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One of the effects of plowing back earnings is that the base upon
which rate of return is computed grows, which requires a company
to make increasing dollar profits to show the same profit rate on in-
vestment. For example, given an initial net worth of $20 million,
and an annual net profit of $10 million (assumed retained for the pur-
pose of this e‘ca,mplp) the rate of return would start at 50 percent and
decline to 33%, 25, 20, 16.7, 14.2, 12.5, 11.1, and to 10 percentiin the
ninth year. When plowmg back of ea.rmngs takes place, this: type of
calculation does not revéal the limited amuunt “of tims in Whmh total
profits may equal the investment. 3

Several ‘charts.designed- to-display-the rapid recovery of mvestment
through- profits were lntroducedp in the-hearings and are reproduced
bere; ‘these’ '"ha,r s-simply compare the net worth of a company as of
a_given year with its-total profits made-esich year thereafter. No

erentiation is made between the share of the profits reinvested in
the company“and; thi yaid out in d1v1dends as that i¥"a matter
of company. policy.: The question: here is how the profits’compare
with the’investrment as of ‘a few years:edrlier, regardless-of"how they
are distributed between retained earnings and dividends
The first .o ;ph&rts relates to the Scherlng Corp. ““Schering
e Alien; Property Custodian in 1942; and operated
ontrol for 10 years: In March 1952 thé Govern-
poration-to’a syndicate headed by Merrlll Liynch,
Piercé, Fénmer & Bea,ne for $29,152,000. Through the first half of
1957 :the ¢orporation had shown net profits totaling $31,959,000: or
$2.8 -millio more. than the whole corpora.tmn had sold ft nly 5%
years earlieris ;

yeirs, it earned $54, 861 000, after allowmg for so’m_ _‘_nbn-
operating ‘ificome, In the next!3 years, 1954-56, net" profits, totaled
$68 million. In the following 3 years, 1957-59;- the comga ;
niet profits’of $127.7 million. Thus, as agalnst an origtt al net wor
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- For-Smith Kline & French the ‘rate of net profit growth was ‘even
_faster It had: a net. worth of $10.8 million-at the beginning. of the
period, which was-pearly equaled by. profits of $10.3 million in. just
the next.2 years; -In.3-more years the company ‘earned an-.additional
$13.4 million profits. Thereafter profits moved up even more rapidly.
Througgll 1959 total net profits had-amounted to $134.2 m1]110n—12
times the net worth of $10 8 milli 1 —
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- ~The’ publi¢ tecotd’for Carter “Products,® Tne:; isshorter; biit the
‘pattern s the'same; 'Caftér’s net worth, pubhs ed for-the first time
‘ag"of Apx-(lil 1, 1957, was'$9.5 million. In 3" yearstits het: profit-has

“millign, well over double-‘lts et Worth in April ‘1957

CHA’RT

NET WORTH APRIL I";:"I;957 AND. PROFITS
I957-58 \TO l959 60

AFTER TAXES,

L ANNUAL

APRIL 1,195’

..lduiy 23;;‘ 1957,

" Moddy's induétria) Manual



ADMINISTERED: PRICES=:DRUGS. 61

r

Rl [ Te) PRICES ND DIVIDENDS

With such a capacity for, proﬁtma,lung,;lt wasg inevitable .that:the
inyesting c:mmumty would come to look with- favor on the stocks
drug companies. - Rega.rdless of - whether:the: profits’ wete paid out ini
dividends or retained: for “further- expansmn—whlch would tend’ to
make the securities all the mofe attractive to later investors—the
investors iri drug company stocks stood to gain. Since World War 1T
this séquence of developments has.certainly not-beenpeciliar:to the
drug industry. What has been unusual is the extent of,the gain.
That drug companies well deserve the sobriquet, of “Wall Street’s
Favorite” Is illustrated by three exhibits introduced during-the hear-
ings. They are based on-an assumed purchase:of' $10,000 worth of
stock, at-the market price, for-three-of the companies just discu
American Home Products, Smith Kline & French and’ Ca,rt.e ——for
the same ‘time perlods as. nearly a8 could ‘be matched n pubhc
quotatlons." e -

T BLE 23 —-Amerzccm Home Products Corp ——Stock pr“

Stock openad on New York Stock. Exchange on Ja.n A
‘shares could have been purchased for :

