Mtroducod in t.ht enclosures

to your October 1 letter which had not arisen before and copcerning which

I heve, therfore, not previously ccumented. This 'is the wetter of :

sterile solids with added substances which are lyophilised in the fins) -

comtainey and for which the NP provides em exemption from complisnce - -

with the Content Uniformity 'rnt. s notod m th- ml:nm which . -,
_Wym Jstter. e

M note thlt thers are several conditions mbodhd in th‘ xr mnpt!.o.
- which axe mot specific wentioned in your discussion of this exsmption,
_ These cosditions arer (&) that the article was prepared from e’ '
- %} (v) tht the lyophilization process be performed in the

and (¢) mtmwg}__?y%%gg_a t to thia effe
) t:‘;ﬂ the exemption from thie tent :ﬁ%%“

Pinally, while an article meeting these three conditiou lo then m-pt
" fyom the Content Uniformity requirement, you will note that the NP
spacification then states that the preparation is required t2 meat the
ﬁw Yariation Test for sterile solids. ‘

his exesption was sdopted only sfter careful considerationm by the NF Board
and sppropriate study of the manufacturing procedur:s utilized within the \
phaxwaceutical industry. This study convinced the Metiomal Formmlary that
_ such an sxemption would be entirely appropriate and would sdeguately sasure
suitable potency, homogenelity, and related standards of quality. If the
conditioss exist which would qualify e product for this exemption, one ia

-l -
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Mr. Max Feinderg -2a Qctover 8, 1969

assured of s homogenous distridbution of the sctive ingredient, aince

it is initialdly in the form of & true solution. The Weight Variation
requiremeat, combined with the assay and rudric definition, then provide
complote assurance 7f the satisfactory quality of the lyophilized
saterial in the dndividual final conteiners.

Consequently, it is our opinion that thereiis no basis for the statement
in the third paregraph of ysur enclosure which resds "DFS fwels the
above standards are inadequate.” (Incidentally, the sentence which
iomediately follows this quoted sentence does not appear £o make sense
a3 1t reads~-1it would sppesr that the word “not” was left oub of the

- secopd clause in this sentence.)

I trust these additfonsl comments will be helpful to you in pmm&g your
dmendnents $0 the Federal Standard for Parenterals. )

Vith xind regards,
Bincerely,

Edvard G. Feldumsnn, Ph.D.
Director

EGFipal

Enclosure
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SEIENTIEC JUNv 231972
MODIFICATION NO, 3

DATE: 21 April 1972 /. / l

MODIFICATION TO DEFENSE MEDICAL PURCHASE DESCRIPTION

This modification forms a part of Defense Medical
Purchase Description No. 3, dated 28 May 1970, and covers the following ,
item to the extent specified herein:

Federal Stock No. Ttem Identification

DEXTROMETHORPHAN HYDROBROMIDE
“¥ND GLYCERYL GUATACOLATE SYRUP,
§FL oz (118 €)Y T

6505-926-8985

trg

age 2.

S

3.1.9 Optical rotation. Delete in its entirety. There in no substitute
paragraph. -~

Page 5: N

21

4.3.2 Assay (dextromethorphan hydrobromide in the finished preparation).
Line 8, delete 282 mu" and substitute "278 mu. "

Page 7:

5.2.1 Immediate containers. Add the following new subparagraph:

"(§) the following or similar statement?
1A precipitate may form in the syrup on
exposure to freezing temperatures. On
warming the precipitate should redissolve.
In the event it does not redissolve,
discard the syrup.'" .
, B

Page 8:

5.4.2 “latermediate package" and "5.4.3 "Exterior container." ~
Delete ''STORE IN A COOL PLACE (50° - 80° F.)" and substitute:

"STORE AT CONTROLLED ROOM TEMPERATURE (59° - 86° F.)."

Page 1 of 1

Ssc-1 M
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L © 6505-926-8985 (P. D. No. 3) e

" 3.1:3,3 Alcohol. The finished preparation shall assay to contain
- met less than 1,1 rercent and not more than 1,7 percent ethyl aloohol,
- by volume, when determined as srecified in },3.3 o BT

SRR I W % 1:i}iénﬁty. The retention time for the, giycéi'yl gusiacolate” o
.- .extracted from the syrup shall be the same a8 the retention time of
.. Glyceryl fuaiacolate N.F. Standard when determined as specified in 4,3.1,

& covy of the standard sraph shall be keot on’file at the Defense o

. “Peraonnel Sibort Center For use if samples are submitted,

e 190108 Golor, The finished treparation shall have a range of .
8% %o 65 vercent. transmittance when determined “as' specified in k,3.5, using

-8 °1C rercent’ solution of the syrup, L . : . ‘

T 3,146 TpH. . The pH of - the finished preparation shall be between 2,00

-, and 3,00 at, 2509 C,, when determined potentiometrically, using the U.S.P. -
347 “Specific eravity. The specific gravity of the finishgd o
preparation’ shall be not less than 1,235 and not more than 1.255 at 250
when determined using a pycnometer,; hydrometer, or svecific gravity balal

. 3.148: ‘Refractive inder,  The finished preparation shall have a
réfractive incey of not less than 1.4300 and not more than 1,400, when
determinéd at 259 C., using an Abbe Refractometer or equivalent instrument
‘eivine comvrarable results, DR : . : :

g 3.1.9" ‘Ontical rotation, & 20 percent solution of the preparation

i 'shall hate an'optical rotation not less than 4850 and not more than +100°
. When dete~mined ‘using a 100 mn tube and a'sodium. light source, Multiply '
thr.observed rotation by 10, s = - . T

< - 2.1s10 - Flavor and nalatability. The fipished syrup shall'be =
' mentholated, cherry vanilla flavored, and shall be palatable and pléasant
~-ito the taste with no unnleasart after-taste, Not later than the time -
w grecified fer oténine of bids or receipt of pronosals, the offeror shall
i subsit teo the contracting offices six (6) individually packaged samples
. Aeach containin~ ) £1 02} of Jextromethorphan Hydrobromide and (lyceryl
Tuajacolate Syruo, revresentative of the product which the offeror pro-
~.. roses to furnish, Two (2) samples will be subjected to panel testing for
‘a-determination of ralatability (see k.3.6 - Palatability test). The .
Uoremainine samplos will ‘be used by cégnizant  Government, inspection and. '
“guali ty dssurance activities for determining comnliance of supplies
Turnished herveunder with the palatability requirement. . Approval as ‘to -
palatability of any sample submitted by the offeror will not constitute
aoproval of ‘the samnle as to any other requirement of this specification.
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6505-261-T7246 ETHIWYL FSTRADIOL TABLEPS, USP, 0.02 wg, M£

KIBTEC AUG 311972 %
] nuusce oars - :
1 DEFENSE MEDICAL PURCHASE DESCRI 6 17 1972
FEOCAAL STOCK NO. 11EM 1OENTIFICATION T LA &7 I Tl
T

Shall be Etalnyl Estradiol Teblets, USP, and shall be in accordance with all
applicable requirements of Federal Standard Ped. Std. No. 140a, Aated October .
30, 1966, and Amendment-l, 25 March 1970 and as specified herein.

$2, Classification. Shall be type I, class 2, style A, grade l.

$5.2 The following additional requirements and tests are added to this
paragraph:

Shall be sugar coated tablets comtaining 0,02 mg of Ethinyl Eetrsdiol per
tablet, within the spplicable assay limite for the teblets.

S6.4.2. Color. The sugar coated tablets shall be light ten in coler.

Not more than 6 ponths shall have elapeed from date of wanufacture il
delivery to the Government.

PREPARATION FOR DELIVERY

Shall be in accordance with all applicable requirements of Interim Federal
Specification PPP-C-00186a, dated 15 May 1969, svd Amendment-1, dated 27
October 1369, and as specified herein:

Tmmediate containers. Shall comply with the following classificatiom;

GROUP A CLASS 1 TYPE ¢ STYLE 2 GRADE 1

CLOSURE A, B, or F SBAL A or B

Labeling, Labeling shall be in accordance with the requirements of the
Federal Food, Drug and Cosmetic Act, and shall include the information required
belaw:

Iumediate contalners. RKach immediate container label shall bear

the following information. However, the informstion is not required to appeaxr
in the sequence indicated.

Page 1 of 3

$8C-1 : .

DPSC FORM 2087 REPLACKS OMSC FORM T-4130/ 11, MAR 84, . WHICH WILL
ocree N SE USED UN TIL DEPLETED
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" : /T
oave B
DEFENSE MEDICAL PURCHASE DESCRIPTIQ FJZM 1972
FLOERAL STOCK NG - I ’ N
L
Bottle

65051 16=96K

ets, U.5.P,, ‘and shall be in accordance with all
Federal Standact No, 1i0s, vated 30 October 1966, and
Aarcu 1970, and as specifisd herd

Shall be limenk
appl icable ren
Amerament«}, dates o

ssifieation,  uail e tvpe I, clasa 1,

T2a Followin: saditional reqaivements are sdded to this paragraphs

1 B0 Wi LI Dlwenigar taate ;o thin the spplicable assay

s awei, o Tablets shall be yellow in solop,
e

St bt deoring. st to snall be scorui,

Bripr i L0k

At 5 of Interim Federal
Amg rhieate=l, dated 27 October

Snall re in accor
Specification PFi-
1969, and ax spe

all «pdicable requirce
i T oMay 13,

rowvivein:
“hail comply with the Foilowing classiflcation:
irB e oL & GRADE 1 or 2
SEAL 4 or B

:tii b requirements of the

fenar “ivwd? rthe Information required

© ceutalner label shall bear the
i 1 o required to appear in

Infores . ob puge 2)

el et tbleaal Iso

EA raoe ool N
OP5C FORM 2087 RLELACES DMaC FORM 1 120/ 15 MAK 84, WHICH Wit L
oCT e BT JSEO UNTIL DEPLEY D
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) nuusch at ’
DEFENSE MEDICAL PURCHASE DESCRIPTION 2 5 2;”!11[971
e —
FrUENAL S1008 MO, / LTEM 1OENT(FICATION ] \ uNLT

e e e

6505035 -ﬂn}ﬁ

FTHYNOD)OL DIACETATE WITH MESTRANCL TABLFTS, 63a\ Box
S — L S IO

1. SCOPE

1.1 This srecification covers Fthynodiol Diacetate with Mestranol Tablets, 63s.

2. APPLICABLE DOCUMENTS

2.1 Unless otherwise indicated, the issue in effect on date of invitation
for bids or request for proposals of the specifications and standards referenced
in the body of this specification shall apply to the extent specified herein.
Theze documents may be obtained as directed by the contracting officer.

3. REQUIREMENTS

3.1 Material. Shall be Ethynodiol Diacetate with Mestranol Tablets and shall
be in accordance with all applicable requiremements of Fed. Std. No. 1lOa, dated
30 October 1966, and Amendment-1, dated 25 March 1970, and as specified herein:

52. Classification., Shall be tyvwe I, class 1.
Shall be ‘suitable for use as an oral contraceptive.

5.3 The following additional reguirements and tests are added to this
paragraphs

Each tablet shall contaim the following:

Ethyncdiol Diacetate- - - - - « < - 1.0
Mestranol = = = = = - = = = = = =« - 0.1

The tablets shall assay to contain between 93.0 percent and 107.0 percent

of the labeled strength of Fthynodiol Diacetate, and between 90.0 percent ... .|
and 115.C percent of their labeled strength of Mestrancl, when assayed (u_hm;
as specified in 4.3.1.

The Ethynodiol Diacetate powder used in ine manufacture of the tablets
shall be in accorcance with the tests, standards, and requirements of
the U.5.P., inclwding any supplements or revisions thereto.

The Mestranol powder used in the mamufacture of the tablets shall be
in accordance with the tests, standards, and requir« ments of the U.S.P.
and, in addition, shall cowply with the following:

Methoxyl (racical). Shall comtain nct less than 9.74 percent and
nct more than 12.25 percent of m-thoxyl (radica .’ when assayed
by an aprrocriate, renroducible wethod.

s;-1 Page 1 of 6 X

OFSC FORM g7 HEWCACES DMEC SOMM T- 4120/ 10, MAR 64, WMHCr ML
ocTes € UIED UM TIL DEPLETI D .
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65059355836 (P. D: No. 2)

ALl other ingredients used in the manufacture f the tablets shall
comply with S5.1. ‘ : : :
" 86:l.2 Color. Uncoated tabléts shall be white,

$ 86.4.5 Shape. The tablets shall be pentagonal, . (";
' . 86.4.9 Disintegration and solubility: Tablets shall meet the =~

" requirements of the U.S.P. tablet disintegration test for uncoated
tablets in not more than 15 minutes.. :

© 86.4.10.1 - Uncoated tablets. Tablets shall meet the requirements -
" of the Weight Variation Test for Tablets, as set forth 4n the U.S.F.,
including any supplements or revisions thereto.

' Lo, QUALITY ASSURANCE PROVISIONS

' L.1 " Supplier responsibility for ihspection. Unless etherwiss specified
in the contract or purchase order, the supplier is responsible for the per-
= formance of all inspection requirements as specified herein. Fxcept as
- otherwise specified in the contract or order, the supplier may use his own
'or any other facilities suitable for the performance of the inspection
" réquirements specified herein, unless disapproved by the Government, The .
Government reserves the right to perform any of the inspections set forth
- in the specification where such inspections are deemed necessary to assure
. ‘wapplies and services conform to nrescribed requirements,

2 leldl - Records of examinatidhé and tests performed by or for the -

"contractor shall be maintained by the contractor and made available to the :
Government, upon the Government's request, at any time, or from time to

' time, during the performance of the contract and for'a period of 3 years

- after delivery of the supplies to whi¢h such records relate, ’

£ hale2 No vcompany supplying sny ingredient(s) to the contractor will -
. be considered an acceptable facility for the performance of any inspectien
{ requirements specified herein, . ot e Lo -

A

""" "he2 Sampling and inspection. The classificatiom of defects as shown
;.'m. Fed. Std. No. 14Oa shall be applicables. : ) S,
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SUUENTEG AR 26 1972
MODIFICATION NO. 1 f /
DATE: 20 March 1972 - /

MODIFICATION TO DEFENSE MEDICAL PURCHASE DESCRIPTION

This modification forms a part of Defense Medical Purchase Description
No. L, dated 10 August 1970, and covers the following item to the extent
specified herein:

Federal Stock No. } Item
6505-817-2279 _CHLORPROPAMIDE TABLETS, USP, 0.25 Gram, 250s:
) -
Page 1:

" Pm-m o

60
Months

In the first paragraph, delete ﬁhe last line in its entirety and substitute:
"1966, and Amendment-l, dated 25 March 1970, and as specified herein.®

Under "S5.,2* - In the first. parapraph, delete "hypoglyclycemic agent" and
substitute "hypoglycemic agent."

" Under “PREPARATION FOR DELIVERY" - "Immediate containers" =
Delete "CLOSURE G" and substitute "CLOSIRE B or O"

Add "SFAL A or B (for CLOSURE B only),"

.Page 23

Under "Labelinpg" - "Immediate containers" - Delete subnaragraph (£) in
its entirety and substitute:

"(f) the expiration date,®

Page 3
Under "Marking:"

"Intermediate package" - Delete last sentence entirely and substitute:
"T}pe I Shelf-Life markings as specified in MIL-S'I‘D-1¢‘9 shall be shown,"

"Exterior container, Delete last sentence entirely and substitute:
"Type I Shelf-Life markings &s specified in MIL-STD~129 shall be shown."

. P l
3801 age 1 of M
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. N - INUMBER DATE
.Y .’ DEFENSE MEDICAL PURCHASE DESCRIPTION L | 10 August 1970
FEDERAL $TOCK WO. ‘ ITEM IDENTIFICATION e
<
6505-817-2279 CHLORPROPAMIDE TABLFTS, USP, 0.25 Gram, 2508 Bottle

Shall be Chlorpropamide ‘Tablets, U.S.P., and shall be in accordance with all
applicable requirements of Federal Standard Fed. Std. Vo. 1lh0Oa, dated 30 October
1966, together with the ovtions and additions stated herein:

§2. Classification. Shall be type I, class 1.

Shall be suitable for use as an oral hypoglyclycemic agent in the treatment of
uncomplicated diabetes m-llitus of the stable, mild or moderately severe
- nonketotic, maturity-ons t type.

85,2 The following additional requirements and tests are added to this
paragraph:

Shall be tablets containing 250 mg of chlorpropamide ﬁ-(p—chi.orobenzenesull‘onyl)
3-propy1uregper tablet, within the applicable assay limits fur the tablets,

86.)1,2 Color. Uncoated tablets shall be ggttgd b%ue. g___/ C=

86.4.5 Shape. Tablets shall be "D" shaped.
e —

S6.h.7 Scoring. Tabliets shall be scored.

PREPARATION FOR DFLIVFRY

Shall be in accordance with all applicable requirements of Interim Federal
Specification PPP-(-001¢a, dated 15 May 1969, and Amendment-1, dated 27 October
1969, together with the deletions or additions as indicated hereins .

Immediate containers. Shall comply with the foilowing classification:

GROUP A CLASS 1 TYPE & STYLE 2 (RADE 1 or 2
CLOSURF G
Page 1 of 3
179a
OPSC FORM 2087 REPLACES DMSC FORM T-4120/ 11, MAR 64, WHICH WiLL

ocT es . BE USED UN TIL DEPLETED
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SCIENTIFIC JUN 24 1972 B/;

nowsan oATE

DEFENSE MEDICAL PURGNASE 0ES 1 1 April 1972
— y .
FEOERAL STOCK MO, ITEM ISENTIFICATION ) unit
g

e 4
6505-4,08-8935 D\)XEPIN HYDROCHLORIDE CAPSULRES, Equivalent ! 36 .
to 25 mg of Doxepin, 100s . Months

} 1

\ R

1.1 This specification covers Doxepin Hydrochloride Capsules, Equivalent to
25 mg of Doxepin, 100a.

1., SCOPE

2, APPLICABLE DOCUMENTS

2.1 Specifications and standards. Unless otherwise indicated, the issue in
effect on date of invitation for bids or request for proposals of the specifications
and standards referenced in the body of this specification shall apply to the extent
specified herein. These documents may be obtained as directed by the contracting
officer,

3+ REQUIREMENTS

3.1 Material. Small be Doxepin Hydrochloride Capsules containing Doxepin
Hydrochloride equivalent to 25 mg of Doxepin, and shail be in accordance with all
applicable requirements of Interin Pederal Standard Int. Fed, Std. No..00285,
dated 21 July 1971, aad as specified hereins

82, Qlusificatian. Shall be type I, sise No. 3, shape a, grade A, clase 1.

Shall be suitable for use as a psychotherapeutic agent.

86,2 6 Disintegration and solubility. Shall disintegrate in not more than

15 minuses, when tested using the U.S.P. apparatus and procedure for
disintegration testing of uncoated tablets, using Simulated Gastric Fluid, T.S,
&5 the immersion rluid., For the purpose of this test, complete disintegration
is defined as that state in which any residue of the capsule remaining on the
screen is & soft mass having no recognirable capsule shape.

86.2.7 Moisture content, Shall contain not more than 9.0 percent moisture
when determined using the Karl Fischer method for water determination, as
specified in the U.S.P,

86.2.9 Weight variation. Shall comply with the U,S5.P.Weight Variation Test
for Capsules. In addition, the capsules shall comply with the U,S.P,
Content Uniformity Test for Capsules when determined rs specified in L.3.,1.1.

Page 1 of 1;
85C~1 M

86.2,2 Color, Capsules shall have a pinic body and s hlug Saps ZQ[\;
M—_

OP3C FORM ‘me, AEPLACES DMBC FORM T-4530/ 11, MAN 64, WHICH WILL
OCT o8 BE UBED UN TIL DRFPLETKD
v Lo Y
Pl e
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— SUIENTIERC JAN 24 1972

\ . f
. .. MODIFICATION NO. 1 . / l [

DATE: 19 November 1971
" MODIFICATION TO DEFENSE MEDICAL PURCHASE DESCRIPTION

This mod‘ificatiou forms a part of Defense Medical Purchase
Description No. 1,” dated 26 August 1971 end covérs thé following -item(s)
" to the extent specified herein:

Itemy Identification
Clindamyein Hydrochloride ate
ules, Equivelent to 150 mg of
indamycin, 100s
Page 1

3.1 Material. Délete third from last word in paragraph and substitute
"Bs H‘ N .

Federal Stock Nos

6505-159-4892

> 3.1.1 Assay. Delete the work "Lincomycin” and substitute "Clindamycin®.

- a——

Page 2

3.2.2 Unfilled cepsules. Delete second line and su'bst:ltute ". .. manufacture
of the finished product shall conform to . . ."

ey - .o
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MUMBER DATE
DEFENSE MEDICAL PURCHASE DESCRIPTION 1 26 August 1571
f(\DElAL $TOCK NO. ITEM IDENTIFICATION 1] POTENCY uniT
t
6505-159-L4€92 CLINDAMYCIN HYDROCHLORIDE HYDRATE CAPSULES, ' 24 Bottle
Equivalent to 150 mg of Clindamyecin, 100s ° ' Months
1
1

1. SCOPE

1.1 This purchase description covers Clindamycin Hydrochloride Hydrate Capsules,
Equivalent to 150 mg of Clindamycin,

2. APPLICABLE DOCUMENTS

2,1 Specifications and standards. Unless otherwise indicated, the issue in
effect on date of invitation for bids or request for proposalg of the specifications
and standards referenced in the body of this specification shall apply to the extent
specified herein. These documents may be obtained ac directed by the contracting
officer, ‘ =

3. REQUIREMENTS

3.1 Material., Shall. be Clindamycin Hydrochloride Hydrale Capsules, equivalent
to 150 mg of clindamycin Base., Shall be suitable for use an an antibiotic.,

Shall conform to the applicable regulations for the Certification of Antibiotics
and Antibiotic-Containing Drugs as promulgate: by the Food and Drug Administration,
U. S. Department of Health, Education, and Welfare, FEach lot shall be certified by
! the F,D.A, In addition to complying with the F.D.A. regulations, the finished
: \meles shall comply with the following requirements:

3.1.1 Assay. The capsules shall assay to contain not less than 90,0 perq@ﬁ% o
and not more than 120.0 percent of the required amount of Lincomycin, when assayed--
in accordance with the applicable F.D,A. procedure. ==

7 3,1.,2 Weight variation. The finished capsules shall comply with the
requirements of the U.S.P. Weight Variation Test for Capsules.

3.1.3 Identification. The retention time of the clindamycin peak of the
sample preparation in the assay is identical, within experimental error, to that
of the Clindamycin Hydrochloride Hydrate Reference Sclution.

3.1.4k Filled capsules. The filled capsules shall be uniform and free from
manufacturing or other defects, such as, cracks, dents, splits, specks, etc,

Page 1 of §

$8C-1 , M

DPSC FORM 2087 REPLACES DMSC FORM T-4120/11, 1MAR 64, WHICH WiLL
ocT es BE USED UNTIL OGPLETED, ,




10202 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

DATEs 26 June 1972 ’Q

APPROVED NEW DRUG APPLICATION REQUIRFD

The supplier of uny item(s) listed below must possess, at time of award
of contract for such item(s), a New Drug Application which has beem
approved by the Food and Drug Administration.

SN Item Identification

6505-181-7678 CLOMIPHENE CITRATE TABLETS, 50 mg, 30s

=

Page L of 1

S&C-1 M
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' DEFERSE MEDICAL PURCHASE DiCRIPTION - | T b November 1770
FYRFRA&- RtACK KO, . FTEM TDENTVIE FCATION Y
6505-1£1-7678 CLOMID TABLFTS, 50 mg, 30s Packape

&nan be The Wn. 8, Mg‘n-ol'l Company 's "CLOMID TABLETS" and, in addition, shall.-
complyduith the follewing:

¥ach tablet shall contain %0 mg of Clomiphene Citrate.

Shall be supplied 30 tablets as specified hercin.

Not more than 6 months shall have elansed from the date of manufacture to the
date of delivery to the Government.

PREPARATION FOR DFLIVFRY

Shall be in accordance with all applicable requirements of Interim Federal
Srecification PPP~C-0018€a, dated 15 May 1969, and Amendment-1, dated 27 October
1969, and as specified herein:

Immediate containers (foll packet). Shall comply with the following:

Fach tablet shall be packaged in a hermetically sealed, aluminum
foil packet,

Labeling, Labeline shall be in accortlance with the reatiirements of the
Federal Food, Drur, and Cosmetic Act, and shall include the information required
below:

Immediate containers, Fach immediate container (packet) shull be
vermanently and lepibly marked with the lot or contrel number,

Unit packages. Fach unit nackape shall bear the following information.
However, the Information is not required to appear ir the sequence indirated:

(a) 1labrline information in accordance with
commercial practice

{(b) the item name designated as
"CLOMTYHENE CITRATE TABLETS®

(See additional labeling information on nare 2)

Pare 1 of L
15C=). . M

e

IPSC FORM 2087 HERLACES DMSC FORM T-4120/ 11, MAR 84, WHICH WiLL
O USED UNTIL DERPLETFE
FAAR N

32-814 (Pt. 29 O - 74 - 19
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February 15, 1974

Intra-Governmental Professional Advisory Councii

on Drugs and Devices (IPADD), Working Group on

Specifications and Quality Control of Drugs

10-6-70> Wérking group reactivated
L

10-27-70 Meeting (Washington) .

12-4-70 Meeting of Subcommittee on Plastic Containers’

' (Washington)

2-16=T1 Meeting of Subcommittee on NDA's (Washington)

3-17-71 Meeting (Washington)

8-12-71 Meeting (Washington)

5-25=-T2 Meeting (Washington)

10-17-72 Meeting (Philadelphia); wSwaSENSSSE® (no minutes
issued)

9-24-73 Meeting (Perry Point); “ (no minutes
issued)

740215
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ALAN BIBLE, NEV., CHAIRMAN

JOHN SPARKMAN, ALA. JACOB K, JAVITS, N.Y.
GAYLORD wis. PETER H. DOMINICK, COLO.
‘THOMAS J. MCINTYRE, N.H. EDWARD J. GURNEY, FLA,
SAM NUNN, GA. J. GLENN BEALL, Jh"'l:l).
J, BENNETT JOHNSTON, JR., JAMES L. BUCKLEY, o Y
.LIAM L. SCOTT, VA.
SRS Rt M S . WAlnited Dtates Henate
. FLOYD K. HASKELL, COLO.
1CK CLARK, 10WA SELECT COMMITTEE ON SMALL BUSINESS
CHESTER H. SMITH, (CREATED PURSUANT TO S. RES. 53, 81ST 'CONGRESS)
STAFF DIRECTOR AND GENERAL COUNSEL WASHINGTON, D.C. 20510

¥ebruary 22, 1974

br. Edwaxd Feldmann

American Pharmaceutical Association
2215 Constitution Avenue, N.W.
washington, D. C. 20037

Daaxr Dr. Feldwann:

Thank you vary mueh for your very valuable
contribution'to our hearings on government procurae
ment of drugs. ‘

In o;dar Lo complete the hearing ?acaﬁd 7Y
this subject, it would be greauiy appreciated if you
would send us a detailed anslywis of the Departwent
of Defense data which oux staff has submitied o you
fior your study.

Kindest perascnal regards.

Sinceraly,

GAYLORD WELSOH
Chalzrman
ﬂubcommittea on Munnply
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AMERICAN PHARMACEUTICAL ASSOCIATION

The National Society of

February 25, 1974

Honorable Gaylord Nelson

Chairman, Subcommittee on
Monopoly

Senate Select Committee on
Small Business

Room 424

0l1d Senate Office Building

Washington, DC 205107

Dear Senator Nelson:

This will respond to your letter of February 22, requesting
that I analyze and comment upon the information submitted to
the Senate Subcommittee on Monopoly by the Department of

Defense, as per your request to them dated January 17, 1974.

