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REPORTS
TO THE R EA D ER

1967 F D L I-F D A  Conference.—Addi
tional papers presented a t the Eleventh 
Annual Joint Educational Conference of 
the Food and Drug Law Institute, Inc. 
and the Food and D rug Administration 
are included in this issue of the J ournal. 
Previous papers presented  at the C on
ference were in the December, 1967 issue.

Pointing out the benefits that Good 
M anufacturing P ractice regulations 
would bring to industry, state and local 
officials, and the FD A is the concern of 
A lfred Barnard in his article “The Need 
for Formal GM P Guidelines in the Food 
Industry,” which begins on page 4. Mr. 
Barnard is the Director of the Bureau of 
Regulatory Compliance of the FDA.

In his article, “Sampling and Testing 
of Drugs,” beginning on page 8, M. L. 
Yakozidtz, Director of the Division of 
Case Supervision, Bureau of Regulatory 
Compliance, FDA, lists five precepts fol
lowed by the forw ard-looking drug 
m anufacturer.

“The Prescription D rug Advertising 
and Labeling Regulations” is the subject 
of the article by Vincent A . Klcinfeld, 
which begins on page 12. The author, a 
W ashington, D. C. lawyer, has three rec
ommendations to make with respect to 
the Food and Drug Regulations.

That the FDA and the industries sub
ject to regulation are in broad agree
ment on a number of essentials involv
ing the advertising cf prescription drugs 
is the contention of Julius Hauser, As
sistant for Regulations. Office of the 
Associate Commissioner for Compliance, 
FDA. His article, "D rug Advertising 
Regulations,” begins on page 21.

Dr. R . IV. Ballard, Executive Medical 
D irector, M cNeil L aboratories, Inc., 
feels th a t research on humans is abso

lutely essential and that most risks are 
cither minimal or tolerable if the early 
clinical trials are conducted properly. 
His article, “Risks vs. Benefits in Drug 
Development," begins on page 25.

Dr. Kenneth M. Endicott, Director of 
the National Cancer Institute, carries the 
discussion of the dangers and values of 
experimental chemotherapy into the spe
cifics of his own field. His article, “Risks 
vs. Benefits in Cancer D rug Develop
ment,” begins on page 29.

Beginning on page 32, R. Keith Can- 
nan, Special Assistant to the President 
of the National Academy of Sciences-Na- 
tional R esearch Council, discusses the 
“S tatus of the D rug  Efficacy S tudy of 
the N A S-N R C .”

D. G. Chapman, Assistant Director- 
General. Foods, in the Canadian Food 
and Drug Directorate, discusses food and 
drug legislation in Canada, and considers 
the possibility of international standards, 
in "A Neighbor Comments upon Some 
N ational and In terna tional A spects of 
Food and D rug Legislation,” which starts 
on page 36.

Current Tidings and Trends in Drug 
Appraisal.— The various problems ex
perienced by both the FD A  and the 
drug industry is the subject of the article 
by Bernard L. Oscr, Ph.D., which be
gins on page 42. These problems, which 
impede the introduction of new drugs in 
the United States, will require coopera
tion and patience on both sides if they 
are to be solved. The author, this maga
zine's Scientific Editor, is with the Food 
and D rug Research Laboratories, Inc., 
Maspeth, New York. The article was 
presented as a speech at the fall lun
cheon meeting of the Drug, Chemical and 
Allied Trades Association in New York 
on November 20, 1967.
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The Need
for Formal GMP Guidelines 

in the Food Industry
By ALFRED BARNARD

The Following Report W as Presented at the Food and Drug Law 
Institute, Inc.— Food and Drug Administration’s Eleventh Annual 
Educational Conference at Washington, D. C., on November 27,
1967. Mr. Barnard Is the Director of the Bureau of Regulatory 
Compliance of the Food and Drug Administration of the U. S. 
Department of Health, Education and W elfare. The Seven Succeed
ing Articles in This Issue Were Presented at the Same Conference.

T H E  F IR S T  T H IN G  I should com m ent on is the  presen t s ta tu s  of 
the  so-called food um brella Good M anufactu ring  P ractice  (G M P ) 
regulation . I am pleased to  advise th a t the proposed regulations have 

been forw arded to  the p rin tin g  process and should m ake the  F ederal 
R eg ister shortly.*

T here  are reasons for and against so-called G M P ’s for the  food 
industry . I will p resen t the affirm ative side. In  self-defense and  ju s t 
to  prove th a t I have som e know ledge of bo th  sides of the  question, I 
invite yo u r a tten tio n  to  the  ta lk  I m ade to the  A ssociation of F ood  
and  D ru g  Officials of the  U n ited  S ta tes last sum m er in St. P au l, which 
w as reproduced in the  F ood D rug Cosm etic  L aw  J o urnal  for S eptem 

* T he proposed regulations have been 
issued. See 22 F ood Drug Cosmetic 
L aw J ournal 671 (December, 1967).
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ber.1 T h a t ta lk  p re tty  w ell spells ou t som e of the problem s involved 
in the concept and outlines w hy no regulations have been developed 
in th is area  in th e  alm ost th ir ty  years w hich have elapsed since the 
passage of the 1938 Act.

O ne o ther point I w ould like to  m ake before dealing  specifically 
w ith  the  sub ject a t hand, and th a t is th a t the proposed regulations deal 
w ith  sanitation . T he scope of Section 4 0 2 (a)(4 ) itself is broad  enough 
to  encom pass o ther considerations, and as we proceed w ith  the de
velopm ent of individual appendices the  areas of consideration  m ay 
expand to  include such th ings as in -p lan t pest con trol practices, raw  
m ateria l con trols over such factors as decom position, pathogenic 
m icroorganism s, etc.

T u rn in g  now to  the  sub ject at hand, we see in the promulgation of 
G M P regulations under Section 4 0 2 (a )(4 )  basically a process of setting 
standards, for the first time, for what constitute insanitary conditions 
w hereby a food m ay becom e con tam inated  w ith  filth or rendered in
ju rious to  health . Such stan dards will be of value t o :

1. T he regu lated  in du stry  ;
2. S ta te  and local enforcem ent officials ;
3. T he Food and D ru g  A dm in istra tion  (F D A ) itself.

T hey  will therefore be of significant benefit to  the consum er.
L et us briefly^ explore the na tu re  of the benefits to each.

Benefits to Industry
In  the case of industry , there will be on the record for the first time a 

clear s ta tem en t of the  F D A  view  of w h a t con stitu tes  com pliance w ith  
Section 402(2) (4). In d u s try  will be provided w ith  a  s tan dard  by which 
it can m easure its own perform ance and against w hich top  m anage
m ent can m easure the perform ance of individual staff m em bers re 
sponsible for p lan t san itation . I t  will also be provided w ith  a  sound 
basis upon which specific sanitation programs can be developed, planned and 
costed ou t w ith  a clearer u n derstan d in g  of w h at the cu rren t dem ands 
of the regu la to ry  agency are w ith  respect to  its particu lar operations.

Benefits to State and Local Officials
S tate  and local officials will profit in a num ber of w ays from  the 

existence of estab lished G M P regulations under Section 4 0 2 (a )(4 ). In  
the first place, it is difficult for s ta te , and especially local, officials to

1 Barnard, “Good M anufacturing Prac- 22 F ood D rug Cosmetic L aw J ournal 
tices Regulations in the Food Industry” 511 (Septem ber, 1967).
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have access to the  broad  pic tu re  of the cu rren t s ta te  of the a r t  on a 
N ationw ide basis in a given industry . A F ederally  p rom ulgated  s tan 
dard  will provide these officials w ith sound gu idance as to  w b ' can 
app ropria te ly  be expected and required . T h is fact, of cours ' un der
lines our obligation to keep these regula tions in step  w ith  m odern  
technology.

T here  have been instances w here we have encoun tered  difficulty 
in carry ing  ou t effective jo in t p lann ing  w ith  s ta te  and local officials 
in the area of p lan t san ita tion  because of a lack of agreem ent betw een 
the tw o agencies on san ita ry  standards. As these regula tions com e 
in to  being, the  sta tes will have a clear s ta tem en t of the stan dards to 
w hich F D A  will expect indu stry  to  adhere and tow ard  w hich jo in t 
p lann ing  w ith  F D A  will be expected. T his becom es increasingly  im 
p o rtan t in view of the grow ing  sta te  and local partic ipation  in F D A  
program s in the  food san ita tion  area.

I t  m ight seem alm ost to  go w ith ou t saying, bu t the prom ulgation  
of G M P regulations will provide the sta tes  w ith  a basis for th e ir  own 
tra in in g  p rogram s and p lann ing  activities, which has no t been avail
able in the  past.

Benefits to FDA
F or FD A , we see four m ajo r pluses. P erhaps the m ost im p ortan t 

of all the benefits will be found in our enhanced capability  to carry  
ou t jo in t p lann ing  and to execute jo in t program s w ith our s ta te  and 
local counterparts.

In the second place. FD A  will have for the first tim e an ob jective 
s tan dard  against which it can judge in du stry  perform ance and its own 
accom plishm ents. In the past, we have m ade san ita tion  inspections, 
found in san ita ry  conditions, and in itia ted  various sorts of action to 
achieve com pliance. Subsequen t inspections have revealed vary ing  
degrees of im provem ent and in som e instances additional enforcem ent 
action has been necessary. W e have never had, how ever, a basis upon 
which we could clearly com pare the condition of a given firm or in
d u stry  on an objective basis w ith  its condition at som e previous or 
subsequen t time.

W e are looking forw ard to including in our data retrieval system  
inform ation on specific deviations from  cu rren t G M P regulations. T h is 
will enable us to  estab lish  m easures of in du stry  com pliance, identify  
key indicators of the likelihood th a t finished products will ac tually  be 
contaminated, and establish some bases upon w hich F D A  top m anage
m ent can m ake b e tte r  inform ed decisions about fu tu re  program s. I
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m ight po in t ou t in passing  th a t, as we develop such data, they  will be 
m ade available in general term s to  in terested  industry .

T h ird ly , we will have a tool w hich we can use w ith in  F D A  to 
com pare p lants in one p a rt of the coun try  w ith  ano ther, or san ita ry  
inspections m ade by  one inspector w ith  those m ade by  another. In  
the past, w hen inspections have revealed clearly violative conditions, 
there has been little  or no difficulty in reaching agreement within FDA. 
W e do believe, how ever, th a t there  has been inconsistency in the  evalu
ation of borderline findings by different inspectors and different ad 
m in istra tive  review ers. T his factor has m ade it difficult for us in FD A  
to com e to  any concrete conclusions about the  progress, or lack thereof, 
w hich we have been able to  achieve th ro ug h  our various com pliance 
program s. I t  has m ade it difficult to  identify  specific areas w here ad
ditional resources m ay be m ore u rg en tly  needed th an  others.

A nd lastly, for all these reasons, we believe th a t we can m ore 
effectively achieve overall com pliance w ith  the  provisions of Section 
40 2 (a)(4 ) if we have clear-cut regu la tions w hich everyone understands. 
Also, in those instances w here we u ltim ately  becom e involved in legal 
action, w e believe it will be helpful for the  co u rt to  have such regu la
tions before it. T he language of the court in the so-called Sm ith Can
ning Company cases2 m akes th is  ra th e r clear.

In  conclusion, we are convinced th a t these pluses far outw eigh 
the  po ten tial problem s and d isadvantages involved in the food G M P 
regulation  approach. [The End]

ACTION AGAINST DRUG MAKER BARRED BY DELAY
A hospital pa tien t w ho was treated  w ith an antibiotic and as a re 

sult sustained a serious hearing  loss could not m aintain  an action 
against the m anufactu rer of the d rug  on the theory  th a t it w as m ar
keted w ith insufficient w arn ing  of the possibility of the d ru g ’s causing 
deafness.

Because plaintiff’s injuries occurred m ore than four years p rior to 
his com m encem ent of action, and he should have know n at least three 
years p rio r to the institu tion  of action w hat had caused his deafness, 
the action was barred  by the one-year s ta tu te  of lim itations. T he federal 
d istric t court in New O rleans entered sum m ary judgm ent for the 
m anufacturer.

Breaux v. Aetna Casualty & Surety Co. et at., U SD C  Louisiana (1967),
CCH P roducts L iability R eports, jf 5864

2Fifteen Hundred Cases of Canned (CA -7 1956 aff’g  in p a rt and rev’g in 
Tomato Paste (Sm ith  Canning Co., pa rt DC 111.)
Claimant) ; 17. S. v., 236 F. 2d 208,
T H E  NEED FOR FORM AL GM P G U ID E L IN E S PAGE 7



Sampling and Testing of Drugs
By M. L. YAKOWITZ

Mr. Yakowitz 1$ the Director of the Division of Case 
Supervision, Bureau of Regulatory Compliance, FDA.

T H E  C U R R E N T  P R IN C IP L E S  O F  D R U G  T E S T IN G  are best 
illustrated by considering a typical example of new drug development.
T estin g  of a new d rug  proceeds in th ree s tag es; (1) in tensive 

tes tin g  of the new drug  substance. (2) in tensive te s tin g  of proposed 
dosage-form s con tain ing  the new drug  substance, and (3) s tan d ard 
ized contro l te s tin g  of com m ercial batches of the dosage form  
approved by the Food & D ru g  A dm inistra tion .

T he goal of stages 1 and 2 is to develop a d rug  product w ith  
beneficial m edical effects while the goal cf stage 3 is to  insure th a t 
every dosage un it of every batch produces those sam e beneficial 
effects. Uniformity cf output is the target at the center of this last goal.

Use of Advanced Methodology
T oday 's  d rug  tes tin g  procedures utilize a high ly advanced m eth 

odology based on new scientific know ledge and recently  developed 
techniques and in strum ents. Because of th e ir versatility , sensitiv ity , 
and accuracy, these new techniques and te s t in strum ents have revolu
tionized d rug  testing . T he m odern d rug  m anufactu rer em ploys a 
wide varie ty  of these new tools such as th in  layer chrom atographs, 
gas-liquid chrom atographs, infrared , visual, u ltravio let, and Ram an 
spectrographs, po larographs, N -ray diffraction equipm ent, and nu
clear m agnetic resonance devices.

U sing  the new m ethodology, the d rug  m anufactu rer can ascertain  
the m olecular com position of the new d ru g  substance, w hether there  
are isom ers to  be concerned w ith , w hether there are polym orphic 
form s to be concerned w ith, w h at the trace im purities are, and how  
the new d rug  substance behaves under various environm ental condi
tions. W ith  th is array  of precise inform ation, he can w ork ou t the
p a g e  8 FOOD DRUG COSMETIC LAW JO U R N A L ----JA N U A R Y , 1968



best procedure for m aking and purify ing  the new d rug  substance, and 
he can se t tig h t specifications w hich each batch  of the new  drug 
substance m ust m eet before it is incorporated  in a dosage form.