The stock was split 2 for 1. on Nov. 14, 1957.2

Markefs valuz of 800 shares at closmg prlce on De

* Gain, 11 years_ . __ -____- - _K:_:; e

Dividends: 2
1949, $1.70X400 shares- -
1950 $2%¢ 400 shares: -
.1951-, $2X400 shares__ .,
952, $2X 400 shares - __ .. NI '
"1953, $2.30X 400 shares..,_........--_, .., 920
1954, $3X400 shares . R
1905 ‘$3 %400 sharész:
1056, $5% 400 shares - _
1957, $€>¢400 shares= ’ Lol
"1958, $3.50>(800 shares ____________________________ ..2,:800
1959, $‘z 60)(800 shares _____________________ e -2, 880

Fotal div :dends, 11 yearsZoToZoCoo C ISl
Bank & Quotation Record,” William B. Dana Co February 194,

.3 4Mopody's Industrials.”
“¥Wall Street Journal, Jan, 4, 1860: -

7 Hearings, pt, 16, pp. 8934, 5307,
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TasLe 24—8mith Kline-& French Labomtomes—Stockzprz'ces and dividends, 11
years, 1949-69

Stock quotatlons, ‘Déc. 31, 1948, bid 41 aiske 44
shares dould have been purchase foru. LU0 L0

The stock was split; 2.f6r-1.on:Sept.. 15,.1950; 3 for in November 19545

_and 3 for 1 on May 29, 1959; or a total. of A8 for. 1;over this period.? H .

'\/Iarket “vehie of 4, 050 sha.res (225)(18) at closi prlce on: Dec 31,
1959 of 60}/ T

Gam, 711 years

,.1956 $2><1 350 shares__ -__oo___._ o .
1957 $2. 20>( 1,350 shares_
_ 1958 $2. 60)(1 350:shares:

--Total dw;deﬁds 11 years_-__-__:_; ______________ :--; 20, 070

AHBARY & Quotation: Record " 'William B, -Dans Co., February 1949:
=35 Moody’s Industrials”.
¥ 'Wall Street Journal, Jan. 4. 1660,

'l sha1es could have heen purchased for-.._-”*;_h_‘
Market vaIue on Dec. 31 1959 455 shares at closmg p

DlVldends B :
1957, $0. 15)(455 shares__'_'__';___--_-_-___- ________ ' 68
- ﬁ"1958 $0.80< 455 shares

e 1959, %1 455 shares, .

~ Total dividends, 2} years_ o ... . oo .ooooemo.oil
L Carter Prcducts, Ine., brospectus, July 23, 1957.

2 Wall Street Journal, Jan, 4, 1060,
1 “Moady’s Industrials."”

In 11 years, American Home Products Corp. stock would have
returned $16, 480 in dividends for $10,000 invested. In addition, the
capital value of the stock, as reflected in quotations on the New York
Stock Exchange, would have risen to $137,200 at the end of 1959.
Such a rise represents nearly 14 times the 1n1t1a1 investment, DBetween
1949 and 1959 Smith Kline & French paid in dividends more than
double the initial cost; its stoeck appreciated over 24 times. The
stock was split 18 for 1 durmg this 11-vear period (which incidentally,
was in addition to » 20 for 1 stock split in 1947). The original in-
vestment of $10,000 at the beginning of 1949 was worth $244,000 at
the end of 1959—an appreciation of $234,000—and the investor
would in addition have received $20,000 in dividends.
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.- The - Carter ‘record: shows: apprecistion: of: 2}4: times. .in 7234 -yoirs.
Ten:thousand: dollars worth-of stock in July 1957 -was worth $35,718
in‘December: 1959, and had yielded $887 in: dividends:in-the process:
No stock splits took place during:this short-period; Carter:had split
itsstock 100 for-l'only 3 weéks-before:the secondary public offering.

i e

/:'DRUG 'OPERATIONS VERSUS NONDRUG BUSINBESS -

- The profits made on sales in their:drug operations alone, as'shown
above, were-substantially -higher.than the companies.made on:their
other gctivities. This .can be seen by subtracting. the.data on their
drug .operations only-from-the icorporate totals -for' income ‘and.ex-
penses. . Tenr of :the . twenty-two companies classified themselves
wholly: as drug-companies; with no other business.” .. The other 11
companies reported varying amounts of nondrug sales; i.e.,.they are
to a greater or lesser extent “conglomerate” corperations. Table
26 compares for each of these companies the profits (after taxes) on
sales for their drug operations only with the rates for the corporation
as a whole minus-its drug activities.