I will restrict my comments to those subject areas in which

I feel qualified, and I will not comment upon such aspects as
the budgetary and fiscal matters, relative allocation of
personnel, and so on. For purposes of ready reference, I ' .
have organized my review of the DOD response in the following
areas which I will comment upon in turn: (a) plant inspections,
(b) product testing, (c) problem drugs, and (d) specifications.

a. Plant Inspections

DOD's response to your question 1 reveals that DPSC, in fact,
surveys only about 10% of their prospective contractors and
that this 10% is the result of a conscious selection process.
In other words, DPSC has already concluded that the remaining
90% constitute prospective contractors which are fully capable
== in the judgment of DPSC -~ of performing satisfactorily
under the terms of the proposed contracts.

Therefore, combining this information with the "45% réjection
rate" for fiscal year 1973 -- mentioned in DOD's answer to
question 15(a) -- results in a true rejection-rate of only
4.5% of all prospective contractors; that is, fully 95.5% of
the contractors submitting a bid during. fiscal year 1973 were
judged by DPSC to be capable to perform under the terms of
the proposed contracts. .

-1-

2215 CONSTITUTION AVENUE, N.W., WASHINGTON, D.C. 20037 e (202) 628-4410
CABLE ADDRESS: AMPHARMA
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Under your gquestion 15(b) to DOD, you requested the names

of the firms, the dates of the "gross violations," whether or
not they were reported to FDA, etc., and the exact description
of the violation. Further elaboration was requested under
your question 15(c). .Although DOD's response under:15(a)
stated that during FY 1973 there were 97 rejections based

upon plant inspections, DOD did not provide you with the.
specific information you requested relative to these 97

cases; instead, as stated on page 1l of their response,

they simply provided "examples" without comment as to how
these examples were chosen by them. ,h Since there is no
indication that DOD selected these examples purely at random,
and since your request was couched in terms of the "gross
violations," it is logical to assume that the examples they
provided to you were actually the most extreme or serious
violations among the 97 identified during FY 1973.

Turning to the list of violations supplied by DOD as "examples,"
it will be noted that there is a total of 12 entries for FY 1973.
Certain comments can be made based upon inspection of the
information provided relative to these 12 entries:

-- "The nature of the violations is such that they are
essentially technical in nature, and are minor
and/or easily correctable. (Your hearing record
indicates that an FDA spokesman has characterized
them as "relatively trivial.")

~- Of the 12 entries, Zenith Laboratories of Northdale,
New Jersey, is listed twice, thereby)reducing the
number of plants to a total of 11.

-- Of these 11 plants, 3 are located in Puerto Rico and
one is located in England.

-~ There appears to be no correlation between these
11 plants and the size .or "reputation" of the
company involved; 5.out of the 11 examples appear
to be plants operated by member firms of the
Pharmaceutical Manufacturers Association (the PMA
has approximately 130 member firms) whil® 6 out of
11 are not PMA member firms. (There are probably
several thousand drug companies operating in the
United States which are not members of the PMA.)

b. Product Testing

The DOD answer to your question 3 reveals that it is their
practice to make a preliminary determination of what drug
products should be subjected to laboratory analysis in
contrast to those which can be judged suitable without such
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testing. The DOD response specifically reveals that only 5%
of the drug products obtained based upon contracts  awarded
are, in fact, subjected to laboratory testing -- the remaining
95% are judged satisfactory based upon other DOD information.
Combining this response with the information provided in the
second ‘paragraph of DOD's answer to your gquestion l1l5(a) --

in which they give the ratio of drug samples rejected to drug’
samples tested -~ the composite true rejection rate in terms
of total drug samples involved, amounts to less than 2.5%
(that is, 42% of the 5% increment). In other words, over
97.5% of all drug product samples offered are judged satisfactory
by DOD-DPSC.

No breakdown was provided by DOD relative to the 136 cases which
they recommended for rejection during FY 1973; therefore, no
comments can be offered relative to the severity of the alleged
product deficiency or upon the appropriateness of the finding
on which the rejection was based.

c¢. Problem Drhgs

In your question 15(d) to DOD, you requested specific
information relative to findings made by DPSC personnel,

as well as action taken by DPSC personnel, concerning problems
pertaining to digoxin tablets. You also asked DOD to name

the "many other examples" referred to by a DPSC spokesman,
along with other specific information pertaining to these
"examples."

During my testimony before the Subcommittee on February. 21, I
commented specifically concerning apparent inconsistencies or
peculiarities in the DOD response pertaining to digoxin tablets;
since comments on this matter are already part of the hearing
record, I shall not repeat them here.

With respect to the "other examples," DOD's response mentions
that such information has been obtained through two sources;
namely, the "published literature" and "complaint reports
received by DPSC." Concerning the published literature,

they cited two éxamples (one of which, incidentally, is
published by the American Pharmaceutical Association, the
organization which I represented in my:testimony ‘before the
Subcommittee). Such publications are generally available,

and anyone having an: interest in drug quality could be expected
to be as familiar with them as the DPSC spokesman. Consequently,
this does not represent any special information source: beyond
what is widely available and already known to FDA, the official
compendia, and health professionals involved in procuring or
selecting drug products,
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The "complaint reports received by DPSC," as tabulated in the
DOD response, listed only a total of 6 drugs -- it is.a matter
of personal opinion as to whether this relatively small number
truly constitutes "many other examples." Moreover, examination
of these 6 items reveals the following: ' '

-- Most of the complaints are rather old and, in fact,
only one (November 16, 1973, regarding Cortisone
Acetate Tablets) has been made since July 1971 --
fully two and one-half years prior to your request to
DOD. Indeed, the latest complaint concerning Thyroid
Tablets was in October 1961, and the latest complaint
concerning Diphenylhydantoin Sodium Capsules was in
May '1966. This paucity of complaints suggests that
few drug problems either have occurred. in recent
years, or remain today. : : s

-- The first 4 complaints relative to Nitrofurantoin
‘Tablets were filed in 1961 and 1962; since USP XVII,
published in 1965, identifies this drug as still being
under patent as of 1965, it would appear that the
article was available only from the single manufacturer

. who held the patent -- and at least these initial
"complaints" would have pertained to that company's
product. . :

-~ There is no indication in the DOD response as to
the nature of the specific problems or complaints
associated with the 6 drugs listed. For example,
to my knowledge, the only publicized problem which
has come to light relative to Nitroglycerin Tablets
pertained to the packaging of the article. Consequently,
even among these six drugs, one or more "examples"
.listed in the DOD response may very well not be
"bioavailability problems" in the sense that this
term is usually used.

d. Specifications Provided

Your question 15(e) requested DOD to provide information to
document the DPSC claim that they “"develop definitive product
specifications which often exceed official or commercial
standards."

In the DOD response they provided a listing ofbdrug articles
along with the additional DPSC requirements and their explanation.
puring my testimony before the Subcommittee on February 21,
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I commented in detail concerning the four articles appearing

on their list which are recognized in the current National
Formulary. Consequently, I will not repeat those comments here.
Moreover, following my testimony, Dr. Daniel Banes testified

on behalf of the USP, and during his appearance before the
Subcommittee Dr. Banes offered his views relative to comparing
the DPSC "additional requirements" with the specifications

in the current USP. Hence, I also will not comment here on

the so-called additional DPSC specifications for the USP
articles. N - :

* k % %k % %

I trust that the above comments will provide you with the
analysis and evaluation desired by the Subcommittee. “If I can
be of any further assistance, or if you desire clarification
relative. to any of my comments, I shall be happy to cooperate.

Sincerely,

Edward G. Feldmann, Ph.D.
Associate Executive Director
for Scientific Affairs

.

ehb
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AMERICAN Pr1A;R MACEUTICAL ASSOCIATION

The National i Sacisty of

" February 27, 1974

Honorable Gaylord Nelson
Chairman, Subcommittee on
. Monopoly : :
Senate Select Committee on
Small Business :

Room 424 ) e
01d Senate Office Building
Washington, DC 20510

Dear Senator‘Neisoh:

- ‘This will respond to your request that I supplement my letter
to you of February 25, 1974, with a review and analysis of the
second jincrement of information sent to you by the Department

of Defense. - _ .

In view of the fact that this information was only recently
received in this office, coupled with the fact that you have
requested my response promptly, my analysis of necessity has
had to be both concise and relatively general. 1In the event
that a more detailed response =- even on an item-by-item

basis -~ is desired, I will undertake to provide such an effort
at your additional request.. : Lo :

Turning to the specific material provided by DOD, the data under
"tab A" and "tab B" all appear to pertain to matters about which
I did not comment in my February 25 analysis. Consequently, I
have no comments relative to these sections. On the other hand,
the information provided under "tab C" does contain supplemental
information relative to one question about which I had commented
earlier; namely, question 15(e), in which you had requested that
DOD-DPSC name the products for which additional specifications
‘have been developed by them, and that they indicate the signifi-
cance and purpose of these extra requirements. L

‘In essence, the DOD in its original response dated January 30,
had provided a representative sampling of drug items along with
the so~called "additional reguirements" they have developed

and applied to these drug items. 1In testifying before the

-le

2218 CONSBTITUTION AVENVE, N.W, WASHINGTON,. D.G. 20037 o (202) 628:4410
. CABLE ADDRESS: AMPHARMA k
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Subcommittee on February 21, I reviewed the NF articles
included in this sample that they provided, and I offered

my general conclusions. Later that same day, Dr. Daniel Banes
testified on behalf of the USP, and he offered a very similar
assessment and opinion with regard to the USP articles in that
sample listing.

Based upon my review of the current material submitted by DOD
as its second increment of information, I have concluded

that the general assessment I presented on February 21, can
be applied with little, if any, modification to the entire
list of NF items which the POD has just submitted.

—-- The overwhelming majority of so-called "additional
requirements" are identified in the DOD list as
"classification of defects," as defined and explained
in the explanatory notes which accompanied their
January 30 letter. This "requirement" is desirable
or’' perhaps necessary for contractual purposes. This
does not constitute a standard of quality in the
usual sense; therefore, while such a requirement
may be useful for administrative purchasing purposes,
it should not be considered as, nor confused with,
quality specifications. :

-- A very substantial number of the other "additional
requirements" are of such a nature that they may
contribute to the elegance or aesthetics of the
product, but they have no apparent relevance from
the standpoint of medical value or safety of the
article, . :

== A -very: significant number of so6-calléd "additional

: requirements" are already covered in the overall
NF standards and specifications -- either in the
pertinent monograph, related monograph for the
active ingredient, or in some other section of the

“NF pertaining to general produc¢t. specifications,

(A list of selected examples, along with comments,
is appended to this letter for illustrative
purposes,) :

== And finally, there are a few "additional requirements"
which are not currently specified in the National
Formulary :for the pertinent drug items. In most
of these cases, it is not apparent that such additional
requirement is either necesgsary or serves a meaningful .



COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 10213

Honorable Gaylord Nelson- -3 February 27, 1974

purpose; however, without any supportive information
or explanation from DPOD, it is impossible to make

a judgement that they do or do not serve a useful
purpose. However, I would emphasize that at most,
these represent a very few isolated incidences and
that they probably total less than 2% of the so-called
"additional requirements" listed by DOD in connection
with the complete listing of NF items.

* % % % %
I trust these comments will be of -assistance to you in your

evaluation of the material submitted by DOD.

Sincerely, -

Edward G. Feldmann, Ph.D.
Associate Executive Directox
" for. Scientific Affairs

ehb

Enclosure
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Dr. Feromany. In other words, it makes a nice little piece of
added window dressing, but it adds nothing to the integrity of the
article. ’

Senator Nmrson. Would you please explain what you mean, the
content uniformity is assured? In what way is it assured?

Dr. FeoMann. It is assured in this particular case because the
assay provides—let me just—I will not read the three pages of the
letter, but let me read just a couple of pertinent semtences from my
response.

In the case of the NF XIII sterile solids, the articles are all consistent
with our policies, with the apparent exception of the monographs for Sterile
Chymotrypsin and Hyaluronidase for Injection. However, there are special
circumstances pertaining to each of these articles which require them to be
exceptions to the general policies. These revolve about the fact that both are
enzyme products, with peculiar problems associated with the non-homogeneity
of enzymes. '

Yon will note that in each case the Assay directives call for conducting
the Assay on individual vials of the article rather than pooled samples.

So the assay, as it is done in each particular case, is to take indi-
vidual unit vials. Therefore, a content uniformity test, which is also
to take individual unit vials, is simply duplicative of the ‘assay.

Senator Nerson. I see.

Go ahead.

Dr. Feromann. Returning to page 9, Mr. Chairman.

If such as the case, pharmacists and physicians should be made
aware of the facts in order that they might take appropriate pro-
fessional action even before FDA takes legal action to remove such
products from the marketplace. In APA’s role of monitoring and
disseminating such information, we have attempted to obtain specific
details from DPSC as to which drug products have been rejected
and the basis for rejection, as well as which drug manufacturers
have been judged to be unsuited to manufacture products of ac-
ceptable quality.

Regrettably, our efforts in this regard have to date met with abso-
lutely no success. In light of the fact that our informal requests for
such information have been repeatedly rejected, this past September
a formal request for such information was filed with the Defense
Supply Agency of DOD under provisions of the regulation entitled
Availability to the Public of Official Information, as it was promul-
gated in the Federal Register. Again, this effort failed to elicit the
kind of information we seek.

And T have provided you, Mr. Chairman, with copies of our
correspondence as exhibits F and G.

Mr. Chairman—-— y v

Mr. Goroon. Dr. Feldmann, this is rather puzzling in view of the
statement the DPSC makes that: “A close working relationship
exists between DPSC and the personnel of the FDA, the U.S.
Pharmacopeia and the National Formulary.” Here you are unable
to get information from them, and they claim you have a very
close working relationship. : '

What is the explanation?
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Dr. Feromanw. I think that largely, Mr. Gordon, this depends
upon how one defines “a close working relationship.” It is true that
we have had contact with them when we have sought information;
they have at times provided it to us, such as the purchase specifi-
cations, which they have made generally available to all bidders, so
that this was not unusual information. But other than that, they
have not provided us with much information and, certainly, none
of the information that I have just described here—namely, where
they have encountered problems, and what drugs they have en-
countered problems with, and so forth. o

We have made a practice of trying to supply them with informa-
tion. I note in yesterday’s testimony of Commissioner Schmidt he
mentioned any number of areas that FDA has provided informa-
tion to the DPSC and DOD. Again, unfortunately, there has been
little response, very little—it has been sort of a one-way street.

This organization mentioned earlier, this Intra-Governmental Pro-
fessional Advisory Council on Drugs and Devices, has a working
group on specifications and quality control of drugs. This working
group is chaired by Mr. Feinberg of DPSC, and the meetings of
this group have been progressing with less and less frequency.
They have had only one meeting in over the last year and a half.
There have been no minutes issued from these, at least from the last
couple of meetings.

I do not know how else I can characterize this, Mr. Chairman,
but I think that the idea of “a close working relationship,” perhaps
E} a subjective evaluation, but I think it may be a bit exaggerated

ere. :

Mr. Chairman, it is our position that pharmacists require factual
information in order to be able to select and dispense quality drug
products which will be safe and effective for the needs of the
patient. Moreover, it is also our position that the pharmacist requires
such information in order that he might be able to select, from
duplicative drug products of comparable quality, that product
which will represent the most reasonable cost to the patient.

If the Department of Defense has information which would be
useful and pertinent in distinguishing between good and bad drug
products or in distinguishing between good and bad drug manu-
facturers, it is our plea that your committee see that such informa-
tion—which was developed at taxpayers’ expense—be made publicly
available, so that it might be used to the public’s benefit. We intend
also to continue our efforts to obtain such information from DOD
directly. By the same token, if the suggestions of widespread avail-
ability of defective drugs—and of widespread existence of incompe-
tent manufacturers—represent exaggerations, hyperbole, or unsup-
ported propaganda, then you committee would certainly render an
equally beneficial service by exposing the truth of the matter.

Thank you, Mr. Chairman.

Senator Nerson. You state on page 9 that you made in September
a formal request for such information “was’ filed with the Defense
Supply A ency of DOD under provisions of the regulation en-
titled Availability to the Public of Official Information as promul-

}
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gated in the Federal Register dated September 6, 1978. Again, this
offort failed to elicit the kind of information we seek. Then you say
“See correspondence appended as exhibits F and G.” ’

1 have not looked at that correspondence.

Are you saying that your request, that their answer was unre-
sponsive to your request?

Dr. Friomany. Yes, I am, Mr. Chairman. This was one of a
number of requests we have made. We have made other requests
we have asked the DPSC people, following their statements that
there is so much percent of manufacturers that are deficient and
so much percent of products, if they would provide us with such
information. And on this, nothing was forthcoming to us.

We used this route that I mentioned—as provided for in the
Federal Register—to ask for a list of such manufacturers, and their
response was, “we have no list.” :

I am gratified that you have been more successful than we have
been. It has been as difficult as pulling teeth to get an answer out
of these people, or to pull something out of them.

Senator Nerson. They said to you they had mno such list?

Dr. Aprie. Oh, yes.:

Senator NeLson. That is hard to believe that they developed some
statistics on rejection, but they do not keep any track of who the
manufacturers were.

Dr. Feromann. They told us that, “please be advised that such
lists are not developed or maintained by the DPSC or the Defense
Supply Agency; thus we cannot respond to your request for such
information.” ;

This is in Colonel Kimerer’s letter to me dated Qctober 18, 1973,
which is exhibit G, the first paragraph of that letter.

Mr. Apams. Dr. Feldmann, T just want to clear up a couple of
points, if T may. Thank you, Mr. Chairman.

In your response to one of the Chairman’s questions you read
from some DPSC or DOD bid specification sheets?

Dr. Feromann. Yes, sir.

Mr. Apams. These specifications were circulated, and perhaps
continue to be circulated, supposedly requesting competitive bids?

Dr. Feromany. I would assume that that is the purpose of them,
yes, sir. .

Mr. Apams. Am I to understand, further, that these sample speci-
fications in at least one instance, contain the name of -a particular
drug manufacturer, and in another case the brand name of a
particular drug, followed by an amendment to the bid specification,
replacing the brand name with the generic, non-proprietary name?

Dr. Feromann. Yes, sir, that is correct on both counts.

Mr. Apams. As to the drug list supplied by DPSC, which you
previously commented on, I understand that list contains at least a
portion of DPSC’s list of drugs for which they have additional
specifications. Do you recall listing the additional specifications
fs'om the list of drugs the Committee supplied to you, which the
Committee received from DPSC? ‘
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Dr. Feromany. Yes, sir. This is not the bid specifications, but
rather the material supplied to the Committee; yes, sir. ) )

Mr. Apams. Now, in no case were there an additional specification
that dealt with the safety or efficacy of a drug mentioned in your
opinion ¢

Dr. Frroman~. I addressed myself only to those drugs that are
recognized in the National Formulary. I deferred response to those
in the USP. With respect to those in the National Formulary, in
my opinion, approximately half of the aspects referred to were
matters that are not of a medical significance. In other words,
color—excuse me—taste, and specific gravity, things of this nature,
for the formula.

Now, concerning the other half, that could be regarded as having
a medical significance, or a quality significance, I concluded that
there were none of those requirements which were not adequately
covered by the existing National Formulary specifications; so that
indeed, there were no specifications among those listed by the DPSC
In their response, which would have led one to believe that the
product would thereby be of a higher quality, or would need to be
of a higher quality, in order to meet their standard than if it
simply met the NF standard.

Mr. Apams. Limiting yourself simply to that list, would it be fair
to say that making an additional requirement dealing with taste,
color, and shape would yield a higher bid price?

Dr. Feromann. That they would warrant a higher bid price?

Mr. Apams. That is correct.

Dr. Feromanw. Unless I were to see some specific reason for it,
that T am presently unaware of—in my opinion, no, it would not
warrant a higher bid price. '

Mr. Apams. As to the other list, the bid specifications, I just want
to make sure I understand it correctly, in the cases where the Gov-
ernment orders drugs under their generic name, it is generally less
expensive than ordering drugs under a brand name.

Is that an accurate generalization? I realize there may be some
exceptions?

Dr. Feromanw. Tt is my understanding that all DPSC bids are
- made under the generic name, so that all of the specifications, there-

fore, are titled by the generic name. The Chairman drew & conclu-
sion from some of this information, as I interpret it, that the speci-
fications - could be designed in such a way that only one product
would meet all of those. T just take note of that conelusion,

Mr. Apams. Thank you, Mr. Chairman.

. Senator Nerson. On February 1, Dr. Edwards, commenting on the
1ssue 1n general-—and T think he also was commenting. on the bio-
availability question—stated before the Health Subcommittee of the
Labor and Public Welfare Committee :

Nevertheless, based upon present knowledge, I believe -that with very few
exceptions, any drug prescribed in this country, will give the same thera-

‘peutic resplts as any: other chemically equivalent product. . . . we regard this
issue as limited, well-recognized, and manageable,
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What would be your observation about that statement by Dr.
Edwards? )

Dr. Feromann. I'll ask Dr. Apple to respond to it first.

Dr. AppLe. Basically, the association supports that observation by
Dr. Edwards. We went into considerable detail at the Senate Sub-
committee on Health on that subject. We do recognize there are
drugs that are subject to inequivalency. We are doing a great deal
of work, through both our Academy of Pharmaceutical Sciences and
our Academy of General Practice, to try and identify actual prob-
lem drugs.

As I indicated in my testimony on February 1, we cannot support
negative hypotheses with regard to this subject. There are some
people who want to refer continuously to probabilities—of things
that may happen. Today, it is commonly recognized among scien-
tists that we may have, 15, 20 or some such drug entities of that
magnitude that are subject to this problem. Other scientists talk
about the probability of there being 70 of them, or 80 of them. We
have got to deal with the real world, because our pharmacists are
dispensing real drugs to real patients every day. =

I recognize the value of this scientific exercise, on the part of
people who are interested in this, and we encourage them to pursue
that type of scientific investigation. But I do not think it can be
used to characterize the present status of the Nation’s drug supply,
or the quality of the Nation’s drug supply? In other words, Mr.
Chairman, I would say that I cannot think of a pharmacist who
would knowingly and wantonly dispense a bad drug to a sick
person.

Senator Nerson. Well, is not the truth of the matter really that
the Pharmaceutical Manufacturers Association is not really saying
that we do not have high-quality drugs in this country; nor is the
DOD. The Pharmaceutical Manufacturer’s Association will say that
we have got the finest drugs anyplace on earth, manufactured by
our members. What they are really trying to say, or are saying, is
something quite different; that you cannot trust anybody who does
not make brand names. -

Is that not the heart of the matter? They are not attacking the
quality of the production of their members, but what they are
attacking is those who do not carry a brand name, those who com-
pete under a generic label at a much cheaper price. Is that not what
they are really doing?

Dr. AppLe. Mr. Chairman, there are times when I do not know
what they are attacking, because they make 95 percent of the Na-
tion’s drug supply, and I cannot think it through on the basis of
brand or generic name, because some of their manufacturers—PMA
members—also make generic-labeled products. Likewise, in the
other 5 percent, you have a number of firms that produce products
under brand names. , ‘

Now, you get on a juxtaposition here that just does not make
sense, if you try to rationalize it out in any way, shape or form.
On the one hand, you cannot claim to be producing 95 percent of
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the Nation’s drug supply, and you cannot be claiming that we make
high-quality drugs. And on the other hand, say there is someone
else who makes bad drugs. Well, who are they, and what percent?
They have to fall within that 5 percent, or less than 5 percent, and
we want to know who they are. We do not believe it, frankly, Mr.
Chairman. . o

Dr. Feromany. Mr. Chairman, I would like to add a_little bit
to what Dr. Apple has said here. I think it goes beyond simply the
brand name versus generic name aspect that they are attempting to
muddy the waters with. I think that they have attempted, in a type
of psychological warfare, almost, to create a climate of distrust,
so that the individual practitioner—and this is especially true of the
practitioner who might have an opportunity to choose between dif-
ferent company’s products—would be fearful of making his own
decision. )

In other words, you could have three or four brand name articles,
but they do not even want the pharmacist to be able to select among
those. So they have created an atmosphere of fear, of concern, so
that the guy is afraid to make a choice, because he thinks he is
taking a c%;‘ance. So I think this really is at the heart of the matter.

Incidentally, in Dr. Apple’s response a minute ago—I believe he
meant to say that some people have said there is a potentiality that
there might be 70 drugs involved in this matter, and he inadvertently
said probability,; this is just to correct that record.

Mr. Gorbon. Where did you get that number, 70?

Dr. Feromanw. I believe Dr. Cavallito mentioned it in his testi-
mony before Senator Kennedy, and you will recall that we tried
to emphasize, following his testimony, that in each case, he did
qualify his statements by saying, potential bioequivalence problems,
potential inequivalency.

Now, there is a great deal of difference between “potential” prob-
lems and actual problems, and T think that that is a distinction
that all of us, and particularly your committee, Mr. Chairman, must
not overlook. What has, in fact, been the record; what has, in fact,
been the number of therapeutic failures; how many drugs. actually,
will present a problem; and once a problem has been identified,
continue to represent a problem? And that has not been adequately
corrected, and is not just ancient history now?

_Senator Nersox. I think the testimony was yesterday on the ques-
tion of bioavailability, that there were perhaps 12 or 13 cases of
such problems. As a’ general proposition, the same compound, the
same salt, and the same dosage form will produce the same result
therapeutically, with limited exceptions which have been discovered.
I suppose there will be some in future dates. But it is a limited,
manageable problem. :

Would that be a correct statement of the issue?

Dr. Frromanw. T think that that would represent our assessment

of it. Mr. Chairman; yes, sir.

Mr. Goroow. You mentioned that the Pharmaceutical Manufac-
turers Association’s members manufacture 95 percent of the drugs.
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Are you sure that the proper statemeht is that they market 95 per-
cent of the drugs? You know that a large number of drugs which
are marketed by the big companies are produced by smaller com-
panies. :

Dr. AppLe. Mr. Gordon, I can get you the exact quote. Wait a
moment—I may have it here. I think they use the word “produce,”
where I use the word “manufacture,” where you are using the word
“market.”

Mr. Goroon. I recall, in the early part of our hearings, the Geigy
Co., for example—before they even built a plant in the United
States did not manufacture any drugs in this country. They just
bought them from small companies, put their own label on them. I
think during the Kefauver hearings, it was disclosed that—I think
it was Parke, Davis—manufactured only about 20 percent of the
items they marketed. So I am just wondering if the 95 percent—
maybe they say produce—but I am wondering if that is really what
they mean.

Dr. AppLe. I do not recall that the term has ever been defined by
PMA, but let me just say, in the context of testimony presented to
State legislatures and to the Congress, the term is used in a context in
which, I think, the average listener would at least gain the impression
that they are saying that our members are responsible for 95 percent
of the Nation’s drug supply. They do not characterize it finely. I can
get the exact wording for the record. I think it is produce. I could be
wrong there, but I would rather submit it.

Now, as to what it means, I would have to agree with you. It does
not say that they—it does not imply that they are the actual fabricators.
Tt says imply that they take final responsibility for the quality of the
product going out under their label, and I think that is important.