In  developing the dosage form , the  p rud en t m anufactu rer a t
tem p ts to  re stric t the  o ther com ponents, such as excipients and 
diluents, to  those substances for w hich he a lready has reliable su p 
pliers. T o  the ex ten t th a t it is feasible to do, the d rug  m anufactu rer 
purchases such com ponents from the prim ary m anufacturer. In  
m any cases, he will send his ow n inspector to  the p lant w here the 
m aterial is m ade in order to  check on the m anu fac tu ring  procedure 
and  controls. A dditionally , the  conscientious drug  m anufac tu rer in
spects and tests  each sh ipm ent delivered to  him to m ake sure the 
m aterial m eets specifications.

W hen the new p rod uct in dosage form  approaches the stage of 
plant-scale m anufacture, the proposed form ulation  and the details of 
batch  m anufacture are stud ied  intensively. T his stu dy  resu lts  in 
estab lishm ent of the m aster-form ula for the dosage form , the detailed 
w ork ing directions for m aking each batch, and the  tests  and specifica
tions used for in-process control and analysis of the finished dosage 
form . All of th is study  is designed to  ensure un iform ity  of product, 
batch  a fte r batch.

Importance of Thorough Study
T he im portance of thorough  s tu d y  of each step  of the m anufac

tu rin g  process cannot be overem phasized. Even such an apparen tly  
sim ple process as m ix ing several pow ders for tab le t m aking  has its 
pitfalls. Special p recautions m ay be necessary to  achieve and m ain
ta in  a uniform  m ix up to  the m om ent the g ranu la tion  is com pressed 
in to  tab lets. T h is is pa rticu la rly  im p ortan t if the active ingred ien t is 
very potent and constitutes only a small proportion of the tablet weight.

Manufacturer Relies on Manufacturing Directions
T he experienced m anufactu rer places his m ajor reliance on the 

m anu fac tu ring  directions he has developed for ensu ring  un iform ity  
of product. H ow ever, he will invariab ly  assay  the com pleted batch 
to help ensure un iform ity . In  the case of tab le ts  con ta in ing  a sm all 
proportion  of a very  po ten t ingred ien t he m ay even assay a series of 
individual tab le ts  from  each batch. Some firms have developed au to 
m ated assay procedures for checking the streng th  of a series of 
individual tablets.
SA M PLIN G  AND TESTIN G  OF DRUGS PAGE 9



T he im portance of thorough  stu dy  of the  m anu fac tu ring  process 
becom es even m ore app aren t w hen we consider hypoderm ic drugs. 
E very  un it in the batch  m ust be sterile  bu t th is cannot be assured by 
sim ply te s tin g  sam ples from  the  finished batch. E ven though  every  
am pul o r vial in the  sam ple tests  out sterile , th is is only presum ptive 
evidence th a t the  entire  batch  is srerile. H ow ever, th is presum ption 
approaches ce rta in ty  if exhaustive stu dy  w ith  tes t batches has dem on
s tra ted  th a t  un its th ro u g h o u t the  te s t batches w ere rendered sterile 
by  the  selected process.

O bviously, the  processing conditions m ust be carefully  contro lled  
so th a t all subsequent batches receive exactly  the sam e trea tm en t as 
the te s t batches.

T he U nited  S ta tes P harm acopeia  and the N ational F o rm ulary  
recognize th is problem  and bo th  volum es include a discussion of 
steriliza tion  procedures. T he  lead paragraphs of the U S P  and N F  
are alm ost identical and contain the follow ing key adm onition  (the 
quote is from  the U S P ) : “T he steriliza tion  process requires not only 
v ig ilan t supervision of equ ipm ent and procedures by personnel well 
tra in ed  in devising and app ly ing  m ethods for a tta in in g  sterility , bu t 
also adequate proof of the effectiveness of the  procedures used.” Both 
the  U S P  and N F  m ention som e of the  s teriliza tion  problem s, such as 
the possibility  of a ir pockets in steam  autoclaves, and how  to test 
the sterilization  procedure to  determ ine w hether it is dependable.

F D A ’s experts recognize th a t te s tin g  of the finished product 
can no t provide conclusive proof th a t the batch is sterile . T hus, the 
Septem ber, 1967 issue of “ F D A  P ap e rs” features the follow ing quote 
from  an article  by Dr. Carl W . B ruch, Chief of F D A ’s B acteriological 
B ranch. “S terility  cannot be inspected into the product, b u t m ust be 
a resu lt cf the to ta l system  em ployed in production , steriliza tion , and 
d istribu tio n  of it."

Stability Tested
W e tu rn  finally to  the m a tte r  of stab ility . T he  careful m anufac

tu re r  studies the behavior of his new  drug  substance under a varie ty  
of conditions and th is in form ation helps him  decide on the  final dos
age form ulation and the type of container. H e continues to  m onitor 
the  stab ility  of the product a fte r it is in com m ercial production . T his 
s tab ility  te s tin g  program  m ay show  the need for labeling the product 
w ith  sto rage in struc tions such as “K eep in a cool place”, or m ay show 
the need for labeling each batch  w ith  an expiration  date.
PAGE 10 FOOD DRUG COSM ETIC LAW  JO U R N A L ---- JA N U A R Y , 1968



Summary
In  sum m ation, the  precepts followed by forw ard-looking drug  

m anufacturers are as follows :
1. S tudy  the new d ru g  substance and the  proposed dosage 

form s ju s t as far as scientific m ethodology perm its.
2. S tudy  the m anu fac tu ring  process very  th orou gh ly  in order 

to  discover its critical features.
3. Based on the  in form ation obtained in 1 and 2, develop the 

best possible m anu fac tu ring  process for the product.
4. Employ comprehensive in-process controls and final product 

te s tin g  to  help assure a uniform  and reliable o u tp u t of safe and 
effective m edication.
T hese  principles form  the basis for the credo of th is co u n try ’s 

lead ing d ru g  m anufactu rers : “Q uality  m ust be bu ilt in to  the product 
du ring  research , developm ent, and production .-’ [The End]

LABELING REGULATIONS ISSUED BY FDA
T he Food and D rug  A dm inistra tion  has established labeling re 

quirem ents for drugs, devices and cosm etics under the au thority  of the 
F air P ackag ing  and L abeling A ct and the Federal Food, D ru g  and 
Cosm etic Act. T he regulations will becom e effective on Ju ly  1, 1968. 
H ow ever, valid objections to  the regulations filed on or before F eb ru 
ary  10, 1968 could stay their effective date.

D etailed requirem ents are established concerning identification of 
the product, the nam e of the m anufactu rer, packer, or d istributor, his 
place of business and the net quantity  on the  principal display panel.

H igh ligh ts  of the requirem ents include:
Drugs and Devices: identifying a prescription drug by its established 

nam e; listing  the active ingred ients of over-the-counter drugs and 
specifying the effect of each; au gm en ting  the quantity  s tatem ent of a 
d rug  available in several dosage form s; and excluding qualify ing w ords 
like “gian t p in t.-’

O ver-the-coun ter ve terinary  injection preparations are exem pted 
from  fluid ounce and dual declaration  requirem ents provided the quan
tity  is expressed in the m etric  system  of m easure.

Cosmetics: permitting the use of a fanciful name for a  product provided 
the identity of the product is apparent; using tear-away tags, tapes or 
w rappers on certa in  decorative and sm all containers; and declaring 
the quan tity  of contents of “cosm etic k its” in term s of the num ber of 
applications. Reg. §§1.1, 1.1(c), 1.101a—1.202b, CCH F ood D rug, Cos
metic L aw R eports § 9851, 9854, 9911—9942.
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The Prescription Drug 
Advertising and Labeling 

Regulations
By VINCENT A. KLEINFELD

Mr. Kleinfeld Is a Partner in the W ashing
ton, D. C. Law Firm of Kleinfeld and Kaplan

BE C A U S E  O F  T H A L ID O M ID E , the Food and D ru g  A dm inis
tra tio n  could probably  have secured from  Congress as part of the 
D ru g  A m endm ents of 1962 v irtua lly  any au tho rity  it w ished. N ever

theless, hard ly  had the A m endm ents been passed before various sec
tions w ere adm in istra tive ly  construed to a point which no or.e (a t 
least in in du stry ) had contem plated .

C ertain ly  the A m endm ents do no t specifically state , for exam ple, 
th a t the estab lished nam e of a d rug  m ust accom pany, in labeling and 
advertising , each appearance of the  p rop rie tary  name. T he position 
taken by the governm ent m ay have pleased som e of the congressional 
sponsors of the 1962 A m endm ents or various lay-science w riters, bu t 
th a t is hardly a sound, let alone legal, reason for reach ing  a conclu
sion w hich is of no m erit. H ow  is the physician or public p ro tected  by 
a requirem en t th a t the generic nam e m ust follow the proprietary- 
nam e of a d rug  each and every tim e the la tte r  is em ployed? It 
w ould seem th a t a different position could and should have been 
taken by the governm ent.

T he proposed revision of the labeling portions of these regu la
tions, section 1.106. con tinues to utilize the  ingenious ploy th a t the 
labeling of prescrip tion  drugs cannot com ply w ith the requirem ent 
of Section 502 ( f | (1) of the  A ct re la ting  to  “adequate directions for 
use.” T herefo re, according to  the  Food and D rug  A dm inistra tion , 
the only w ay those products can escape being m isbranded for failure
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of its labeling to  bear adequate  d irections for use is if they are 
exem pted from  the  s ta tu to ry  m andate. T h is is the  reason w hy regu la
tion  1.106(b) is phrased in term s of an “E xem ption  for p rescrip tion  
d rugs.” In  o rder to  qualify  for the  exem ption, the regula tions create 
the concept of “ full d isclosure” and require th a t such “full d isclosure” 
inform ation, or va rian ts  thereof, appear no t only w ith  the  im m ediate 
package of the  d rug  b u t also as p a rt of a m yriad  of o ther m aterial, 
som e of which clearly  is no t “ labeling” as defined by the Act.

T he substan tive  prem ise upon w hich the full disclosure regu la
tions rest, th a t C ongress im posed a s ta tu to ry  requirem ent th a t could 
no t possibly be com plied w ith  directly , is pa ten tly  invalid. W hile 
there  is m erit in the end sought, full disclosure, the m eans by which 
it has been accom plished am ount to an unnecessary  sle igh t of hand.

W h y  could no t the  governm ent have requested  w h at it w ould 
readily  have obtained, d irect s ta tu to ry  au tho riza tion  for “full d is
c losure” ? Instead , the A gency has developed the concept in a com 
plicated and circuitous m anner of doubtful legal validity.

Difficulties Compounded
T he difficulties w hich have been occasioned by m any of the 

adm in istra tive  positions taken both before and after the passage of 
the 1962 A m endm ents are indeed com pounded by the proposed pre
scrip tion  d rug  adv ertis in g  regulations. I liken them  to  the G leipner 
Chain w ith  w hich, according to  N orse m ythology, the gods had bound 
the F enris  wolf. T he chain was m ade of the noise of a c a t’s footfall, 
the beard  of wom en, the roots of stones, the brea th  of fish, and the 
sp ittle  of birds. T he com parison w ith  the regula tions is clear, for 
m any of them  (1) go beyond the s ta tu to ry  au tho rity , (2) are so vague 
and am biguous as to  be alm ost incom prehensible, and (3) serve no 
useful purpose.

R egulations w ith  respect to  the  prov id ing of inform ation in ad 
vertising  in brief sum m ary re la ting  to side effects, con traindications 
and effectiveness are called for by Section 502(n) of the Act. bu t 
those w hich have been proposed have gone far beyond th is directive. 
I do no t in tend to  discuss each item  of the regulations. T his would 
take hours, and I am sure th a t m em bers of the d rug  in du stry  have 
m ade th e ir  opinions and  suggestions en tirely  clear. I in tend m erely 
to discuss a few exam ples.

I am sufficiently illiberal to believe th a t Congress should pass our 
laws, even in the unique food and drug  area, and th a t positions should
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not be taken  based on the personal predilections of som e particu lar 
adm in istra tive  official, physician or law yer ac ting  as physician. T h is 
w ould seem to be particu larly  true  in th is field, w here there  is no real 
difficulty in ob ta in ing  congressional action w hen any real need is 
dem onstrated . L ike M acaulay, I cannot agree w ith  the creed th a t 
“ I am in the righ t, and you are in the w rong. W hen you are the 
s tro n g er, you ough t to to lera te  me, for it is your du ty  to  to lera te  
tru th . B u t w hen I am the  stronger, I shall persecute you, for it is m y 
du ty  to  persecute erro r.” A fte r these expressions of personal ph ilos
ophy, let us tu rn  to an exam ination  of som e of the  proposed p rescrip 
tion d rug  adv ertis in g  and labeling regulations.

F irs t of all, w hat is the po in t in se ttin g  forth  regulation  after 
regulation  w hich m erely parro ts  the law ? As sta ted  by a Food and 
D rug  A dm inistra tion  official th is year, “there  are, of course, m any 
difficulties in try in g  to  w rite  regulations. . . .  If they  are too broad, 
they  becom e essentially  m eaningless because they add no th ing  to  the 
s ta tu to ry  language.” W h a t is gained, for exam ple, in say ing  th a t 
an advertisem ent for a p rescrip tion  d rug  covered by a new  drug  
application approved after O ctober 10, 1962, shall no t recom m end or 
suggest any use th a t is no t in the  approved labeling, or th a t the 
advertisem ent of a prescrip tion  d rug  covered by a new d rug  applica
tion which becam e effective prior to  O ctober 10, 1962, m ay recom 
m end uses contained in the approved labeling  and additional uses 
contained in labeling in com m ercial use on O ctober 9, 1962, to  the 
ex ten t th a t such uses did not cause the d rug  to  be an unapproved 
new  drug?

Unnecessary Items
W h at useful purpose is served by se ttin g  forth  34 instances w hen 

an advertisem ent will n o t sa tisfy  the requirem ent th a t it p resen t a 
“true  s ta tem en t” of in form ation in brief sum m ary re la tin g  to  side 
effects, con traind ications and effectiveness if, in a num ber of those 
instances, the practices specified are clearly  violative of the A ct? 
W h a t is the necessity  for proscrib ing, for instance, in leng thy  and 
laborious regula tions, the failure to  reveal m aterial facts, or the use 
of in form ation from  a s tu dy  in a w ay th a t im plies th a t the  study 
represen ts larger or m ore general experience w ith  the d rug  th an  it 
actually  does, or the em ploym ent of lite ra tu re  references th a t m ay 
exaggerate  the  effectiveness of a drug, or the use of data  or conclu
sions from  studies of a d rug  in anim als or in v itro  in a w ay th a t su g 
gests they  represen t clinical studies, or in a w ay th a t suggests they  
have clinical significance when, in fact, no such clinical significance
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has been dem onstrated , or utilizes a quote or paraph rase  ou t of 
con tex t to  convey a false o r m islead ing idea, or uses lite ra tu re  quo
ta tions or references w hich p u rp o rt to  sup po rt a claim  bu t in fact 
do not support the claim  or have relevance to  it, or con tains claims 
concern ing the m echanism  or site  of d rug  action th a t are not sup
ported by substan tia l evidence?

T hese are no t all of the unnecessary  item s which are set fo rth  
in the proposed regulations as no t sa tisfy ing  a  requirem ent th a t an 
advertisem ent for a p rescrip tion  d rug  p resen t a “true  s ta te m e n t'’ of 
in fo rm ation in brief sum m ary re la ting  to  side effects, con tra ind ica
tions and effectiveness. B ut they  are typical exam ples of w hat, in 
m y opinion, serve no useful purpose o ther th an  to  com plicate fu rth er 
an already com plex situation  and set up som e straw m en.