TasLe 26.—11 conglomerate drug corporations —Profils afler tazes as perceni of
ialgs: Drug operations only versus corporation as a whole minus drug operations,
968

Profits as a percent of sales
Company Total corpo-

Drug opera- | ration less

tiong only | drug opera-

tions

Carter Products, Inc. 20.4 1]
Qlin Mathieson Chernical Corp..uu... 6.8 0.3
Eli Lilly & Co________. . 13.3 L7
Smith Kline & French Laboratories. 17.2 2.7
Ameriean Cyanamid Co. 15.6 3.8
Mead Johnson & Co 1.3 4.0
Bristol-Myers Go. 9.9 5.2
‘Warner Lambert Pharmacetifeal Co 13.4 6.4
Sterling Drug- 10.1 7.4
American Home Products Corp..- 14.7 8.4
Vick Chemieal Co, - 10.4 9.7

-1 No exact separation provided by Pfizer.

Sotiree: Reports to subcommities by companies on form I, # Comparative Statement of Income and Ex-
pense’” and Moody’s Industrials. : .

The extreme case is provided by Carter Products which made about
$7 million profit on $31 million of drug sales plus $3 million of drug
royalties; this put it at the top of the “drug o%erations only™ list,
with 20.4 percent net profit on sales of drugs. On $17 million sales
of other business it lost $1,000, thus having a zero profit margin on
nondrugs, :

Olin Mathieson just about broke even on half a billion dollars worth
of receipts from its combined operations in industries other than drugs.
While 1t made 6.8 percent on its drug sales, its profits on its other

activities averaged only one-third of 1 percent.”

LeavILE & BONANIATIA 00 LASALlo § Dorgont JoF OUBOE DUSHSS, (CL. DOUHLS, Db 18- B 108819 "

™ Prior to allpeation of some $3.4 million in expenses, the drag divisions apparently made all the profit
for the whole Olin Mathieson complex andg 8.3 percont on drug sales. Of, also footmote 41, p, 29,
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-The subcommittec iwas unable:to-obtain Ifrom these :conglomerate
ﬁrms dats: showing* ‘nét worth: 'dévoted: to: drug operations. - Conse-
quently, it is-impossible: to: comprite: tates-off return ohinet! worthifor
dmg operations m.contrast: “withiother: ,operatlons of the: same: con-
panied: Indsmuch as-the capital mvestment Téquirements ihv-drugs
as compared to the other industries in Whlch these companies are

engaged are not:particularly high,:there:are reasonable grounds for
assuming that the showings in terms of this measure would also be

ore:favorable for: their drug operations- than ‘their other sctivities.
Clearly, sinee' it is"the sanie management: Awhich ‘governs‘the activi-
ties ‘of ‘these corporations in ‘all ‘of  the industries in which ‘they are
engaged, the uniformily: more favorable: showings in diugs: cannot’ be
duesolely’ to ‘the ‘greater efficiency: of management in this industry,
i thegn ter contr

but must. reﬂect other factors ag-well, guch




FARNRT (S RN TR sleg ripnooroa oeni bl t el oo
=:The’ extraordinary- margins &nd -profit ratesini:ethical .drugs, as
shown in-part:1 of:this:report, are made possible:by ‘the .existence of
extreimely -high levels:of concentration,.with:-one or. at. most three
large firms accounting for. all of-the output: of most of the;industry’s
products: - Al -correlative - condition-is ‘the poor. position .of smaller
producers-who:probably: face greater: problems in:.getting: their prod-
ucts distributed and used-than-in any-other manufacturing industry:
In some lines, small manufacturers;are-able.to put. their products.on
the market; but even though offered at prices.substantially below
those of the large firms, they usually are ablé 'to capture only a very
small Proportion of the market.”: There are a'few ﬁ s; howéver, in
which the Pprice competition stemiding from “staller enterprises has
been' sufficiently important’to-bredl down“the

o :thie large firms, “1Suck price" bebayior js i atriking cor

‘Thig pait of ‘the
he indtstry and

LIV -"
CAL DERUGS ©
Mviifreyan five

“CuiArtir 4. Eéonomic CONCENTRATION 18 BT
At the-outset g differentiation should be made between: conceritra-
tion “of *production" and ‘concentration -of; sales;‘or: “control.of :the
‘market’’ agiit’is often termed. It happens that i thisindustry théré
is:an-unusuglly: high degree:of specialization on:particular: products
among the industry’s major ‘companies; «Thus, the:nine:principal
hormone products are produced by only 7 of the 20 largest compeanies:
The diabetic drugs’are produced by only 5 of the 20, the tranquilizers
by only 6: In sulfas there are only three’producets; in vitdémins only
s1x; ‘in antibiotics other. than ‘penicillin. eight, and:in penicillin seven;
More often:than not a‘large company which markets a ‘broad:line of
ethical drugs will itself produce less than half of the products, buying
the remainder frorh-other major companies, or in some instances-from
small specialty houges. In such: arrangements:-the drug- is. usually
purchased “in -bulk“form, with the buying’ company performing the
functionsof tabléting” and “bottling: - An inevitable consequence: is
_ that concentration in : terms - of- salés -is' lower than ‘in‘ terms:of
~ production. ;