; lgTesti]mony resumes at page 10230. The information referred to
ollows: ‘ :
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) \
PMA PRESCRIPTION DRUG INDUSTRY FACTBOOK, 1973

i

-

The Pharmaceutical Manufacturers Association is a non-profit sci-
entific, professional and trade organization. Its active membership
comprises 115 firms that are principally engaged in the manufacture
of prescription pharmaceutical and biological products; these are
primarily promoted to medical and dental practitioners licensed by
law to administer and prescribe them and are dispensed by licensed
pharmacists. Financial support is derived mainly from dues based .
on the annual sales volume of member firms.

Membership in PMA is voluntary, and consists predominantly of manu-
facturers that produce ethical pharmaceuticals for. their own label
and who also are engaged in a significant research effort. The Rres.
ent members account f oxiinatei
prescription and over-the-counter “ethical” products, as well as half
of the free world's supply of such medicines.

-~

PMA was founded in 1958. It is the successor to the American As-
sociation of Pharmaceutical Chemists, organized in 1907 and re-
named the American Pharmaceutical Manufacturers’ Association in
1922; and to the National Association of Manufacturers of Medicinal
Products, founded in 1912 and called the American Drug Manufac-
_turers Association after 1916.

PMA is governed by a 30-member Board of Directors, one-third of
whom are elected each year at an annual meeting of the membership.
There cannot be more than one Board member from any one firm and
two new members must be selected each year. The Association’s work
is facilitated by ten functional units, known as Sections; these are
composed of representatives of member firms . organization: who
work closely with the permanent staff on numeious projects. The staff
of PMA is organized into five major divisions: Research and Planning;
Legal; Scientific and Professional Relations; Public Relations and
International. ’
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The Industry At A Glance -

‘Sases and Growth .

Total domestic and overseas sales of
ethical dmgs {human & veterinary)

by U. 8. firms: 1970 ..... Cerseann e eaes . $6.9 bitlion

ST L- 7 5 SRR e 7.4 billion

Forecast — 1972 (est:mate) e et e i s - B.1 billion
~Earnmgs (Manufacturers), 1971

On Sales ........... e teeirena e 9.5%

On Net Worth . .........c.iiiiiniinacnens - 17.9%

Employment, 1971

Inthe United States ...........ovvntvennen 142,970

OVErSEAS . ..vvevervonevansasrosisinnonsos 97,650

b [+ 7- | TP P PN ‘ 240,620

Price Levels

Government wholesale (manufacturers level)
price index for ethical pharmaceutlcal
products (1967 = 100) .
1970 iiit i it 99.2

1971 ... i A ' .. 988
Resezrch and Development -

Expendltures - S

1971 .00 0. PP A Ven i - $684 million

1972 (budgeted) ........ ... 0 0iiues ee.. - $728 million

Scientific and Technical Manpower .......... 11,310
Productivity: New Single Chemical Entities :
introduced to the U. S. Prescription Market

from:
1940-1971 .......c00ves ey SRR o 898
1972 i i et e . 14 -

Interaational Operations, 1871

Foreign Sales iv..ocvveevrrnaerenenens .. $2:4 billion
Stoatty Gaos todpntey, 1089

Personnel .........cccieiiieiincannenaas 23.8 million

Matianal Health Expenditures
“Fiscal 1971 ... ..ot e e $75 bitlion
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PMA PRESCRIPTION DRUG INDUSTRY FACTBOOK 1973.

ndistry Structure |

‘ Periodlcally. the govemment mlyzes industfial concentration based
upon the Commerce Department's “Census of Manufactures” data.
According to the latest report, published in 1967, 1,130 establish-
ments produce pharmaceutical preparations. (As defined, an “estab-
lishment” is a statistical concept which itemizes each plant location’
as a separate entity. This differs from a “firm”, in that a firm may
include two or more divisions of the same corporation.)

Data gathered by the U. S. Treasury Department (again, 1967 is the
most recent year reported) indicate that individual corporations filing
“drug and pharmaceuticals” corporate returns numbered 1,265. Not
all of these firms, however, made prescription pharmaceuticals.

Table 3 provudes a breakdown of market shares for companies in
various sales snze groups, as compiied from PMA surveys.

The PMA estimates that perhaps 600-700 fims in the United
States produce prescription products.. Many of these firms are quite

small. sents ufacturers, both |, who
Table 3. U.S. Market Shares by Sales Size Group, 1970
Fim Total Sales Percent of Number
Sale Size By Group Domestic of
(miflions) (millions) Market Companies
$200 & over $1,793 38.1% 6
$100-$200 1,244 265 9
$50-$100, 775 '16.5 no
$25-$50 350 7.5 10
Less than $25 538 11.4 5
$4,701 100.0%

e 5 S A A et T e e Rp——"

{5) Alt other companies.
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soid In Pg gnitedsutes, and an estunat 56 percent of fotal free-}'

The prescription pharmaceuncai mdustry is not dommated by any one
firm. In 1971, the largest firm's share of the U. S. ethical rarket was -
only seven percent. The 10 leading firms accounted for 51 percent
of the total. Each of 37 companies had an ethical product volume
totaling $30 million or more. Nineteen firms had sales of more than
$100 million; 15 had sales which exceeded $200 mitlion, During the
year, an additional firm joined the ranks of the $300 million-and-over
group, bringing the number of firms in that category to seven. '

The asset size of firms in the “drugs and medicines” industry is
reported petiodic;lly by the Internal Revenue Service. This informa-

Table 4. Drug Manufacturing Corporations by Asset Size, 1968

. Number
Assets . ) of Companies Y{D‘ouyarsuadﬁ fG0)
$100 million e
. or._more....

: 'From 50 million to -
99 million....urisee

,,,From 5 mm:on to .
.49 -million...

ief.frm 50,000 to .
89 MlON..oci
From zero to 50 000 o
2610 BSOS

e

All cOrporations ..........e.eeeesseecnsenses ‘ ' $7,508,292

tion is summarized above. These figures are not comparable to those
in Table 3, since the IRS definitions are based upon a broader def-
inition of “drug” company than PMA empioys. However, as shown in
Table 4, the majority of the firms had assets in 1968 (the most recent
year for which statistics have been compiled) of less than $5 million.

Taxes

Total taxes paid by the prescription pharmaceutical industry in 1970
declined for the first time in the history of the PMA survey of mem
ber firms' operations. The $828 million in such outlays was 5 per-
cent less than that in 1969. U. S. federal taxes, which had risen
by 25 and 15 percent respectively in 1968 and 1969, dropped from



10228 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

RMA,.Annual..Survey Report.'71-72; Pharmaceutical-—
Industry Operations Research and Development. Actiivity

FOREWORD

Each year the PMA surveys its member firms' sales, operations, research

and development expenditures, employment and R&D manpower. These data

are theni compiled into a report which reflects the prescription and over-the-

counter ethical. pharmaceutical industry for that year. The 1971 survey is

the 13th in a series of reports which began in 1959. The report is intended

to provide information which will be useful to industry executives, financial
analysts, educators, and_other interested groups. e

js a_non- ade association a -

ceutj j 95 percent of the ethical drugs in the

United States and about 50 percent of the world supply. The cooperation Of
‘member firms in providing data for this survey is gratefully acknowledged.

GROWTH PICTURE OF ETHICAL DRUG SALES
AND RESEARCH & DEVELOPMENT

R&D SALES
(millions) . (millions)
$900 - $9,000
80 A 8,00

,/
700 7
600 ',/ 6,000
World Sales, U.S. Firms / /
.
500 > s
s Kad
400 et PO YY)
a"/;.n"" ’ ’
300 - s 3,000
L /4,.-' *sates (US)
20 i e 2,000
} ] PPTREE E
s Tt re™ e
100 o P— — 1,000
PR
0 b
1950 '55 '60 65 70 'T172%
*US. ic Dosage Form, Hi Use Sales

** Estimale
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PMA, PRESCRIPTION DRUG INDUSTRY FACT BOOK 1968

— A Few Words About PMA

: i
- J

The Pharmaceutical Manufacturers Association is a non-profit scientific, profes-
sional and trade organization. Its active membership comprises 136 finns privcipally
engaged in' production of prescription- drugs—those which are primarily promwted to
practitioners licensed by law to administer and prescribe them, and dispensed by li-
censed pharmacists,

f
l
I
l

Membership js voluntanc..The present memberg account for upwards of 95 per cent
of U.S. sales of produ ethical” tvpe. "

PMA was founded in 1958. It is the successor to the American Association ot
Pharmaceutical Chemists, organized in 1907 and renamed the American Phamiaceutical
Manufacturers’ Association in 1922; and to the National Association of Manufacturers
of ‘Medicinal Products, founded in 1912 and called the American Drug Manutactusers
Association after 1916.

(" \

Objectives

1. To- encourage consistently high standards of potency, quality and
purity for phaimaceutical and. biological products for the cure, mmganou
treatment, prevention or diagnosis of disease.

2. To encourage research toward development of new and better me-
dicinal products, better facilities aiid methods for the pharmacological a- W
clinical evaluation of them, and safer methods for their manufacture, pack-
aging and transportation.

3. To disseminate information, to and on behalf of the pharmaceutical
industry, on governmental regulations and policies and other subjects of
interest to the industry.

4, To work constantly and closely, on «a very broad front. with other pru-
fessional associations or groups in the health field, with allied indust:.es
and with governmental authorities for the advancement of medical science.

(Continued inside back cover)




10230 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

Senator Nerson. Well, I think quite clearly they market 95 per-
cent, but since they also purchase from generic manufacturers, the
latter are also producing some percent of that 95 percent. Up until
about a year ago, there was not any bulk meprobamate produced in
the United States. All was imported into the country. Domestic
manufacturers merely put it into tablet form and then put it into
bottles. Carter-Wallace, the marketer of Miltown, produced the drug
neither in bulks or finished form, but merely put its own label on
it. I ask that a speech on this subject be inserted in the record at
the appropriate place. So it would be interesting to have the statis-
tics. I suspect the reason they are trying to upset the Crown law
in California is it might be a good opportunity to find out how much
is produced by the manufacturers that their association is attacking
all of the time, and that could be embarrassing.

Dr. AveLe. We have the same problem, frequently, with pharma-
cists in terms of convincing our own membership as to who is the
actual manufacturer—a pharmacist may inquire as to a certain
product, and we inform him that that product is actually being
made by so-and-so for the well-known company that is distributing
the product, and the first reaction of the pharmacist is total dis-
belief. But when we can cite some of the evidence to them, the
pharmacist then says, “well, why should I not buy it directly from
Mylan, or Strong-Cobb-Arner, or this firm, or that firm, instead of
buying it under a brand name from the other manufacturer? And
this is one of the issues that is involved in the so-called Crown Act.

Now, the Food and Drug Administration is requesting additional
statutory authority from Congress now to improve its capacity and
ability to function, and we have specifically suggested already to
Dr. Edwards that the legislation the administration is currently
seeking ought to be amended to include the requirement of the
identity of the actual fabricator of the dosage form.

Senator NeLson. Thank you very much.

. Gentlemen, we appreciate your very valuable testimony this morn-
ing. :

Dr. Apere. Thank you, Senator.

Senator NELson. Our next witness is Dr. Daniel Banes, Director,
Drug Standards Division, United States Pharmacopeia. Dr. Banes?

STATEMENT OF DR. DANIEL BANES, DIRECTOR, DRUG STANDARDS
DIVISION, UNITED STATES PHARMACOPEIA, ACCOMPANIED BY

DR. JOSEPH G. VALENTINO, EXECUTIVE ASSOCIATE, UNITED
STATES PHARMACOPEIA

Dr. Banzs. Thank you, Mr. Chairman.

I am Daniel Banes, Director of the Drug Standards Division of
the United States Pharmacopeia, and I am accompanied today by
an associate of the headquarters staff of the United States Pharma-
copeia, Dr. Joseph G. Valentino on my right.

My professional history and qualifications are detailed on the
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opening page of my prepared statement, and I will dispense with a
recitation of them.? L . :

Mr. Chairman, I am grateful for your invitation to discuss with
you the question proposed by your subcommittee, namely, how well
is the quality of the Nation’s drug supply being monitored and
protected by our system of compendial specifications and standards
coupled with FDA’s enforcement of them. My answer, in brief, is
that the system is working quite well, comparatively speaking, but
that it could and should be working much better. I should like to
enlarge upon that response in several dimensions. i

In the first instance, if we consider progression on a time scale,
there can be no doubt that the standards and specifications of the
United States Pharmacopeia are far more perceptive and more de-
manding than they were 35 years ago. Similarly, the potentialities
of the Food and Drug Administration in monitoring the quality of
our drug supply has been considerably extended during that time.

The regulatory powers of the Food and Drug Administration have
been significantly strengthened by several amendments to the Fed-
eral Food, Drug and Cosmetic Act of 1938—most notably the Ke-
fauver-Harris Amendments of 1962, and the Good Manufacturing
Practice provisions of that amendment.

Furthermore, the remarkable advances in all of the pharmaceutical
sciences during the past 8 decades and particularly in drug analysis
and biopharmaceutics, have stimulated the adoption of more exact-
ing requirements in governmental and pharmacopeial standards, and
in manufacturers’ drug quality control programs.

Second, if we compare the quality of the drug supply and the
effectiveness of drug regulation in the United States with those en-
countered elsewhere, we can again affirm that we have much to
which we can point with pride. The drug industry of the United
States, the U.S. Food and Drug Administration and the United
States Pharmacopeia are generally cited as the hallmarks of pre-
eminence in pharmaceutical circles throughout the world.

Only Canada, Scandinavia and parts of Western Europe—and T
should add Japan—approach or equal the levels of excellence that we
have established. None of them surpass us to a significant degree.

Senator Nerson. Well, outside of Scandinavia, which countries in
Western Europe?

Dr. Bawes. Great Britain. The United Kingdom is at the stage
where it is about equivalent to, or approaches, the standards set by
the United States. :

Senator Nrrson. In addition to Canada and Scandinavia, does
England have safety and efficacy requirements?

Dr. Bangs. Yes, sir. They do. The British laws have been modified
during the past few years, and they have approached the system now
in effect in the United States.

Senator Nerson. How about the question of advertising?

. Dr. Banes. In some respects advertising is even more restricted
In some of these countries than in the United States. Furthermore,

1 See page 10748.
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most of these countries require registration and licensing of all
drugs during definite periodic intervals, which in my opinion is a
more stringent type of control than we have in the United States
today. S

A};hird dimension to be considered in evaluating the effectiveness
of the present drug system is the climate of attitudes toward the
regulation of drug production and distribution. It seems to me that
there is a growing recognition among drug manufacturers that
strict compendial standards and active governmental enforcement of
these standards—measures intended primarily to protect the con-
sumer—also benefit the drug industry itself.

I base this statement on the observation that many quality con-
trol scientists employed by industry now collaborate actively on a
voluntary basis in helping to improve the standards and specifica-
tions of the USP for use as regulatory measures by the enforcement
agency. Such an attitude not only reflects an awareness among en-
lightened members of the industry that these endeavors are neces-
sary to ensure the quality of drug products in the market and to
protect the good health of both the consumers and the producers.
It also results in adherence to good manufacturing practices within
the factory, and the establishment of strict internal quality controls.

Please note that I have referred to enlightened members of the
industry, for it must be admitted that the Iaudable attitude I have
described does not command a unanimous consensus. In my min-
istrations as Director of the USP Drug Standards Division, I have
sensed a reluctance on the part of some few companies to release
scientific information necessary to the progressive development of
sound public standards for drugs. Previously, as an official of the
Food and Drug Administration, I had reason to believe that more
than a few companies were oblivious to the principles of good manu-
facturing practices and quality control.

At USP we rely exclusively upon voluntary cooperation and the
assessment of empirical scientific evidence by peer group review.
Withholding of significant new data would result in the persistence
of mediocre, archaic standards and analytical tests, unless the miss-
"ing information can be developed by more cooperative scientists else-
where in industry, or by research laboratories in the academic or
Governmental sectors. Fortunately, we have been able to enlist the
aid of several interested research laboratories in this enterprise,
particularly those of the Food and Drug Administration. :

Another avenue for eliciting information leading to the revision
of tests and standards is a new USP publication entitled “Comment
Proof”. This periodical, circulated on subscription, shows the tenta-
tive monographs for drug articles and the chapters on general tests
proposed for adoption in forthcoming USP issuances, after de-
liberations by panels of USP advisers. o . ’

The USP Committee of Revision receives comments and recom-
mendations for changes in these proposals from representatives of
trade associations and of individual manufacturers; from Govern-
ment officials, including those from the Defense Personnel Supply
Center, the National Institutes of Health, the Veterans Admin-
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istration, and the Food and Drug Administration; from scientists in
schools of pharmacy and medicine; from scientists associated with
foreign pharmacopeias; foreign companies and foreign governments;
and from unaffiliated scientists writing as private individuals.

It is my responsibility to review these comments, in concert with
the responsible subcommittees of the USP Committee of Revision.
We then incorporate those changes that are deemed scientifically
valid and explain to proponents why certain changes they suggested
have not been adopted. :

In this manner, the USP evolves publicly scrutinized, objective,
scientifically verified standards, and practicable tests and assays,
through the collaborative efforts of disinterested scientists.

Senator Nerson. May I ask a question which we asked Dr. Apple
also?

The Defense Department spokesmen have stated that they develop
drug specifications that often exceed official or commercial standards.

What is your observation about that?

Dr. Banes. T have examined the responses sent to me by DPSC.
When we circulate “Comment Proof’ they respond as well as these
other scientists I have mentioned. They sometimes say, we think
certain standards ought to be adopted, see the specifications that we
have put out. And they insert these specifications into our record
for “Comment Proof.” ~

My general impression is very similar to that narrated to you by
Dr. Feldmann. For the most part, I would say they are trivial. In
some instances, they are so exacting that you wonder why they were
set up as they were. : ~

For example, on the monograph for sulfasoxazole. (This is a sulfa
drug. We have many such drugs in the U.S. Pharmacopeia with
their standards, specifications and tests and assays.) I find in looking
through the specifications sent by the Department of Defense that
the tablets are to be examined by a method of analysis called X-ray
diffraction. Now, this is an approach that requires a tremendous
piece of apparatus costing in the neighborhood of $50,000 or $100,000.
But when I examine the data to be obtained by this test, I see
nothing that goes beyond what is already in the specifications. And
here is a test to be applied which is superfluous, gives no more data
than is already available from more readily procured equipment.
And the question arises, what is the point of such a requirement?
If T were to suggest to our committees of scientists that we add this -
specification, they would say, '

What on earth for? We have already pinned down the identity and quality
and the purity of the material by means of onr simpler tests. Why should we
go to this one? ) : .

On top of it, we have a specification for the sulfisoxazole that
goes into- the tablet, requiring a chloride determination. Well,
chloride determinations are worthwhile in some instances, and they
gre provided in many of the monographs, but not for these sulfa

rugs.

But in addition to this trivial requirement, the method to be ap-
plied and so specified in the write-up given by the Department of
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Defense is that it shall be done by X-ray fluorescence. Again, it is
a question of shooting down a dragonfly with antiaircraft artillery.
And at the end of it all, you ask what you wanted to bring down
the dragonfly for in the first place. These are really superfluous.

This is not to say that all of their suggestions are of the same

nature. When there are good suggestions that will improve the
quality of the drug or the language of the standards, we do proceed
to adopt these recommendations. )

Senator Nerson. Have you adopted any of their recommendations?

Dr. Banzs. Yes, indeed we have.

Senator Nrrson. In what nature? :

Dr. Banes. With respect to constituted solutions of injectables.
In one of their comments, the Department of Defense said that they
favored a specific statement in the Pharmacopeia that these mate-
rials, which are prepared for injections or dried powders to be dis-
solved, dissolve completely and be colorless and be free of signifi-
cant particulate matter. Well, we have adopted that statement and
it will be included in all of the pertinent monographs in the USP.

There was a statement with respect to ophthalmic ointments, that
all of these be sterile. The Department of Defense stated that in
1966 and 1971—I am paraphrasing—they asked for sterile ophthal-
mic ointments, and in 1973 finally the USP and the NF and the
FDA took action. :

Well, the fact of the matter is that while I was with the Food
and Drug Administration, the divisions under my supervision were
doing the research on which that sterility test is based, that in 1970
when the 18th revision of the USP was published there was still
doubt about the adequacy of the equipment available and the re-
agents, so that the USP did not contain the statement that ophthal-
mic ointments be sterile, but that as soon as a collaborative study
in which FDA participated, and in which T think in fact FDA led,
when these difficulties were resolved, a method of sterility was
adopted. In 1971 the USP came out with a requirement that ophthal-
mic ointments shall be free of certain microorganisms, staphylococcus
and pseudomonas, and in 1972 the interim revision said that here-
after all ophthalmic ointments in the USP will be sterile, because
by now we had confidence that the method would work. As a matter
of fact there are still criticisms of the method and we are still
purifying the reagents.

But this is a mode of improving standards which is progressively
pursued by the national compendia, by the USP and the National
Formulary. ’

Now, the Department of Defense had the idea that these things
should be sterile. FDA wanted them sterile and certainly tested all
antibiotics to make sure that they were. As soon as the standards,
as soon as the methods of analysis were available, the standards
were promulgated. So here is an example of where DOD says we
should have sterile ointments, everybody agrees we should, and as
soon_as_scientifically we can support that position we adopt a
standard, and there it is.

Senator Nerson. Thank you.
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Dr. Bangs. Continuing on page 5:

USP does receive funds for services rendered under not-for-profit
contracts with Government agencies where these projects bear upon
the improvement of standards or test procedures, regardless of
whether the drug products involved are USP articles. Although
USP is increasing 1ts standards-setting activities and the 19th re-
vision of the USP now in preparation will contain 38 percent more
monographs for drugs than USP XVIII, the fact is that there will
be no public compendial standards for more than half the drug
products on the market. We believe that USP could quickly move
to fill this void with appropriate support through not-for-profit
contracts. :

'We must recognize, however, that regardless of the virtues written
into compendial standards, they will remain meaningless dead letters
unless they are effectively enforced. Under delegation of authority
from the Secretary of HEW, the Food and Drug Administration is
charged with responsibility for enforcing the provisions of the
Federal Food, Drug and Cosmetic Act. The agency cannot dis-
charge its responsibilities adequately unless it has the requisite in-
formation and resources. '
~ We are aware of charges that FDA does not inspect drug factories
frequently enough to determine whether good manufacturing prac-
tices are in fact observed, or has failed to take notice of defective
manufacturing practices known to officials from other agencies.

In regard to the latter charge, it would be well to ascertain
whether the alleged violations were indeed called to the attention
of the responsible agency in a timely manner, and if not, why not.
Unless the Food and Drug Administration has authenticated infor-
mation, it cannot be expected to initiate punitive or corrective action.

It is our impression at USP that FDA does react rapidly to
rectify problem situations. Under a recently instituted project, USP
has been in a position to bring certain drug product problems to
the attention of both FDA and the drug industry. To our knowl-
edge, FDA has moved promptly to investigate these problems and
to deal with them. »

The other charge, relating to a low frequency of factory inspec-
tions, is far more serious in its implications. If it is true that FDA
cannot investigate and correct poor manufacturing conditions among
unenhghtened producers because it does not have an adequate force
of trained drug inspectors, then there is indeed a deficiency in the
present enforcement of drug control standards, :

_If this deficiency exists, it must be eliminated as rapidly as pos-
sible. It seems to me that if there is a group of trained drug in-
spectors elsewhere in Government -agencies, they should be trans-
ferred to the Food and Drug Administration forthwith, in accord-
ance with the principle that the agency responsible for enforcing
the Jaws should be given the needed resources that will enable it
to do so effectively.

. Furthermore, a cadre of inspectors within FDA should be trained
intensively for drug work and centralized under the direction of
the agency unit responsible for monitoring drug quality. Speciali-
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zation and centralization has markedly improved the efficiency of
the FDA analytical drug laboratories during recent years. A similar
regrouping of its drug inspection capabilities should likewise result
in more efficient operations. ;

I believe that the measures propesed for strengthening the drug
control apparatus of FDA, together with our own progress in
strengthening USP will eventually permit an unreservedly affirma-
tive answer to your original question—that the system for monitor-
ing and protecting the quality of the Nation’s drug supply is work-
ing very well indeed. : .

If you have any questions, Mr. Chairman and staff, I should be
pleased to respond. Thank you. Iy

Senator Nerson. As I recall, yesterday—and the record will speak
for itself—that the testimony of Dr. Schmidt was that there was
about 800 inspectors in the FDA. T believe that he said about 800 or a
few more. And that wherever problems arise they will have inspectors
there as long as is necessary to solve the problem, that many of the com-
panies producing a substantial percentage of the drugs In the coun-
try are inspected much more frequently than the statutory require-
ment of once every 2 years. But they have now a computerized sys-
tem whereby any company that has not been inspected within the
2-year period, the computer kicks out the names and that they are
a}lll‘then inspected within the next 6 months, They go to the top of
the list.

I have no notion of what may be required. I suppose if a company
has a good quality control system, once every 2 years may be per-
fectly adequate. If it does not, once a month may not even be ade-
quate. But the system they described rather impressed. me as a
pretttly efficient, effective system, though I have no basis for making
a judgment as to what the optimum or ideal frequency of inspection
would be. ’

Do you? ' :
Dr. Bangs. No, sir. I do not. And I would leave that. to the ad-

ministrative judgment of those responsible for it. In the past T
believe that these inspectors available to the Food and Drug Agd-
ministration were assigned to all of the problems that come under
its purview, and one of the difficulties there is that when you have
a crisis hazard due to food problems there are no inspectors avail-
able for a steady continuous attention to drug problems.

The point of my discussion, Senator, was that in my opinion
there ought to be a group of highly trained specialized drug in-
spectors who are continuously assigned to these dru problems, and
when crises arise on the drug side the attention s%ould be given.
But this of course is the responsibility of the officials who are
charged with that responsibility. '

I note that the President in his health message has requested an
augmented staff of inspectors for FDA, because I am sure they
could use a far greater component of inspection force than they
now have, v '

Mr. Goroox. Dr. Banes, with respect to the use of these large
machines you mentioned to perform unnecessary assaying or testing,
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would it be fair to say that if not the intent, at least the effect, is
to eliminate competition ¢ . _ )

Dr. Banes. Well, the effect is to limit the number of laboratories
that are capable of doing that kind of an analysis. And if the speci-
fications say that this chloride determination shall be done in the
following manner, then that effectively limits the number of lab-
oratories that can do that test. o

Mr. Goroon. Now, how important and widespread is the problem
of lack of bioavailability ¢ : :

How many drugs do you know of that have this problem?

Ts this problem manageable by the FDA?