Other Regulations Confusing
O ther of the  regula tions are confusing and go beyond the prov i

sions of the s ta tu te . O ne exam ple is the requirem ent in section
1.105(e) (1) (ii) th a t a “ rem inder” adv ertisem ent m ust no t only not 
make any  claim  for safe ty  or effectiveness bu t also m ust not make 
any claim  w ith respect to  any ‘‘o ther quality  of the d rug .” Section
1.105(e) (2) ( i), prov id ing th a t “each represen ta tion  and suggestion” 
in an adv ertisem ent shall be consisten t w ith  the requirem ent th a t it 
p resen t a true  s ta tem en t of in form ation in brief sum m ary , im poses 
an im possible and unrealistic  burden and one no t authorized  by the 
Act. T he provision in section 1.105(e) (21) (iii) th a t an advertisem ent 
shall disclose all the side effects pertinen t not only to the uses 
of the dosage form s set forth  in the  advertisem ent, bu t also all o ther 
uses for w hich the advertised  dosage form  is com m only prescribed 
and all o ther uses for w hich such dosage form s are recom m ended in 
any labeling or adv ertis in g  d issem inated by the m anufacturer can 
only lead to  an unnecessary  c lu tte rin g  up of advertisem ents. As a 
m atte r of fact, the requirem ent th a t the  advertisem ent set forth  the 
side effects and con traind ications for the uses for w hich the adver
tised dosage form  “ is com m only prescribed” could raise new  drug  
questions. T he provision in section 1.105(e) (i) (a) th a t an advertise
m ent for a new drug  shall contain each side effect and con tra ind ica
tion “ idea” in the labeling  is a particu larly  vague one, and I fail to 
see how th is conform s to  the s ta tu to ry  criterion  of “brief sum m ary .”

Section 1.105(e) (3) (iii) (a ), (b ), (c) and (d) is particu larly  
com plicated. Of course, a d rug  w hich is generally  recognized as safe
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and effective by qualified experts  for the  conditions for w hich it is 
offered is no t a new drug. B u t if there is no such general recognition 
of safe ty  and effectiveness the  product w ould presum ably  be a new 
d rug  even if substan tia l evidence of safe ty  and effectiveness does 
exist, and no th w ith s tan d in g  th a t substan tia l clinical experience exists, 
adequate ly  docum ented in m edical lite ra tu re  or by o ther data  on the  
basis of which it can be concluded by (qualified experts  th a t the 
product is safe and effective. Can it be th a t these regu la tions are 
designed to  w h ittle  down the s ta tu to ry  definition of a new drug? 
Is a m iracle occurring? C ertain ly  the d istinction  betw een (a) and
(b) is indeed a tenuous one. S im ilarly , subsection (d) appears to  be 
incom prehensible.

Decision Left to Judgment of Officials
T he  references to  “fair balance” betw een claim s for safe ty  or 

effectiveness and in form ation re la ting  to  the lim itations of safe ty  or 
effectiveness open a P an d o ra ’s box, and leave the decision in each 
instance to the ju dg m en t of particu lar officials whose opinions m ay 
differ from  day to  day. H onest and qualified persons m ay differ on 
so-called “fair balance,” and C ongress did no t choose to  em ploy a 
term  of such am biguity . H ere, again, the s ta tu to ry  term  “brief sum 
m ary” is fu rth er perverted  by adm in istra tive  fiat.

Section 1.105(e) (5) (i) s ta tes  th a t an advertisem ent for a p re
scrip tion  drug  is false, “ lacking in fair balance,” or o therw ise m is
leading if it con tains a rep resen ta tion , no t approved or perm itted  for 
use in the  package labeling, th a t a d ru g  is be tte r, m ore effective, m ore 
useful, safer, has fewer side effects, etc., “ than  has been dem onstrated  
by substan tia l evidence.” P resum ab ly  th is perm issiveness does not 
apply to  approved new  drugs, bu t the section does no t say so. S ub
section (ii) declares th a t a  prescrip tion  drug  advertisem ent will 
violate the law if it contains a d rug  com parison claim ing advantages 
for a d rug  w ithou t “sim ultaneously” disclosing any p ertinen t d isad
vantages. T h is is of dubious legal valid ity  and serves no really useful 
purpose.

Section 1.105(e) (5) (xi) con tains o ther particu larly  am biguous 
phraseo logy in s ta tin g  th a t an advertisem ent will be m isleading if it 
contains in form ation from  a stu dy  “th a t lacks significance” because 
it was uncontrolled, “or for o ther reasons.” W h a t are these “o ther 
reasons,” and will they  change from  day to  day due to  changes in 
adm inistra tive  th in k in g  or because som e new official has som e new 
th ou gh ts  or “reasons” or decides to  change his m ind?
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Subsection (xiv) of section 1.105(e)(5) declares that an advertise
ment will be false, misleading or lacking in fair balance if it uses 
literature or references to recommend conditions of use that are not 
approved or permitted in the drug package labeling or for which there 
is insufficient evidence to establish safety and effectiveness. Does 
this mean that, even though certain conditions are not approved or 
permitted in the labeling, a drug may be offered for other conditions 
for which there is, in someone’s opinion, sufficient evidence to 
establish safety and effectiveness?

Meaning of “ Brief Summary”
I see no th ing  in the  A ct w hich justifies the provision in subsec

tions (xxvii) and (xxviii) th a t lim ita tions on th e  effectiveness of a 
d rug  m ust be placed “ in im m ediate conjunction  w ith  and as prom i
nen tly  as any  claim  for effectiveness, w h eth er or no t such lim itations 
are disclosed in ano th er part of the advertisem ent,” or w hich requires 
th a t specific side effects or con traind ications p ertin en t to  any claim 
for safety m ust be placed “in im m ediate conjunction  w ith  each claim  
for safe ty  even th ou gh  such lim itations are disclosed in ano th er p a rt 
of the  advertisem ent.” Is th is w h a t C ongress m eant by “brief sum 
m ary ” ? N o th ing  in the legislative h is to ry  so indicates.

Subsection (xxix) (a) is particu larly  unclear in the  vague and 
extra-legal use of such term s as “ in as m uch dep th  and deta il,” 
“ tak ing  in to  account the leng th  of the  advertisem ent and the  na tu re  
of its m essage,” “tw o perm issive levels of sum m arization ,” “are 
presen ted  briefly ,” and m ay be presen ted  concisely provided th a t 
“each such idea” expressed in the d rug  package is presen ted  in a 
brief sum m ary . Subsection (b) pulls a new  and sta rtlin g  rab b it out 
of now here by crea tin g  a new concept, “ ‘Brief D iscussion S um m ary ,’ 
com parable in dep th  and detail w ith  the in form ation required  in the 
d rug  package labeling  un der section 1 .106 (b )(3 ).” A gain, w h at has 
happened to  the s ta tu to ry  directive th a t a brief sum m ary be provided? 
Subsection (xxxi) is equally vague and sets fo rth  requirem ents 
outside of the  A ct and w hich serve no useful purpose.

Things Included in “ Labeling”
T he  regulations designate as “ labeling,” am ong o ther th ings, 

brochures, booklets, m ailing  pieces, calendars, price lists, le tters, 
m otion p ic tu re  films, sound recordings, exhibits, and sim ilar pieces 
“of p rin ted , audio, or visual m a tte r” concern ing a d rug  and w hich
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are d issem inated  by its m anufacturer, including reference publica
tions such as the P hy sic ian s’ D esk Reference. T here  is hard ly  the 
sligh test obeisance to section 201 (m ), since there is no t even a  re fe r
ence to  w hether the m aterial m ust “accom pany” the drug. A nd how 
audio m aterial m ay be designated  as com ing w ith in  the definition of 
th a t section is difficult indeed to  understand . N o th ing  in K ordel1 or 
Urbeteit2, decided by the  Suprem e C ourt, lends any genuine sup po rt to  
the regulation .

T he blithe assum ption  th a t m otion p icture films and audio and 
visual m aterial are labeling is w ith ou t s ta tu to ry  or judicial sanction. 
P erhaps it was th o u g h t th a t the  law  had to  be s tre tched  w hen the 
Food and  D ru g  A dm in istra tion  did no t have ju risd ic tion  of prescrip 
tion  d rug  advertising . B u t th a t reason, hallow ed though  it m ay have 
become, no longer exists.

Ambiguity and Shifts in Administrative Thought
T he am biguity  and shifts in adm inistra tive  th o u g h t and construc

tion, so hazardous to  those w ho w ish to  com ply w ith  the  law , are 
evidenced by the  fact th a t only several years ago a Food and D rug  
A dm in istra tion  official said th a t “ I t  is our p resen t view th a t the fixed 
exhib it for a prescrip tion  drug  be considered advertising , sub ject to 
the  sam e ru les th a t govern advertisem ents in m edical jo u rn a ls .” 
A gain, there  m ay have been som e adm in istra tive  reason for reaching 
th a t conclusion a t th a t tim e, b u t the supposed benefits to  be gained 
by designating  som eth ing  as labeling or adv ertis in g  should no t be 
the determ inative legal factor. A nd ano th er Food and D ru g  A dm in
istra tion  official sta ted , a t the “ F D A  Conference on the K efauver- 
F larris D ru g  A m endm ents and P roposed R egulations, held F eb ruary  
15, 1963,” th a t “ it does no t seem  im possible or unreasonable to  require 
the  ‘full d isclosure’ in form ation to  appear in conjunction  w ith  the 
exhib it.”

T he revision of section  1.106, dealing w ith  directions for use in 
labeling, refers to  incorpo rating  adequate in form ation as to  full dis
closure as “an in teg ral pa rt of such labeling.” I see no th ing  in :he 
A ct w hich m akes or au thorizes such a provision, and there is little  
th a t is m ore indefinite than  a reference to  an “ in teg ral p a rt.” A nd the 
term  “full w arn ing  disclosure,” concocted by the regulations, only 
serves to confuse further an existing tremendously complicated situation. * 336

1 Kordel v. U. S., ( ’48) 335 U.S. 345, 2 U S . v. Urbeteit, ( ‘48) 335 U .S. 355
336 U.S. 911, 69 S. Ct. 706.
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The provision am ending section 1.106 by revising  paragraph  (b)
(4) to  add ( i) (c ) ,  requ iring  a “brief sum m ary” for labeling under 
certain  conditions, is v irtua lly  incom prehensible, particu larly  w hen 
the im m ediately preceding subsection  is read. I t  should no t be neces
sary  th a t one be a learned expert in sem antics or a talm udic or jesu it 
scholar or logician to be able to  un derstan d  a regulation  presum ably  
hav ing the force and effect of law. A nd as far as so-called “rem inder 
labeling” is concerned, in (d ) , w hat are the com pelling reasons for 
no t pe rm ittin g  labeling to  contain “o ther in form ation or rep resen ta 
tion in w ords or by m eans of g raph ic m a tte r” than  the nam e and 
estab lished nam e of the  drug, the dosage form , qu an tita tive  ingre
dient in form ation and in form ation re la tin g  to  quan tity , price and 
nam e of the m anufactu rer?

Constitutional Issues
An im p ortan t problem , involving the constitu tional righ ts  of free 

speech and free press, is created  by the regulation  dealing  w ith  
m otion p icture films, sound recordings, “and related  audio or visual 
prom otional labeling .” T here  appears to be a studied  a ttem p t to 
p reven t a m anufac tu rer of a d rug  from  d is trib u tin g  m aterial concern
ing a p roduct or class of products, even though  it is educational, if the 
governm ent disagrees w ith  the con ten ts in whole or in part. I suggest 
th a t th is  appears to be part of a cam paign to  apply w h at am ounts to 
censorship to any and every discussion of a d rug  w hich has no t been 
approved in advance by the governm ent.

T h is is accen tuated  by the  Proposed S ta tem en t of Policy dealing 
w ith  the  “ P rom otional L abeling  of O ral C ontracep tives,” published 
in the F ederal R eg ister of S eptem ber 13, 1967. F o r exam ple, section 
3 (b )(1 )  sta tes  th a t films w hich are generally  prom otional in the sense 
th a t they  relate  to  oral con traceptives as a class, a m em ber of w hich 
is m arketed  by the firm sponsoring  the presen ta tion , is regarded  as 
labeling if prom otionally  slan ted  th ro ug h  use of in form ation th a t is 
false or m isleading or lack ing in balance. I should th in k  th a t educa
tional m aterial does no t becom e labeling because, in the  opinion of 
some official, a s ta tem en t is false or m isleading. If m ateria l is in fact 
educational it is no t the  proper concern of the governm ent.

In  addition , the requirem ent th a t the “m ajor side effects and 
con tra ind ica tions” be an in teg ral pa rt of the  “audio or visual p resen
ta tio n ” presen ts a recent m ajo r change of position or som e whim  on
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the  p a r t of som e particu lar official or officials. I see no legal au th o rity  
for th is, even assum ing  th a t the  requirem en t can be m et. O f course, 
by design atin g  the  item s in question  as labeling  for new  drugs, cen
sorsh ip  is required . B u t as indicated, it w ould seem  strang e  indeed, 
a t least to  those no t im m ersed for years in the  food and d ru g  area, 
to  hold th a t  these item s come w ith in  the  definition of labeling  in 
section 201 (m ). A nd again, how  m uch m ore vague can language be 
th an  expressions such as “ in teg ra l p a r t” ? A nd if a m otion p ic tu re , by 
som e m agical m etam orphosis, is labeling, w hy should no t the p res
ence and  d istribu tion  of the  package in sert or full disclosure suffice?

In  the 1963 Food and D rug  A dm in istra tion  Conference w hich I 
have referred  to, a p rom inen t Food and D ru g  A dm in istra tion  official 
sta ted , in part, th a t “W e believe th a t unless the m ovie p resen ts the 
w hole s to ry  abou t the  drug, then th e  persons w ho view the  movie 
should be presen ted  w ith  a full disclosure brochure con tain ing  all of 
the  in form ation needed for proper use of the d rug .” I should th ink  
th a t th is m ade som e sense, th a t in du stry  has a rig h t to  rely  on such 
public pronouncem ents, and th a t in any event the  law  is no t am ended 
w hen som e official decides to  change his m ind because of his personal 
views.

Three Recommendations
I have th ree recom m endations to  m ake w ith  respect to the  regu

lations. F irs t, a scalpel should be w ielded m ercilessly to  delete the 
many unnecessary provisions which add nothing but verbiage. Second, 
it should no t be a H ercu lean  tasks to  render those w hich are left 
reasonably intelligible. T h ird , the  regula tions should be in accord 
w ith  w h at Congress provided, adm itting , as we should adm it, th a t 
the A ct should be construed  so as to  effect its rem edial purposes. 
T h e  Com m issioner sta ted  recently , and I q u o te :

I have frequently  w ished th a t the m anagem ents of food, d rug  and cosm etic 
com panies and their advisors would pay closer a tten tion  to w hat C ongress has 
decreed and m ake a real effort to conform  to  it.
I say “A m en” to  th is, b u t I suggest th a t the adm onition be pursued 
so th a t it would say, also :

I have frequently  w ished th a t the m anagem ent of the Food and D rug  A d
m in istra tion  and its advisors w ould pay closer a tten tion  to w hat C ongress has 
decreed and m ake a real effort to conform  to it.