But this should not be taken to mean that the latter type of figure
is wholly without significance. As long as the legal doctrine prevails
that sellers are free to select their own customers, the producing firm
is in an advantageous position vis-a-vis its competitors who also
happen to be its customers. Although the degree of dependence may

65
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be m1t1ga,ted by purchase contracts, most contracts have a terminal
date. I the supplying firm does not wish to renew the contract and
there are only one or two other; producers, the buying firm may have
difficulty in sceuring a new source of supply This may be particu-
larly true if he has: ide substantial inrosds on the producers’ sales
or has failed to adhere to an established price structure. If, as is
trues more often ‘than:not, the supplier is a: monopolist;: the: buymg
firmy may not wish' to" duphcete the plant; equipment,’ and-know-how
fecessary 'ifploductron he 'may :also: encounter s patented:inter-
niediate, a’ process “patent,: or - othier: legal “barrier ‘to- production
Heérice,; 1t can be seen: t.hat ﬁgures on-concentration ofproduction;
whiilg usuelly Ferstating: concentratlon in''the market as of a given
time; nevertheless have o+ nique sighificance: Wlth respect: to :the
(oncentr viien of 'conomlc povver Aan the long: run. (T b e

Durmg the. hee ngs, concentration ratios prepared by ‘the . sub—
committee staff were placed in the record for 51 products in the major
product groupings—hormones; diabetic . drugs, ’tranquilizers, sulfas;
vitamins, and. antibiotics. These . ratios, presented in chart 8, show
ther percentage share of. total. U.S. output in:1958. accounted for. by
each of the. 15 major .drug companies. which .produce :1' or. more of
these procducts.! .« The 51 products represent at least two-thirds of the
total value of ,all ethical . drugs:in 1958.%; In addition .to mdlcatmcr
the _percentage . of ; .output_accounted for by each of the major com-
panies, the chart shows with an “‘X’! those instances where a company
sells a product but does not produce it; where for some reason a com-

- pany produces a product but.does not sell it to the-drug trade, a circle
: ,1s drawn around the concentreuon ratio.

»There are:in all:87:-instances in -which the 15 figjor drug companies
produce -and- séll -the. 51 products -shown -oni. the.chart..., There :are
127 X’s on the. cliart: representing instances .where the- drug company
sells the; ¢rug-but.does not produce if; there-are 14 instances: of the
anomalous; srtuatlon Where the company produces the drug ‘but. does
not sell: it i

Representmg :0Ne extreme is: Parke, Daws Whlch sells 20 ‘of:the 51

.products sbut produces--only . one ‘(chloramphenicol), or a'ratio of
products sold to products produced of 20 to 1.: At the otheris Pfizer
whichialse sells 20 products but manufactures 14 for aTatio- of 1%:t0°L,

‘1 Tn' additigh, ‘e su‘bcommittee sent s questionna[ro to’ seven other ccmpanies ‘¢adh & ma]or ‘fabtor 111
the drug lndusa.r'y None repored that 1t-manufactured any.of these 61 products. ~These companies are
Mead Johnson, Norwich Pharmaeal, Q. D Sedrle, Steriing Drug, U8, Vltamin & Pharmaceutlcal Viek
Chemital, and Warnér Lambert: (hearing“'. pt. 21, p.11742).

" ‘t:Hearings, pt. 19, pp, 10772-10783. . On the basls of information preSented by Dr Austin Smlth presideut.
of the Pharmacentied] Manufacturers Associption, ecrtain revisions in'the original percentage ﬁgures were

" made; In addition,-the information presented in the chart; was expanded -torindicate whether sales. were
made by & corcpany which did not produce the produet and whether sales were not made by companios
which produeeed it (h(‘arinFB, pt.'19, pp. 10773-10774, 10826; pt. 21, pp. 11740-11745).