Would you comment on that, please? ‘ e

Dr. Banes. Well, there have been many, many references to prob-
lems in bioavailability. In my opinion, the number of authenticated
episodes of lack of bioequivalence among chemically equivalent
products for which there are compendial standards are a handful.
The numbers have a habit of varying. I would say somewhere be-
tween half a dozen and a dozen authenticated cases of lack of bio-
availability when the products actually meet the standards that are
set up for them. And where we have recognized these problems,
investigation has shown the reason for them, and we have taken
regulatory measures to eliminate these problems. :

Digoxin tablets have been mentioned here and it seems to be a
very popular example of this kind of problem. And I think it
should be, because it is the most significant one that we have en-
countered because of the high toxicity of digoxin. It is a very im-

“portant drug. It is very important for heart patients. It is very
widely uged, and if the tablets do not deliver the active ingredient
to t{le bloodstream in a predictable manner, then difficulties will
result. - : :; : :

Dr. Feldmann spoke about the timeframe, that methods of analy-
sis for digoxin in blood were developed only within the last 5 or
10 years, that in 1971 the paper by Lindenbaum of Columbia Uni-
versity and his associates first pinpointed the problem. Following
his 1(iliscovery there. were many other studies that confirmed his
results. : i co :

Some of these studies showed a very good correlation between bio-
availability and rate of dissolution of the tablets. That is, if the
digoxin tablets dissolved very quickly, then there was good, uniform
bioavailability. If the tablets dissolved very slowly, then you can
expect that the tablets will not deliver the active ingredient. As a
consequence, USP was the first in the world to adopt a dissolution -

~standard for digoxin tablets. Although the problem was widely
recognized, USP was the first to set up a standard. FDA followed
it up with a certification program, so-called, for digoxin -tablets.
And in my opinion, given these two quick reactions, with a strict dis-
solution standard and FDA’s program, there should be no problem
in the future with digoxin. -~~~ Al s

I should say that digitoxin tablets will, in my opinion, present
a similar problem. But. we are moving there to preclude it without
waiting for further evidence from scientists throughout the world.
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There are two further footnotes that I would like to make for
the record with respect to digoxin tablets: First, the worst problem
in bioavailability of digoxin tablets emerged in Great Britain with
the original producer of this drug, the manufacturer who had had
the lengthiest experience, the largest production in the United King-
dom. Serious problems were encountered with bioavailability that
they did not know about, but which were discovered only later in
practice, and they were serious because of the widespread use of that
manufacturer’s product. e

Furthermore, the problems of bioavailability in Scandinavia were
minimal, and in my opinion one of the reasons for that is that the
Scandinavian Pharmacopeia sets standards not only for the finished
tablets, but also gives a specified formulation, that is a fixed formula,
for digoxin tablets. It says it must possess digoxin and only certain
other inert ingredients which it enumerates, and then says it shall
be punched in a certain manner. , : :

-One of the difficulties in this country was that manufacturers
used their own imagination in incorporating inert ingredients and
punching in any manner that they wished, and consequently ‘some
of these other ingredients interfered with the dissolution of digoxin
from the tablet. That was one of the factors. L

So in my opinion, this fixed formula, this requirement of the
Scandinavian Pharmacopeia did eliminate some of the bioavail-
ability problems. i o :

‘Mr. Gorbon. Why do we not have a fixed formula for all drugs?

_Dr. Banes. That has been suggested, but that has never been a B
principle in the standardization of drugs for the most part in: this
country. I should say that there are fixed formulas for some types
of products, and such formulas are in both the U.S. Pharmacopeia
and the “National Formulary”. Such articles as phenobarbital elixir

_have definite fixed formulas. Anything which purports to be pheno-
barbital elixir USP must be made in accordance with that formula.
gtutf‘that is true only of a small number of drugs in the United

ates. . - ) , : L

Mr. Goroown. If you have a fixed formula; then, for most drugs,
you would not have a problem of bioequivalency, is that correct ?

Dr. Banes. Well, I-think that would be too sweeping a statement.

T would hesitate to predict. It is always risky to prophesy, and Tam

sure problems will emerge. But in my opinion, with certs 5
such as digoxin tablets, a fixed formula which is known to deliver
the ‘»a:ctive;_:l-%fediernt‘ in a predictable manner would be helpful. Tt
might be helpful for some of the most important drugs, among
~which T would include digoxin tablets and digitoxin tablets.
- Senator Nerson. Thank you very much. -~ . ‘
“Mr. Adams? = T T Bl
Mr. Apams.:Just one question, Dr Banes.
As to the drugs that have a bioavailabili
- of the number, are there any general sta
them®: . =i S or TR
- That is, are they all n
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Or are they critical in the treatment of common diseases. Are
they generally the drug of first choice? :

How common is their usage? )

Do they fall into any of those kinds of groupings?

Dr. Baxes. The drugs I have in mind are widely used and are of
importance. As a general statement, the active ingredient is usually
a substance which is difficultly soluble in aqueous fluids, so that
when it goes into the stomach it does not readily dissolve and might
pass through the whole gastrointestinal tract without being trans-
ferred to the bloodstream. .

It is a question of transference from the inside of the gastro-
intestinal tract through the walls of that tract into the bloodstream,
and if the material is very difficult to dissolve then it might not
get into the bloodstream at the crucial points of the GI tract, and
consequently will not be absorbed and go to the target organs.

Important drugs have been involved. I mentioned digoxin and
digitoxin. Chloramphenicol was the subject of a bioavailability prob-
lem. Some of the Corticosteroids—all of these are important drugs.
They all fell into that same category, somewhat difficultly soluble.

Now, for the most part the problems arise with such things as
tablets and capsules which are swallowed and then require dissolu-
tion and the other steps in absorption. If you have a simple solution
of a salt which is to be injected then there is no problem of bio-
availability if it meets all of the standards. If it is pure and of
high quality and the strength is proper, it is in solution and it is
injected in the proper manner, then there is no question it will get
into the bloodstream or the target organ in the correct manner and
there are no problems. ;

It is most usually with tablets and capsules containing active
ingredients that are difficult to dissolve that the problem does de-
velop.

Mr. Apams. Thank you.

Mr. Goroon. I have one more question.

‘What about the other drugs mentioned by the DPSC, which, they
claim, have turned out to be ineffective ? ;

Do you recall that material ?

Dr. Banges. Yes. There is a more extensive number of USP drugs
and NF drugs, and I did not want to take the time to enumerate
them. But in general my observations were like Dr. Feldmann’s.
For the most part, their specification as to color or colorless——

Mr. Goroon. They claim they are ineffective drugs. For example,
diphenylhydantoin and nitrofurantoin. There are a few drugs that
they claim they found to be ineffective and about which they had
complaints. ‘

Dr. Banes. Well, they had complaints that a particular batch did
not do what it was supposed to. Let us take nitrofurantoin, which is
a USP drug and has been for some time. In a certain proportion of
users the drug is ineffective. In a certain proportion of users it leads
to adverse effects. ~

Mr. Gorpon. No matter who manufactures the drugs?
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Dr. Ba~nes. No matter who manufactures them. ) ]

There has been some talk about the rate of dissolution again, and
the USP did adopt a dissolution test. We have been in contact with
the Department of Defense on this particular drug, and I recall
it specifically because there was a negotiation about the details
about the dissolution test. And after a good deal of communication
with them and with manufacturers and with the Food and Drug
Administration and the Canadian Health Protection Branch—be-
cause they also use the U.S. Pharmacopeia and are involved—we
decided on certain specifications, and then got a letter from De-
partment of Defense saying, forget the whole thing. They decided
that that specification was not necessary. )

Well, we do think it is necessary, so we will continue with it. But
that is typical of this kind of statement with respect to ‘any drug.
A doctor may administer it and not find the effect that he expects.
And who knows whether it is the drug, that particular batch of
drugs, or the patient not responding? o

Senator NeLson. Thank you very much, Dr. Banes, for your very
valuable testimony. We appreciate it.

Dr. Bangs. Thank you.

Senator NeLson. Our next witness is Mr. J oseph Barrows, chair-
man of the board of directors, National Association of Pharma-
ceutical Manufacturers.

The committee is very pleased to have you here today.

Senator Javits was planning to be here. But because of other
commitments he asked that T extend his regrets.

Mr. Apams. Senator Javits was unable to attend this morning’s
hearings due to a prior commitment, but he did want me to thank
you for your taking the time and showing the interest in appearing
and testifying before the committee. Fe has reviewed your written
statement and was particularly interested in your comments and
observations as to possible impact the drug procurement practices
of certain agencies might have on small business. He asked me to
extend his greetings to you and his apologies for not being here.

STATEMENT OF JOSEPH BARROvWS, CHAIRMAN ‘OF THE BOARD,
NATIONAL ASSOCIATION OF PHARMACEUTICAL MANUFACTUR-

- ERS, ACCOMPANIED BY MRS’ DOROTHY REICHELT

Mr. Barrows. Thank you so much for conveying the sentiments
of Senator Javits. : 25

.1 am Joseph Barrows, chairman of the board of National Asso-
clation of Pharmaceutical Manufacturers. I am accompanied today
by my associate, Mrs. Dorothy Reichelt. ‘ .

And, Senator Nelson, as chairman of the Senate subcommittee, I
want to thank you for the opportunity for presenting the views of
tshe ljatlonal Association of Pharmaceutical Manufacturers to the

cnate. : i ‘

_ Gentlemen, the National Association of Pharmaceutical Manu-
facturers,. also known as NAPM, is a nonprofit trade association
representing over 80 manufacturers and distributors of generic
drug products and drug specialties throughout the United States.
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The purchasing actions of the U.S. Government reflect prejudices
against small businesses. The philosophy of Federal purchasing
agencies is that small businesses, because they are small, cannot
produce quality drugs. By so doing the Government compounds the
propaganda of the large companies who for their own selfish inter-
ests espouse the superiority of their comparable drug products.

In behalf of the National Association of Pharmaceutical Manu-
facturers, I appear here today to go on record to suggest means of
eliminating unfair Government practices which require unreasonable
duplication of inspections, absurd specifications designed to be dis-
criminatory against the smaller drug manufacturers, and to prevent
a practical solution to assure the equivalence of compendial drugs. -

We want the opportunity to bid on Government business as we do
manufacture quality drug products. In fact, many of the larger
companies’ labels are affixed to products manufactured for them by
the smalled drug manufacturers.

Products such as, Nitrofurantoin, Propoxyphene Hydrochloride
Capsules, Tetracycline Hydrochloride Capsules and Syrup, Ampi-
cillin Capsules, Chloral Hydrate Soft Gelatin Capsules, a variety
of controlled substances in tablet and capsule form, narcotics, paren-
terals—Lyophilized and solutions—ointments, lotions, suppositories,
cough and cold preparations, sterile eyedrops, nasal decongestants,
hormonal products, steroid products, chlorpromazine, et cetera.

Subsequent” to the New Drug Amendment of 1962, particularly
the Good Manufacturing Practices Regulations set forth by the
FDA in 21, Code of Federal Regulations, part 133, and section
505(b) of the Federal Food, Drug and Cosmetic Act, no double
standard of the quality of drugs can exist. :

The tactics of Government purchasing agencies denying the right
of HEW registered manufacturers to enter into competition for
Federal health-care business, because of requirements and specifi-
cations which are arbitrarily contrived by the agencies, tend to
undermine competition.

Smaller drug plants have been rejected by the Defense Person-
nel Support Center because the firms’ windows, although perma-
nently fixed and sealed, were not equipped with screens, and be-
cause the firm has a common door for both receiving and shipping,
but diligently segregates quarantine drugs from release status drugs
in conformity with good manufacturing practices.

FDA plant inspections in both large and small firms are con-
ducted in like manner and with equal vigor to determine compli-
ance with all requirements of the Federal Food, Drug and Cos-
metic Act and all FDA regulations.

These GMP inspections are carried out on a routine basis, espe-
cially for holders of New Drug Applications. Dosage form samples
are routinely collected by FDA inspectors for all classes of drugs
and are subject to complete compendial assays for validation, often
in two separate laboratories. '

We, as representatives of the smaller drug manufacturers, can
assure you that we subscribe to a single standard, the manufacture
of high quality drug products in full conformity with the Federal
Food, Drug and Cosmetic Act and all the regulations thereunder.
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‘Therefore, competition should be encouraged to meet the drug
needs of the Defense Personnel Support Center, the Veterans’ Ad-
ministration, and other Federal agencies.

It is reasonable to assume that if drug costs are considerably
reduced by fair competition without sacrificing patient care, that
more drugs will be available to treat more patients. It is unreason-
able to assume that the reduction of drug costs necessarily means
ineffective therapeutic response as some (Government purchasing
agents lead you to believe.

Mr. GorooN. Which ones?

Mr. Barrows. Specifically, the spokesman for the DPSC, Mr.
Max Feinberg. ‘

The propaganda which has evolved from the larger firms that,
“Chemical equivalency is not clinical equivalency” emanates from
the thirst and greed for the revenues of the medicare and medicaid
programs, coupled with proposed national health insurance plans,
and the drug requirements of Federal purchasing agencies. .

It is indisputable that lack of therapeutic equivalence among
comparable products conforming to official standards has been
demonstrated in only a very limited number of cases.

We are told, in fact, that it has been demonstrated in only 20
drugs, out of literally thousands.

Products such as, Aminosalicylic Acid tablets, Nitrofurantoin
tablets and oral suspension, Imipramine Hydrochloride tablets,
Propoxphene Hydrochloride Capsules, Quinidine Sulfate tablets,
Sulfasoxazole and Triple Sulfa tablets, Probenecid when used in
conjunction with penicillin, primarily in gonorrhea. Chlorproma-
zine tablets, Thiazides, Glutethimide tablets, Digoxin tablets, Aceta-
zolamide and diphenylhydantoin capsules. Primidone tablets. Pro-
cainamide Hydrochloride capsules, Isoproterenol, Amitriptyline, Hy-
drochloride tablets, Phenylbutazone and Aminophylline suppositories.
As I mentioned before, many of these products are manufactured
for the larger companies by the small drug manufacturers. :

q Mr.g GorboN. Excuse me, what is the significance of this list of
rugs?

Mr. Barrows. These are products which the Food and Drug have
indicated that there is a question with regard to the bioavailability
equivalency of comparable products chemically the same.

In reviewing DPSC, defense medical purchase descriptions, for
many drugs one notes that apparently the composers of the specifi-
catlons are most often the recipient of the contract awards.

Federal Stock No. 6505-104-8672 for meprobamate tablets, 0.4
grams, U.S.P. The defense medical purchase description for this
product states the following : ‘ '

The meprobamate powder used in the tablets shall be in accordance with
the tests, standards and requirements of the USP, including any supplements
or revisions thereto. In addition, the meprobamate powder shall -comply with
the infrared spectrum and the chloride limit as set forth in Volume 25, Num-
ber 3, pages 88 and 89 of “Drug Standards.” The meprobamate powder shall

comply with the following additional tests: The residue on ignition, sulfated
ash, shall be more than 0.10 percent when determined by the USP method:
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The Federal agency is requesting unnecessary additional tests as
the U.S.P. XVIII under “Identification” requires, and I quote:

The infrared absorption spectrum of a potassium bromide dispersion of it,
about 1 mg. in 200 mg, previously dried at 60° for 3 hours, exhibits maxima
only at the same wavelengths as that of a similar preparation of USP mepro-
bamate reference standard.

The USP XVIII does not set a “chloride limit,” nor does it re-
quire a “residue of ignition test”; both of which have no significance
as modern techniques assure that all impurities are eliminated.

Embodied in “S5.8” of the same description under “Pre-Award
or Pre-Acceptance Samples” are the duplication of inspection and
sampling requirements, as follows, and I quote:

The approval of these samples will not constitute approi'al of the sample as
meeting the other requirements of this purchase description.

Included in the same “S5.8,” and I quote:

Unless otherwise specified in the contract or purchase order, the supplier is
fleei%%xlxsible for the performance of all inspection requirements as specified

The government reserves the right to perform any of the inspections set
forth in the specification where such inspections are deemed necessary to
assure supplies and services conform to prescribed requirements.

This is a typical example of unnecessary duplication of good
manufacturing practice surveillance by another Government agency
as the FDA requires the following:

A New Drug Application from all firms manufacturing and dis-
tributing meprobamate tablets, USP.

Samples of the active ingredients and of the final dosage form
havé to be submitted to the FDA.

A commitment by each manufacturer to the FDA that they will
perform, or will have performed in their behalf, all compendial
tests both on the active ingredients and the final dosage form.

The producer has to certify that they will manufacture the prod-
lllgg in conformity to the good manufacturing practice section, part

Stability reporting, and updating data pursuant to the NDA is a
definite requirement. And routine inspections by the FDA monitors
the compliance.

Senator Nerson. Let me ask a question at this point. -

On item 1, you say the FDA requires a New Drug Application
fUr%? all firms manufacturing and distributing meprobamate tablets,

Mr. Barrows. That is correct.

Senator Nerson. Do you mean an abbreviated NDA ?

Mr. Barrows Well, Senator, this goes back originally to the rec-
ommendations of the Kefauver committee at a time when they
released under the patent controls of the Carter Wallace Co. They
had to release at a certain rate according to the index, the price
index at that particular time, to other companies to manufacture.
And originally, the firms that went into meprobamate at that
particular time had to file a full NDA.
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Just recently, the Food and Drug Administration has changed
that policy; and they will accept now an abbreviated New Drug
Application. But under an abbreviated New Drug Application, under
paragraph 8, a company has to certify that they will conform and

. shall comply with chapter 133—with part 138 of the good manu-
facturing practice.

Senator NeLson. Which part is which?

‘Mr. Barrows. That is under paragraph 8 of the abbreviated New
Drug Application Form No. 356—H.

Senator Nevson. I do not have it before me. What is that re-
quirement ? , ‘

Mr. Barrows. The requirement is that the company manufactur-
ing or submitting the abbreviated New Drug Application must sub-
mit a certification statment to the effect that they will comply and
conform to the good manufacturing practice section of part 133.

Senator NEeLson. Is that objectionable?

Mr. Barrows. Not at all. ' : ’

Senator Nrrson. Then as of now, that item 1, the FDA does not
require a New Drug Application for firms manufacturing and dis-
tributing meprobamate. It is just abbreviated. :

Mr. Barrows. An abbreviated New Drug Application.

Senator Nerson. Now, is the abbreviated NDA a particularly
burdensome discipline to go through ¢ ‘ _

Mr. Barrows. No, Mr. Chairman, our Association ‘was the first to
suggest to the Food and Drug Administration the vehicle of ab-
breviated New Drug Application; that was under Commissioner
Goddard. At that particular time there was a question with regard
to the nitrates, the effectiveness of nitroglycerin.

Senator NeLson. All right. Please proceed. :

Mr. Barrows. Another example of DPSC specifications which is
in variance with existing compendial monographs, and which cur-
tails competition is as follows:

FSN 6505-290-0022 for Reserpine tablets, U.S.P. 0.25 mg, which
apparently was composed by Ciba for their Serpasil tablets. ‘

The DPSC’s specifications state under specific rotation:

“Shall be between —115° and —121° when detérmined as follows:”
The USP has no such requirement. :

The British Pharmacopeia under specific rotation states: —113°
ta —123°. '

Several years ago at one of our annual association meetings I
criticized Mr. Max Feinberg, Directorate of Medical Material De-
fense Personnel Support Center, for the unscientific specification
his Agency required for dextroamphetamine sulfate with and with-
out amobarbital sustained release Capsules (FSN 6505-526-0393,
6505-526-0394, 65057542486, 6505-754-2507) which stated that
each capsule had to contain a specific number of pellets which had
no significance to the safety, efficacy, potency or release rate of the
medicament. ‘ ‘

There is no doubt that this specification was written by Smith,
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Kline & French, Inc. who was the sole recipient of the contract
award. :

Senator NrLson. Well, was it the only company that had capsules
with that precise number of pellets? ,

Mr. Barrows. Senator, when we tested this material, because at
that particular time the Barrows Chemical Co. was a subcontractee
of the S. F. Durst and Co. with regard to that specific contract
award; and when we counted the pellets of Smith, Kline & French,
we did not find it to conform specifically to that specification.

Senator Nerson. Well, then how do you conclude that there is no
doubt that it was written—the specs were written by Smith, Kline
& French?

Mr. Barrows. Yes. Only because of the fact that the—at that
particular time the people who were at the head of the S. F. Durst
Co., particularly Admiral Knickerbocker was quite familiar with
the practices of the DSA at that time and also with Smith, Kline &
French, Inc., because he was affiliated with the DPSC. He at that

articular time informed us that the specifications were then taken

rom Smith, Kline & French, and I have the——

Senator NrLsonN. You are suggesting that there is nobody at
Smith, Kline & French who could count the number of pellets in
their own capsules? You would think they could at least come out
right on that one. (

Mr. Barrows. Senator, just of recent date I have examined some
of the pellets with regard to the sustained release capsules of Smith,
Kline & French, and I find there is quite a variance even with regard
to content uniformity from one capsule to another.

And T would suggest that in the future, if they really want to
have the capsules manufactured and manufactured with a better
form of content uniformity, that perhaps they ought to have that
farmed out. ; . = .

Senator Nerson. Please proceed.

Mr. Barrows. At that time I questioned Mr. Feinberg regarding
the necessity of the Armed Services requiring a product whose main
pharmacological use was as an anorexient, especially the one with
Amobarbital—and if so required, why in a sustained release form.
He did not reply. ; , ‘

It is my understanding that the product has since been deleted
from the DPSC list of requirements. e

We respectfully submit that discriminatory practices by Govern-
ment agencies which lock out the smaller drug manufacturer should
be immeédiately eliminated. The smaller manufacturer whose facili-
ties, manufacturing and production practices comply with the law
and FDA regulations should be able to bid and.compete on an
equal footing with the larger drug companies. S

.

The economic powers of the larger companies permit them to

absorb the costs of the unnecessary and duplicating tests, specifications -
and procedures, often authored by themselves, to exclude competition -

by the smaller company. The higher prices that Federal agencies are <




10246 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

expending for comparable drugs because of this scheme taxes all
our citizens. ' S

A responsible drug association must not only advance criticism
but suggest means which will ameliorate that which is obviously
wrong and in doing so assist their Government.

We have advocated the adoption of the fixed formula concept,
whether it be incorporated into existing compendia or instituted
by the FDA, which would negate much, if not all, of the duplication
- now necessary by all drug manufacturers pertaining to clinical
studies and bioavailability comparisons. ‘

The fixed formula concept when related to official drugs locks in
the specifications, standards and methodology of analysis of not
only the finished dosage form, but also of all of the components,
- the procedures and equipment to be employed in the compounding

- of the drug. : '

The fixed formula concept applied to an official drug will assure
that the same drug manufactured by any registered firm will be the
same in composition; was manufactured in the same manner; and
will be the same in efficacy. The bioavailability will be assured as
the drug will be equated with its bioavailability—then and only
then will the formula be fixed, and the official drug of one company
will be the same as the official drug of another. Without the imple-
mentation of the fixed formula concept, the problem of therapeutic
equivalence will always be argued. ‘

We_are proposing a national drug formulary which will incorpo-
- rate the fixed formula concept. This will resolve the criticisms that
the official standards are too simple and not sufficiently advanced
or sophisticated to be meaningful; and too, that the official standards
are merely chemical or physical tests that have no relevance to
therapeutic equivalence. - L T

‘We have urged the USP and the NF organizations to consider the -
fixed formula concept from the standpoint of achieving uniformity
in fpI"othlcji: equivalence and consistency -of bioavailability—and were
informed that our proposal has considerable merit.

It is exactly the procedure followed by the 'single producer of a
drug product, who develops, tests, evaluates, and then freezes his
product composition and method of manufacture, often on a world-
wide basis in their plants all over the world. o ‘

The identification of like products of a given drug compound

- through the publication and acceptance of a common composition

- interest.

and procedure for manufacture would ~surely be in the public

~ The concept of fixing compositions and manufactumngd ails
_ for a number of established and important drug products is an
‘extension of the standardization process and a way of assuring the

g __equivalence of official drug products. ' ‘

 Before this very committee on May 20, 1969, Dr. John/ Adriani
. appeared and entered this statement into the record, and I quote:
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A Code of Good Manufacturing Practices and other criteria with a licens-
ing system and registration for all individual pharmaceutical products is
essential, All drugs would then meet the same standards. This, of course,
would be imposing the same requirements on all firms ‘manufacturing drugs
equally and would do much to solve the problem and obviate the objection
which allegedly exists that some drugs are chemically equivalent but not
biologically equivalent. This is not an impossible problem to resolve.

The fixed formula concept included in a National Drug Formulary
would negate the licensing requirement and would accomplish the
equivalency of official drug products.

Thank you. If there are any questions that you would like to
ask, I would be perfectly willing to answer them.

In summary, we recommend that:

(1) HEW registered drug manufacturers in possession of ap-
proved New Drug Applications should be acceptable to all Federal
agency drug bidders’ lists for all products.

(2) Duplicative inspections, specifications, and requirements not
having any medical or other significance should be eliminated so
that competition may be encouraged. '

(3) Inclusion of the fixed formula concept within a National Drug
Formulary would assure that all official drugs are chemically as
well as clinically equivalent.

(4) Resident drug plant inspectors now detailed by the Defense
Personnel Support Center should be incorporated within the ranks
of the Food and Drug Administration. _

(5) The Food and Drug Administration should be adequately
funded so that drug inspectors, trained as specialists, are not subject
to diversion by food recalls.

(6) Payments for drugs delivered to Federal agencies should be
made promptly to encourage the smaller drug manufacturers to submit
their bids. ‘

We appreciate this opportunity to submit our testimony before the
Subcommittee on Monopoly of the Senate Small Business Committee, -
and trust that you will consider our recommendations. ,

Senator NrLson. How many small manufacturers does the National
Association of Pharmaceutical Manufacturers represent ?

How many manufacturers?

Mr. Barrows. We have a membership of a little over 80 members,

- consisting of manufacturers and distributors. And at this time I would
like to submit our roster of membership to the committee.

Senator NeLsoN. The committee will receive it. .

[Testimony resumes at page 10253. The information referred to
follows:] :
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NATIONAL ASSOCIATION OF PHARMACEUTICAL MANUFACTURERS
342 Madison Avenué, New York, New York 10017

Membership List As of January 1974

Regular Members:

ALLIED LABORATORIES, INC.
975 Lake Road
Medina, Ohio 44256

ANTHONY PRODUCTS €O.
11634 McBean Drive
Elmonte, California

BARRE DRUG COMPANY, INC.,
4128 Hayward Avenue
Baltimore, Maryland 21215

BARTH~-SPENCER CORP,
270 W. Merrick Road
Valley Stream, New York 11580

JELL PHARMACAL CORP.
1-85 At Exit U,S. 276
»,0, Box 1968
Greenville, S.C., 29602

BIOCRAFT LABORATORIES, INC,
92 Route 46
Jiast Paterson, N.J. 07407

WIOPHARMA, INC.
625 Broadway )
llew York, N.Y. 10012

BOLAR ‘PHARMACEUTICAL CO., INC,
130 Lincoln Street
Copiague, New York 11726

-CHROMALLOY AMERICAN CORP,
Route 7, P,0, Box 180-A
ivansville, Indiana 47712

COLUMBIA MEDICAL CO,
38 East 19 Street
New York, New York 10003

CONSOLIDATED MIDLAND CORP,
195 East Main Street
Brewster, New York 10509

CRAMER PRODUCTS, INC.
153 West Warren :
Gardner, Kansas 66030

ROBERT DANIELS & CO., INC.

Div. of Generics Corp. of America
333 Sylvan Avenue

Englewood Cliffs, N.J. 07632

DAY-BALDWIN, INC.
1460 Chestnut Avenue
Hillside, N.J, 07205

DEL LABORATORIES, INC,.
565 Broad Hollow Road
Farmingdale, N,Y. 11735

ENCAPSULATIONS, INC,
269 Chestnut Street
Newark, New Jersey 07105

FARADAY LABORATORIES
100 Hoffman Place
Hillside, New Jersey. 07205

FOOD PLUS, INC,
77 Moonachie Avenue
Moonachie, New Jersey. 07044
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Regular Members Con't

G & W LABORATORIES, INC.
20 Markley Street .
Port Reading, New Jersey 07064

HALSEY DRUG CO., INC.
1827 Pacific Avenue
Brooklyn, New York 11233

HUDSON PHARMACEUTICAL CORP,
89 Seventh Avenue
New York, New York 10011

HIATHER DRUG COMPANY
1 Fellowship Road
Cherry «Hill, New Jersey

HUMPHREYS PHARMACAL, INC.
63 Meadow Road
Rutherford, New Jersey 07070

IWOOD PHARMACAL, INC.
303 Prospect Street
Inwood, New York 11696

KiTCHUM LABORATORIES, INC.
26 Edison Street
Anityville, New York 11701

LIFE LABORATORIES, INC.
8111 Lankershim Blvd.
North Hollywood, Calif. 91605

LINDBERG NUTRITION SERVICE
3945 Crenshaw Blvd.
Los Angeles, Calif, 90008

LTINDEN LABORATORIES, INC.