[The End]
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Drug Advertising Regulations

By JULIUS HAUSER

Mr. Hauser Is Assistant for Regulations, Office of 
the Associate Commissioner for Compliance, FDA.

T H E  F O O D  A N D  D R U G  A D M IN IS T R A T IO N  and the  indus
tries  sub ject to  regulation  under the d ru g  adv ertis in g  provisions 
of the F ederal Food. D rug , and Cosm etic Act are in broad agreem ent 

on a num ber of essentials involving the adv ertis in g  of p rescrip tion  
drugs. T h is is evidenced by the follow ing public s ta te m e n ts :

( I )  “ W e believe th a t good m edical advertising  is essential to  
good health  in A m erica to day .’’ T his is not quoted  from a s ta te 
m ent m ade by represen ta tives of adv ertis in g  agencies or d rug  
m anufac tu rers bu t from  a s ta tem en t issued by the Food and 
D ru g  A dm inistra tion  on A pril 17. 1967.

(2) “* * * we believe th a t p rescrip tion  d rug  advertisem ents 
m ust be im peccable as to  accuracy, honesty and tru th fu ln ess, and 
should com ply w ith  the law and w ith  C ongressional in ten t * * * 
Good m edical advertising  sells drugs th ro ug h  the factual, accu
ra te  and tim ely presen ta tion  of inform ation. I ts  function is to  
prom ote the use of a d ru g  w ith in its th erap eu tic  po ten tial for the 
alleviation of illness and to  do so in accord w ith  good m edical 
and good business practices." T h is s ta tem en t is not a quotation  
from a Food and D ru g  A dm inistra tion  source, bu t is pa rt of a 
sentence appearing  in the w ritten  com m ent from the P h arm a
ceutical A dvertising  Club. Inc., of N ew  Y ork on the proposed 
revision of the advertising  regu lations published by F D A  in 
the Federal Register of M ay 23, 1967.1

(3) “T here  can be no com prom ising w ith the basic requ ire
m ent th a t prescrip tion  d rug  prom otion and advertising  m ust be 
honest, tru th fu l, and accurate. W e recognize th a t it is to  the 
advantage of the public, the medical profession and the ph arm a

1 32 F ed era l R e g is te r  7533.
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ceutical in du stry  th a t th ere  be clear law s se ttin g  forth  th e  re stric 
tions in support of these objectives.” T h is s ta tem en t is quoted 
from  the w ritten  com m ent of the  P harm aceutical M anufactu rers 
A ssociation  on F D A ’s proposed revision of the  prescrip tion  d rug  
adv ertis in g  regulations.

Promulgation of Current Regulations
In  view of th is  app aren t consensus, it is rem arkable th a t the 

cu rren t regu la tions under section 502(n) of the  FD& C A ct w ere pro
m ulgated  w ith  finality only after in itia tion  of a public hearing  based 
on objections to  the 1963 proposals by  the P M  A, m em ber firms and 
o thers. T he  request for a hearing  w as w ithdraw n and it w as ad
journed  after an inform al exchange of correspondence led to  ag ree
m ent on the cu rren t regulations.

Since the cu rren t advertising  regulations w ere prom ulgated , from  
th e  view point of F D A  the advertising  of prescrip tion  drugs has 
become progressively  m ore inform ative and tru th fu l, and m uch of it 
is now in sub stan tia l com pliance w ith  the  requirem ents of the A ct 
and regulations as in terp re ted  by FD A . F u rth e r, th is change has 
occurred w ith ou t any notable decline in the  volum e of prescrip tion  
d rug  advertising  and w ith ou t sacrificing the  crea tiv ity  of prom otional 
m essages. T his is to  th e  credit of the  pharm aceutical and advertising  
industries, b u t despite th is F D A  has found it necessary to  in itia te  a 
handful of seizure and prosecu tion  actions and roughly  a baker’s 
dozen “D ear D o c to r” le tte rs  in tended to  correct the  dam age done by 
offensive advertising .

T he proposed revision of the  regulations published in the Fed
eral Register of M ay 23, 1967, are based on F D A  experience w ith  :he 
operation  of the ex isting  regulations and w ere in response to  indu stry  
requests for th e ir  clarification. F or exam ple, a le tte r from  a m anufac
tu re r  m em ber of the P M A  includes the s ta tem en ts :

F ro m  tim e to tim e the Food and D rug  A dm inistra tion  has criticized some 
of the  prescrip tion  d rug  advertisem ents, and m em bers of the industry  have 
periodically requested  some clarification from  the agency regard ing  the applica
tion of the presen t regulations. I t  is apparen t th a t in view of the confusion 
w hich has existed concerning the im plem entation of the s ta tu to ry  au thority  new 
regula tions are needed.

Study of Comments
I t  is also rem arkable, bu t no t surprising , th a t of 96 com m ents on 

th e  recen tly  proposed revisions of the  advertising  regulations from  
pharm aceutical m anufacturers, publishers of m edical publications,
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advertising  agencies, trade associations and tw o  physicians, all w ere 
opposed to  v irtua lly  every aspect of the  proposals. B u t perhaps m ore 
significant than  these  com m unications is a le tte r  of O ctober 13, 1967, 
to  the H ea rin g  Clerk w hich reads as fo llo w s:
D e a r  S i r :
W e  w is h  t o  e x p r e s s  o u r  o p in io n  o n  t h e  n e w  p r o p o s e d  la w s  f o r  s t r i c t e r  l a b e l i n g  
la w s ,  e s p e c i a l ly  in  th e  D r u g s  d e p a r t m e n t .
W e  a r e  d e f in i te ly  in  f a v o r  o f  e x t r e m e ly  s t r i c t  l a w s  in  d r u g  la b e ls .
T h a n k  y o u .

M r . a n d  M r s ...........................................................
W a t e r b u r y ,  C o n n e c t i c u t

All of us m ay well consider w hether th is le tte r m ay no t be an 
accurate reflection of the a ttitu d es  of the custom ers of the regula ted  
industries, and of the public served by the Food and D rug Administration.

B ut FD A  is g iv ing serious s tu dy  to all of the com m ent received 
on these proposals. One of the com m ents, “As proposed, the  regu la
tions w ould place F D A  in the position of prosecutor, judge and ju ry  
based on th e ir sub jective in te rp re ta tion  of loosely defined qualify ing 
adjectives, such as ‘significant,’ ‘au th o rita tiv e ,’ and the like,” char
acterizes a subm ission of an honesty  and level of in tellectual appeal 
frequently  associated w ith  advertising .

H ow ever, m uch of in d u s try ’s w ritten  com m ent on the proposed 
regu la tions will m ateria lly  assist the revision of the proposals to 
fu rth e r clarify th e ir in ten t to  estab lish  s tro n g  b u t reasonable controls. 
I t  is obvious th a t in du stry  has expended a vast quan tity  of ta len t in 
the  analysis of these proposals and F D A  will welcom e additional 
con tribu tions of such ta len t to  develop the language changes neces
sary  to  m inim ize uncertain ties. W e are confident th a t the  actual 
in ten t of the proposals is abh o rren tly  clear to the in du stries’ analysts.

Maintenance of Basic Concepts
I t m ay be an tic ipated  th a t F D A  will no t abandon these basic 

concepts em bodied in the published p ro p o sa ls :
(1) T he provisions of the  A ct and regulations affecting the 

advertising  of prescrip tion  drugs apply to  all rep resen ta tions and 
suggestions in an advertisem ent w ith  respect to  the  side effects, 
con tra ind ications and effectiveness of a drug. Ju risd ic tion  is not 
limited to a small part of an ad designated as the “Brief Summary.”

(2) No part of an advertisem ent m ay be false or m islead ing 
w ith  respect to  side effects, con traind ications or effectiveness of 
a drug. A featured  represen ta tion  th a t is m islead ing for lack of
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adequate qualification cannot be corrected  by a con trad ic to ry  fac
tual s ta tem en t in the  “Brief S um m ary .”

(3) T he  side effects and con traind ications in form ation in an 
advertisem ent will be required  to  disclose all of the  side effects, 
precautions, w arn ings and con traind ications th a t are required  to  
be disclosed in the  labeling th a t is p a rt of the d rug  package.

(4) A lack of “fair balance” will con tinue to  be defined as 
m isleading.

(5) A list of frequently  encountered offensive advertising  
practices will be re tained  to  m ake th e  ru les quite clear even to  
those m ost p ersis ten t in professing th e ir inability  to  understand  
the  regulations.

(6) T he  regu lations will estab lish  rules as to  the  fo rm at of 
advertising  to  :he ex ten t necessary to  avoid undue subord ination  
of in form ation concern ing side effects and contraindications.
T his is no t an  exhaustive list of the  concepts the regula ted  indus

tries should learn to  accept. In d u stry -F D A  cooperation to  phrase 
the regula tions em bodying sound concepts in a m utually  acceptable 
m anner is the m ost desirable course and in the  public in terest. I t  is 
a pleasure, therefore, to  note th a t inform al discussions w ith  respon
sible m em bers of in du stry  show  th is view is m utual and the  elim ina
tion or m in im izing of differences is a d istinct possibility. [T h e E n d ]

NEW UNITS ESTABLISHED 
FOR CERTIFICATION OF ANTIBIOTICS OR INSULIN

A  r e o r g a n i z a t i o n  o f  t h e  F o o d  a n d  D r u g  A d m i n i s t r a t i o n ’s s y s te m  
f o r  th e  a n a ly s i s  a n d  c e r t i f i c a t io n  o f  a n t i b i o t i c s  a n d  in s u l in  h a s  b e e n  
e s ta b l i s h e d .  T h e  n e w  O ffice  o f  C e r t i f i c a t i o n  S e r v ic e s ,  u n d e r  th e  d ire c t io n  
o f  t h e  A s s o c ia te  C o m m iss io n e r  fo r  C o m p lian ce , w il l  b e  re sp o n s ib le  fo r  
a d m in i s t r a t i v e  a c t i o n  f o r  s a m p le  c e r t i f i c a t io n ,  r e v i e w in g  r e q u e s t s  fo r  
e x e m p t io n  f r o m  c e r t i f i c a t io n ,  a n d  p r e p a r in g  a n d  c o o r d in a t i n g  a n t i b io t i c  
r e g u la t io n s .

T h e  N a t io n a l  C e n t e r  f o r  A n t ib io t i c s  a n d  I n s u l i n  A n a ly s i s ,  p a r t  o f 
th e  B u r e a u  o f  S c ie n c e ,  D iv is io n  o f  P h a r m a c e u t i c a l  S c ie n c e s ,  w il l  b e  
r e s p o n s ib le  f o r  b a t c h - b y - b a t c h  t e s t i n g  o f  a n t i b i o t i c  a n d  in s u l i n  s a m p le s  
s u b m itte d  to  th e  F D A  f o r  c e r t if ic a tio n . T h e  F D A ’s N e w  Y o r k  D is t r i c t  
O ff ice  h a s  b e e n  a s s i g n e d  t h e  r e s p o n s ib i l i ty  f o r  t h e  i n s p e c t i o n  o f  f o r e ig n  
f i rm s  s e e k in g  c e r t i f i c a t io n  o f  a n t i b i o t i c  p r o d u c t s  f o r  im p o r t  in to  th e  
U n i t e d  S t a t e s .  32 Federal Register  15721, C C H  F ood Drug Cosmetic 
L aw R eports If 2441.
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Risks vs. Benefits 
in Drug Development

By R. W . BALLARD, M.D.
The Author, R. W. Ballard, M.D., Is the Executive 
Medical Director of McNeil Laboratories, Inc.

LO U IS  P A S T E U R  O N C E  S A ID , “ I t  is only w hen I can s ta te  th a t 
I can vaccinate w ith  com plete safe ty  any  num ber of b itten  dogs 

th a t I shall dare to  s ta r t vacc inating  hum an beings. E ven then  m y 
hand will trem ble because w h a t is possible in dogs m ay no t be pos
sible in m an.”1 T h is was a recogn ition  of po ten tia l risk w hen going 
from animal to man. Yet Pasteur weighed the risk of treatm ent against the 
hazard of the disease in man and we are all the better for it.

L et us recognize an  inescapable tru th . R esearch on hum ans is 
abso lu te ly  essential if there  is to  be prog ress in the know ledge of 
diseases and  th e ir  prevention, trea tm en t, and cure.2 T h is is a general 
s ta tem en t applicable to  all types of clinical research , b u t here we are 
concerned w ith  d rug  research  specifically.

Since the  advent of the sulfonam ides in the  1930s, we have seen 
a g rea t and  steady  increase in the  in troduction  of new  therapeu tic  
drugs. N one of these has been in troduced w ith ou t anim al and hum an 
research  prio r to  th e ir  general availability . T h is  has been one of the 
benefits in d rug  developm ent, and it should be s ta ted  here th a t the 
v ast m ajo rity  of the valuable new  drugs has been discovered in the 
laborato ries of the  pharm aceu tical in du stry .3 T w o notab le exceptions 
here are penicillin and strep tom ycin , b u t even here the  pharm a
ceutical in d u s try ’s technology and production know -how  m ade them  
rapid ly  and readily  available to  all.

1 B o i s s ie r ,  J .  R .,  L e c h a t ,  P . ,  “ C a n  
S id e  E f f e c t s  o f  D r u g s  B e  P r e d i c t e d  o n  
th e  B a s is  o f  P h a rm a c o lo g ic a l  T e s ts ? ,” 
P ro c . E u ropean  S o c ie ty  fo r  th e S tu d y  of 
D ru g  T o x ic ity  V o l .  I I ,  1963, p p .  35-42 .

2 C o m m i t t e e  o n  P u b l i c  H e a l t h ,  T h e
N . Y . A c a d e m y  o f  M e d ic in e ,  “ M e d ic a l

a n d  B io lo g ic a l  R e s e a r c h  o n  H u m a n  
B e in g s ,”  B u ll. N . Y . A ca d . M e d . 43 
(6 )  :5 2 5 -2 7  ( J u n e )  1967.

3 D u n lo p ,  D ., “ U s e  a n d  A b u s e  o f  
D r u g s , ”  B rit. M ed . J. 2 :4 3 7 -4 4 1  ( A u g .  
2 1 )  1965.
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What Risks Are Involved?
W h a t are the  risks involved in d rug  developm ent? T he s ta te 

m ent th a t no d rug  is com pletely safe has been m ade m any tim es, b u t 
to m ake such a s ta tem en t does no t b rin g  th ings in to the proper 
perspective. M any assessm ents m ust be m ade w hen considering any 
drug. W h a t is the condition to  be trea ted ?  A re o ther effective drugs 
available? Is th is a life-saving situa tion ?  Is it m erely for sym ptom  
relief? Are o ther d rugs being used a t the  sam e tim e? W h a t is the 
age, w eight, heigh t, sex and condition of the  pa tien t?  A lready we can 
see the  m yriad  of variab ilities and problem s th a t arises w hen a doctor 
s ta rts  to tre a t a patien t. All of these arise w hen a know n d rug  is to 
be adm inistered  to  a patien t, bu t w hen the  sam e doctor is confron ted  
with an experim ental d rug  for the sam e patien t, a different set of 
variables is im m ediately added to  the first group.