SienT
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15 MAJOR DRUG COMPANIES v
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The ratio of produets sold to products produced for each of the
companies is as follows: 2

PHZET e e mm e mmm e m— e — e m————— 1% to 1,
Merek . i e mcwe e cmnmae— A mma— - 1% to 1,
Bristol-Myers.__ __ocee oL PP SRT & 15 1+ 3 B
American L«yanamld (Lederle)_..- __________________ 2t0 1.
- CIBA - - to L.
to 1.
3 to 1.
“to 1.
to 1.
to 1,
to 1.
401,
to 1,

Thus msofar as the 51 products are concerned only & compames
produce as many as half of the dri ‘products which theysel
half ‘of the companies are faced wit % the pessibility that thei;
may: discontinue sales: on at least two out of ‘every three ‘pro
which thay market. In. the degree of dependence by ms Ajor ‘come
panies upon others and particularly upon their competitors for - h‘ i
su(;gi)phes ‘the ethical drug 1ndustry ig; umque a,mong manufg urmg
n ustrle‘=

in this mdustry appears to be umque. : It is'an a,ccepted ma}n 1
among highly”coricentrated industries concentration typit '
the form-of- ohgopoly (control -of ‘the-few) rather than momno oly.
Insofar as. production is concerned, the drug industry represents a
striking exception.  This can be . séen in’ the summary tabulation
prepared from the preceding chart. It shows'for the 51 products the
number of ﬁrms reqmred to produce 100 per ent, of t}i‘ .S :

TABLE 27. ———51 elhzcal dmgs—Number of compames reqmred to produc otal
SR - U.S. ouiput... ; :

P I'Q"um.bgiaré . ompanes -

E :Tj?pédfdrug‘ © | Nuniber |
o q[drugs:_

| s Ooawo

b o' tSeaeic

I Total..;_._-;___,-_i-.;-.h_

v
.

ot Inc]udes Hoechst, not on I:able (Oﬁnase)
.. Reserpine: incindes producer riot-among 22 maj companies
«+ 8 Ingludes.a producer of -B-2 not-on table -
[ Iucludes 2 ptodueers of A not-on table; "

~ In 27 of the products, or more than half, the entire U.S. output is
produced by 1 of the 15 companies shown on chart 8, In sulfa drugs
one company accounts for 100 percent of the output in eight of the
nine products. In tranquilizers the condition of monopoly prevails

2 The Iisting omits the unusual case of Carter which sells only one of the products, which, incidentally,
is made for it, _
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in six of the seven products. :In:antibiotics (other than pemcxlhn)
the total output is-preduced-by one ‘company in five .out of sthe nine
products ‘and~inh ‘hormones” ahi 'x*lta.mms ‘each, “out:of the
nine. In § additional roducts oncentratlon ta.kes the torm of “duo-
poly”’—control by 2, vhile'in-10 others’the entire output is produced
by '3 companies.” Against, the ty ical structure of congentration in
manufacturing industries, it is indeed remarkable that m only 6 of
the 51 products are there as many: as4:producers.

While the concentratlon of productlon reflects the underi"‘ g control

of resources; it is the concentration of sales which indicates ‘the. ‘controi
of the market. Where different products made by competing firms
are substitutable for each other or where, because of buying and selling
contracts among.competitors, there are more sellers than: producers,
the concentration of sales Wﬂl be lower than the concentration of
production. Both of these conditions are. exemplified in the broad
spectrum:antibiotics. Three of the:broad spectrums ars~produced
and spld -gkclusively. by ‘one company-—Aureomyecin by American
Cyanamid, Ohloromycetm by Parke, Davis, and Terramyecin by Pfizer.
Within the" range of-ailinents for which thev are substitutable for each
other; the-control of the market will ‘be ‘considerably less-than the
concentration of their production. There.are; however, some ail-
ments for which bneoi“thie 6ther of these products may be considered
to be the drug of choice,.e.g.,.in the use of Chloromycetin to treat
typhoid fever.” Here théconcentration in the market would tend to
be identical with the concentration of production; An example of
the second factor which results in a lower concentration of sales than
of production is tetracycline, which is produced by three companies—-
American Cyanamid, Brmtol—Myers and: Pﬁzer—«but sold by five
{the three producers plus Squibb and Upjohn)ss
¢:Because.of the importance of these two fagtors in the broad spectrum
a,ntlbwtlcs, the subcommittee obtained, under subpens; dats. pre~
pared by a recognized market research, ﬁrm showingthe concentration
of sales for all broad spectrum antibiotics, ‘Chart 9 presents;,thls infor-
mation, broken down between:-new rescrlptlons (1 e., sa.l made to
the dru -tfade) and hospital 19 :
. yarious ‘forms of itéts yclme Amerlcan Cyanamld ac-
counts for tiearly one-third of the, market. of ‘1 'prescnptlon pur-
chases. 'Tnhospital siles the leader is Parke, Davis’ Chloromycetin,
with nesarly half of the'market.” The better showmg of Chloromycetm
in hospitals is attributed to.its efficacy against'the: resistant strains of
staphylococei, which ‘eonstitute a greater problem in hospitals than
in outpatient treatment. With thedddition of Pfizer*the-tliree com-
panies—American Cyanamid, Parke, Davis, and Pfizer—account for
57 percent’ 6f the new prescription TRrkst: ‘and 73 perdetit of the hos-
pital market; “Suth’control of the market'in'the hands 6f only three
‘compinies repiesenty by afy standard a relatively high level of con:
centration, pafticularly in view of the; brea.dth of the product cvroupma
and the marrmt.ude of 1tg'sales,~ 1T :