Div, of Chromalloy American Corp.
5353 Grosvernor Blvd.

Los Angeles, Calif, 90066

M 'RICON INDUSTRIES, INC.
20 S,W. Washington Street
Pcoria, Ill., 61602

M FFLIN McCAMBRIDGE CO.
6400 Rhode Island Avenue
Riverdale, Maryland 20840

MURO PHARMACAL LABS., INC.
121 Liberty Street
Quincy, Mass, 02169

REXAR/OBETROL PHARMACEUTICAL CORP.
396 Rockaway Avenue
Valley Stream, New York 11581

O'CONNOR DRUG COMPANY
12115 Woodbine Avenue
Detroit, Michigan 48239

ORMONT DRUG & CHEMICAL CO., INC.
223 South Dean Street
Englewood, New Jersey 07631

PENNEX PRODUCTS CO., INC.
Eastern Ave, at Pennex Drive
Verona, Penn, 15147

PHARMACAPS, ICN,

P.0. Box 547

1111 Jefferson Avenue
Elizabeth, New Jersey 07207

PHARMADERM, INC,
Cantiague Rock Road, Box 730
Hicksville, New York 11802

PHOENIX LABORATORIES
175 Lauman Lane
Hicksville, New York 11801

PLUS PRODUCTS, INC.
2425 E. 38th Street
Los Angeles, Calif. 90058

PRESTON PHARMACEUTICS
P.O. Box 8
Butler, New Jersey 07405

PUREPAC CORPORATION
200 Elmora Avenue
Elizabeth, New Jersey 07207



10250 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

Rzgular Members Con't

REID~-PROVIDENT LABORATORIES, INC,
25 Fifth Street, N.W,
Atlanta, Georgia 30308

REPUBLIC DRUG CO., INC.
175 Great Arrow,
Buffalo, New York 14207

SIMPAK CORPORATION
2021 15th Avenue West
Sz2attle, Washington 98119

STUR-DEE HEALTH PRODUCTS, INC.
Island Park
New York 11558

VITA-FORE PRODUCTS CO.
95-07 98 Street Inc.
O:one Park, New York 11416

VITARINE COMPANY, INC.
227-15 Noxrth Conduit Avenue
Springfield Gardens, New York 11413

VIiTAMIN SPECIALTIES CO.
5.21-25 Wayne Avenue
Philadelphia, Pa. 19144

WST-WARD, INC,
745 Eagle Avenue
Bronx, New York 10456

X.TRIUM LABORATORIES, INC.
415 West Pershing Road
Chicago, Ill, 60609

ZI'NITH LABOPATORIES
140 Le Grande Avenue
Northvale, New Jersey
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AENOL CHEMICAL CORP.
40-33 23rd Street '
Ling Island City, N.Y. 11101

C:JASE MANHATTAN BANK
1 Chase Manhattan Plaza
Now York, N.Y.

FALLEK PRODUCTS CO., INC.
450 Park Avenue
N'w York, N.Y. 10022

FOOD & DRUG RESEARCH LABS., INC.
Miwrice Ave. at 58th Street
Mispeth, New York 11378

“EEMAN INDUSTRIES, INC.
100 Marbledale Road
Tuckahoe, New York 10707

GALLARD-SCHLES INGER CHEMICAL .,
MFG. CORP.

534 Mincola Avenue

Ccirle Place, L.I., N.Y. 11514

R.W. GREEFF & CO., INC.
1 Rockefeller Plaza
Nw York, N.Y. 10020

G MA LABORATORIES OF AMERICA, INC.

62«04 34th Avenue
Wiodside, New York 11377

H'XAGON LABORATORIES, INC,
3336 Peartree Avenue
Bronx, New York 10469

HUNTINGTON LABS, INC.
P.0. Box 710
H mtington, Indiana 46750

KIOLL FINE CHEMICAL, INC.

120 East 56 Street
Nw York, New York,

32-814 (Pt. 24) O - 74 - 22

LANCO CCNTAINER CORP.
70 Washtington Street
Brooklyn, New York 11201

LEBERCO LABORATORIES
123 Hawthorne Street
Roselle Park, New Jersey 07204

P. LEINER & SONS, AMER., INC.
20101 Nine Mile Road
St. Clair, Michigan 48040

DR. MADIS LABORATORIES
375 Huyler Street
So. Hackensack, N.J. 07606

MAJESTIC DRUG CO,, INC.
721 East 136th Street
Bronx, New York 10454

MALLINCRODT CHEMICAL WORKS
P.0. Box 384

223 West Side Avenue
Jersey City, N.J.

ATION
d Avenue
an, New Jersey 07047

1IN GOt
6300 Ra
Ferth Bery

WILLAD DOUCLAS MC'ADAMS, INC.
110 Est 39th Street
New York, Néw York 10011

CONTORATION |
195 Bain- cet
Lodi, New Jexsey 07644

NATLCNAL LIAGNESTIA CO,, INC.
831d Street & Cooper Avenue
Breooklyn, New York 11227

S.B. PANICK & COMPANY
100 Church Street
New York, N.Y, 10008
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Associate Members Con't.

PENN BOTTLE & SUPPLY CO.
7150 Lindbergh Blvd.
Philadelphia, Pa., 19153

J. RABINOWITZ & SONS, INC.
1300 Metropolitan Avenue
Brooklyn, New York 11237

5.S.T. CORPORATION:
20 Vesey Street
New York, N.Y. 10007

SUPPOSITORIA LABS., INC.
135 Florida Street -
Farmingdale, New York 11736

TRUESDALE CHEMICAL SALES €O., INC.
140 East 40th Street
New York, N.Y. 10016

GEORGE UHE COMPANY, INC.
76 Ninth Avenue
New York, New York 10011

STERWIN CHEMICALS, INC,
.90 Park Avenue
New York, New York 10016

AMERICAN ROLAND CORP,
16 Hudson Street
New York, N.Y. 10013

HIERRA INTERNATIONAL
1144 Clifton Avenue
Clifton, New Jersey 07013
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Senator Nerson. How many are manufacturers? ,

Mr. Barrows. We have not broken it down. I could get that in-
formation for you, Mr. Chairman.

Senator NeLsoN. Do you know the dollar volume of the manu-
facturing done by your manufacturers? )

Mr. Barrows. I have no idea what the actual dollar volume Is.

I know it is considerable, and I know that many of our member
firms do in fact manufacture many dosage forms for the larger
firms. : ‘
" Senator NerLsoN. Do you happen to know what percentage of the
product manufactured by your members are marketed directly by
them either into the wholesale or retail market, or by bid to hos-
pitals, municipalities, State agencies, Federal agencies?

Do you know how much goes to other manufacturers?

Mr. Barrows. I will make this information available to the com-
mittee, Senator.

Senator NeLson. If you would.

Now, you represent 80 some manufacturers and distributors.

Mr. Barrows. That is correct. o

Senator Nerson. Do any of them produce drugs under their own
brand name? ’ : '

Mr. Barrows. Yes. They do. ‘ '

Senator Nerson. And some of them produce drugs for other com-
panies, is that correct ?

Mr. Barrows. That is right.

Mr. Apams. Mr. Barrows, on page 5 of your testimony, the third
full paragraph, you state that: ,

The USP XVIII does not set a chlolride limit nor does it require a residue
of ignition test; both of which have no significance as modern techniques
that all impurities are eliminated.

Mr. Barrows. That is correct.

Mr. Apams. Would you tell me what the net effect of that par-
ticular requirement is on small manufacturers?

Mr. Barrows. The net effect of that on small drug manufacturers
is that it increases the overhead with regard to excessive testing
which proves nothing; because if you are going to test for chlorides,
for impurities which you know are not there, you might as well
test for sulfates and phosphates, and where do you stop.

And it seems just a redundant thing to include into a procedure
which just ups cost and reduces competition.

Mr. Apams. Thank you.

On page 7 you compare rotational requirements of certain speci-
fications at the top of that page?

Mr. Barrows. This is specific rotation requirement and specific
rotation of —115° or —121°—the exactness of it is not that neces-
sary, as the British Pharmacopeia gives you a wider range of —113°
to —123° as versus —115° and —121° that the DPSC requires. The
USP apparently does not require any because they probably feel
it has no significance; that the existing compendial monograph
:e%mrements are sufficient to warrant not using the specific rotation
est.
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Mr. Apams. And the net effect of those requirements, you are sug-
gesting, is to eliminate competition and cause the price of the drugs
to be increased ?

Mr. Bagrrows. Exactly, exactly. I personally believe that the mono-
graph was submitted to DPSC by Ciba.

Mr. Apams. Thank you, sir. '

That is all I have, Mr. Chairman.

Senator Nerson. I want to thank you for your testimony. I think a
number of your suggestions respecting bidding opportunities by small
business is certainly valid. And I think the testimony we have accumu-
lated over the years does indicate that artificial barriers for one reason
or another have been erected by Government agencies, that end up
barring small businesses from having an opportunity to bid on Gov-
ernment contracts. :

And I would hope that we would be able to tackle that question and
eliminate these barriers that are unnecessary and artificial.

Mr. Barrows. Mr. Chairman, I want to thank you again for inviting
us to present our views. ‘ ‘

Senator NeLsoN. Thank you very much.

(Whereupon, the hearing in the above-titled matter was recessed at
12:40 p.m., to be resumed on March 5 in this same room.)

[Mr.] Barrows submitted the following supplement to his testi-
mony :
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NAPM

National Association of Pharmaceutical Manufacturers
342 BREC AVENUR, New YORK, NEW YORK 10017 «(212) ‘697-6568

Madison

February .26, 1974

Honorable ‘Gaylord Nelson, Chairman
Subcommittee on Monopoly

Senate Small Business Committee
Russell Senate Building

Washington, D.C. 20510

Dear Senator Nelson:

As a supplement to my testimony of Pebruary 21, 1974
the following information is being submitted to substantiate
our ‘statements.

On page 1 of our submitted written testimony I stated:

"The purchasing actions of the U.S. Government reflect
prejudices against small businesses. ‘The philosophy of federal
purchasing agericies is that small-businesses, because they '~
are small, cannot produce- quality drugs. By so doing the
government compounds the propaganda - of the large companies
who for théir own selfish interests espouse the superiomty of
their comparable drug products.”

Evidences of Prejudicés:

(Exhibit A)
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ABSTRACTS FROM PRESENTATION BY:
Mr. Max Feinberg

Directorate of Medical Material

- Defense Personnel Support Center

PRESENTED TO:
1973 Symposium
"Assuring Quality in Health Care
Focusing on
Professional Standards Review Organiz§tions "

I

|
;
f

ENTITLED: = QUALITY PHARMACEUTICALS WITH ‘THE RATIENT '
IN MIND.

Shoreham Hotel
Washington, D.C.
November 8, 1973
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Exhibit A

Prejudices

Statements by Max Feinberg, Directorate DPSC (1)

Pg. 8

"The Manufacture of Quality Merchandise doesn't ju£
happen. For a company to regularly produce high quality me
material, the firm must be effectively structured and organiz
from the mpanagement o the lowest element, Wwith fully qual:
dedicated employees who have enthusiasm, craftsmanship, &
ingenuity to build quality into the product with an objective «
excellence. This requires the combined skills of experts in .
disciplines, plus back-up personnel who are fully responsive
the criticalities of the items and the needs of the users. Cql
that are adequately staffed, and employ scientifically sound
methods and procedures, utilizing modern and sturdy equipme
a high level of reproducibility, in appropriate facilities with .
quality control and housekeeping, do produce quality product:
regular basis. This does not come cheaply."

Pg. 21-25

"In supporting our medical health care programs, the ¢
of services and material is indeed of great significance. We i
fully acknowledge, however, that price is not more important -
quality insofar as the patient is concerned. Let's remember th
all of the elaborate programs exist for one reason only, and th
for the patient. And if we are ready to sacrifice quality fot pri-
we are in turn creating a sacrificial platform for the patient.
medical authorities do expect quality material in medical care
ment. The PSRO's should remain mindful: of this necessity, nc
standing the prominent objective for cost containment.

For the ultimate benefit of the patient, we must be ever
ful that publicized information and data must be reviewed with
analysis. For example, a comparison was recently publicly ma
the wide discrepancy in price between the generic and brand na
“Méprobamate tablets. We examined the list of Meprobamate ta
Suppliers as taken from the blue book. Four other companies ic -
their products under trade names.

American Druggist Blue Book
Meprobamate tablets Listing,

American Pharmaceutical Barry'Martin‘
American Quinine - ’ Parke-Davis
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ssc~1
Barr Labs. . Purepac
Bell Pharmaceutical Richlyn
Bowman, Inc. Sheraton Labs.
Carr Drug Sherry Labs,
Columia Medical : Stanlabs
Consolidated Medical Corp. Stayner
Fellows Medical Towne
ICN Ulmer
Kirkman Wolins

Zenith
DPSC had occasion to inspect the facilities of 11 of those
firms. Six were disqualified in 1973, while four others were
rejected prior to 1973 and we have not reinspected. The survey
findings of several companies from that list are reviewed.

Plant Deficiencies

-One drug container with two labels
"Ascorbic Acid and Starch"

-Container and lid had different lot numbers.
-Loss of lot number traceability.

~-Failure to maintain building free of insects in production and
other areas.

-Incomplete raw material testing

~Production equipment not cleaned before and after ﬁse P
-Live spider in drying oven.

-Inadequaté quarantine of raw material

-No calibration program.

Pg. 26 | '

"Ore cannot equate price without an adequate baseline for
quality, and that applies to both plant and product.

The need to scrutinize public statements was vividly magnified
when a prominent physician, in his testimony to a State legislative
committee, advised the listeners that the basis for the Military's
rejects of drug plants is for packaging reasons. The records are
well established that a DPSC disqualifies a very substantial per-
centage of drug producers for serious-quality control and house-
keeping deficiencies." ’ i
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Pg. 34
Plant Deficiencies

~-President is both production and quality control director.
~No double-checking of weighing and measuring.
-Inadequate control over raw material.
-No inaster formula or batch production records.
-Single lot number for multiple batches.
-Theoretical yields and actual "yields are not reconciled.
-No stability studies
-Inadequate laboratory facilities and testing."
Pg. 41

"We must not become over zealous in our aims for cost
containment that we jeopardize the health and welfare of the

patient by supplying the medical profession with substandard
supplies and equipment or furnishing the patient with sub-

standard or non-equivalent drug products. Let us not forsake
the patient for the sake of the price. "

Pg. 43

V.F.W. newly elected Commander-in-chief
Joseph L. Vicities - address - Dallas, 1971 (2)

before makm urchas
Inspectors from the department have uncovered substandard

sanitary conditions and a general absence of even rudimentary
quality control . in a number of small, back-alley drug manufacturing
plants, some of which have been set up by fast buck operators.

The 45% rejection figure applies to drugs actually tested. The
products of reputable research-oriented companies are not tested
regularly because these companies have proven high stapndards., "

(1) Presented to 1973 Symposium "Assuring Quality in Health Care
Focusing on Professional Standards Review Organizations."

(2) Presented at the Veterans of Foreign Wars Convention -
Statler Hilton Hotel, Dallas, 1971
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VI'W Ca lla For U.S. Brug Testmg,
Warns Of ‘Fast Buck Operators’

. DaLLas—At its convention
at the Statler Hilton here, the
Veterans of Foreign Wars of
the United States adopted a
~ resolution calling on the govern-
‘ment to institute a testing pro-

gram “to assure that all Amer-

icans receive only medicines of
the highest proven quality.”
The resolution also praised the

Department of Derense pro-

gram of testing drugs for qualc
ity and the work and products

of research-oriented reputable

- manufacturers of drugs.

The Defense. Department has ™

been testing products = from
. small drug companies ‘that are

not  well-known and, said
VEW!s newly -elected Com-
mander-in-Chief, . Joseph =~ L.

. Vicites, “the Departmen't of

Defense is rejecting approx-
imately 45% of the drugs and

medicines it tests before mak-
ving»putfchases.” :

" Inspectors from the depart-
ment have uncovered “substand-
ard sanitary conditions and a
general absence of even rudi-
mentary quahty control” in
number of “small, back-alley™
drug manufacturing - plants,
some of which have been set up
by = fast - buck operators,”‘
Mr. Vicites said.

The 45% wJectlon figure, he
explained; applies to drugs ac-
tually tested. “The products of
reputable;  research-oriented
companies are not tested regu- :

‘larly because those companies

have proven high’ btandazds ”
he added.

DAL STauDARDs
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Supportive evidence:

The figure of 45% rejects which the DoD's Mr. Feinberg bandies about
has been attributed over the years to drugs actually tested; and also to ~
companies rejected upon inspection.

for example:

1. Mr. Joseph L. Vicities, the newly elected Commander-in-Chief of
the Veterans of Foreign Wars as reported in the Drug Trade News dated,
September 6, 1971, said the following:

"The Department of Defense is rejecting approximately 45% of
the drugs and medicines it tests before making purchases. The 45% rejection
figure applies to drugs actually tested. The products of reputable, research-
oriented companies are not tested regularly because those companies have
proven high standards" (see page 43 of Exhibit &)

2. The FDC Reports dated February 18, 1974 (p. B4) states:-

"Forty-five percent of mirs.' facilities
inspected fail to meet DoD standards."
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Exhibit B

r [PMA’s “alternate”]

Given the large number of mfrs. and products and FDA’s limited resources, the agency is simply not
in the position to assure the quality and eq uivalency of all products on the market. The number of
annual inspections FDA can make is, by its own account, descreasing; indeed, FDA no longer reports
publicly the number of plants it inspects. Similarly, the number of drug recalls for safety, potency
and other quality problems is persistently high. )

Another factor of importance is the experience under the Dept of Defense (DoD) drug procurement
program. !t is reported that the Dept. rejects 42% of drug product samples submitted to it. Forty- .
five percent of mfrs.” facilities inspected fail to- meet DoD standards. Furthermore, the scientific.
literature contains many reports showing a lack of therapeutic equivalency among B drugs.

The issue is not one of brandname versus generic drugs, as some would like to describe it. The issue

is quality of drugs from different mfrs. Unless and until FDA is in a position to assure the therapeutic
equivalence of all drugs on the market, the necessary underpinnings for limiting costs in the way the
Secty. suggested simply do not exist.

Furthermore, the problem of quality of drugs cannot be solved simply by having FDA satisfy itself
as to the quality of one particular mfr.’s product selected as being '‘generally available’ at the lowest
price because drugs from other sources available at similar prices but of unknown quahty may be
selected by the physician or the pharmacist.

Most physicians and pharmacists, it should be added, do not agree with the premise
that price alone should determine whether or not the drug prescribed and dispensed
should be fully reimbursed. They reject the notion that there is no need for pro-
fessional judgment in choosing a particular drug product and identifying a preferred
source.

In the last analysis, only the prescribing physician is in a position to know which drug products have
performed satisfactorily for his patient. :Under the Dec. 19 proposal, in cases where the physician or
the pharmacist determine that the patient will be better served by a product which costs more than
the lowest priced product on the market, the patient would have to bear the additional cost.

This result is neither equitable nor consistent with the principles of the Medicare and Medicaid
programs. Escape clauses, that would permit reimbursement of a higher priced product only: if the
doctor details his bases for selection and some govt. official or advisory cmte. accepts them, would
only serve to discourage physicians from exercising their own professional judgment. Such pro-
cedures would also lead to expenditures that would dissipate the expected savings from the program.

Finally, the effect of the Dec. 19 proposal may well be to discourage competition in drug quality that
has benefited patients by leading to improvements in product quality. Itis exceptionally important
to stress the relationship between quality pharmaceuticals and source identification, in our view, and
to recognize that the need to preserve meaningful incentives toward excellence in all aspects of
pharmaceutical manufacture, control and distribution is absolute.

The reputation of American medicines for excellence is unexcelled throughout the world, and is
quite independent of the diverse regulatory environments in which these firms manufacture and
market their products. Decades of effort to regulate quality into pharmaceutical manufacturing
have not mitigated the significance, in the minds of the health professions, of the reputation of
the maker of the product.

B4
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Or would in fact the patient receive drug B, contrary to the expressed declaration of the Secty. that
his proposal would leave the physician free to prescribe the drug of his choice and that the govt. would
not interfere in this decision.

As to Medicaid, outpatient drugs are available under some state programs. Here again the same ques-
tions can be raised. Since the R would be filled at the local pharmacy, what is the “lowest price’ at
which the drug is available?

Surveys have shown that in the same community there can be a great variance with respect to cost for
the same drug. |f there are several drugs available in aclass, it can be anticipated that at one pharmacy.
one drug of that class may be the lowest, while at another pharmacy a different drug will be the lowest.

There ‘ukndoubtedly will arise-many additional questions should this proposal materialize.” It would’
be unfortunate if, in the interest of economy, patients under govt. programs would not have available
to them the same spectrum of drugs which their physicians prescribe for other patients.

In his concluding remarks to your Subcmte., Secty. Weinberger stated:. "'Every physician must be

“free to prescribe whatever medication he believes is most appropriate for his patient. It.is not the
business of govt. to tell doctors what marketed drugs they may or may not prescribe. This i is, and
muse remam solely a matter of the professional judgment of the prescribing physician.”

We agree wholeheartedly with this statement and believe that professional Judgment in the prescrib:

- - ing of drugs should extend to the choice of preparation of the same medication. We believe that such
professional judgment will-be senously compromised if the physician is forced to administet only the

least expensive drug.

TEXT OF PMA’s “ALTERNATE APPROACH” TO OBJECTIVES OF HEW's “LOWEST COST” DRUG POLICY

EDITORS’ NOTE: “Alternate approach’ - result ()f extensive industry effort
Since Dec. 19 announcement of HEW’s “lowest cost” drug policy - became avail-
able following Pharmaceutical Mfrs. Assn. (PMA). Board meeting Feb. 12.

The purpose of this memorandum-is to urge reconsideration of this proposal, which we believe to
be both unwise and impractical, and to suggest an-alternate approach -- one that would achieve real’
economies in these govt, programs, one that would not interfere with the professional judgment of-
physicians and pharmacists, one that would assist rather than disadvantage program beneficiaries,
and one that would encourage rather than discourage continued efforts by pharmaceut|cal com-
panies to improve the quality of their products

We are, of course, mindful of the Dept.’s interest in reducing the cost of drug purchases financed by
federal funds, and agreedhat this is an important and legitimate goal. The proposal discussed in the
Secty.’s Dec. 19 testimony for achieving this goal, however, is based on an erroneous premise - that
_FDA is'now able to assure the quality. of all marketed drugs and: that all-drug products on the mar-
- ket, contammg the samé amount of the same active ingredients, are therapeutlcally equwalent

' If thls prernise were valid, then the Secty.’s proposal might have some merit. However the plain
facts are (1) that-all such drugs are.not of equal quality;and (2) that FDA is in‘no position to
assure equlvalency g '

PR pR— e '[Moret‘]‘:‘J !




10264 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY
It is interesting to note that Vicities' statement discloses a "Double
Standard" philosophy adopted by the DoD - that is :

"The products of reputable, research-oriented companies
are not tested regularly***

Mr. Vicities statement apparently was composed by Mr. Max Feinberg-
‘as Mr. Vicities could not have been privy to this information.
: Too, in Vicities' address, delivered -almost 3 years ago, he employed
- similar rhetoric as does Mr. Feinberg today. ;

“i.e.'” “Inspectors from the department have uncovered substandard

s sanitary conditions and a general absence of even rudimentary
quality control in a number of small, back=~alley drug manu-
facturing plants, some of which have been set up by fast buck
operators."

Examples of -

"Government compounds the propaganda of the large ‘companies who ‘
for their own selfish interests espouse the superiority of their comparable
products. '

Bristol Laboratories, Ciba Pharmaceutical Company, Eaton Laboratories, :
Lederle Laboratories, Eli Lilly & Co. and Stuart Pharmaceuticals are so
assured of their contract awards from the DoD that they have paid advertise-
ments lising the reSpective Federal Stock Numbérs for their products in the
_Physicians' Desk Reference! The listing had to be submitted 1/2 year

' (6 months) prior to publication.

~i.e. PDR-1972 page 598
Bristol Labs.
"Polycillin® (Ampicillin trihydrate)
FSN 6505~770-8343 .
¢ FSN.6505-935-1148.
-FSN 6505-181-7635
FSN 6505-926-8924
 FSN 6505-827-5710
: FSN 6505-935-6535

PDR-1974 page 697
Ciba Pharmaceutical Company
. Serpasil tablets (Resperine)
#FSN 6505<957-9531 :

o
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PDR-1974 page 742
Eaton Laboaratories

a) "Furadantin Oral Suspensioh"
(Nitrofurantoin)
FSN 6505-082-2658

b) "Furacin Vaginal Suppositories"
(Nitrofurazone) page 742
ESN 6505-823-7924

c) "Macrodantin Capsules" page 744
(Nitrofuradantoin)

FSN 6505-119-9321

PDR-1974 page 850
Lederle Laboratories

"Ferro-Sequels" N
(Sustained Release Iron Capsules)
FSN 6505-074-2981

PDR-1974 page 898
Eli Lilly & Co.
a) Darvon Pulvules
(Propoxyphene Hydrochloride)
FSN 6505-660-1720
FSN 6505-725-6992
FSN 6505-958-2364

b) Darvon Compound Pulvules
(Propoxyphene Hydrochloride, Aspirin, Phenacetin, and Caffeine)
FSN 6505-967-8735
FSN 6505-784-4926

PDR-1974 page 1448
Stuart Pharmaceuticals
a) Mylanta Liquid
FSN 6505-890-2218
b) Mpylanta tablets
FSN 6505-890-1373
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These are just a few examples of evidence which connote pre-
arranged assurances by DoD to a select group of companies that they
will receive the contract awards for products. !

The impact of these listings in the PDR has a devastating effect
on competitive generic equivalent drugs as the 'detailmen' of the select
group of companies state the following to physicians they call on:

"Doctor - the U.S. Government only accepts our drug as the
quality of the smaller drug firms' so called equivalent is no
good; the FSN is the Federal Stock ‘Number for our product. '
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Exhibit D A

Illustrates the effect of generic drugs in the market
place on the price of the brand name products.

EFFECT OF GENERIC DRUGS IN THE MARKET PLACE ON THE PRICE
OF THE BRAND NAME PRODUCTS: :
1) METICORTEN TABLETS 5 mg. (SCHERING)

reduced from $17.50 per 100 tablets to $2.25 per 100

Generic name is PREDNISONE

2) METICORTELONE TABLETS S mg. (SCHERING)
reduced from $17.50 per 100 to $10.80 per 100.
Generic name is Prednisolone
©3) BRISTOL POLYCILLIN CAPSULES 500 mg.
reduced from $48.00 per 100 to 30.00 per 100
Generic name is AMPICILLIN.
4) ERYTHROCIN TABLETS 250 mg. (ABBOTT)
reduced from $22.00 per 100 to 12.00 per 100
Generic name is ERYTHROMICIN
S5)ACHROMYCIN CAPSULES (LEDERLE)
reduced from $30.00 per 100 to $3.75 per 100.
6) THORAZINE TABLETS 100 mg. (SMITH, KLINE & FRENCH)
reduced from $9.00 per 100 to 5.40 per 100
Generic name is CHLORPROMAZINE.
7) THERAGRAN-M TABLETS (SQUIBBS)
reduced from $7.95 per 100 to 4.90 per 100
Generic name-is THERAPEUTIC VITAMINS & MINERALS
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Exhibit E

10269

Comparative prices between faster selling brand name
drugs compared with the generic counterpart.