T he s ta te  of the a r t in d rug  developm ent is at a stage w hen m ost 
risks are e ither m inim al or to lerable, bu t no th ing  is 100 per cent in 
th is field. T he g rea te s t difficulty in in te rp re tin g  anim al tests  is th a t 
none of them  gives absolute proof th a t a d rug  is safe for hum an 
beings. H ow ever, they  are useful guides and if the early  clinical tria ls 
in m an are conducted properly, po ten tia l adverse effects can be elic
ited w ith ou t undue harm .

As an exam ple of th is, I w ould like to  cite the  experience we 
had recen tly  in our own laborato ry  w ith  a new com pound. T his 
d rug  in anim als was decidely superior to  any th ing  presently  available 
in its pa rticu la r field. No adverse reactions w ere noted in the anim als 
and the tox icity  tests  show ed a good therapeu tic  m argin, w ith  no 
d isturbances in the blood c lo tting  m echanism  even in prim ates. B ut 
the reason we checked specifically for c lo tting  problem s was th a t a 
re lated  congener had caused bleeding in one anim al species. O ur 
in itial safe ty  tria l in hum ans w as run on vo lunteers at a low, m edium  
and high single dose, w ith all labora to ry  param eters run before and 
after dosing. E v ery th in g  w as n o rm a l; then  cam e the  continuous tria l 
for 2 weeks a t 2 dose levels th a t w ere no t as high as the single doses. 
A gain, all laborato ry  param eters w ere m easured, including all know n 
tests  involving blood clo tting . A t the  end of the first w eek all was 
norm al. On the last day of the second week, one of the vo lunteers 
noticed blood in the urine and bleeding from  the m outh  and rectum . 
T he d rug  was stopped on all vo lunteers. P la te le t values for the one 
vo lun teer w ere practically  nil and 4 o ther vo lunteers show ed low 
platele ts bu t no bleeding. T he one pa tien t w as transfused  w ith  one 
un it of blood and all bleeding stopped. W ith in  one w eek the  p late le t
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counts w ere re tu rn in g  to  norm al and  in 2 w eeks all w ere norm al. No 
sequelae have been seen a t 2 m onths post therapy.

T his illustra tes proper p lann ing  for tr ia l and even in the  face of 
serious tox ic ity  no severe harm  resu lted  because of the precautions 
taken. H ere, in the face of negative anim al work, the tox icity  ap 
peared in m an. T h is is one of the risks, b u t can be obviated in m ost 
instances w ith  the  proper safeguards in the  early  trials.

Unpredictable Areas
T he anim al screen is not infallible, bu t over-all experience at th is 

stage of our a r t show s it to  be sufficiently accurate to  perm it the 
tran sitio n  from  anim al te s t to clinical tria l w ith  a to lerable elem ent 
of risk. T here  are, how ever, 4 m ain areas in which the  anim al screen 
cannot predict and for w hich a t least P hase I clinical 'r ia l  is neces
sary  ; and, even here, they  m ay not show  up in the first lim ited 
num bers of patien ts. T hey  are :

1. A dverse effects, particu larly  toxic psychoses, skin lesions 
and allergenic reac tio ns;

2. O ptim um  th erap eu tic  benefits in a given disease in cases 
w here th ere  are no exact cou n te rp arts  of a hum an disease in 
one or m ore laborato ry  anim als ;

3. Dose response curves, m axim um  to lera ted  doses and p a th 
w ays of m etabolic deg radation  (these  m ust be discovered in the 
hum an since they  m ay differ from  those estab lished for certain  
anim al species or s tra in ) ;

4. E ssen tia l biological elim ination of a rem edial agen t w hich 
m ust be m easured in hum ans and com pared w ith  th a t determ ined 
in anim als.4
Because of species variance and variations in s tra in s w ith in  spe

cies, po ten tia l adverse effects m ay not be found in anim als. T he 
sam e variations can be seen in m an him self. V ariab ility  in ra tes of 
m etabolism  can lead to toxic reactions. T he sam e daily cose of a d rug  
m ay cure, cause severe toxicity , or have no effect w hatsoever.5 So 
long as we are aw are of these possibilities in our early  tria ls  and later 
in the P hase I I I  or w idespread trials, prom pt action can be taken to 
handle the  problem . N atu ra lly , there  are som e side effects th a t will 
not show  up un til a d rug  is used by m any thousands, and th is m eans 
th a t it is a lready on the  m arket. T he governm ent, industry , and the

4 K o p p a n y i ,  T . ,  A v e r y ,  M . A ., " S p e -  5 B ro d ie , B . B ., C o sm id es , G . J . ,  R o ll, 
c ie s  D if f e r e n c e s  a n d  th e  C l in ic a l  T r i a l  D . P . ,  T o x ic o lo g y  a n d  T h e  B io m e d i-  
o f  N e w  D r u g s :  A  R e v ie w ,” / .  Clin. c a l  S c i e n c e s ,”  Science 1 4 8 :1 5 4 7 -1 5 5 4 ,
Pharmacol. Therap. 7 :2 5 0 -2 7 0  (1 9 6 6 ) . N o . 3 67 7  ( J u n e  18) 1965.
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m edical profession are aw are of th i s ; and the adverse reaction  rep o rt
ing  system  is now  beg inn ing  to  function so th a t the  necessary  w arn 
ings can be issued to  preven t any tragedy.

On the  o ther side of the coin we have no w ay of know ing w hen 
an agen t th a t m igh t have been effective for hum an trea tm en t is re 
jected  by anim al screen ing  tests. O nly occasional accidents or perhaps 
serendip ity  b rin g  to  ligh t clinically effective drugs th a t had  been 
discarded in anim al tests. N -ally lnorm orphine w as found to  be a 
pow erful analgesic w hen given to  hum an patien ts  for o ther reasons, 
though  it w as orig inally  elim inated by the  anim al tests  for analgesia.® 
T his w as the  clue th a t led to  the  developm ent of one of the new non
narcotic  analgesics th a t is now  available.

The Public: Information and Protection
An im p o rtan t risk  we all face today is the  jo u rnalis tic  zealot 

or the overly am bitious politician w ho will take iso lated instances 
and p u t them  in the w rong  perspective, th us frig h ten in g  an a lready 
uneasy public. U n til such tim e as the  public is b e tte r  educated to  the 
risks and  benefits of research , we should all refrain from  p rem atu re  
public release of in form ation th a t could be m isin terp reted  or played 
up ou t of p roportion  to re a li ty ; and thereby  b rin g in g  abou t restric tive  
legislation th a t w ould seriously ham per research and developm ent 
and unnecessarily  restra in  the p rac tic ing  physician.

T he public a lready has a large m easure of protection. T he basic 
desire of the  physician is to  heal. If som eth ing  goes am iss in research , 
it is no t likely to  be fru itfu l for the patien t, hum anity , the physician, 
or for the science of medicine.

T here  are m any guidelines and re stra in ts  a lready available to 
p ro tec t the patien t. A m ong them  are the N urem berg  Code, The 
D eclaration  of H elsink i from  the W orld  H ea lth  O rgan ization , T he 
Code of E th ics of the A m erican M edical A ssociation, and the  pa tien t 
consent section of the governm ent regula tions govern ing  research 
on hum ans.

Conclusion
T im e does no t perm it the revelation of m any specific details 

and facets p erta in in g  to  th is com plex problem  of risks vs. benefits, 
b u t w ith  so m any diseases y e t to  conquer and the un ravelling  of the 
ag ing  process, we m ust move ahead, accep ting  a certain  am oun: of 
risk  to  gain the benefit. [The End] 6

6 G r e in e r ,  T .  H . ,  “ T h e  G a p  B e tw e e n  Drugs  6 ( 2 )  ; 69-76  ( M a r . - A p r . )  1967. 
P h a rm a c o lo g y  a n d  T h e ra p e u t ic s ,”  J . Nczv
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Risks vs. Benefits 
in Cancer Drug Development

By KENNETH M. ENDICOTT, M.D.

Dr. Endicott Is Director of the National Cancer Institute.

T H E  P R E C E D IN G  A R T IC L E  O N  T H IS  S U B JE C T  dealt w ith 
the general problem  of risk  versus benefit and em phasized the 
role of preclinical pharm acology in reducing  risk. I shall discuss 

the risks and benefits in cancer drug development, the field I know best.
Before considering the risk  of d rug  therapy  and the po ten tia l 

benefit, it is necessary to  consider the disease itself and the effective
ness of conventional therapy.

Cancer is a fatal disease in m ost cases if left un treated . If trea ted  
by th e  accep ted form s of surgical and radiation  therapy , only 35 
percent of pa tien ts  survive 5 years. T he outlook varies w ith  the type 
of cancer and the stage of the disease. Some form s are invariab ly  
fatal in a m a tte r  of m onths. In  o ther form s such as skin cancer, the 
chance for cure is as h igh as 95 percent. C onventional surgical and 
rad ia tion  th erap y  m ay carry  substan tia l risk. Surgical m orta lity  as 
high as 20 percent has been observed in som e studies. Some degree 
of residual disability  is seen in m ost of the cures, and in m any the 
d isability  is severe. Even so, there is general agreem ent th a t if there 
is a possib ilty  of cure th ro ug h  su rg ery  or rad ia tion  the pa tien t should 
receive the benefit of such lifesaving therapy.

E xperim ental chem otherapy  has been lim ited to  those cases 
beyond any  hope for cure by conventional therapy . H ere  the  p rogno
sis is hopeless w ith ou t chem otherapy and the po ten tia l benefit is life 
itself. M ost pa tien ts  and th e ir  fam ilies are m ore than  w illing  to 
accept g rea t risks.

M ost of the drugs in use or under s tu d y  are h igh ly  toxic and 
to  be effective m ust often be pushed to  toxic levels. E ven the  ho r
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m ones being used m ay have serious side-effects a t useful doses. T hu s 
the risks of d rug  therapy  m ay also be substan tia l, bu t in the 
ord inary  course of events everyone concerned elects to  accept the 
risks and hope for the benefits.

In  actual practice both risk and benefit usually  tu rn  ou t to  be 
less than  a life and death  m atter. D ru g  toxicity , though  often severe, 
is seldom  fatal. Benefits, w hen they are seen, are generally  of a pallia
tive na tu re  w ith  partia l or tem porary  rem ission w ith  or w ith ou t 
som e prolongation of useful and com fortable life.

W ith  each new d rug  there is alw ays the hope th a t the resu lts 
m ay be be tte r, and som etim es they  are.

Given a s itua tion  w here death from  the disease is v irtually  cer
tain and the pa tien t and his fam ily are desperate, the safeguard  of 
inform ed consent provides inadequate protection to  the patien t. 
T he conscientious clinical investigato r w ork ing to  help the patien t is 
him self in a  psychological trap  of desperation  and tends to  un der
estim ate risk and overestim ate the benefit of d rug  therapy in the face 
of the dism al prognosis. W h a t th is adds up to in m y view is th a t 
those of us w ho have responsib ility  for d rug  developm ent and clinical 
tria ls in th is area m ust go out of our w ay to  be sure th a t the risks 
taken are justified and th a t the p a tie n t’s best in terests  are served.

The Best Safeguard
In  study ing  an ticancer drugs, the  best safeguard  is a tig h t p ro

tocol, every phase of which has been developed w ith  the p a tien t’s 
best in terests  clearly in mind. A lternatives should alw ays be built 
in to  sh ift the individual pa tien t w ho would be harm ed by con tinu ing  
the study  on to  ano th er therapeu tic  track . If in the course of the study  
unanticipated  difficulties arise there  m ust be no hesitation  in am end
ing the protocol. T here  is no excuse for con tinu ing  the risk a fte r the 
po ten tial benefit has evaporated . E xperience has shown th a t ad 
herence to  these principles in no w ay necessitates a departu re  from 
sound scientific appraisal of a new drug. As an added precaution, it 
is w ise to  have protocols review ed by a ju ry  of peers.

In the foregoing rem arks I have been referring  to  cancer patien ts 
w ho are beyond hope of cure th ro ug h  su rgery  and radiation . T his 
is fam iliar te rrito ry  for the cancer chem otherapist. Now, th ank  God.
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we are beg inn ing  to  have enough success w ith  drugs th a t new prob
lems have arisen. T here  are d rugs and regim ens for acute leukem ia 
w hich produce rem issions lasting  5 years o r longer. One can no 
longer te s t new drugs in fresh cases of acute leukem ia un til the estab 
lished drugs have failed.

D ru g  trea tm en t of choriocarcinom a is sufficiently effective th a t 
it is now  used for pa tien ts  w ith  localized disease instead of surgical 
rem oval of the u teru s, th us p reserv ing  the ch ildbearing capability  of 
young  wom en. H ere  too new drugs cannot be tested  un til after 
estab lished drugs have failed.

A n other area  deserv ing  a few com m ents is the use of drugs in 
com bination w ith  su rg ery  early  in localized cancer of the colon, 
stom ach, lung  and breast. O bviously, such studies are no t app ro
pria te  for un tested  drugs b u t m ust be lim ited to  drugs w hich have 
a lready  been show n to be active against th a t form  of cancer in ad
vanced cases. E ven so, such studies m ay carry  a special risk  which 
m ust be w eighed w ith  the g rea te s t care. N early  all the candidate 
d rugs depress the bone m arrow  and therefore m ay increase the risk 
of hem orrhage and infection w hich in radical su rgery  m ay tip  the  
scale and  g rea tly  increase the surgical m orta lity . T he chance for 
cure from  su rgery  alone m ay be, le t’s say, 30 percent. If  the  
chance could be im proved by using  drugs to, le t’s say, 75 percent, one 
w ould have to accept som e increase in surgical m orta lity  as reason
able. O n the o ther hand, a m inor im provem ent in cure ra te  could 
easily be cancelled ou t by increased surgical m ortality .

T he g rea t difficulty is w eigh ing risks and benefits, and especially 
in deciding w hen to  te rm inate  a stu dy  lies in the fact th a t the  dam age 
from  the  drugs generally  occurs early  w hile the benefits m ay not 
becom e app aren t un til m onths or years later.

In  closing m y rem arks, I w ish to  po in t ou t th a t in experim ental 
th erap y  I have alw ays w orked a t the  so-called “policy level” and 
never a t th e  bedside. F rom  such a lofty  post it is easy to  be critical, 
and I have alw ays th o u g h t it m y d u ty  to  play such a role. In  all 
honesty , though, I m ust pay trib u te  to  the  generation  of clinical in
vestiga to rs w ho have b rou gh t us to the  presen t stage of cancer chem o
therapy . I have found them  to be unusually  com passionate physicians 
who p u t the p a tien t’s w elfare first and science second — w hich is as 
it should be. [The End]
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Status o f the Drug Efficacy Study

National Academy of Sciences— 
National Research Council

H E  F O O D , D R U G  A N D  C O S M E T IC  A C T O F  1938 required
th a t evidence of the safe ty  of a new d rug  should be subm itted  to  

and be accepted by the Food and Drug Administration (F D A ) before 
the d rug  could be placed on the m arket. T he  K efauver-H arris  A m end
m ents of O ctober 1962, added the requirem ent th a t evidence of the 
effectiveness for the therapeu tic  claim s m ade for the drug  should also 
be subm itted  to  and be accepted by FD A . T he A dm inistra tion  in te r
preted th is am endm ent to  apply re troac tive ly  to  all d rugs for w hich 
new d rug  applications had been filed in the period 1938-62. T his 
p resented  the staff of F D A  w ith  the overw helm ing task  of review ing, 
w ith in a reasonable ]>eriod of tim e, the effectiveness of alm ost 90% 
of all d rugs curren tly  on the m arket.