Ttis pr)bably 1o mere accident’ tha,t t.hese three
first to develop and market the broad spectrum‘fantlbmtlcs—Amerlcan
Cya.na.mld Wlth Aureomycm (chlortetracyclm 4 1948, arke Daws
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Wﬂ;h Chloromycemn (chloramphemcol) in 1948 and, Pﬁzer mth Terra-
myein (oxytetracycline).-in. 1949.  They: Wero the first to, promote
broad spectrums with costly advertlsmg and sales campaigns, and the
first to introduce slight variations in their products demgned to give
the appearance of novelty and improvement. . And of .course ‘they
waore-the first.in this area to obtain patents, whmh not. only eliminated
competition .on. these particular produets but-gave them much of the
resources with which at least two. of the three have been able to main-
tain their position against the challenges of newer broad spectrums.
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“Another product grouping for -which statistical information is avail-
a,ble on: ithe concentration:-of the ‘market is:corticosteroids... Durm
the hearings Merck supplied figures showing new prescnptmns for-all .
types of corticosteroids broken downi'by leading brands.t - This in-
formation for the. first 9 months of 1959, together-with. the. generie
name. of the product and the identity: of. the company, is shown n: the
fo]low:lng table: _ s ‘

Prod_.uct_ N . Gompany S| vereent |’ Cumula
pe H - S T T total | th‘.'ﬂ H

.13 Dexsimethasorie. . ..:

Decadrnn 0260901 28,9
Anstocort.. -| Friameinclone : 18.8 46,7
Medrol___.. ‘6 Methyl Prednisolone_...| ‘Ul T 12 © 62,9
Ideticorte: Frednisone. 18,8 | : 76,4
Kenscort, 'I‘riam_clnolone.‘- Y 8.9
Deronil. . Dexamethasone.: o481 BT
Steran Prﬂdn.isolone_..- 2.0 | L 88.7
A]l Othe H . . 1.3 10000

BTN

Sou:ce. Supplled to subcommittee by Memk & Oo"

E Four brand name: products accounted for over thlee fourths of the-
‘market.- The. leadmg company. was Merck with: Decadron (its brand
of .dexamethasone). - - Virtually tied for second -are :American :Cyana-
mid, which markets triamcinolone under the trade name:of Aristocort,
and’ Schermg with two products, its brand:of prednisone: (Metlcorten)
and of- de.{amethasone (Devonil)..- Sales to the trade by small com-
panies -comprise .only: part: of the “all other” figure.of 11.3 .percent..
And these sales may soon:be a thing of the past, since under contracts
now. in/ eﬂ'ect. bulk sales: of prednisone-to small- firms: will ceage if :the
patent is awarded to-any.of the major firms involved in the current
interference proceedings at the Patent Office. Again the Importance -
of being first is evident. .The first- corticosteroid was cortisone,
introduced by Merck;, while prednlsone the most improved of the
earller steroids, was first'marketed: in this!country by Schering.
~The control of the market is also relatively high in'the other major

categories of drug’ products. ~The: diabetic: patient 'whoicannot be
trahsferred. to the new: oral: antidiabetic drugs:will probably:obtain
his requirements-of iinsulin “from ‘Lilly; which -hag 77 ‘percent of the
production; or the Squibb division of Olin ' Mathieson which accounts
for 19 pereent. ~Aside from Merck, which las only 4 percent: of the
production; none of the other 16 major drug companies offersi insulin
for'sale. Patients who:can be placed:on.oral medication:are virtually
limited ~to : two ‘drugs—tolbutamide-: (Ormase) and chlorpropainide
{Diabinese); a complete: monopoly of 1.S. sales of :the former:is
enjoyed by’ Upjohn and-of the latter by, Pfizer’ In diabeticdrugs as
in antibiotics the leading firm was. thé first on the scene. ‘Although
the basic patent on insulin held by the University of. Toronto expired
more:-than 20:years ago, through a series of: 1mpr0vement patents and
licensing arrangements with Danish firms on newer-types of insulin
the: mter:mtmn&l structure of patent contr01 stﬂl remalns la,xgely
4 Hoarlngs, pt. 14, o, 817ed1rs. o

| 8 Asicomparad: to thie other two, sales of & thlrd ‘oral- anmd:abetlc drug, DBI, pmduoed and sold antlre-
]y by U S Vllami.u, sre quite sma]l.
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v thig “cotinbry where Lﬂly was ‘the: first, and for &-tinie the
its: domment [ osrtlon has been uns,sselleble for elmost 40