COMPARATIVE PRICES BETWEEN FASTER SﬁLLING BRAND NAME DRUGS
COMPARED WITH THE GENERIC COUNTERPART:

BRAND NAME

PRICE

GENERIC NAME & PRICE

CHLORTRIMETON TABLETS 4 mg
C Sctrmnsy)

21.00/m

CHLORPHENIRAMINE MALEATE

TABLETS 4 mg. $1.05/M

DARVON COMPOUND CAPSULES
(%l Lty

32.50/500's PROPOXYPHENE & APC

CAPSULES 7.75/500's

TERRAMYCIN CAPSULES 250 mg.
€ Phegr) .

DEXEDRINE TABLETS 5 mg. 22.85/M DEXTROAMPHETAMINE
CSKF) SULFATE 5 mg. 5.50/M
HYDRODIURIL TABLETS 50 mg. 52.50/M HYDROCHLORTHIAZIDE
(M SR s © . TABLETS 50 mg. 8.50/M
PAVABID CAPSULES 150 mg. 98.50/M  TIMED RELEASE PAPAVER-
€ marvon) INE 150 mg. CAPS. 13.90/M
. PENTIDS 9.30/100's BUFFERED PENICILLIN TABS
: € Lputt) 400,000 .Units 1.30 per 100's
PLEGINE TABLETS 35 mg. 47.50/M PHENDIMETRAZINE tabs 35 mg.
() ~ 6.95/M
PRE SATE TABLETS 65 mg.’ 112.80/M CHLORPHENTERMINE TABS
(w-¢) . __65mg. 13.95/M
19. 95/100 s - OXYTETRACYCLINE CAPS.

1.90 /100's
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Exhibit F

Copies of Defense Medical Purchase Descriptions -
indicating by underscoring the absurd specifications and the
duplication of inspection requirements by the DPSC; and
~examples of where only one company's product is acceptable.

i.e. L : ' : ! L B
1) Sodium Diphenylhydantoin Capsules, U.S.P., 100mg.

'Shall be Parke, Davis and Company's
"Dilantin Capsules 100mg."

(Exhibit F = page 90)
. 2) Tetracycline Hydrochloride Capsules u. .S.P.
0 25 Gram, 100s
'Shall be tetracycline Hydrochloride Capsules, U S P.,
as produced by Lederle Laboratories as

"AchromycinV Capsules"

(B#hibit E= gage 87)
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PO,

. ’ CITTTE] DATE
DEFENSE MEDICAL PURCHASE DESCRIZTION 30 Junuary 1973
£EDERAL 3TOCX NO. " 1TT IDINTIZICATION unie

AL05-10u-8672 MZPROBAMATE TABLETS, USP, O.L Gram, 258 Pox

[N PR RPN

Shall be Meprobamate Tablets, U.S.P., and shall be in accordance with all apnlicable
rag \xiremeﬁ*s of TFederal Standard Fed. Std. No. 1lOa, dated 30 October 1966, and
Amendment-1, ted 25 “larch 1970, and as specified herein:

52, Classification. Shall be type I, class 1.

55.2 The following additional requirements and tests. a.re added to. this paragraph-

Shall be tablets ‘containing O.4 gram of Meprobamate per tablet, within the appll‘“
cable assay limits for the tablets,

Note: See U.S. P. XVIII, lst Supplement, dated 1 Cctober 1971, for change in
"Dissolution.” !

The Meprobamate pawder used in the tablets shall be in accordance with the tests,
s.,andards, and requirements of the U.S. P., mcludmg any supplements or revismns :

The Meprobamate powder s ; owing addi i ;
The residue on ignition (sulfated ash) sfall be not more than
.10 percent when determined by the U.S.P. method,

A11 other ingredients shall comply with S5.1.

Add the following new paragraph:

"55.0 Pre-Award or pre-acceptance samples, Upon & separate request of the
contracting officer, the offeror or bidder shall sutmit three (3) individually- -
packaged samples (each containing 25 tablets) of the Meprobamate Tablets,
rapresentative of the product which the bidder or offeror proposes to furnish,

to the contracting officer, Samples will be tested to the extent necessary to
determine compliance with S6.L4.8, as well as any other specified requirenents. -
Ona (1) box (sample) will be used to perform the above testing; another box

will be used by the cognizant quality assurance representative as a standard :
reference sarple for determining compliance of deliveries with S6.L.8 recuire- .
.ments; and the third box will be held by the Defense Personnel Support Center °

for whatever use is deemed necessary. The approval of thes- samples will not. : .
constitute approval of the sample as meetiny the otner requ rements 0 3
Eurchase description, H

T 86.4.2 Color. Uncoated tablets shall be uniformly white.

85C-1 Page 1 of 6

OPSC FORM mz’ AKPLACES DMEC FORM Te4120/11, MAR 64, W) GH WILL
. oevse L USED UNTIL DEPLETRD -
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“6505-104~8472 (P, D. No. 1)
86.l.7 Scoring. Tablets shall be scored, o
56.4.8 Odor. Delete the first sentence znd substitute: "Tablets shall be
odorless or shall have not more than a slight odor, characteristic of

meprobamate,

56.4.9.,1 Disintegration. The uncoated tablets shall disintegrate in not
more than 30 minutes when tested by the U.S.P, method for "Uncoated Tablets."

PREPARATION FOR DELIVERY  ©

Shall be in accordance with all applicable reguirements of Interim-Federal
Specification PPP-C-00186a, dated 15 May 1969, and Amendment-1, dated
27 October 1969, and as specified herein:

* Immediate containers (strip pockets). Shall comply with the following:

Twe-nt -five (25) tablets shall be packaged in a commercially available
3 .strip package. ; -be sealed in 1ts. own pocket.. -

and so designed that the end pock et _can be removed and. the seal on the.
adjoinine pecket shall not be dis ,urbea. The individual pockets shall
consecutively numbered from ome V1) to twenty-five (25). One roll of . - "
twenty-five tablets shall be contained in a carton (oox) as specified. The
numbers on the strip package roll shall be in reverse order so that the first

pocket removed shall be number twenty-five 1235 and the Second number SHAaLl
Ei — 2!; e§c. : :

Labeling, Labeling shall be in accordance with the requirements of the
Federal Food, Drug, and Cosms»ic Act, and snall include the information
required below: - :

Immediate containers., Each immediate- contamer (pocket) shall be
permanently and legibly marked with the following information. The labeling
shall appear in the center of the pocket and shall not extend into the heat=-
sealed area: . i

. Labeling’ information in accordance with commercial ozas.tice. ‘In additlon,
thie humbering shall be in reverse order a: specified under #Immediate
containers (strip pockets)" see above. The date of manufacture shall not
be required., .
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6505-10L-6672 (P, D. No. 1)

Unit packazes. Zach unit packoce (vox) 1a! el chall rear the
following information. Hiwever, the inl~rmation is not recuired to appesr
in the seguence indicated:

(a) the item nume des ignated as
"MEPROBAMATD TALBLEIE, V.St

(b) the guantity of uctive ingredient desxgnated as
v0.L Gram" or "L00.mz" ’

Note: The official abbreviation "g." may be used
in lieu o the word "gram" :

(¢) the Federal Stock ‘No.
(d) the lot or control number . ‘ - .
(e) the date of manufacture

(£) the fidmme and address of the manufacturer. When
the manufacturer is not the contractor, the nane
and address of the contractor shall also appear.

When both names are placed on the level, the:
£61lowing designations shall precede the ncnes:

‘UMFR" for the manufacturer and
"CONTR" for the contractor.

(g) the statement "Caution: Federal law srohibits
dispensing without prescription. "

(h) the follouing statements or similar stafewents:
’ 1. Multiple dispensing package.

2. This package not for household use.
(1) the usual dosage ‘

(3) all labeling informztion iné the controlled
. substance schedule symbol as recuired by the
Bureau of Narcotics and DAn&erous rugs regulations

(k) ’the unit of issue deszgnated as g

1 BOX
(1 roll of:25 tablets)"

The parenthetical phrase shall appear in smaller -
characters than the unit of issue designation.
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- 6505-10L~6672 (P.D No, 1)

Packaging.

Unit of issue. One box containing €5 teblets, as specified,
constitutes one unit of issue. : : : S !

Packaging quantities., The number of nnits of issue indicsted in
the following tablet shall be packagsd in each unit, intermediate, and
exterior container; as applicable for the recuired level of protection
specified in the procurement document.

Packaging quantities :
Iinitspackage Intermediate package | ¥xterior container

1 uwnit 1 . 10 wits ’ " 120 units

Packing variation permitted. If the recuired number of units in
the entire shipment is less than the number of units suecified to be over-
packed in an exterior container, such units may be packed in an exterior
container of suitable size and design, acceptable to a common carrier, which
shall insure safe delivery to destination.

’ Level A.

Unit package. ' One roll of twenty-five tablets shall be
packaged in a dispensing, tamperproof type box of appropriate size and ‘design.
The numbers on the strip package roll ‘shall be in reverse order so that the
first pocket removed s hall be number 25 and the second number saall be 2L R
etc. The box shall have one transparent plastic'window on the side opposite
that of the label. :

. _ Intermediate package, Intermediate package shall he a sox of
appropriate size and design constructed in accordance witn PPP-B=565 or
PPP-B-676, except commercial colors will be acceptable, or PPP-B-636, type CF,
clasg dormestic.  Closure shall be adequate to prevent accidental opening
urdar normal handling.

Level C. Units shall be pét?kaged in standard commercial contaziners
of the size an¢ kind commonly used, which will afford the degree of protection

required for shipment and use of the product for its in:ended purpose,
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Packing.
Level A.

Exterior container. Exterior conteiner shall ve desicned for
a type 2 load and constructed in accorcance with PPP-B-5t5, class 3, style 3;
PPP-B-501, overseas type; PPP-B-621, class £; or PP2-B-036, class weather-
resistant. Closure and strapping shall te as specified in the appendix of
the applicable:box specification., Fiberboard baxes shall conform to the
special requirements specified in PPP-B-€36.

o Case liner. Each level A vood box shallte lined with a
waterproof case liner conforming to Specification MIL~-L-105L7. Closure and
sealing shall conform to applicable paragraphs of appendix thereto. Case )
liner shall not be required for fiberboard boxes. Each fiberboard box shall
be waterproofed in accordance with 30.L of PPP-B-636. ’

NOTE: = Strapping shall, not be required for shipments forwardec to a
receiving activity within the cohtinental limits of the United States for
storage and redistribution. s

Level B.

. Exterior container, FExterior container sh:ll be ‘designed faor
a type Z load and constructed in accordance with PPP-B-5E5, class 1, style 3;
PPP-B-601, domestic type; PPP-B-621, clas: 1; or PEP-B-636, cless domestic.
Closure of wood boxes shall .be as specified in the appendix or the applicable
box specification.  Closure of fiberboard boxes shzll conform to method II . .
of PPP-B-636. In addition, fiberboard boxes shall conform to the special
requirements specified in PPP-B-636,

Level C. The subject commodity shall be packed in substantial
commercial containers of the type, size, anc kind comumonly usec for the
purpose, so constructed as to insure acceptance and safe delivery by comumon ..
or other carriers, at the lowest rate, to point of delivery called for in
the contract or purchase order. BRI S :

Marking.

Intermediate packages. Each intermediate packzge shall be marked
in accordance with MIL-STD-129, When labels cre utilized, walerproofing shall
be required only when applicable carton is fabricated of water-resistant :
material. Lot.(control) mumber, contract or purchuse order number, and nsme
of contractor shall be shown. The date of manufacture shall te shown in lieu
of date packed. . =

) Exterior container. Exterior container shall be marked as specified

in MIL-STD-1z9. Lot (control) numker shall be shown. The date of manufacture . -
shall be shown in lieu of date packed. The Item Ideatification shallnot - -
appear on the exterior container. ’
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SUPPLIER RESPONSIBILITY FOR INSPECTION

Unless otherwise specified in the contract or purchase-.order, the supplier
is responsible for the performance of all inspection recuiremerts as
spacified herein, Except as otherwise specified in the contract or order,
the supplier may use his own ‘or any other facilities suitable for the
performance of the inspection requirements specified herein, unless cis-
approved by the Government. The Government reserves the rigbt to perform
of the inspeciions wher
are deemed necessary to assure supplies and services conform to prescrited

rsguirsmen Q Iy

Records of examinations and tests performed b or for the contractor shall
be maintained by the contractor and made available to the Government, upon
the Government's request, at any time, or from time to time, during the
performance of the contract and for a period of 3 years after delivery of
the supplies to which such records relate.

No company supplying any ingredient(s) to the contractor will be congidered
an acceptable facility for the- perfomance of any inspection requirements
\peciﬁed herein, . i
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| DATE: 30 January 1973

APPROYED NP URUG AFPLICATION REQUIAFD

The supplier of any 1tem(a) listed below must possess, at tim of amrd
of contract for such item(s), a New Drug Application which has ben
approved by t.he Food and Drug Administration.

™ : : * Ttem Identification
6505-10L~8672  MEPROBAMATE TABLETS, USP, O.L Gram, 25s
Page 1 of 1

SsC-1
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MODIFICATION NO. 2
DATE: 3 November 1972

MODIFICATION 7O DEFENSE MEDICAL PURCHASE DESCRIPTION
This modification fom a part of Defense Medical Purchase Dneription

No. 7, dated 2L Augnst 1970, and covers the following item to the extent
specified hereins '

Federal Stock No. Item Identification
6505-550~8L64 . MEPROBAMATE TABLETS, USP, O.L Gram, 500s
Page 1:

Line’ 2, after "1966," inaert "md Amndnent-l, dated 25 March 1970,".
Uuder u52, ClaaaMcation" - mgort new paragraphz

®Shall be suitable for use as a daytime sedative and hypnotic and also
as a skeletal mscle relaxant."

Under "S5.,2" insert the following:

"See U.S.,P, XVIII, 1st Supplement, dated October 1, 1971, for change
in "Di.aaolution.' "o

Page 3: ; : ,
Undar "Labeling" - "Immediate containers" - Add the following new
svoparagraph: . : ‘
"(3) all labeling information and the controlled
substance schedule symbol as required by the

Bureau of Narcotics and Dangerous Dmgs
regulations,.”
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!’A‘!‘lti 3 November 1972

APPROVED NEW DRUG APPLICATION REQUIRED

The supplier of any item(s) listed below must possess, at time of award
of contract for such item(s), a New Drug Application which has beem
approved by the Food and Drug Administration.

. : Item Identification
6505=550~8L6L MEPROBAMATE TABLETS, USP, Ol Gram, 500s
515 -
Page 1 of 1

SSC-1
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i

HODIFICATICN NO. 1
DATE: 25 May 1971

WODIF’ICM‘ION TO‘DFFENSF MEDICAL PURCHASE DESCRIPTION

”'I'hls modification 6ms a par’b of Defense Pbdical Purchase Descrip‘oion
No, .7, dated 2L August 1970 and covers the following item to the extent
specified herein-

Federal Stock No. v S Item aIdentificati‘on’

6505-550-8L6L ¢ MEPROBAMATE TABLETS, USP, 0.4 Gram, 5008
Page 1:

Line 2, “after "1966 " :Lnserb "a.nd Amendment-—l dated 25 Harch 1970,".
Under "82. Classﬁ‘:.ca’cion" insert new paragraph.

~"Shall be suitable for use as a daytime sedative and hypnntic and also
as a skeletal muscle relaxant.®

Under "S5.2" - preceding line réading 411 other ingredients. . . .."
insert the following new paragraphs:

"In addition to the U.S.P., the following shall apply:

'Determination of Meprobamate in dissolution medium:

'Internal standard solution. Transfer about 25 mg of U.S.P. Phenacctin
" Reference Standard, accurately weighed to a 50-ml volumetric flask. Add
methylene chloride to volume and mix.

'Standard ‘nrevaraticm. Transfer about 50 mg of U.S.P. Mep—obama*:z
Reterence Standard, accurately weighed to a 50-ml volumetri" flask. Add
methylene chloride to volume and mix.

!Zamols prevaration. Withdraw a 10 ml aliquot of the [iltered
dissolui¥on medium arter 30 minutes of rotation and transfe- = o =
60 ml gena-~tory funnel containing 15 ml of methylene chloride. Ads tws
~droa of “urie acid, shake vigorously, allow the Layers to separats,
and i;uh . thﬂ organic layer through about L grams of anhydrous z~dina
. fate o 1w‘-1~v supported in a funnel. Repeat the extractic* s
additie -1 ‘ined collecting the combined extracts in a suitzsi: bréisi.
fvaporanz to small volume with the aid '6f a stream of t‘i‘.rogan and zent ;.e
warming mr‘ tranafer to a small conical centrifuge tuve or othzr

vessel, 7 additional small portions of methyla-s o1t
ant e Lo i mess. Add, by pipet, 2.0 ml of the internal s.au.:md

Jiitic +rlve e risidue and mixe
.

Page 1 of 2

550«1
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6505-550-846ls  (Mod. No. 1)

1Stand . t into se te en e tubes or

” ta%mn&%gel-, 3-, aggr g-mlcgir%g%ng s xtigis}fsg(g:tivelysof

"Standard preparstion, and evaporate to dryness. ‘Add, by pipet, 2.0 ml of

< the Internal standard solution to each of the tubes and dissolve the
“pesidue. "¥nject 2.0 ul from each solution, successively, into a suitable

- gas chromstogravh (see page 793, U.5.P.), equipped with a flame ionization
detector. Under typical conditions, the instrument contains a 1:2 meter by
Lemm glass column packed.with 3 vercent (w/w) methylphenyl-silicone oil
(ov-17) on 80 to 100-mesh silanized, acid-washed, flux-calcined siliceocus
earth suitably cured (see page 794, U.S.P.). Maitain the column at 160°,
.and maintain the injection port and detector at 170°. Use helium as the

-carrier gas, at a flow of 70 ml per mimute. Measure the heights, Hp and

- Bm, -of the phenacetin and meprobamate peaks, respectively, in each chromato-

- gram, and calculate the ratio Rs, by the formula Hn/Hp: 'Plot the standard
‘syrve. of the values of Rs against the amount, in mg of U.S.P. Meprobamate
_Reference Standard contained in each portion of Standard preparation teken.

sprocedure, Inject 2.0 ul of Sample preparation into the chromato-
gravh, end obtain.a chromatogram as directed under Standard curve. Measure
the. height of the meprobamate and phenacetin peaks, and calculaté the ratio,
“Ru, of the height of the meprobamaie pesk to that of phenacetin., Read from
the Standard curve the quantity, in mg of CoHigN20) in the volume of the
éissolution medium taken.t "
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. ; NuMs ER DaTE
.. DEFEMSE MZDICAL PURCHASE DESCRIPT ION 7 | 2h Augwst 1570
FEDERAL SYOCK NO. FTEM IDENTIFICATION ' UNIT
6505-550-846l , MFPROBAMATF TABLYTS, USP, Oul Gran, 500s - Bottle

Shall be Meprobamate Tablets, U.S.P., and shall be in accordance with all apolicasle
requirements of Federal Standard Fed. Std. No. 1LOa, dated 30 October 1956, together
with the options, additions, and deletions stated herein:

$2. Classification. Shall be type I, class 1.
S5.2. The following additional requirements and tests are added to this paragraph:

Shall contain 0.l rram of Meprobamate per tablet, within the applicable asssy
limits for the tablets. !

The Meprobamate powder used in the tablets shall be in esccdrdarce with the tests,
standards, and requirements of the U.S.P., including any supplemenis or revisions
thereto. In addition, the Meprobamate powder shall comply with the infrared
absorption spectrum and the chloride 1imit as set forth in Volume 25, Number 3,
pages 88 and 89 of "Drug Standards." :

The Meprobamate powder shall comply with the following additional tests

The residue on ignition (sulfated ash) shall b2 nol wmere than
0.10 percent when determined by the U.5.P. method,

All other ingredients-shall comply with S5.1.
Add the following new paragraphss

“SS,.8° Pre-award or pro-acceptance sarples. Ungn a scperabe request of the
contracting officer, the offeror or bidder chall sutrdi three (3) individually
zged sunnles (each containing 00 tablets) of the Meprcbamate Tablets,
representative of the product which the bidéer or of feror proueses to furnish, to
the cortracting officer. Samples will be tested to the extent resessary to
deterine corcliance with SC.LLR, 25 well as any other stecified reguircrents,
One (1) botile (sample) will be used to perform the zbove ts ting; another bobiis
will be used by the cogni-ant quality assurance represents 5G a stundard
reference sawple for deterrirding compliance of deliveries vith 85.h.A requirenents;
and the third bottle will te held by the Dafense Ferscrnel Sunperi Center for
whatever use Is deawed necessary, The approval of these samples will not
constitute arprovel of the sample as meetinz the other requirements of this
purchase description. a

18

Page 1ol 4

17ve




COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 10283

6505-550-8L6L  (P. D. No. 7)

"S5.9 Aeing test. 100 tablets of each lot shall be placed in an amber
glass bottle, tiphtly sealed with Closure B. Place the botile in an oven .
at 559 C. (between 530 and 56° C.) and maintain at that temperature for

10 consecutive days. At the end of thal period, remove the bottle and
2llow to stand at room temrerature overnisht. Select a totsl of 18 istlets
from the top, middle, and bottecm of the bottle. Test the tablets for
disintegration by the U.S.P. Tablet Disintegration Test for Meprovamate
Tablets. Not less than 16 of the 18 tablets tested shall completely
disintegrate within 30 minutes. In addition, the aged tablets shall conply
with the dissclution test of the U.S.P."

86.4.2 Color. Uncoated tablets shall be uniformly white.
86.4.7 Scoring. Tablets shall be scored.

S6.4.8 Odor. Delcte the first sentence and substitute the following:
"Tablets shall be odorless or shall have not more than a slight odor,
characteristic of meprobamate.®

86.L.9.1 Disinterration. The uncoated. tablets shall disiniesrate in not
more than 30 minutes when tested by the U.S.P. method for "Uncoated Tablets.!

PREPARATION FORt DELIVFRY

Shall be in accordance with all applicable requirements of Interim Federal
Specification PPP-C-N01fGz, dated 15 May 1969, and Amendment-1, dated
27 Cctober 19€9, together with deletions or additions as indicated herein:

Imediate containers. Shall cormply with the follewing classification:

GROUP A CLASS 1 TYPE e STYLE 2 GRADE 1

CLOSURE B SEAL A or B

32-814 (Pt. 24) O - 74 - 24
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Labeling. Labeling shall be in accordance with the requiremenis of
- the Federal Food; Drug, and Cosmetic Act, and shall include the
information reo\ured bclow:

Immediate containers. Fach immediate container label shall
bear. the following information. However, the information is not required
to appear in the sequence indicated: .

(a) the item name desirnated as
"MEPROBAMATE TABLETS, U.S.P."

(b) the quantity of active ingredient designated as
"0.l Gran"

Note: The official abbreviation "g." may be
used in lieu of "gram."

(¢) the phrase "S00 tablets" or a similar phrase

(d) the Federal Stock No.

(e) the lot or control number

(f) the name and address of the manufacturer. Whén |
the manufacturer is not the contractor, the nam

and address of the contractor shal'l also apnear,

When both names are placed on the label, the
folloiring designations shall precede tbe naiess

MEFR" for the mamufacturer and
"CON1TR" for the contractor.
(‘g) the date of manufacture
(h) the recomiended dosage

(1) the statement "Caution: Federal imw prohibits
dispensing without prescription,t

Unit packages. Fach unit package label shall bear the sanc

informztion as yequired .f'or the label of the immedsate container.

A circuvlsr, bro
each unit packa
dosage; Cortraj

chure, or other printed matter shall be packaged wltnin
c setiing forth as a minimum: Indicaiions; Roco a
ndications; Side Reactions, and Toxieily.
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Packaring and Packing.

Unit of issue. One bottle (500 tablets), as specified,
constitutes one unit of issue.

Unit packare. Fach unlt sball be packaged as specified dn 5.2.5
of PPP-C-00186a.

Procedure code. Procedure code No. 6 applies.
Marking.
Intermediate vackage. In paragraph 5.5.3 of PPP-C-COL€a, ot

end of parasraph, add: "Date of manufacture shall be shown in lieu of
date packed." ¢

. Exterior container. In paragraph 5.5.h of PPP-C-001€€a, at
end of paragraph, add: "Date of manufacture shall be showr in lieu of
date packed.”

SUPPLIFR RFSPCNSIBILITIFS FCR INSPICTION

Unless otherwise specified in the contract or purchase order, the supplier
is responsible for the performance of all inspection reguircuents as
specified herein. Fxcept as otherwise specified in the coniract or order,
the supplier may use his owm or any other facilitiez suvitadble for the
perfornance of the inspection requirements specified hexein, unless dis
approved by the Goverrment. The Government reserves the risht to pO“fuIT
any of the inspections sect ferth in the specification where such iv

* are deercd necessery to assurc supplles and services conformto pres
requirerents.

Records of examinations and tests performed ty or for tre contractor shall
be maintained by the contractor and made available to the Cover:
the Governnent's recuest, at any time, or froem time to time, during the
performance of the contract and for a rerncd of 3 years after delivery of
the supnlies to which such records relate.