In th is situation . Com m issioner G oddard sough t the help of the 
N ational A cadem y of Sciences — N ational Research Council (N A S- 
N R C ). The first inform al approach was m ade in A pril 1966. A de
tailed proposal for the conduct of the stu dy  by the A cadem y was 
subm itted  to  F'DA early  in June and a con tract for the undertak ing  
w as signed on Ju ly  17.

A few days earlier, FD A  published in the Federal R eg ister a 
s ta tem en t on the proposed study  to gether w ith instructions on the 
procedures d rug  houses should follow for all drugs th a t they w ished
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to have reviewed. The original deadline for submission was September 
9, 1966 and w as honored by the g rea t m ajo rity  of firms. T o accom 
m odate the few laggards the deadline w as extended several tim es and 
finally sealed a t Jun e  1, 1967.

By the end of Ju ly , 1966, the A cadem y had appointed  a Policy 
A dvisory C om m ittee of 29 m em bers and the  chairm en of 27 evalua t
ing  panels and these had m et in conference w ith  represen ta tives of 
the  professions of m edicine and pharm acy, of the  pharm aceutical 
in du stry  and FD A . F rom  th is conference em erged a public docum ent 
know n as the “ G uidelines” w hich ou tlined procedures for the ad
m in istra tion  and conduct of the  study.

M eanw hile office qu arte rs  had been secured and furn ished and 
ten  physicians of the  P ublic  H ea lth  Service had been assigned to the 
A cadem y by F D A  to provide staff sup po rt for the w ork of the panels. 
Before the end  of Septem ber the m em bership of the 27 panels (there 
are now 30) of six  m em bers each had been com pleted and the bulk of 
the subm issions by pharm aceu tical firms of claim s and suppo rting  
da ta  had been received.

All in all, 237 firms have subm itted  a to ta l of 3637 d rug  p rep ara 
tions for review. E ach claim  for each d rug  is separate ly  evaluated  and 
a categorical ju dg m en t is m ade th a t the d ru g  is “effective,” “probably  
effective,” “possibly effective,” or “ ineffective” for each s ta ted  claim , 
in accordance w ith  definitions of these  categories in the “G uidelines.” 
F o r the m ajo rity  of d rugs m ultip le claim s are m ade covering d istinc
tive m edical conditions th a t m ay require evaluation  by different 
panels. In  the  case of one sm all class of drugs, 10 to  15 panels have 
been consulted. B y the tim e th a t the s tu d y  shall have been com 
pleted  it is likely th a t it will incorporate m ore th an  10,000 separate  
th erap eu tic  evaluations. A t the p resen t tim e we estim ate  th a t we are 
tw o-th ird s along the w ay and th a t review  will be substan tia lly  
com pleted by m idsum m er of 1968.

T he panel m em bers have had access no t only to  the m aterial sub
m itted  by the proponents of the drugs bu t also to  the  m edical lite ra 
tu re  and  to  pertinen t data  in the files of FD A . M em bers m ay request 
additional in form ation from  the  sponso ring  pharm aceutical firms and 
are quite free to  d raw  upon th e ir  ow n individual clinical experience 
w ith the  drugs under review. T he four categories of decision listed 
above were estab lished a t the request of F D A  to  facilita te  its h an 
dling  of the reports. In  m ost cases the  panels have been constrained,
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and have been encouraged, to  elaborate and qualify  th e ir categorical 
ju dgm en ts in extended exp lan ato ry  com m ents.

T he indications th us far in the  S tudy  are th a t few to ta lly  ineffec
tive drugs are m arketed , although  th ere  are w ide areas in w hich m odi
fication or elim ination  of specific claims will be recom m ended. In  a 
num ber of cases, the package in serts  for effective drugs m ake addi
tional claim s th a t are unw arran ted . Some drugs, orig inally  m arketed  
for one condition, have since been found to be effective for others, 
b u t the  add itional indications have no t been included in the package 
insert. F inally , it has been noted th a t the  package in serts  even for 
d rugs judged  com pletely effective are very  frequently  out-of-date by 
m any years. A num ber of the  in serts  have not, in fact, been revised 
since the d rug  w as orginally  m arketed . In  m any cases the  recom 
m ended dosages are no longer acceptable. E xperience has show n 
th a t som e of the sta ted  precautions are no t necessary, w hereas new 
con traindications have come to  ligh t in the  interim . Indeed, some 
panels have gone so far as to  d raft en tirely  new  and uniform  m odel 
package inserts for im p ortan t d rugs th a t are m arketed  by several 
producers accom panied by deviant insert m aterials.

Uniqueness of the Study
T he D rug  Efficacy S tudy  is unique in a num ber of respects. I t  is 

uniquely extensive in scope and un iquely in tensive in tim e. I t  is 
unique also in th e  th erap eu tic  experience and com petence of the 
evaluating  team  and  in the clim ate of goodwill in w hich it is operating .

A lthough  the stu dy  was undertaken  in response to a request for 
advice from  a regu la to ry  agency it has no t been influenced by the 
constra in ts th a t inevitably  tend  to  form alize th e  execution of a s ta t
u to ry  obligation. In  o ther w ords, the reports  th a t will be subm itted  
to  F D A  will be, in tone and  in substance, essentially  the reports 
th a t w ould have been rendered had  they  been requested  by a m edical 
or an industria l group. T hose w ho engage in a unique en terp rise 
learn much from  the experience. W hen  the stu dy  shall have been 
com pleted there  will rem ain the obligation to d issem inate the  fru its  
of th is experience to all of those in m edicine, in governm ent and in 
industry  w ho can profit from  them .

F irs t, there  is need to  b rin g  to  the a tten tion  of those w ho p re
scribe and d istribu te  d rugs the au tho rita tive  in form ation on individ
ual drugs th a t has been developed in a m ore effective w ay than  the 
labelling and package inserts now achieve. Second, the reports  on
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individual drugs and on classes of d rugs are a  rich resource for the 
developm ent of au tho rita tive  critiques of the precepts of cu rren t 
therapeu tic  practice—critiques in te rm s of categories of disease, of 
types of pa tien ts  and of classes of d rugs and critiques of the con
ventions of dosim etry , of therapeu tic  equivalency and of the  uses of 
com pound drugs.

T hird , m uch has been learned about the  good w ays and the bad 
w ays of g e ttin g  down to the very  p ractical business of evaluating  the 
efficacy of drugs. T h is experience should be helpful to  those w ho will 
guide the  fu tu re  conduct of the regu la to ry  function of governm ent 
and, indeed, to  all w ho m arket, p rescribe or d is tribu te  drugs.

In d u stry , the profession and governm ent have a com m on in terest 
in seeing th a t these jobs do no t go by default. I t  will no t do to  leave 
them  to  George, th a t is, to  the D ru g  Efficacy S tudy. T hey  should be 
jo in t enterp rises cooperatively  undertaken . If  these  th ings are done 
in th is  sp irit, th ere  could develop in the  w orld of d rug  affairs a 
w arm er clim ate of un derstan d in g  and goodw ill than  has prevailed 
in the  past. [The End]

RECORD INSPECTION REQUIRED SEARCH WARRANT
A l t h o u g h  t h e  F D A  h a s  t h e  r i g h t ,  u n d e r  § 704  o f  th e  F e d e r a l  F o o d ,  

D r u g  a n d  C o s m e t ic  A c t ,  to  c o n d u c t  r e a s o n a b l e  in s p e c t i o n s  o f  c e r t a in  
d o c u m e n t s ,  i t  m u s t  d e l im i t  t h e  c o n f in e s  o f  s e a r c h  b y  d e s ig n a t i n g  th e  
n e e d e d  d o c u m e n t s  in  a  s e a r c h  w a r r a n t .  O n  th e s e  g r o u n d s ,  th e  U . S . 
C o u r t  o f  A p p e a l s  in  P h i l a d e lp h i a  h a s  r e v e r s e d  a  c r im in a l  c o n v i c t i o n  o f  
d r u g  r e p a c k e r s  f o r  r e f u s i n g  t o  p r o d u c e  r e c o r d s  r e q u e s t e d  b y  t h e  F D A  
w i t h o u t  a  s e a r c h  w a r r a n t .  D u r i n g  th e  c o u r s e  o f  a  r o u t i n e  d r u g  f a c to r y  
in s p e c t i o n ,  a n  e x a m i n a t i o n  o f  d r u g s  o n  t h e  r e p a c k e r s ’ s h e lv e s  le d  th e  
F D A  in s p e c to r  to  s u s p e c t  m i s b r a n d i n g  o f  p r e s c r i p t i o n  d r u g s ,  w h ic h  
b r o u g h t  a b o u t  a  r e q u e s t  t o  i n s p e c t  t h e  r e c o r d s  o f  r e c e ip t  a n d  d i s t r i b u 
t i o n .  T h e  r e p a c k e r s  r e f u s e d  to  p r o d u c e  th e  r e c o r d s  b e c a u s e  th e y  c o n 
ta in e d  f in a n c ia l  d a ta .  F o l l o w in g  a  d e t e r m in a t i o n  b y  t h e  i n s p e c to r  t h a t  
la b e ls  h e  w a s  p e r m i t t e d  t o  t a k e  w i t h  h im  p r o v id e d  in su ff ic ie n t in fo rm a 
t i o n ,  th e  i n s p e c to r  r e t u r n e d  t o  t h e  f a c t o r y  a n d  w a s  a g a in  re fu s e d  ac ce ss  
t o  t h e  r e c o r d s .  T h e  c o u r t  h e ld  t h a t  a l t h o u g h  th e  r e p a c k e r s  h a d  a l lo w e d  
a  f a c t o r y  in s p e c t i o n ,  t h e y  w e r e  p r o t e c t e d  b y  t h e  F o u r t h  A m e n d m e n t  
b e c a u s e  t h e  w r i t t e n  n o tic e  o f  in s p e c tio n  d id  n o t  a u th o r iz e  a n  in sp e c tio n  
o f  t h e i r  r e c o r d s .  U. S . v. Stanack Sales Co., Inc., C C H  F ood D rug Cos
metic L aw R eports fl 40,284.
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A Neighbor Comments Upon  
Some National and International 

Aspects o f
Food and Drug Legislation

By D. G . CHAPAAAN
Mr. Chapman Is Assistant Director-General, Foods, 
in the Canadian Food and Drug Directorate.

Beginning of Food and Drug Legislation in Canada
In  Canada, the first federal legislation dealing w ith  th e  ad u lte r

a tion  of foods and drugs was enacted  92 years ago. I ts  enac tm en t 
resu lted  from the fact th a t m any people at th a t tim e w ere consum ing 
large quan tities of grossly  adu ltera ted  liquor. N ow  I un derstan d  th a t 
here in the U nited  S tates your leg islators w ere faced w ith  a sim ilar 
problem  at th a t tim e. Y our law  m akers evaluated  the  situation , and 
in th e ir w isdom  placed a proh ib ition  on the m anufacture and sale 
of liquor.

In  Canada, sim ilar action w as considered. H ow ever, due to  some 
considerable ex ten t, to  rep resen ta tions from  French  Canadians, our 
leg islators took the stand  th a t it w as not liquor as such th a t should be 
banned b u t bad liquor. H ence, on and a fte r Jan u ary  1, 1875, any 
m anufac tu rer of liquor found gu ilty  of ad u lte ra tin g  his product w ith 
such item s as com m on salt, copper sulphate, opium , tobacco, Indian  
hem p or salts of lead and zinc, w as sentenced to  a fine of $100 and a 
m onth in jail w ith  or w ith ou t hard  labour. T he second offense ca r
ried a $400 fine and th ree m onths in jail.

In  addition  to  the adu ltera tion  of liquor, o ther foods w ere also 
being adu lte ra ted  a t th a t tim e. W e read in the first report in 1877. 
dealing w ith  the adu ltera tion  of foods in Canada, th a t 90 per cent of 
the coffee contained from practically  zero to  50 per cent of coffee
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m ixed w ith  vary ing  am ounts of chicory, roasted  w heat, peas o r beans, 
and, in one case, to asted  bread crum bs. All sam ples of m ustard  w ere 
found to  be ad u lte ra ted  w ith  flour colored w ith  turm eric- M ost of 
the pepper was found to  contain from  25 per cent and upw ards of 
roasted  flour. A pprox im ately  60 per cent of the m ilk w as found to 
have had its w a te r or fa t con ten t altered . I am sure th a t the s ituation  
in the U nited  S ta tes a t th a t tim e was not as serious as in Canada.

H ow  far have we come since 1875? In  our tim e, we have passed 
from  the era  of the  bu lk  con tainer of food, the cracker barrel, th ro ug h  
the  packaged food era  to  the p resen t “convenience” food era. T he 
trend  is to m ore and m ore “convenience” foods contain ing  m ore and 
m ore chem ical additives. W e as leg islators m ust be cognizant of 
these facts and m ust insure th a t the  leg islation being  developed is 
consisten t w ith these advances and th a t such legislation does not 
stifle technological progress.

W e m ust, of course, sa tisfy  ourselves th a t all foods are safe. One 
C anadian citizen is quite apprehensive about the safe ty  of our food 
supply  and he has w ritten  to  us as fo llo w s:

E i t h e r  y o u  a r e  i g n o r a n t  o r  y o u  a r e  n o t  d o i n g  y o u r  d u ty .  W h y  d o  y o u  t h in k  
y o u  a r e  b e in g  p a id  if n o t  f o r  p r o t e c t i n g  th e  p u b l ic .  D o  y o u  k n o w  t h a t  if y o u  h a d  
b e e n  w o r k i n g  f o r  a  p r i v a t e  c o m p a n y  y o u  w o u ld  a l l  b e  o u t  o f  w c r k .  . . . S o c ie ty  is  
n o t  s u p p o s e d  t o  s e r v e  a s  g u i n e a  p ig s  t o  c h e m is t s .  E v e r y b o d y  k n o w s  t h a t  th e r e  
is  m o r e  c a n c e r  t h a n  e v e r  a n d  I  p e r s o n a l l y  b e l ie v e  t h a t  th e  m a in  c a u s e  is  th e  fo o d  
w e  e a t .  I  t r u s t  y o u  w il l  r e a d  th i s  l e t t e r  b e f o r e  t h r o w i n g  i t  in  th e  w a s t e  b a s k e t .
T h e  w r i t e r  s e n t  a  c o p y  o f  h is  l e t t e r  t o  o u r  P r im e  M in i s t e r ,  M r .  P e a r s o n ,  to  a l e r t  
h im  to  o u r  ig n o r a n c e  a n d  f a i lu r e  t o  d o  o u r  d u ty .