No company suprlyins any ingredient(s) to the contractcr will be 5
an acceptabLo facility for the performsnce of any insrection reguirens
specified herein.
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527, 2O, OF DOC. BINS LONTD. {pace Jc)

MTRUATIZN S
ecimRuATE: 84 D53 120-72-202366

b m:c}t w73

SUPPLIES/SERVICES 1 Quany : UNIT NG PRICE ANC LT

e follcwing additien to the US.P, disovolutlon toot I3 applicaile, s ' |

tlen of mopsobamate dn dissolutlon medium,

‘ternal standard solutlon, Transfor about 25 mg. iof U.S.2.[Ph tin Tel
vd, cocuwately weighed 2o a 50-mi, wolumetzie fl..ak. Add .athfene chloride to

i atnd it

o Refereicd Jard,

Standazd ton = T £ a‘ooutSOmg.ofU..?. pro} o
cely w-;}:ed to a 50-ml, volumetric flask. Add kethyleae]chlprids vo voluke, and

2uple preparation - Withd a 10 ol. aliguot of the £ilterdd dissoluticn cedium slizoy
wutos of rotation and travsfer it to @ 60 ml. cepdratory fupmel] conteining 15 wii of
lwo chleride, Add two drops of sulfuriec ecid, shiske vigorousil), allow thg layers
jazate, and filter the organic layer through abou‘“ 4 grams $f ciliydvous soilum sulfate
y supported in a fummel. Repeat the extraction jtwo additjonal timos collecting thw
icac exztracts i a sultable beaker, XIvaporate to £2311 volute with tha ald jof a
] of nitrozen and gentle warming and, transfer to g small copicdl‘centrilfugy tube or
suitazble vessol, with the ald of additional small] portions|of methyiene cHloride
coporate to drymess, Add, by pipette, 2.0 ml. of [the interpal lstandard colution,
Lsgolve the tca!.dm and mim, |

t
i

3
Y
H

H

fuge tubeg or sultable vgsoels,

Standard Curve - Pipet into separate conical centr. < :

sration, sid evaporats!
5
?

duplicate 1 =, 3=, and S5~ wml., portions, respectively o
%o dzyacc0. Add, by pipette, 2.0 ml, of the Internal
tubes and dlssolve the residue., Inject' 2,0 ml, from e
suitable gas chromatograph (see page 793) equipped wit!
typlegl conditions,the instrument contains a 1.2 moter
|3 perdent (w/w) mchyiphenyl-silicone il (oV~-17) cn 8
flux~caleined siliceous earth suitably cured (see page

ion to eachiof the

ch solutipn, lsuccessively, into o

8 flame Jlonisation detedtor. Under:
% 4= mm glasd columa pached with

to 100-mpoh |silantzed, :cid-wash'-d
754) . n the coluin at 1CH°

ond meintain the injection port amd detector at 170°, {Use heliuh ag the carxier ges, at a
flow ¢f 70 ml. per minute, neasw:c the hdahta, Hp end Hm, of the ghemacetin ayd
prolgnate peaks, pecti »-1n each end calculat¢ the ratio Rs, by the )
£ Hm/8p, noe the atmda:d curve of the valuos ¢f Rs agathst [the amount, [in mg. of :
U.8.P, prok Bt ined in ea portioni of .seanda:d preparation :
lpslmn. . . m‘- . - = 1
Procedure = Inject 2.0 ) of Analysie preparati to the h, apd obtain

a chrcaatogram as directed under Standard curve. : M ‘the ght of the meprobimate .
and phenacetin peaks, and caloulate the ratio, Ru, of dhe height] of [the meprobaiate peak
to that of phenacetin, Bead from the Standsrd curve the quantity, fa mg, of Cglighs0; in
the volume of the dtuoluu.on mdiun taken, .

f
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i . T . ROMBE P uats
DEENSE MEDICAL PURCHASE DESCRIPFION 7 10 June 1971
'iﬂ;":L 23+ KK NG, . AVEM 10ENTIFICATION . B " N 'LERS

6505-290-0022 RESERPINE TABLETS, USP, 0,25 mg, 1000s Bottle

Shall be Reserpins Tablets, U.S5.P,, and shall be in accordance with all applicable .
requirements of Federal Standard Fed. Std. No. 1L0a, dated 30 October 1966, and
Amendment-1, dated 25 March 1970; and as specified herein: .

52, Classification. Shall be type I, class' 1,
§5.2 Tae following additional requirements snd tests are added to-this paragraph: J

Shall be tablets containing 0.25 mg of Reserpine per tablet, within ths applicable
agsay limits for the tablets. ’

The Reserpins powder used in tha manufacture of the tablets shall be in accordancc '
with the tests, standards, and requirements of the U.S.P., including any
supplements or revisions thersto, and, in addition, shsll comply with the f.ollowing:

Debcript,ion. Snall be white or pale buff to slightly yallowish, odorless, i
crystalline powder. . i

Identu‘ication. The infrared absorption spectru-'n ( graph) of the powder ‘,fb
in a: Nujol dispersion shall compare qualitatively with the spectrum
(graph) of the U,S.P. Reserpine Reference Standard

Specific rotstion, Shall be betwsen -1150 and ~1210 when
as followa: . v ’

Accurately weigh about 100 mg ‘of powdsr previously dr'l.ed at 600 C,

for 3 hours, into a 10-ml volumetric flask, Disasolve in, and

dilute to volums with chloroform, Determine the, optical rotation o
of the solution in accordance with.the U,S,P, procedure, 84250 C,, . .
vaing a l-decimeter tube and. the D line of the sodinm speg‘bnm

Calculate the specific. rotation, ... . . 5 . Gl

Piper- chropatography, The peserpine ‘sample shall ‘show & 'dmo“}“‘

Spot comparable in size, and ha theisame Re valu

standard, except that a trace in §
i

employed snall i)e as followss

-113° .5-‘-12'5"“3’/(%""“‘"1*1‘ dﬂz: gm;b -

Brurisy  (HERH. ShtS

T USP RS ol
Page 1 of 5 e Psfuca‘ RJ&VMMTV’ L

CwhaT 5 Ty

Cssea o 038 TV LM
1 ot e o ‘"” 2 — D omws M
",OFSCFORM 2087 . . nEBL ACES OMSC Form r-uia\un.u‘Anu. weH Wil CD”e ﬁah

4cves o ] “:usxo‘mg‘o‘_tvzn G _rmz FAVQ&’? supp““ ‘0




10288 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

6505-290-0022 (P. D. No. 7)

Reapents and Solutions.

Standard Solution. Prepare a golution of U,5.P. Reserpine Reference
Standard containing a known final concentration-of 1,0 mg per ml
in chloroform. Prepare this solution prior to use,

Sample Solution. Prepare a sample Reserpine solution contzining
a known final concentration of 1.0 mg per ml in chloroforn,
Prepare this solution prior to use, s

Solvent System.

Immobile Phase, Dilute 70 ml of formamide (99%) to 100 ml with
methanol, : :

Mobile Phase, - One part by volume of benzene and one part by
volume of cyclohexane equilibrated with formamide,

Procedures .
Line standard chromatography jars which have been set up for descending
chromatography with 12-1/h by 22-1/2 inch Whetman No, 1 chromatography
paper, Fill the solvent troughs with mobile phase solvent, and place
sufficient smount of the same solvent in the chamber to allow the liner
to dip into the solvent, Allow the chamber to equilibrate 12 hours.

Cut Whatman Mo, 1 chromatography paper into strips 5 inches by 18 inches
and make a lins 2-1/2 inches from one end, Mark application points at
one inch intervals along this line, - Immérse the paper in the immobile
phase solvent and remove the excess solvent by pressing between two.
dry chromatography sheets end passing through & hand wringer., -Spot
20,0 ul of stendard and sample solutions, respectively, at separate
application points, usinga micropipet, Place the chromatogram in the
chamber and allow it to develop for approximately 5 hours, or until
the solvent front is one inch from the bottom of the paper. Remove
- the chromatograms, mark the solvent front, and air dry for a few
minutes’ to remove the éxcess solvent, Observe, while still wet, under
ultraviolet light at 360 ‘ma, Note the spots, then complétely dry in
2 90° C, oven for 10 to 15 minutes, 'Again observe under the mltra= =~ .
_violet light. THe chromatogram may be sprayed lightly with glacial - < "
acetic acid to intensify the fluorescence. The Rf value for Reserpine
shall be 0.3l * 10 percent, ] ) . . ,
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A1l other ingredients shell comply with 85,1,
$6.h.2 Color, Uncoated tablets shall be white,
$6.4.7 Seoring, Tablets shall be scored,

If samples of the tablets are submitted to Defense Personnrel’ Support Center,
a quantity of not less than 5 grams of each.lot of Reserpine Powder, U,S.P.,
shall also be submitted with the finished product, to the Technical
Operations Divislon, Directorate of Medical Materiel, Defense Personnel
Support Center, 2800 South 20th Street, Philadelphia, Pa. 19101,

"Attention: Quality Assurance Branch, ) .

PREPARATION FOR DELIVERY

Shall be in accordance with all applicable requirements of Interim Federal
Specification PPP-C-00186a, dated 15 May 1969, and Amendment-l, dated
27 October 1969, and as specified hereing

-Immediate conteiners, Shall comply with the following classificationt

'GROUP A CLASS 1 TYPE e STYIE 2 GRAE 1
CLOSURE A, B, or F SEAL A or B for Closures A and
’ ’ ) B only,

Labeling, Labéling shall be in accordance with the requirements of"
the Federal Food, Drug, and Cosmetic Act, and shall include the information
required below: : . ,

. Immediate contsiners. Each immediate container label shall bear
the following information, However, the inforin;stion is not required to

appear in the sequence indicated: ’ N

4

{a) the item name designated as
. YRESERPINE TABLETS, U.S.P."

(b) - ‘the quantity of active ingredient per tablet
: designated as "0.25 mg"

(c) the phrase *1000 tablets" or a similar phrase
{d) the Federal Stock No.

(e) the lot or control nurber

(See additional label information on page k)
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(£) the date of manufacture

(g) the name and address of the manufacturer, When
. the manufacturer is not the contractor, the name
and address of the contractor shall also appear,

When both names are placed on the label,' the
following designations shall precede the names:

"MFR" for the manufacturer and
“CONTR" for the contractor,

(h) the statement "Caution: Federal law prohibits
dispensing without prescription," .

»

Pack;i.ng and Packing.

Umit of issue, One bottle containing 1000 tablets, as specified,
constitutes one unit of issue.

Unit package. At the option of the contractor, each unit shall
be packaged as specified in 5,2,5 of PPP-C-00186a.

Procedure code, Procedure code No, 5 as specified in Table I
of PPP-C-00IN%a shall apply.

Marking,

Unit package, When furnished, each unit package shall bear the
same information as required for the immediate container,

Intermediate vackags, Each intermediate packege shall be "marked
as specified in 5.5.3 of ppp-C=-00186a, except that the date of manufacture
shall be shown in lieu oY the date packed.

. Exterior container, Exterior container shall be marked in :
accordance witn &,5.5 of PPP~-C-00186a, except that the date of manufacture
shall be shown in lieu of the date packed. .
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SUPPLIER RESPONSIBILITY FOR INSPECTION

Unless otherwise specified in the contract or purchase order, the supplier
is responsible for the performance of all inspection requirements as
specified herein, Except as otlierwise specified in the contract or order,
the supplier ma2y use his own or any other facilities svitable .for the
performance of the inspection requirements specified herein, unless dis-

' approved by the Government, The Government reserves the right to perform
eny of the inspections set forth in the specification where such inspections
are deemed necessary to assure supplies and services conform to prescribed
‘requirements, ’

Records of examinations and tests performed by or for the contractor shall
be maintained by the contractor and made available to the Government, upon
the Government's request, at any time, or from time to time, during the
performance of the contract and for a period of 3 years after delivery of -
‘ the supplies to which such records relate, .

No company supplying any ingredient(s) to the contractor will be
considered an acceptable facility for the performsnce of any inspection
requirements specified herein,
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MODIFICATION NO. 1 -
DATE: 21 May 1971

MODIFICATION TO DEFENSE MEDICAL PURCHASE DESCRIPTICN

. This modification forms a part of Defense Medical Purchise Description
No. 2, dated 10 April 1970, and covers the following item to the extent
specified herein: :

‘Federal Stock No. -, " Ttem Identification

’6505-890-2218 ALUMINUM HYDROXIDZ GEL, MAGNESIUM HYDROZIDZ,

AND SIMETHICONE SUSPENSION )
SEIYOZ !E'S CC;‘ :

4

Page 1

3,3.1 Aluminum content. Delete in its entirety and substitute:

n3,3,1 Aluminum content. The aluminum content in each 5 cc of finished
suspension shall be not less than L7.6 mg and not more than 60.0 ng,
when determined as specified in h.3.1.%

Page 10: ‘

Following the label information, insert:

WNOTE: As an alternate, the label information on the
{mmediate containers may be embossed.”

)

.%\i\“ﬁ

4 A ,

N w\\\\” \\\é _ LQLD“) l
[;/&\\ ,;(." . ,,1,(.,()‘ L

L'A . 9"&' ll"“kc. ) 'a"'u
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S}J’ MM ey 'ﬂ’} Page L of 1
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B husben oasg
DEFENSE MEDICAL PURCHASE DESCRIPTIGY : 2 | 10 soril 1379
FEOEAAL STGCK NO. §TLH sDENTIFICATION o ome T
6505-890-2215 ALU¥INUM HYDSOXIDE GFL, MAGNFSIUN HYDROKIDT, AND Bestoe
SDFTHICONT, SUSPYSICH, 5 f1.0n (148 cc) :

1. score

1.1 -This specification covers Aluminum Hydroxide Gel, Magnesium Hydroxide,
and Simethicone Suspension. he

2. APPLICABLY DOCUMENTS

. 2.1 Svecifications and standards, Unless otherwise indicated, the iss
effect on date cf invitaticn for bids or request for: orozosals of the sroeirs
and stardards referenced in the body of this specification shall avuly to the
soecified herein. These documents may be obtained as directe:: by the ‘cotttront:
officer, : :

.

3« RFQUIRTMINTS

3.1 Material., Shall conbtain the following ingredients in each 5 cc
. B 2
in addition to suitable flavoring and preservativa agents:

Aluminum Hydroxide Cel - - .approximately 200 mz .
Megnesium Hydroxide ~ - approximately 200 =z
Simethicone~ « - =t - = - - approximately 20 mg .

Tbe actual “anounts of the above ingredients may vary, cdepending uton the
narnesiun, al $T.1C0N as3ays (See. 5.3) 1N Lhe res—ective inirecicnt,.
-ydroxide f21 and the -wagresium hydroxide zre not the orficial U.S.P.
NreLaTaLists, b R R

3.2 "Tesceintion. The finished suspension shail be a vhite, horogencous,
oral suspension with a pleasant cdor ard a pleasant and palatabls taste,

343 Assay.

3.3.1 Aluminum content., The aluminum content in casi S ¢& of finished
susrensior: shall be not less than 50.3 mz and not more than £0.0 mg,, when
determined as s-~ecified in 43,1, : e -

33,2 Magnesium tontent. . The magmesium centent in each 3 e of Sirisked
ausrension shall be not less than 77.6 mg and not more than 97.5. =g, when .
determined ‘as srecified in 4.3.2. : . .

ke 34 Silicon content. The silicon conteal in each § ¢c of hed
Eusgen 283 tran 0,02 oy ang

estermined by a sujtaoie, accurate, and reoroducjole method: T

+Page ) of 10 .

DPIC FORAM Mo REPLACES DMIC FPORM T-4120/ 15, MAR a4, WHICH Wil w
. oeTes L4 £ USED UNTIL SHPLETLO
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3.4t pH. The oH of the finishad suspension shall be not less than
7.50 and not more than 8.00 when detemmed potentiometrically: at 25° Cs,
using the U. S.D. method . )

3.5 Viscosity. "'he finished suspension snall h Ve a viscosity of not
less than L92 centivoises and not more than 1002 cps, when deterrined
C., usinz a Brookfield Viscometer, Model LVF, with a Yo. 2 spindle,
and a speed of 12 revolutions ver minute (r.v.m.). The use of another suitable
instrument giving comparable results is nemltted. .

3.6 Svecific gravity. The finished suspension shall have a specific
gravity of not less than 1.060 and not more than 1.120 when determined as
at 25° C., using a pycnometers

3.7 :Acid-consuming capacity. The finished suspension shall have an
asid~consuming camclty of not less than 115 mi of 0.1 hydrochleric acid
per 5 ec, when detemmed as specified in 4.3.3.

3.8 Bacteria and mold cént’ent. The finished suspension shall comply
with the following: . -

3.8.1 Total bacteria count. The total bacteria count in
finished suspension sha colonies at the end of
veriod, when tested as srecified in L.3.4.

the incubaticn

3.8.2 Mold content. No molds shall be present a% the end of the oo
incubation period when tested for mold co'xt.ent as specified in 4.3.5. ..

3.9 Defoaming action. The collapse t1n-e for the foan shall not erceed
LS seconds when determined as snecified in h.} 6. R
. 3.10 Palataoilﬁy nd flavor. The suspension shall be lemon-mint
flavored, and shall te palatable and pleasant to the taste wiih no.unpleasant
aft.ertaste. Not later than the time soecified for oveninz of bidg oL rgg_m..
proposals, the ofieror shall Submit to the contracting oif
¥ vackaged sarples (each containinz 5 fl oz) of finished susgg s
representative of ihe product which the offeror proposes to furnish., Two (2)
samples will be subjected to panel testinz for 2 determination of palatacility
{see 1.3.7 Palatabill Yy Test), The remaining samples will be used by cognizant
rament insnection and guality assurance activities for _detem.ining come
pliance of supplies furnished hereunder with the palatability reguiremeni.
Aoproval as to palatability of any sample submitted by the offeror will not
constitute approval of uhe sanple as to any. other reguirement of this .
s,,eca.flcation. - Th ent bmi Loz =i
compliance with the ualatablhtv requirement may be waived, vrovid I
states, in his bid or proposal, that the produzt he prodoses to furnish is the
same. product he has offered to the purchasinz activity on a previous procure-
ment and the contractine ofTicer determines thal such vroduct was “re\r:ox.sly
nrecured :mc/or te.,ted by the purchasing actiuty and found to cmly with

" - '2 . . .

.
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tive ingredients. : ’ : 4

Magnesiun hydroxide. The marmesiunm hydroxide used in the !
: of the finished suspension shall be of the highest phamaceutical |
use in this suspension. ’

1.2 " Adlwninum hydroxide gel. The aluminum hydroxide gel used in the
- .-eure of the finished suspension shall corply with the following:

Shall be a smooth white paste.
Shall comply v;*i‘bh the U.S.P. Identification test
for Aluminum Hydroxide Cel.

Shall contain not less than $.3 percent and not more than
10.5 percent aluminum oxide when tested by the U.S.P.
assay methed for Alumirum Eydroxide Gel. .

Shall consume not less than 50 ml and not more than 60 al of
0.1 N hyirochloric acid per gram (g.) whén tested by the U.S5.P..
acid-consuming capacity test for Aluminum Hydroxide Gel.

3.11.3 Simethicone emilsion. The simetnicene em :
manufacture of the finished suspension shall comply with the followigzs =~ .

Shall be a white, cre
Or and vaste. -

Shall be miscible with water,

The collapse time for the foanm shall not éx,ceed 15 seconds
when determined as specified in L.3.8. ° ! .

3.12 Added substances. - 4dded substances n2y be included to assure a
suitsble, stable product. Such substances shall be hantoxic and harmless

in the amounts administersd and shall not interfeqe with the tharapeutic -
efficacy of the finished suspansion or with the tests and assays sgocified
herein. ' TIn addition, when such added ingredients are used in the menufacture
of the finished suspension, they shall be of U.S.P. or N.F. quality or,

if not ineluded in cither of these compendia, they shall be suitabla for use
in this suspension. = el i T

243 Delivery. Not more than 6 months shall '.ﬁa(te élapse;:iy fr:m the date

of manufacture of the product, to the date of delivery to the Governmeat. '

3
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L. quaLxTY ASSUPA}'C" PROVISIONS 4
: *

L.l Supplier responsibilities for inspection, Such examinaiions -
end tests as are Set forth in this specification, or as shall otherwiss be
aporopriate or necesssary to insure thst supplies conform to specification
requirements, shall be performed by and at the expense of the suoplier.
Suppliers who do not have facilities adeguate for such tests shall arrange
for the use of test facilities acceptable to the Gevernment. Peco*cs of
examinationaties and tests performed by the supplier shall be raintained oy
the suoplier and made availsble to the Covernment, upon the Government's
request at any time; or from time to time, for a period of 3 years aTter
delivery of the supplies to which such records relate.

L.1.1 Lot. For purpose of this specif 1catlon, a lot, batch, or
control is that sinsle, uniform, and homogenecus quantity of elixlr pro-
duced from one ;orrﬁlat1on, subjected to the same compounding. and
manufacturing Operatlons, and fllleu 1nto flnal containers.

ki2 Sampling. Sampllng shall be condusted in accordnnce with the
procedures set forth in ¥ilitary Standard VIL—STD—IOS, with an acceotadle
quality level (AQL) of 1.0 percent defective for major defects and 2.5
percent defectzve xor minor defects. ; :

h 3. Tests. N

h 3.1 Aluminum content. The aluminun content ‘A1 the flnished -
suspension shall be deterwined as fbllods. _ v W

Peagents. : ‘ .

1. “0.1N EDTA solution. -
2. kM Ammonium acetate solution.
3. Fematoxylin indicator. Dissolve 1 gram of Vsﬂatoxy’in in
< kO ml of 0.05N hydrcochloric acid. Neutralize with 1N sodivm
.~ hydroxide. Dilute to 200 ml with STA-3A alcohol.
h. "Hydrochloric acid. loncenvrated, ané 1Y strengths..

Sample vreraratien.  'Pipet 10.0 ml of finishec suscen iaﬂ
irto & clean, 250-ml-beakér. Cattiously add § ml of concenirated
hydsochloric acid-and 50 ml of purified water. Boil until sarple: x
dissolves.. Filter the solution, while hot, through Whatman .-
No. Shlifilter parer and collect into a 100-n1 volunstric flaak.
Cool to room temperature and dilute to mark with purified water.
Transfer the solution to a >o~v1 buret and drain excess to zero.

! o - -
i : - : . .

, N .
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Procedure, To a 250-ml beaker, add 10 m) of O.1MN EDT4, LO ml of

W anmeniun acetate, and § drops of hematoxylir irdicator.  Feat .

to 70° C. with constant stirrins. The samnie shall te yellow-orange
after adding the indicator; if nct, add sxff1~*ent 1¥ hydrochleric
acid to atfazr the yellowworanve color (pH 545 t0 6.0). Titrste

the hot solution with the sample vreparaticn until a rose~purple

endpoint is reached. Calculate the ameunt of aluminum nresent in

S ¢c of finished susrension, as follews: ;

N x V3 x 1.3k9 x 500 : o e
Ny x 5 = mg Alunirum per 5 ml

Vhere: : N . o .

N = actual normality of FDTA solution
V1 = volume of NTTA solution, in ml
V2 = volurme of sample vreparation used for tltratlo.., in ml-
= sample size, in ml
1.349 = equivalent weight of alum.‘mm, in mg per .

h.3.2 ¥Maznesiun content. The magnesium content in the finished
suspensicn shall be cetermined as follows:

Reagents.

1. Triethanolamine solutiors. Dilute trinthanc'“ mire,
reagent grade, with purified water in a 1:1 ratio.

2. 0.1 ¥DTA solat:.on. . .

3.. Hydrochloric acid, concentrzted.

. Ammonia-Ammonium Chleride Buffer .S.

S. Eriochrome Blac‘: T irdicator. Dissolve 5'00 nz of "rioch ome
Blagk T and L.S g. of hyiroxylanine hydrechlorice in.sufficient

t"ano‘l to make 1CO ml.

Sarole vreparation. Pipet 10 rl of i’inisbed susgensicn into a c" €an
25C-ml beaker. 4dd 5 ml of concentrated hydrcchlon acid and 5C =1
of pwrified water. ‘Heat on a hot plate for 15 minutes, filter the
soluuon, while hot, through ¥natman Me. SL1 filter paper and collest
in a 100-rl voluretric flask. Wash the filter paver vwith seversl
small rortions of hot vurified water and add hese washirgs to the
filtrate. Cool to room temzerature and dll‘.;tf' to mark s* th nur:..:ec
water. Mix thoroughly
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Procedure. - Pivet 10 ml of the sample preparation into a 125-ml
Erlenmeyer flask and add the following reagents in the orcer
snecified: SO ml of purified water, 5 ml of triethanolamire
solution, 5 ml-of 0.18 FDTA solutior, h drops:of. Zriochrore Black T
indicator, and 5 ml.of armonia-ammonium chlorice buffer T.5.
Titrate with 0.1N FOTA solution to a blue endpoint (titrating
slowly as endnoint coler change occurs). Pecord the tctal Yolune
of EDTA used (including the oripinal 5 ml added crevious to
titration), and calculate the amount cf magnesium present in

S cc of finished suspension, as follows: T :

4

.-

. N x ¥y x 1.216 x'500
S

= mg Maznesium_péf S ml

.
Vhere:

/ f
¥ «.actual normality of ECT4 solution
¥ = total volume of EDTA solution, inml_ _ _
, S = sample size, inml
1.21€ = equivalent weight of magnesium, in mg per ml.

%4.3.3 Acid-consuming capacity.. The acid-consuming canacity shall be

determineé as fellowss : L ..
Peagents. o o 4 ‘ Y
1. 0.1N hydrochloric acid taccurately standardizecl). ’ *-

2. Bromophenol blue indicator - Dissolve 1C0 mg bromeghenol -
" blue in sufficient 50 percent SDA 3-A alcohol to malke 1CO:. ml

- - of solution. L o e
" 3. 0.1¥ sedium hydiroride (accurately standardized).
X . . PR ! .
Procedure. Pipet 1.0 ml of finished suspensicn into a 125-ml Erleamsyer
Tlask containing exactly 50 ml of the accurately standardized 0.1
hydrochloric acid. Rinse the pipet thorouehly into the flask using
the dilute acid. Place the flask in a suitable shaker and shake for
one hour at 379 €. Filter the samples irmediately after shaiing and”
titrate a 10 md alicuot of the filtrate with the accurately
standardized 0.1N scdium hydroxide, usine four drops of bromopherol
indicator. Titrate 10 ml of the C,1N hytrochloric acid with the
0.1 sodicm hydroxide to the same erdpaint using. the sare: amount of
indicator. Record the titers of base used for both the sample ard
the acid,: Calculate the acid-consuming capacity of the sample.

6 i



COMPETITIVE PROBLEMS IN THE DRUG. INDUSTRY 10299

6505-390-2218 (P. D. No. 2)

h.3.h Total bacteria count. The bacteria content snall be deterwines
as follows:

Reapent.
1. Plate Count Agar. Prepare accerding to latel direeiions
(Trypton Glucose Extract Asar may also be used). s
Procedure. Place U ml of ourified water in a 18 by 1LO mm test tuce

and sterilize by autoclavine for 1 hour at 15 pounds pressure.
Incubate the sample of the finished suspersion for three (3) cdays
at 37° C. before platinz. Renove sample from oven, shzke thorcughly
and aseptically transfer a 1.0 ml alicuot to 18 by 1::0 mm test tube
containing b ml of sterile purified water, usinz stancard sero~
logical orocedure for rinsing the pipet and mixing the sample,
Aseptically pipet 1.0 ml of the diluted sample into a sterile Petri
dish end vour about 10 ml of plate count agar (L8° - 50° C.) inte
the plate. Cover and mix the sample by swirling. Allew the agar

. to gel and then incubate at 37° C. for 4O to LB hours. BPermove the
plates and count the number of organisms on each plate.

h.B,S Mold content.‘ The mold centent: shall be determined as follows:

Proceed as for the bacteria count {L.3.h), excent use Sabouraud's
dextrose or maltose agsr and incubate at 259 - 30° C. for § days.

-

b.3.6 Defoaming action. The defoaming action shall be determined as
follows: . Co n :

- Reagents.

1. Triton X-100 o . ;

2. F.D. & C. Blue #1 dye. = s I
Procedure.  Prepare a 1 percent (v/v) solution of Triten ¥~100 in
purilied water. To each liter of this solutien zdd S mrof F.D. & C.

Blue #1. Clamp a new, clean eight ounce, Iflint glass jar in a vertical
positien on a wrist action shaker so tkat the distance between the °
center of the shaft and the center of the jar is 5-1/k inches. Add

100 ml of the Triton X-100 solution to the jar. Shake a sample of the
finished suspension thorourhly and withdraw 1.0 cc usirg a 1.0 cc¢ syrinze.
Add the 1,0 cc sample directly to the jar, cap the Jar, and usinz the
position for maximum stroke, shake the jar for 10 secends. Letermine

the collanse time of the foam in seconds. The collanse time is taken
when the first vortien of foan-free liguid suvface can be observed.

The presence of the blue dyve aids in the detection of the feam-free
liquid surface. Pepeat the test with a fresh sarple and a new clean

Jar. Average itne results to report the defcaning.activity. .