Standardization of Foods
M uch has been w ritten  and m uch has been said on the value of 

stan dards to  the consum er, the food processor and the  enforcem ent 
agency. M uch has also been said regard in g  the possible adverse effect 
th a t s tan dards m ay have upon technological advances in the  food 
field. I know  th a t the  U.S. Food and D rug  A dm inistra tion  is quite 
aw are of all these aspects, as I hope we are in the C anadian Food 
and D rug  D irectorate , and th a t we govern ourselves accordingly.

Speaking first of activ ities a t the national level. I have the  im 
pression th a t we in the  Food and D ru g  D irec to ra te  in C anada are 
no t as active in the  s tan d ard -w ritin g  field as is the  U.S. Food and 
D ru g  A dm inistra tion . I have noted th a t Com m issioner G oddard is 
reported  to  have asked th a t stan dards be w ritten  for frozen foods, 
baked goods, fish, nu ts, fru it pies, pork and beans, and sub stitu te  
dairy  products. T h is is a  form idable task  and I un derstan d  th a t 
F D A ’s budget', a t one point, included an item  of $241,300 to  cover
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the w ork on new food standards, and th a t 16 new positions w ere 
requested  in th is area.

W hile, in Canada, we are con tinually  am ending our cu rren t food 
stan dards and w riting  som e new ones, we have no crash program , a t 
th is  tim e, for the prepara tion  of large num bers of new standards.

A t the in ternational level, m ost of us are now aw are of and som e 
of us are actively involved in the w ork of the  Codex A lim entarius 
Com m ission and its Com m ittees. T his a ttem p t by the Food and 
A gricu ltu re  O rgan ization  and the W orld  H ea lth  O rgan ization  to  
ob tain  in ternational agreem ent on food stan dards w arran ts  our se
rious support. A greem ent will not come easily. I t  is only n a tu ra l th a t 
governm ents will jealously gu ard  th e ir p resen t food stan dards and 
food legislation and no t wish to  m ake a change. W e m ust all en ter 
in to  the discussions on in ternational food stan dards w ith  w illingness 
to  give and take in the in terests  of the  in ternational com m unity . A t 
the  sam e tim e, we m ust, of course, insist upon requ irem en ts in the 
standards w hich will provide the  consum er w ith  a safe, w holesom e 
food th a t is of reasonable quality  and is correctly  labelled.

I feel th a t one area of difficulty in ob ta in ing  in ternational ag ree
m ent on food stan dards will be the use of food additives. M ay I cite 
one exam ple to  illu stra te  th is fact. W ine technologists tell us th a t 
su lphur dioxide is essential for the production of wine. As you know, 
su lphur dioxide is also used in p reserv ing  dried fru its  and vegetables, 
fru it pulp, and is p resen t in beer and o ther foods. T he Jo in t Food 
and A g ricu ltu re  O rgan ization— W orld  H ea lth  O rgan ization  E xp ert 
C om m ittee on Food A dditives has suggested  th a t 90 m illigram s of 
su lphur dioxide is the  m axim um  am ount w hich m an can safely con
sum e day after day. T he consum ption of foods in C anada contain ing 
su lphur dioxide is no t large. T he C anadian people as a whole have 
no t developed th a t excellent E uropean  custom  of d rink ing  w ine w ith 
th e ir  meals. As a resu lt, the per capita  consum ption of w ine per day 
in C anada is less th an  a tablespoonful. H ence, our in take of su lphur 
dioxide from  w ine is no t large. T h is is not the case, how ever, in som e 
countries. In  Ita ly , s ta tis tics  w ould suggest th a t every m an, wom an 
and child consum es on the  average 300 m illilitres of w ine per day. In 
F rance it reaches 350 m illilitres— or roughly  12 ounces. Now the  In te r 
national W ine Office in P aris  advises us th a t w ine cannot be m ade 
w ith ou t the use of su lphur dioxide and th a t som e w ines require as 
m uch as 300 parts  per m illion. If th is is the  case, then  the  person 
drink ing  300 m illilitres of such w ine w ould be consum ing 90 n ig  of 
su lphur dioxide. T h is m eans th a t all of the suggested  safe level of
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su lphur dioxide w ould be used up in w ine alone. If the  level of 90 m g 
is no t to  be exceeded, th en  su lph u r dioxide could no t be used in any 
o ther foods. H ence, each cou n try  w hen considering the  use of food 
additives m ust be cognizan t of the  ea ting  and  drink ing  hab its of its 
people and m ake its recom m endations accordingly. T o  reach in te r
national agreem ent on such differing recom m endations will require 
patience and understanding .

N ow th a t the  tim e is rapid ly  approaching  w hen governm ents will 
be form ally inv ited  to  accept th e  Codex S tandards. T he Food and 
D ru g  D irectorate , is carefully  com paring p resen t C anadian stan dards 
w ith  those being proposed a t the  in terna tional level. If C anada ac
cepts these  standards, it w ould seem  desirable, for enforcem ent p u r
poses, to  incorporate  such standards, a t least in part, in to  the Food 
and D rug  R egulations or o ther app ropria te  regulations.

References to Polyunsaturated Fatty Adds
W e, in Canada, as you in the U nited  S tates, have, in recent years, 

been w restling  w ith  the question  of the  desirab ility  of restric tin g  
the  references to  and claim s for cholesterol and po ly unsatu ra ted  fa tty  
acids as th ey  re la te  to  foods. T he follow ing are exam ples of s ta te 
m ents w hich have appeared on labels or in advertisem ents for foods 
in an a ttem p t to  influence the  p u rch aser:

(i) B est for people concerned about sa tu ra ted  fats.
(ii)  Now increased in polyunsaturates for health-minded families.
(iii) The kind of unsaturated liquid oil more and more doctors 

are recom m ending for good nu trition .
(iv) Highest ratio of polyunsaturated to saturated fat.
(v ) I t has more polyunsaturated fats and fewer saturated fats 

th an  any of the m argarines m ade w ith  o ther oils.
T he  Food and D ru g  D irec to ra te  does no t w ish to  becom e in 

volved in the  con troversy  regard in g  the  desirab ility  of low ering cho
lesterol levels. W e are aw are, how ever, th a t m any physicians wish 
to  recom m end diets con ta in ing  high levels of po lyunsatu ra ted  fa tty  
acids. W e know  from  surveys of the  m arket th a t there  is little  re la
tion betw een claim s m ade for po ly unsatu ra ted  fa tty  acids and their 
ac tual con ten t of these substances. W e, therefore, feel that we have a 
responsib ility  to  ensu re  th a t m eaningful labelling  and adv ertis in g  are 
available to  assist the  doctor in choosing or suggesting  foods w hich, 
in his opinion, m ay be of value to  his patien t.

O n O ctober 30, 1967, the D irecto rate  released w hat may become 
the regula tions govern ing  the claim s perta in in g  to  :he fa tty  acid 
con ten t of foods in Canada. T hese  regula tions will con tro l bo th  the
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sta tem en ts  on the labels of foods as well as in advertisem ents. T he 
effect of these regula tions is th a t no reference m ay be m ade to  fa tty  
acid or cholesterol con ten t of a food unless the  food is an oil con
ta in in g  40 per cent po lyunsatu ra ted  fa tty  acids and no t m ore than  
20 per cent sa tu ra ted  fa tty  acids or it is a m argarine-tyj>e product 
con tain ing  in its fat a t least 25 per cent po lyunsatu ra ted  fa tty  ac:ds 
and not m ore than 20 per cent sa tu ra ted  fa tty  acids. If these condi- 
ions are m et, then the percentages of po lyunsatu rated  and sa tu ra ted  
fa tty  acids m ay be referred to on a label or in an advertisem ent. Xo 
o ther claim s would be perm itted .

T he practical effect of these proposals will be to  restric t s ta te 
m ents on po lyunsatu ra tes to  oils such as corn, sesam e, sunflower, 
safflower and soybean oil. T w o m argarines cu rren tly  on the Canadian 
m arket w ould qualify to m ake sta tem en ts  regard ing  the fa tty  acid 
content. I understand  th a t C om m issioner G oddard and officers of 
the U.S. Food and D ru g  A dm inistra tion  are also actively exam ining 
th is question  of claim s for fa tty  acids.

Hazardous Substances
M ay I now tu rn  briefly to  C anadian activities in the field of 

legislation to  control hazardous substances. W hile we have federal 
legislation w hich controls the m anner in w hich m any potentially  
harm ful substances, such as drugs and pesticides, m ay be offered for 
sale, there  is, nevertheless, a large num ber of com m only used house
hold substances over w hich there is no federal control and w hich, if 
m isused, m ight represen t a hazard to  health.

W e have, of course, been aw are of and have carefully exam ined 
the U.S. F ederal H azardous Substances L abeling  Act of 1960 and 
T he Child P ro tec tion  A ct of 1966. In  1966. Dr. C. A. M orrell, the 
form er D irector-G eneral of the Food and D rug  D irectorate , carried 
out a stu dy  of the need for and the m anner in which legislation to 
control hazardous substances m ight be carried  out.

As a resu lt, a H azardous S ubstances A ct has been drafted and 
was given a first read ing  in the C anadian Senate on O ctober 31. 1967. 
T he A ct has now  been given a second read ing  and has been referred 
to  a Com m ittee for detailed study . If finalized in its present form , it 
will provide the G overnor in Council w ith  au th o rity  to  p roh ib it the 
sale of certain  designated  hazardous substances, and perm it the sale 
of certain  o ther designated  hazardous substances under prescribed 
conditions.

A ttached  to  the  proposed A ct is a Schedule m ade up of P a r t I 
and P a rt II . P a r t I contains a listing  of those articles which may
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not be advertised  or sold in Canada, such a s : (a) jeq u irity  b e a n s ;
(b) fu rn itu re , toys and o ther articles in tended for children , painted 
w ith  a pain t con ta in ing  lead in excess of 0.1%  expressed as lead oxide 
and; (c) paints for household use having a  flashpoint of less than 40° F.

P a r t II . on the o ther hand, contains a lis ting  of w hich m ay be 
sold under specified conditions. Exam ples of these are, (a) bleaches, 
cleaners and san itizers for household use con tain ing  chlorine or its 
com pounds; (b) cleansers, for household use, con ta in ing  sodium  
hydroxide, po tassium  hydroxide, sodium  b isulphate, hydrochloric 
acid or phosphoric a c id ; (c) household polishes and clean ing agents 
con ta in ing  petro leum  distilla tes or chlorinated  aliphatic  hydrocarbons 
an d ; (d) glues for household or hobbycraft use con ta in ing  aliphatic  
or arom atic  hydrocarbon solven ts or ketone solvents.

T his H azardous S ubstances A ct, if and w hen it becom es law , will 
probably be adm inistered  by the Food and D rug  D irectorate .

LSD
I t  appears to be im possible for any Food and D rug  officer to 

make any  sta tem en t today w ithou t a reference to  L SD . U nder the 
p resen t Food and D rugs A ct, L S D  is listed as a Schedule H  drug. 
A nother section of the A ct sta tes  th a t no person shall sell any drug  
listed in Schedule H. An A ct to am end the Food and D rugs A ct w ith 
respect to  L S D  was in troduced in the Canadian Senate on O ctober
31. 1967. T his am endm ent has now been given second reading and 
has been referred  to  a com m ittee for detailed study . T be purpose of 
th is proposed am endm ent is to  classify L SD  as a restric ted  drug  
and to  m ake it an offense for any person except under the  au tho rity  
of the A ct (1) to  have L S D  in his possession ; (2) to traffic in L S D ; 
or (3) to  have L SD  in his possession for the purpose of trafficking.

Conclusion
W e in the C anadian Food and D rug  D irectorate  have appreciated  

the co-operation and assistance extended to us by officials of the 
U nited  S tates Food and D ru g  A dm inistra tion . In  our a ttem p ts to 
insure th a t foods and drugs in C anada are safe and are not deceptive 
in th e ir p resen ta tion  to  the consum er, we have draw n from  the activ 
ities and practices of the  U n ited  S ta tes Food and D ru g  A dm in istra
tion. W hile we are a very  sm all group, population-w ise, we are ra th e r 
proud of w hat we have done in C anada w ith  regard  to  food and drug 
legislation. W e like to  th ink  th a t o ther countries, even the U nited  
S tates, m ight, on occasion, find som eth ing of in terest and of value 
in our legislation. [The End]
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Current Tidings and Trends 
in Drug Appraisal

By BERNARD L. OSER

The Following Article W as Presented at the Fall Luncheon Meeting of 
the Drug, Chemical and Allied Trades Association in New York on No
vember 20, 1967. Dr. Oser, This Magazine's Scientific Editor, Is with 
the Food and Drug Research Laboratories, Inc., Maspeth, New York.

TH E  D R U G  IN D U S T R Y  IS C U R R E N T L Y  in the th ro es of 
difficult tim es. I t can no longer operate  as it did as recently  as 5 
years ago. T he procedures involved in the in troduction  of new  drugs 

are becom ing increasingly com plex, and one can’t even be certain  
th a t drugs th a t have been on the m arket for a num ber of years will 
be m arketab le a year from now. Congress has handed the Food 
and D rug  A dm inistra tion  (F D A ) a b ig  stick in :he form  of the D rug  
A m endm ents of 1962 and since then the agency has been developing 
m uscles to  wield it. By m eans of detailed anc broad -rang ing  regu la
tions. F D A  has become increasingly  involved in procedures for 
evaluating , m anufacturing , handling  and m arketing  of drugs.

One w onders w hether Congress fully appreciated  the burden 
placed upon the shoulders no t only of the d ru g  in du stry  bu t of F D A  
and the medical profession, when it demanded “proof” of effectiveness, 
as well as of safety, of new  drugs. T h a t the adm in istra tive  agency 
was no: prepared in term s of qualified scientific and m edical m an
pow er :o  fulfill its obligations under the New D rug  A m endm ents 
becam e clear from the in tensive search which was undertaken  to  fill 
staff positions and the num erous resignations and reorganizations 
which com pounded the  difficulties. T he Pesticide. Food A dditives 
and Color Additives amendments to the Act adopted since 1954 have 
con tribu ted  th e ir share to  the g row ing  pains in the adm in istra tive  
agency. F D A ’s annual budget w as relatively  stable a t about $5 to  $7 
m illion for the years preceding 1957, b u t it has stead ily  increased to
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over $60 m illion in 1967. A t the sam e tim e, the num ber of persons 
em ployed has risen from  about 900 to  approxim ately  5,000. I t  takes 
an  understan d in g  of th e ir respective ob ligations and responsibilities 
to  feel the deepest sym pathy  for both F D A  and the industries it 
polices.

T he decision to  sub jec t “old” new drugs to  reappraisal for ef
fectiveness resu lted  in F D A ’s en te ring  in to  a con trac t w ith  the 
N ational A cadem y of Science-N ational R esearch Council which u n 
dertook last year to review  about 3600 d rug  form ulations on the 
m ark et since 1938. On the  basis of guidelines estab lished by 30 
panels of m edical specialists judgem en ts as to  degree of effectiveness 
(“effective,” “probably  effective,” “possibly effective” and “ ineffec
tiv e” ) will be subm itted  to  FD A . W h a t action  will be taken  by  F D A  
on those drugs ra ted  as less than  “effective” is no t know n at th is 
time. T he first series of recom m endations em anating  from  th is D rug  
Efficacy S tudy is expected to  be rendered  shortly . I t  will be followed 
by a critique of d rug  classes and a s ta tem en t on the crite ria  deem ed 
to be m ost m eaningful for fu tu re  evaluations.

Difficulties In Enforcement
T he size of the load is only one aspect of the  difficulties being 

encountered  in the enforcem ent of the new d rug  provisions. S ittin g  
betw een scien tists and p ractitioners in the pharm aceutical industry  
and those in F D A . we hear com plain ts about the problem s of finding 
and en listing  com petent clinical investigators w ho are w illing  to  
contend w ith the m ass of record-keeping and o ther restric tions in
volved in new d rug  studies, w ho are able or w illing  to ob tain  inform ed 
consent from  th e ir patien ts, or w ho will override ethical considera
tio n s  and adm in ister placebos or no trea tm en t at all to  “con tro l” 
patien ts. W e hear criticism  from  reputable biom edical scien tists th a t 
FD A  personnel, som e of whom  have been out of touch w ith  m edical 
research or practice, insist on extensive lab o ra to ry  studies of question
able relevance or pred ic tab ility  even in cases w here sufficient clinical 
experience exists to  sup po rt the safe use of a drug. Experienced 
pharm acologists, clinical investigato rs and m edical p ractitioners em 
ployed or re tained  by pharm aceutical com panies have rebelled against 
the need to  pit th e ir judgem ent against th a t of F D A  review ers. I t  is 
no w onder then th a t m any com panies are exp loring foreign te rrito ry  
as a source of new drugs, even to  the ex ten t of hav ing perm anen t 
rep resen ta tion  in E urope, w here the legal and m edical restric tions are 
not nearly  so burdensom e or costly.
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Drop-Off in New Drug Applications
A t a recen t m eeting  of the Caduceus Society of Cornell U n i

versity , Com m issioner G oddard noted a drop-off in N ew  D ru g  A ppli
cations, b u t said th a t it w as no t re la ted  to  the 1962 A m endm ent, th a t 
the decline began a fte r the  peak year of 1955. H e pointed ou t th a t 
in 1956, 260 prescrip tion  drugs w ere approved by FD A . T he fall-off 
was gradual du ring  1957-8 b u t w as followed by a sharp  drop to  148 
in 1960 w hich continued precip itously  to only 76 approvals in 1962. 
H ow ever the  public hearings and the th rea tened  new leg islation  were 
no t w ith ou t th e ir  effect on the  in troduction  of new drugs. T he P aul 
deH aen  N ew  P ro du cts  S urvey reveals th a t in the 5 years preceding 
the K efauver-H arris  A m endm ents 242 single new d rug  en tities were 
in troduced w hereas in the nex t 5 years a to ta l of only 95 en tered  the 
m arket, rep resen ting  a drop of 61 per cent. I t  is no t possible to  s ta te  
unequivocally  th a t the decline in the  ra te  of in troduction  of new  d rug  
en tities and com binations has been a d irect consequence of the  in 
tensified regu la to ry  controls. W hen  we consider the  trem endous 
progress th a t has been m ade in m edical research d u ring  the  past 
25 years, no t only by the pharm aceu tical indu stry  b u t in academ ic 
and  o ther governm ent supported  research agencies, it seem s difficult 
to  believe th a t the wells are d ry ing  up, or th a t m uch of the  research 
and developm ent in d rug  products is too  shoddy to  m eet p resen t 
s tan dards of the m edical com m unity.

D esp ite  the fact th a t F D A  is an enforcem ent or policing agency, 
it is easy to  un derstan d  w hy m any com panies seek its advice as to  
w hether or no t a d rug  is “new ” and if so, w h at investigational and 
legal procedures m ust be followed to gain official approval. Advice 
th us given tends tow ard  the conservative, often enta iling  m ore tim e, 
m oney, and effort than  the po ten tia l sponsor is able or w illing to  
invest. B u t unless the  solicited advice is taken the prospects of 
approval are slim. U n fo rtun a te ly  it has been the experience of some 
sponsors th a t even a fte r su b m ittin g  the suggested  evidence, sub 
sequent review s by different FD A  personnel m ay resu lt in the request 
for still m ore data. In  passing it is in terestin g  to  note the com plain t 
of a ve terinarian  from  Ind iana  U n iv ersity  w hich appeared in a recent 
le tte r in Science m agazine. T his veterinarian  and probably  several 
hundred  o thers across the  country , had been using  a Sandoz d ru g  for 
the past 15 years as an anesthetic  for cold-blooded v erteb ra tes  (fish, 
frogs, e tc .). W ell, Sandoz is no longer supply ing  the d rug  because 
F D A  declared it to  be a “new ” d rug  in the v e terinary  category, 
requ iring  an IN D  (Inv estiga tiona l New D ru g ). T he  accom panying
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expense, red tape, and record keeping necessary to  com ply w ith  the 
new  d ru g  regu lations could no t be justified by th is lim ited use for the 
drug . N ow these vets have to  find a su b stitu te  if th ey  can.

Some of the  m ajo r problem s encountered  by the  d rug  in du stry  
arise from  the adm in istra tive  in terp re ta tion s assigned to  general 
language of the  F ederal Food, D ru g  and Cosm etic A ct. T he broad, 
b u t precise, definitions of w h at m akes a “new  d ru g ” new  or of w hat is 
m ean t by “good m anu fac tu ring  p ractice,” caugh t the  regula ted  indus
tries by surprise. T he  official view th a t “harm less” m eant harm less 
regard less of conditions of use, or th a t “color add itive” applied not 
only to  the  p igm ent b u t to  the  en tire  cosm etic p reparation , are ex 
am ples of wdiat m any believe to  have been adm in istra tive  a fte r
th ou gh ts. S im ilarly  the  term  “no residue” as applied to  certain  
pesticides in food, or “zero to lerance” as applied to  salm onella con
tam ination , have had to  be re in terp re ted  in the ligh t of practical 
analytical considerations.

M uch has been w ritten  and said on the sub ject of “cu rren t good 
m anufac tu ring  practice” (G M P ). W hen used to determine ad u lte ra 
tion it m eans not only th a t the end product m ust be acceptable bu t 
th a t all conditions re levan t to  the operation of the p lant, including 
the process from s ta r t to  finish, m ust also be acceptable. Section 501 
of the A ct provides th a t a d ru g  shall be deem ed adu ltera ted  “if the 
m ethods used in, or the facilities or con trols used for its m anufacture, 
processing, packing or ho ld ing do not conform  to  or are no t operated 
or adm inistered  in conform ity w ith  cu rren t good m anufactu ring  
practices to  assure th a t the d rug  m eets the requirem ents of the Act 
as to  safety and has the id en tity  and s tren g th  and m eets the  quality  
and purity characteristics which it purports or is represented to possess.”

Section 133 of the Code of F ederal R egulations defines “good 
m anufac tu ring  practice” as conceived by the  F ood  and D ru g  A d
m in istra tion . I t  covers the  conditions in any pharm aceutical m anu
fac tu rin g  p lan t respecting  buildings, equipm ent, personnel, com 
ponents, m aster form ulas and batch  production  records, production 
and control procedures, con tainers, packaging, labeling, laborato rv  
controls, d istribu tion  records, s tab ility  of com ponents, and m ain te
nance of com plain t files. Even if the final d rug  product is satisfactory , 
and com plies w ith  the law  in every o ther respect, it can still be ruled 
to be adu ltera ted  if the  m anu fac tu rer has no t com plied w ith  the 
prescribed conditions of G M P. F or exam ple, a failure to  take recom 
m ended steps to  gu ard  against cross-contam ination  can resu lt in an
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adu lte ra ted  drug— even though  no cross-contam ination  has occurred. 
A  sim ilar failure m igh t occur if a m anufac tu rer has an inadequate 
recall system  —■ even th ou gh  a recall never becam e necessary.

How to conform to these conditions is a m atter for each company 
to  decide w ith in  the fram ew ork of its own facilities and operations. 
U n der its inspection au tho rity , the  F D A  has the ob ligation a t least 
once every tw o years to  conduct p lan t inspections w ith  the  view 
tow ard  revealing  conditions w hich m ig h t lead to  adu ltera tion  of drugs, 
including non-com pliance w ith  the regulations concern ing G M P. 
In  add ition  to  th e ir  own in ternal checks, som e com panies have tried  
to  avoid the risk  of punitive action by engaging  the services of outside 
agencies to  m ake occasional inspections and to  advise how  to correct 
conditions w here necessary.

Intra-Industry Problem
A n in tra -indu stry  problem  has arisen lately  as a resu lt of the 

request of certain  large custom ers for perm ission to  m ake th e ir own 
inspections of the p lants and facilities of chem ical suppliers in order 
to  provide assurance th a t the ingred ien ts they  purchase are m anu
factured  under conditions w hich com ply w ith  the term s of GM P. 
F ederal inspection is a legal righ t and the law  gives m anufacturers 
som e pro tection  against the m isuse of trade secrets by F D A  em ployes. 
B u t inspection by custom er represen ta tives is no t covered by the 
sam e gu aran tee  of p rotection , and one can hardly  blam e a com pany 
for denying th is privilege.

A nother m atte r for serious concern on the  part of the d rug  in
du stry  is the frequency of recalls from  the channels of d istribu tion  
of drugs found to be adu ltera ted  w ith in  the s tric t term s of the  law. 
D u ring  the  past five m onths there  w ere about 120 recalls. F o rty  w ere 
for failure to meet potency claims, about 20 for reasons of pyrogenicity, 
non-sterility , or the presence of salm onella, 2 -  because of physical 
defects such as particu la te  m a tte r  in paren tera l p reparations or a 
breakdow n in a suspension, 20 for packaging failures, 9 for m islabel
ing, and 4 for the presence of a non-perm itted  ingred ien t or o ther 
con tam inant. A nother reason for recalling a drug, fo rtun a te ly  no t 
very  com m on, is the discovery of a new side-effect. T he seriousness 
of a violation generally  determ ines the  dep th  of the  re c a ll; th a t is, 
how far it ex tends from  the m anufac tu rer to  the  re ta ile r or profes
sional dispenser. T he ex ten t of the recen t recalls is indicated  by the 
follow ing fig u res :
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44 per cent involved reta ilers ;
24 per cent involved w holesalers ;
30 per cent involved M .D.s and ho sp ita ls;

2 per cent involved m anufacturers.
Com panies th a t have undergone the painful and costly experience 

of a recall, even w hen done “vo lun tarily ,” have had  cause to  w onder 
w hether the  punishm ent fits the  crime. B u t w hen F D A  m akes use of 
its m ost pow erful w eapon, the press release, the effect on a product 
and  the  rep u ta tio n  of its m anufactu rer can be devastating . E ven vo l
u n ta ry  recalls, w hich are often as effective as those ordered by FD A , 
are no t w ith ou t the  risk  of a bad press. T h a t cautious judgem en t 
needs to  be exercised in g iv ing  wide publicity  to  a recall w as em phati
cally illustra ted  by the recen t episode involving an an ticoagu lan t 
whose potency was alleged to  have differed from  the declared level. 
T he alarm  engendered am ong cardiac pa tien ts  necessitated  a prom pt 
w arn ing  by the C om m issioner no t to  discontinue use of the drug  
except on the  advice of th e ir physicians.

T o its g rea t credit. FD A  has recently  in itia ted  the policy of 
issu ing q u arte rly  reports  prepared by com puters on the s ta tu s of 
pending New D rug  A pplications (N D A ’s). T hey  indicate the D ivi
sions w ith in the B ureau of M edicine to w hich each application is 
assigned, the staff sc ien tist (chem ist, pharm acologist or medical 
officer) in whose hands m aterial has been placed, and the date of 
each past and cu rren t action. T hese repo rts  will be welcom ed w ith  
open arm s by sponsors of new drugs.

N o tw ith stand in g  the com plain t from industry , it should be em 
phasized th a t m uch of the blam e for delays and rejection of N D A ’s 
is due to  the sponsors them selves, not to  FD A . Com m issioner God
dard has declared th a t th ree tim es as m any applications w ere re turned  
as “incom plete” du ring  th is fiscal year as w ere approved in the first 
q u arter. Fie has s ta ted  th a t “W ell over half of these w ere deficient in 
data  to  dem onstra te  clinical safety, or efficacy, or both. O ther de
ficiencies included insufficient com ponent and com position data  on 
the drug, unacceptable sam ples, inadequate assurance of quality  con
trol standards, and unacceptable labeling. . . .” T his in itself has 
involved a trem endous w aste of m anpow er which could be avoided 
by m ore careful a tten tion  to  the regu la to ry  requirem ents and espe
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cially to  the guidelines w hich F D A  has been fu rn ish ing  upon request. 
In  th is  connection m ention should be m ade of the W orkshops w hich 
F D A  has been conducting  to  advise and in s tru c t in du stria l scien tists 
and  technicians in som e of th e  m ore in trica te  procedures involved in 
food and d ru g  testing .

The rigor with which FD A  attacks its enforcement responsibilities 
is understandable  in the ligh t of the constan t a tten tio n  directed to  
its activ ities by a v ig ilan t Congress, to  w hich it m ust appeal annually  
for appropriations. Some of the  recen t ob ligations assigned to  F D A  
will take years of pa tien t effo rt to  effectuate sa tisfacto rily  and m erely 
app ro p ria ting  funds will no t expedite resu lts. New law s have created 
a g rea t need for scientific and technical m anpow er in the fields of 
toxicology, pharm acology, patho logy, and re la ted  biom edical areas. 
S hortages will rem ain acute for the  nex t decade since tra in in g  pro
gram s have only recen tly  been g e ttin g  underw ay. W h a t has been 
accom plished by bo th  F D A  and the  regu la ted  industries w as u n p re 
dictable 10 years ago.

Conclusion
I have po in ted  ou t som e of the barrie rs  w hich are believed to  be 

responsible for slow ing up the  in troduction  of new drugs in th is 
country . W h atev er the causes of the  lag  in b rin g in g  to  the  public 
the  benefits of m edical advances, it cannot be denied th a t th ey  are a 
m a tte r of increasing concern to  bo th  the  profession and  the  regu la to ry  
agencies. T his is reflected in th e  announcem ent las t w eek of the ap
po in tm ent of a B oard of M edicine by the N ational A cadem y of 
Sciences. A m ong the  problem s it w ill a ttack  are the legal and eth ical 
aspects of research  on hum an sub jects and how to sho rten  the in terval 
betw een the  acquisition  of new  know ledge and its app lication  in 
practice.

In  sum m ary , I have tried  to  d irect a tten tion  to  a few of the 
tria ls  and trib u la tio ns being experienced by bo th  F D A  and the d rug  
in du stry  in th is scientific age, w hen public aw areness of the  hazards 
of foods, drugs, cosm etics, air, w a te r and all o ther aspects of the 
environm ent has becom e so acute. I t  w ill take m uch understanding , 
patience, and cooperation on all sides to  effect the  im provem ent so 
eagerly  sough t in the public in terest. [The End]
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