- Se

32-814 (Pt. 24) O - 74 - 25
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k3.7 Palatability test. A taste panel consisting of 10 memders will

"be used to determine acceptability of samples. Samoles will be prepared

for testing (samples will be tested undiluted), coded, and served to vanel
members under controXled serving conditions, €.8,., all samples will be of
the same armount, ard served at the same vemperature; each panel member will
receive an equal number of samoles; the orcer of serving will varied among
varel merbers; an interval of at least five (5) minutes will elapse between
" successive samples and ranel members will rinse their mouths with water

(room temperature) after each sample; panel members will test without interw
ference either from each other or from outsiders. The product offered shall
be rated equal to or better than the FSN 65C5-890-2218 Palatsbility Stardards
when determined by the taste panel, using the 9-point hedonic rating scala. °
The average rating of the samole shall beequal to or zgreater than the average
rating of the standard, similarly prepared anc tested, : :

! 2 3, b 5 6 7 8 9
Dislike | Dislike [ Dislike[Dislike |Neither |Like Like Lize | Lixe
ex~ very moder- [slightly| like nor|slightly| moder~ very i ex-
“tremely | much ately . +|dislike ately | much' | tresely

-

#The FSN 6505-890-2218 Palatabdlity Standard is available, upon separate
request to the contracting officer, Defense Personnel Support Center.

h.3.8v Foam collarse time. The collapse time for the simethicone
emulsion shall be determined as follous: ' :
. N .

_ Reapents. c e -

1. Triton X-100.
"2, F.D. & C. Blue #1 dye.

Procedure, Prenare a 1 percent (w/v) solution of Triton X-1CO in purified
water. 10 each liter of this solution add 5 me of F.D. & C. Blue #1. Clamp
a rew, clear, eirsht-ounce flint elass jar in a vertical position on a wrist
action shaker so that the distance between the center of the shaft and the
center of the jar is 5-1/L inches. 1dd 100 ml of the Triton X-100 solution
to the jar, Weich 1.0 gram of the simethicone emulsion into a 50-m1 bottle.
Add 30 ml of purified water and shake thoroughly. Using a-serolozical 1.0 i
piret, withdraw three 1.0 ml samples and discard. Draw an additional 1.0 ml - .~
sample and slowly transfer (¢romwise) 0.5 ml to the center of the jar.
Discard the remainder. - (Note: DO NOT BLCW OUT THE PIPST CR TCUCH PIPET 10
THE SIDFS OF THE JAR.) “Cap the jar and using the position for maximun stroke,
shake the jar for 10 seconds. Determire the .collapse time of the foam in
seconds. The collapse time is taken when the first portion of feam-{ree
Yiquid surface. Receat the test with a fresh sample and a new clean jar.
Average the results to report the defoaming activity.

8

e

8’
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S. - PREPARATION FOR DFLIVERY

5.1 - Shall be in accordance with all applicable recuirerents of Inuenu
Federal Specification PPP-C-00186a, dated 15 May 1969, and Arendment-l,
dated 27 October 1969, to vether with del.e'uons or additions as L.di..atec
- herein: : e . - N

5,1.1 Immediate containers. Shall éomply with the following
classification: .

GROUP A CLASS 1 TYPE e STYLF. 2 CRADE. 1
CLOSW2R B e ssa 4

. As an alternate, the irmediate containers shall corvply ‘th the
followm:, cxassification.

" GROUP A "CLASS 2% - - STYLE 2 G.°.AD" 1-or 3
e . suitable plastic . ST, (ligh istant)

CLOSUFRE B - oo LT - sEaL &

#The’ plastic shan be linear po yethvlens havin;, a oers*ty of
0.960 + 0.003. L ' - .

-
. ..

5. 1 2 Label:xm . labelings shall be & ;n accerdance with the recx.i"eme‘r‘xts -
of the Federal Food, Drug, and COSmetic Act; and ;hall include the -
information rcquired belows Lo

5.1.2.1 Iwmediate containers. Fach immeciate container ilabel spall
bear the following information. However, the :.mcrmation is not resvirea
to aopen' in'the secuence indicated: .
(2) - the iten identificetion desismated as
SALUINUN HYDRCGIIDE GFL, MAGNFSIUM HYDROXIDF,
AND SIVFTHICONT SUS"“’SIO"'" - o ] .

{b) the quantity of co“ments oesimated as
"5 f1 oz (LL8 ce),

“(¢) the stock numoer.

(d) . the lot &r control.number . T ‘;" . -

(See additional label informaticn on-pagé w .
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“{e) the name and address of the manufacturer. When'
the manufacturer is not the contractor, the nare and
and_address of the coﬂtractor shall also appear. R

When both names are placed on the labél, the
following designations shall precede the names: ’

" mFR" for the manufaéturer and
"CONTF" for the contractor. - .

{£) the date of manufacture

(g) ‘a statement 1nd1catinv the cuantity of alurdnum

’ hydroxide, magnesium hydroxide, and simethicone
“4n each 5 ec- (teasroonful) of suscension

R (h), the following statements or 51m11ar stat eﬂéhts:

"1, Shake well ‘before using.
2. Keep ticshtly closed.
3. .00 NOT FREEZE..

5.2 Packaging and packin .

5.2.1 Unlt of tsspe. One bqttle, conta;ninr 5 fl o7, as sreclfzed Tl
conbtituhes one unit of issue, : . ) . o

5 5.2.2 Un1t package, At the opt101 of the covtractor, éach’ unit’ shall
be packared as specified in 5.2.5. . B L

5.2.3 Procedure code... PPOcedure code No. § apblies. .
5.3 Marking. R A R T LI S

$.3.1 Unit packagé.  Ihen furnxshed each unit’ packase shall bear the
same infornatlon as: _required’ for the immedlwte ccntalner.

: 5.3.2 " Intermediate package. 'In Paragrarh 5 S 3, at erd of. para:raﬁh
add: . Date of manufseture shall be: shown in lieu of date nacked. Mark
shall include the 1egenc~' ,f L TR :

%8O’ NOT' FRE‘ZE." N

883 Exterior contalner.' Iin nara;ra“h 5.5 L, at end: cf baragranﬁ sdd~
"Da&e of mamufacture shall be shewn in 1ieu. of date nacked. ‘Marking shall~
‘include the 1egeni-«' R . T -

'-m*’uor FRE —zz me P
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SPECIFICATION ANALYSIS SHEET J Fotm Apptoved
Budget Bureau No. 22-R233

TRUCTIONS: This sheet is to be filled out by personnel; cither Government or contractor, involved in the use of the specifica

n in procurement of products for ultimate use by the Depactment of Delense, This sheet is provided for obtaining information on
use of this specification which will insure that suitable products can be procured with a minimum amount of delay and at the

s¢ cost. Comments and the return of this form will be appreciated. Fold on lines on reverse side, staple in corner, and send to
paring activity. Comments and suggestions submitted on this form do not constitute of imply authorization to wiiveany poition

the referenced document-(s) of setve to amend ¢ontractual tequicements .

ectmcaTion ¥SN: 6505-890-2218

GANIZATION

¥ AND STATE CONTRACT NUMBER

TERIAL PROCURED UNDER A
[C] OIRECT GOVERNMENT CONTRACT ) SUBCONTRACT
WAS ANY PART OF THE SPECIFICATION CREATED PROBLEMS OR REQUIRED INTERPRETATION IN PROCUREMENT USET
" A GIVE PARAGRAPH NUMBER AND WORDING.

5 RECOMMENDATIONS FOR CORREC TING THRE DEFICIENCIES

2. COMMENTS ON ANY SPECIFICATION REQUIREMENT CONSIDERED TOO RIGID

9. IS THE SPECIFICATION RESTRICTIVE?

{1 ves CTINO (If "res®, In whet wey?)

REMARKS {Aitach any pertinent dete which mey d» of use In ing thie 1t thers are popore, aitach te lorm ond
place both ln an P d to pr ing activity) N .

SUBMITTED BY (Printed oe typed name and activity - Optional) DATR

| H
'

DD .romM. - 1426 REPLACES KOITION 07 1 OCT bh WCH MAY
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CAUTION

NOTICE TO BIDDERS/OFFERORS

DO NOT CONDITION OR BASE YOUR BID/OFFER ON ANY CURRENT PROCUREMENT ON THE
INFORMATION SUBMlTTED ON THIS FORM SINCE ANY CHANGES OR DELETIONS IN THE
SPECIFICATIONS MAY RENDER YOUR BID/OFFER NON-RESPONSIVE IN WHICH CASEIT CAN—

NOT BE CONSIDERED FOR AWARD,

Fold

DEFENSE PERSONNEL SUPPORT CENTER . POSTAGE AND FEXS PA
2800 SOUTH 20TH STREET CEFENSE WPPLY sekn
PHILADELPHIA, PA, 19101 .
e t————r———— /s
DEFENSE SUPPLY AGENCY

HEADQUARTERS, DEFENSE PERSONNEL SUPPORT CENTER
ATTN:.  DIRECTORATE OF MEDICAL MATERIEL, CODE ATS
2800 SOUTH 20TH STREET

PHILADELPHIA, PA. 19101

Fold

DP:::.‘F:RM 2418 EOITION AUG 66, WILL BE USEO UNTIL. EXMAUSTED
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- e NOVARISTINE  EXPLCTORANT =

- (NUMB R DATE
.~ DEFENSE- MEDICAL PURCHASE DESCRIPTION . 3 | 28 aoril 1971
wﬁ":ﬂ;t STOCn NO. ITEM 1DENTIFICATION UNIT
6505-890~2012 CHLORPHENTRAMINE MALFATE,, CHLOROFORM, CODEINE ‘
T and PHOSPHATE, GLYCERYL GUATACOLATE, MENTHOIL, AND Bottle
65059268926 . PHENYLFPHRINE HYDROCHLORIDE SYRUP ’
1. SCOPE

1.1 This specification covers the following items in the gquantity. per bottle
as indicated for the appropriate Federal Stock No. (FSN) and Item Identification,
as follows: }

Federal Stock No. (¥SN) ’ Item Identification

65058902012 CHLORPHENIRAMINE MALEATE, CHLOROFORM, CODETNF
PHOSPHATE, GLYCERYL GUATACOLAT:, MENTHOL, AND
PHENYLEPHRINE. HYDROCHLORIDF. SYRUP,
1 gal (3.78 liters)

6505-926-8926 CHLORPHENIRAMINE MALEATE, CHLOROFORM, CODEINE
: PHOSPHATF, GLYCERYL GUATACOLAT:, MENTHCL, AND
PHENYLEPHRINE HYDROCHLORIDE SYRUP,
L £1 oz (118 cc) .

2. APPLICABIE DOCRMENTS

2.1 Specifications and standards. Unless otherwise indicated, the issue in
effect on date of invitation for bids or request for proposals cf the specifications
and standards referenced in the body of this specification shall apply to the dxtent
specified herein. These documents may be obtained as directed by the contracting
officer, ' ’

2.2 Other publications., The following documents form a part of this specifi-
ca”icn to the extent specified herein. Unless otherwise indicated, the issue in
effect on date of invitation for bids or request for proposals shall apply.

AMERICAN PHAPMACEUTICAL ASSOCIATION
National Formulary.

(Application for copies should be addresseéd to the Mack Publishing Company,
Easton, Pa. 18042.) '

U. S. DEPARTMENT OF HFALTH, EDUCATION, AND WELFARE,
FOD AND DRUG ADMINISTRATION

Federal Food, Drug, and Cosmetic Act and
Applicable Regulations thereto.

(Application for ‘cosdea should be addressed to the Food and Drug Administration,
Washington, D. C. 2020L. I

[SSC-I i Page 1 of 13 X

v s
OPSC FORM 287 REPLACES DMSC FOMM T-4120/11, MAR 84, WHICH WILL
ocT ese BE USED UN TiL DEPLETED
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U, S. PHARMACOPFIAL- CONVENTION, ncé'.},
Phammacopeia of the United States..
(Application for conies- should be addressed to the-Mick Publishing
Company, Easton, Pa. 18042, ) , :
3.  REQUIREMENTS

Pederal Stock No. 6505-890-2012 and FSN 6505-926-8926 shall
meet the follow:lng reguirements:

3.1 Material. Each 5 ml-of syrap shall centain the following:
Pheriylephrine Hydrochlorides - - «

Chlorplieniramine Maleate « - - «
‘Cod¥ine¢’ Fhosphate < o « o « o

Lo
[ O |

- -
- -
- -
- -

LI A

[ S S S

gy

~888.,.8
-

Clyderyl (malscolate - « v w - o O g

Chloroforti (approximately)® o o v w o o « S mg

Levorotatory Menthol « « = v « v w v w v o +0'mg
in & suitable base contedning 5% aloohol.

#NOTE: Sufficient quantity of cHleroform shall be .
added to assure the above aliloroform content
(approximately 13.5 mg) st the time of delivery,

Shall be suitable for use in the treatment of bronchitis and coughs
of allergic Jrigin, : ,

_ €ar, :;ed-brawn,
fruit flavored prépgration having a pleasant and palatable taste, and
shall comply with the stability requirements specified herein,

342 Description. The finished syrup shall be a cl

-3:3  additives, ‘ The coloring, flavoring, and sweetening agents used
in the syrup dhall be in the amounts approved by the Federal Food and Drug
Admiristration. ‘ ; i )

3.4 Finishé& mpo

3.b.1 Assay: The syrup shall assay to contain not less than 93.0
percent and not MGré than 107.0 percent of the required amounts of phenyl.
‘ephrine hydrothloride, chlorpheniramine maleate, and codeine phosphate,
whén determinad 48 dpecified in L.4.1, The syrup shall assay to contain
not 1éss than 93,0 percent and not more than 107.0 percent|of the required
ghotfit 8f glyceryl guaiacolate, when determined as specified in L.hi.2.

2
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3. l|.2 Alcohol ‘(ethanol). The syrup shall assay to contain not less
than ):,50 percent and not more than 5,50 percent alcohol v/v (90.0 to
110.0 percent of the required amount), when determined as snecified in

. .3.

3.:.3 Chloroform ang le ' ent!
rotatory menthol content in the s shall be determined from the ba’och
ormila ]
wo ingredients shall be in conformance with the formulation specified
in 3010

3.4k DpH. The pH of the syrup shall be not less than L.OC and not
more than 6,50, at 25° C., when determined potentiometrically using the
U.S.P. method.,

3.4.5 Specific gravity. Specific gravity of the shall .be
not less than 1, and not more than 1. when dete , at 25Y C.,

Using a suibaple pycnometer,

3.ks6 Refractive index. Refractive index of the syrup ] :
less than 1.03T and not more than 1.41)0 when determined, at 2§% C., using
a pausch and Lomb Relractometler, ADbe-b0, or equIvaIeaE iggtrument giving -
comparable results,

3.h. 7. _Absorption spectrum, AbsorEti_on spectrum of 10 ml of sxr_gg
diluted to 100 ml with purified water, when meas on a Beckman DK~2A
spectrophotometer, or equivalent instrument, shall show maxima at O30 -

1limicrons (mu 25 mu, and 130 broad), and minima at 070 mu

m, 505 ma, and 350 mu (broad).

3.4.8 )Qgstical rotation. Opticsl e tation of the syrup shall be nok.
less_than +26,59 and not more than +32.5°, when determined as specified
.4n 4.6,

3.b.9 Stsbility. The finished syrup shall comply with the following:

(a) Any sedimentation formed on standing or during storage
' shall be readily resuspendible after moderste shaking.

- (b) During storage ,'shall not thicken to point where contents
cannot be poured readily from the immediate container
(bottle).

(¢) Any crystals which develop in storage shall redissolve upon
warming the syrup to room temperature.

(4) Shall remain palatable and shall meet gl specification
requirements during storage.
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3,440 Plavor and palatebility. ‘The Timished syrup shall be fruit
flevored, and shall be palatable and pleasant to the taste with no
wipleasant after<taste. Not later tham the time snecified: .
",~ ., recelint ol 8. -

g officer six (6) individ
shed gypwy roduct whic] >

ve _Sub £S L

.

R 2 o)1 e, LA L-aL) oY M 4 w PRI1I2TA0 " -
remaining samplies will be used by cognizant Government inspection and
quality assurance activities for determining compliance of summlies furnished
heveunder with the nalatability requirement. Approval as to valatability
of any sample submitted by the of feror will not constitute approval of the
sample as to any other requirement of this specification.. The requirement
for submission of samples for use in determining compliance wit™ the
valatability requirement may be waived, vrovided the offeror- states s in
his bid or propesal, that the product he vroposes to furnish is the same
product he has offered to the purchasing activity on a mrevious procuree-
met and the comtracting officer determined that such nroduct.was nreviously
procured and/or tested by the purchasing actiwity and found to comply with
the palatability mequirement. ~ .

3.5 Ingredients.

3.5.1 Chlorpheniramine maleate, phenylephrine tiydroehlorice, codeine
vhosphate, alcohol, and levorotatory menthol. The  chlorpheniramine
maleate, phenylephrine hydrochloride, codeine phosphate, alcohel, and
levorctatory memthol, used in the msnufacture of the syrup, shall be in
accordance with the tests, standards, and requircwents of the applicable
compendium, as shown below: - '

Ingredient Compendium
Chlorpheniramine maleate U.S.P,
Phenylephrine hydrochloride UeS.Pe
Codeine phosphate U.S.Pe
Levorotatory Menthol U.8.P.
Chloroform NJFo

3.5.2 Glyceryl gualacolate. The glyceryl guaiacolate used in the
manufacture of the syrup shall be in accordance with the tests s standards,
and requirements of ‘the N.F., including any supplements or revisions
thereto, and, in addition, shall comply with the following:
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3,6 Other ingredients. All other ingredients entering into the
finished syrup shall be of U.S P. or N.F. quality or, if not included in
either of ‘these compendia, the ingredients shall be suitable for use in
this preparation. ‘

3.7 Guantity of contents. Fach immediate container (bottle) shall
contain one (1) gallon é3.78 liters) for FSN 6505-890-2012, and four (L)
£1 oz (118 cc) for FSN 6505-926-8926, when tested in accordance .
with 3.12 of Interim Federal Srecification PPP-C-00186a, and Amendment-1,
thereto, .

3.8 Workmanship. The material and its containers shall be free from
defects which detract from their appearance or may impair their service=
ability. i

. 3.9 Delivery. Not more than 6 months shall have ela;;sod» from the
date of mamufacture of the syrup, to_ the date of delivery to the Government.

L. QUALITY ASSURANCE PROVISIONS

4.1 Supplier responsivility for inspection. Unless otherwise speci-
fied in the contract or purchase order, the supplier is responsible for
the performance of all inspection requirements as specified herein. Exceént -
as otherwise specified in the contract or ‘order, the supplier may use his
own or any other facilities suitable for the performance of the inspection
requirements specified herein, unless disapproved by the “Government. The
Government reserves the right to perform any of the inspections set forth
in the specification where such inspections are deemed necessary to assure
supplies and services conform to prescribed requirements. ) : ‘

L.1.1 Records of examinations and tests performed by or for the
contractor shall be maintained by the contractor end made available to the
Government, upon the Government's request, at any time, or from time to
time, during the verformance of the contract and for a period of 3 years
after delivery of the supplies to which such records relate.

L.1.2 No company supplying any ingredient(s) to the contractor ,will
be considered an accentable facility for the performance of any inspection
requirements specified herein.

4.2 Lot. For purposes of this specification, a lot, batch, or
control is that single, uniform, and homogeneous guantity of syrup produced
from one formulation, subjected to the same compounding and manuf scturing
operation, and filled into final containers. :

- he3 Samgling. Sam ling shall be conducted in accordance with the
procedures set forth in Military Standard MIL-STD-105, with an acceptable
quality level (AQL) of 1.0 percent defective for major defects and 2,5
‘percent defective for minor defects. o e S

5
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U#uli Tests,

L.l  Assays for phenylephrine hydrochloride, chlorpheniramine
maleate, and codeine phosphate in the finished syrup shall be conducted
in sccordance wit® the method specified in the article titled "Analysis
of Combinations Containing Phenylephrine in Liquid Dasage Forms," by
K. 0. Montpomery, P. V. Jennings, and M. Y. Weinswig, which appears in
the ‘Jouinal of Pharmaceutical Seiences, Vol. 56, No. 3, page 393,
March 1967, - o i ‘

As an alternate, the method may be modified to rrovide for the elution
" of phenylephrine with 0.5N hydrochloric acid in vurified water, the codeine
with 1N hydrochloric acid in (1:1) methanol:rpurified water, and the =
chlorpheniramine with 5N hydrochloric acid in (141) methanol:purified water.
Absorbances shall ‘be determined using the base line technique. :

In additdon, the method may be further modified by the use of an anion
column ‘between the resetvoir and the csiion colummn. )

Walse2  Assay for glyceryl guaiscolate .‘mm ‘Pinished ayrup
Standard. - ' P '

‘Accurately weigh approximately LO 'mg of Olyceryl Guaiacolate N.F. .
Reference Standard imto a 250eml volumetric flask and dilute to volume

- 'with chleroform. Pipet 20 ml of this selution into.a 100-wl volumetric
“flask and dilute to wolume with chlorofomm. ; =

Procedure.

Pivet 2 ml, using-a "to contain® pivet, of syrup (sample) into.a 125-ml -
separator. Rinse the pipet with purified water. Add purified water to
the separator until the volume is appromimately L5 ml.. Add 10 grams of
anhydrous sodium sulfate. and shake vigorously to dissolve the salt. Add'
5 ml of 10 percent sodium hydroxide solution and mix well. Wash the
aqueous layer thoroughly with 50 ml isooctane (A.R:). Transfer the
aquéous’ layer to a second 125-ml separator. Wash the isooctane with

2 ml of purified water. Add this wash to the second separator. Discard .
the isooctane. Extract the aqueous layer with five LO-ml portions of
chloroform (A.R.). Filter the chloroform through Whatman No. 1 paper
into-a 250-ml velumeiric flask.. Rinse the paper.and furnel with .
chloroform, dilute to volume, and mix. Pipet 20 ml of this solution . .
into’'a 100-ml volumetric flask, g.s. with chloroform, and mix wells
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Measure the absorbances of the final sample and standarc solutions
at 276 millimicrons on a ratio-recording double beam spectro-
rhotometer. Employ base line technique in measurement of the

absgorbance,
Calculation: ]
Au { mg standard x 20) ( 250 100) - £ glyceryl
As ( ) 2 e} 106 wL of sample * o/ 5 gagacslzzgw
i : -per. 5 ml.

L.s.3 Assay for alcohol in the finished syrup. Shall be determined
by either the U.S.P. distillation method or the U.S.P, gas-liquid
chromatographic method,

4.5 Identification. Methods of identification for each of the active
ingredients in the finished syrup shall be submitted witkr the bid or
proposal and shall be subject to approval and acceptance by the Government.
If the methods are approved and accepted by the Government, such methods
shall be used to identify the active ingredients. No further submission
of methods is required, provided the contractor states that the rroduct and-
identification teats have not been modified in any way. :

L& Optical rotation of the finished syrup. Add 5:-grams activated
charcoal to LO ml of syrup (sample) and mix well. Allow to stand 5 minutes
and filter through a medium porosity filter paper (Whatman No. LO, or
equivalent). Transfer the colorless filtrate to a 100 mm sample tube and
determine the optical rotation on a Kern full circle polarimeter (or
similar instrument which provides comparable results), using a sodium lamp
1light source, and air as the blank.

L7 Palatability test. A taste panel consisting of 10 members will
be used to determine acceptability of samples.. Samples will be prepared for
testing (samples will be tested undilutéd), coded, and served to panel
meribers under controlled serving conditions, e.g., all samples will be of
the same amount, and served at the same temperature; each panel member will
receive an equal number of samples; the order of serving will be varied among
panel m -~ ers; an interval of at least five (5) minutes will elapse between
successive samples and panel members will rinse their mouths with water
(room temperature) after each sample; panel members will test without
interference either from each other or from outsiders. The product offered
shall be rated equal to or better than the FSN 6505~890-2012 and FSN 6505-
926-8926 Palatability Standard,* when determined by the taste panel, using
the following 9-noint hedonic rating scale. The average rating of the
sample shall be equal to or greater than the average rating of the standard,
similarly prenared and tested, .

#*For FSN 6505-890-2012 and FSN 65n5.926-8926, pralatability Standarc is
available, unon separate request to the contracting officer, Defense
Persomnel Support Center,

7



10312 C©COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

6505-890-2012 - (P. D. No. 3)

3 b 5 6 7 8 9
Vislike] Dislike | NeTther ]Iike Tike Jmke Tike

moder<] slightly| like nor| slightly|moder-| very| ex-
_ately dislike ately | much | tremely

S+ PHFPARATION FOR DELIVERY

%.1 Preparation for delivery shall be in accordance with all: applicable
requirements of Interim Federal Specification PPP=C-0018a, dated 15 May 1969,
and Amendment-1, dated 27 October 1969, and as specified herein:

5.1.1 Immediate containers, Immediate containers shall comply with
the following classification:

GROUP A CLass 1 TYFE o STYLE 1 GRADE 1

CLOSURE A ’ SEAL A

5.2 Labeling. Labeling shall be 4n accordance with the requirements
of the Federal Food, Drug, and Cosmetic Act, and shall include the
information required for the avpropriate FPSN, as indicated.

%.2.1 Immediate containers.

For PSN 6505~890-2012 - See page 9
For FSN 6505-926-8926 — Ses page 10.
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5.2.1.1 TSN 6505-890-2012. Each immediate container label for
FSN 6505-P90-2012 shall bear the following information. However, the
information is not required to appear in the sequence indicated:

(a)

()

(c)

(d)

()
(£)

(2)
(h)

the item name designated as
"CHLORPHENIRAMINE MALEATE, CHLOROFORM, CODEINE
PHOSPHATE, GLYCERYL GUAIACOLATF, MENTHOL, AND

- PHFNYLEPHRINE HYDROCHLORIDE SYRUP®

the guantity of contlents designated as
"1 gal (3.78 liters)"

a statement of the quantity of active ingredients
expressed in milligrams per 5 cc (teaspoonful)

of syrup

the Federai Stock No. designated as
"FSN 6505-890-2012" or "Stock No. 6505-890-2012"

the lot or control number

the name and address of the manufacturer. When
the manufacturer is not the contractor, the name
anc address of the contractor shall also appear.

When both names are placed on the label, the
following designations shall precede the names:

WMFR" for the manufacturer and
"CONTR" for the contractor.

the date of manufacture
the following or similar statements:
1. NOTE: Crystals of Glyceryl Guaiacolate may form
if product is subjected to cold temperatures.

On warming to room temperature, crystals
will slowly redissolve,

. 2. the statement "Do Not Freeze."
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5.23.2 PSN 6‘?0‘?-926“43926 Fach immediate container label for-
FSN: 65056268926 shall bear the following information. However, the
information is not mequired to appear in the sequence indicated:

(&

()

(c)

(ay

(&)
(£y

(2)
(hy

the item name designated as

YCHLORPHFNIRAMINE MALEATE,. CHLOROFORM, CODEINE
PHOSPHATT . GLYCFRYL GUAIACOLATE, MENTHOL, AND
PX-H:"NYIFPHRINF HYDROCHLORIDE SYRUP"

the guantity of contents designateé as
")y £1 oz (118 cc)

a statement of the guantity of active ingredients
éxpressed in milligrams per 5 cc (teaspoonful)
of syrup

the Federal Stock No:. designated as

© MFSN 6505-926-8926" or "Stock No. 6505-926-8926"

the lot or control number

the name and address of the manufacturer. when
the ‘manufacturer is not the contractor, the name
and address of the contractor shall also appear..

‘When both names-are placed orn the label, the

following designations shall precede the€ names:

"MFR" fcr the manufacturer and
"CONTR" fer the contractor.

the date of manufacture

the following or similar statements:

1. NOTE: Crystals of Clyceryl Guaiacolate may form

if' product is subjected to cold temperatures.
On warming to room temperature, crystals
will slowly redissolve,

2.  the statement "Do Not Freeze "

10