. Arrmn the “potent" :
Thora,zme ‘and Compazine accounts for the major share ‘of the sales,
whilefin the “miild?" drugs thére:is né close rivalito meprobamate ld
only by Carter Products and American Home Products:

Eight of the nine sulfa drugs are produced entirely by one or an-
othér ‘of ‘three firms——Ameri Cya,namld Hoffmarnn-LaRoche, and
Merck. In four of the products, moludmg the’ 1mportanb new prod-
et Madribon, none of the bther 15 inEjor diug compahisd selld the
product, Alld in two ‘additional sulfs drugs, sales are made’ only by
the -producer- a,nd -one -of -the -other-major -companies.: After-earlier
- developmants in. Germany,. France, and Italy, American Cyanamid
entered ‘the sulfa fleld”in the midthirties, " By 1936 it _had a- pl_lot
plant in: operation -and shortly ‘thereafter sulfathiazole - was™syn-
thesized. :  American Cyanamid-was also involved in‘tha eatly’ develop-=
ment of: s_ﬂfa,dmzme, sulfapyridine, and others. " If is_therefore not
surprising that. Cyanamid accounts for 100 percent ot the produetlon
of four of the sulfas and 73 percent-of a fifth: -

The difference between concentration of productmn a.nd of seles
is- probably reater in’vitaming than- iti“any" of: the®other product
groupings. %f the ning wta,mms shown in chart 8, three are prodiced
exclusively by Merck, 'while in. thres others: Merek togethier with
Hoffman-LaRoche: produce 100 percent:of ‘one; 95 péercent of another,
and 89 of a4 third. * In:stilliancther, Merck: sharee the entire ou’sput
with Hoffman-LaRoche and " Pﬁzer “But’ all ‘of -the: ‘vitaming ‘are
sold by iat least.one major company in addition to’ ‘the producer.: 'The
inexplicalile’ situation. of: productton without: sa,les i§ ‘dramatized by
Hoffman-TiaRoche; long knowm ‘as *‘Mr. Vitamin;” which is s lea,dmg
producer ef four wtamme tha,t 1t does uot. sell to the trade L

' THE' POSITION (F SMALL B‘USINESS '

As is:s obv1ous from the hlgh levels of oouentra.tlou in productlon
and: sales, small: manufaot.urers are's relatively unimportant faétor
in' the ethical drug: industry: :; In.¢hree:of :the four-leading steroid
hormones, there is no.- small- busmess participation iwhatever; iwhile
in the fourth (ths “predni”’-drugs)ithe sinall manufacturers presently
engaged: ii-the-business will be deprived-of their supply unless:Syntex
is'awarded: the patent.:-Small: manufacturersiare completely excluded
not-only from-insulin-but from the’oral antidiabetic. drugs:as well;
"There is nossmall business participation in-any-of:the-broad spectrum
antibioticsnorin the newer.forins of penicillin. -:Neither-meprobamate
nor any-of the “‘potent’’ pheénothiazine tranqurhzers is offered for.s4dle
by.asmall company. -Perhips because of competition with rauwolfia
serpentina, of which it .is-aderivative, or -a: Iiack of i confidence: by
CIBA in‘its: patent,:reserpine :is: the ione tranquilizer:sold by-small
‘companies:: Drug andustry - spokesmen #frequently .- emphasize:-the
existence of.‘‘over:1,300" firms in:-the industry: -/Quite -apart from
the -possible-d 1na.couracy of -this: :estimate,-what-is. not -emphasized is
the relatively small (or more often nonemstent) share of the market
occupied by small:firms:in: most-of the: mdustry 7' 'dmg produots

8 For purposes of eonvenlence, 8 small business in this Industry is regarded as any ﬂrm other than the
22 major companies,
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Dhring the: hearmgs, ‘Tepresentatives of small firms engaged in the
manufacture of ethical drugs described: their-difficulties in ‘some detail
which they attributed chiefly to patentTestraints:and to:vast: expendl-
tures on advertising and sales promotion by: theirlarge rivals: It was
emphasized, however; that thisis an industry in which the amount of
capital required to'engage:in: production-(as distinctfrom: distribution)
is not & significant; deterrent. - Qn-this point:Dr. Philip: Berke; vice
president: of Formet:-Laboratories; Roselle, 'N-J.: (which ‘is-itself a
supplier of bulk prednisons) testified :that with & ‘capital:expenditure
which ‘would ‘be-regarded: as’ extremely smallin: most: mdustnes he
could supply the predmsone requlrements ‘of the entire world:

Mr. Dixown, Dr. Berke, if it were possxble for 3 you to obtaln
all of ‘the patent rights and’ Tuéilitios to fullv engage in' the
cortical steroid market, what Weuld you'say that the invest:
ment would take?” Would “you give mie an opinion as to what

investment it would take for you, or for a very small busmess
ﬁrm to go into this manufacturmg process fully? .

Dr ‘Brrre. Well, of course, that depends on the quantmes
you want to produce and if -the research - has “been
a,ccomphshed the sum’ wouldn t be too large

M. Dixown, Would : you say that y 'u <o
investment of, say $4 or $5 ‘million? __

"Dr.Berxa, Oh, T could doit very Well on that.. We"cou]d
do very well on 85 million. T ‘would say that we ‘could
probab]y produce all the prednisone and prednigolone tha,t is

= requiréd i the World for a $5 million investment.” o

CIn Dr) Berke s view' it ‘is not the’a,mount of capital’ requlred but
rather patent restrictions which constitute the chief barrier to small
firms. "He specifically objected to (@) ‘the failure of large, ¢ompanies
to license small firms when théy license other 1arge firms; (5). the right
of a patent holder of 'an‘intermediate to prevent its use to ‘produce a
different finished product, and (e} the right of an owner of a product
paten to prévent the sale of the product When ma,nufactured by a

mproved pro 58

o thls' 'n a;n'

I : lder:o; , ross elicense
;to another. firm,” and by ‘his..own. velition,; gives- up- his
-monopoly: on the product,- ﬁhen it-should .be! compulsery oriing
. him to license. all other compa,mes w1shmg a’ hcense regardless B
.of the:size of the company. - fren,
In order.not to-retard research and development. of new
Aproducts I +would - alsg.- sugeest mandatory -issuance:of
licenses in. the case.of compounds that-are not-to be marketed
-:agsuch, but.are t0.be used ag mtermedlates for, the productlon-;-
-of: other cornpounds. - e : et i
: For. example, & company;receWes P patent on product A:_ :
- Whlch it markets -8 sitch.: It .should - of  course: not-be.....,
..~ mandatory. for_the company.to. issue & license on produet A
... -to.another-firm who wishes.to market.the same product: .
. However it another company .wishes to-produce product A i
. asan 1ntermedmte for producing an-entirely different product,

* 7 Hearings, pt. 14, p. 8056,

81227 Q =62 -6
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-+ say-product:B;it 'should certainly be able to. obtam a lloensei-iiﬁ

from the:holder of: product-A-patent. - :
. :We also believe:that-the: Patent Cffice shou]d provrde T
.7 more critical: examination:of patent applications, and:in the - .
.~ :case ;0f: steroids, which is a.very: comphcated field, should:: =
. request-a. sample .04 new steroid -claimed-in the: appllcatlon, S
including-all‘physical :and’ chemical: data to prove the comi-+
«pound stricturé so that if questioned-at some uture date one e
f couid easily refer to the file saiple for a recheck.: ‘

. Another.point-of interest is the issuance of:a: product paten
on a‘new steroid-regardless-of the ylelds obtained, and hencei.:
eventaal cost to. the consumer.,

TLet us ‘assume g hypothetw&l c&se of - firin obtammg 4
product patént on a new steroid in ‘which 'the reported yield
1s say 1'pércent or even less of the startmg material.

Let us further assume another firm, say a small manu-
facturer, is able to produce this new stermd at say a 90-
percent. yleld This Tatter firm ¢an of course ‘obtain a process
patent, but unlessit receives a license from the product patent
holder, it can do absolutely nothing with its superior process.
Such a .condition 'stifles 1mproved process research -and. can
create high prices for the consumer.

T certainly do not know what. leglslatlon Would be : appro—
priate, but. 1t. seems’ to 1me that here too some compulsory
l1censmg Would be in order.?

One of the practlces ob]ected to by Dr Berke—the hcensmg of
‘other large. companies but refusal to license small concerng —was
lustrated by the case of meprobainate; Carter . licenises one large
firm, American. Hoine Products, for sales in the U.8. market and
a.nother large’ ‘company, . Amerlcan Cyanamid, for sales abroad, ‘but
no small fitm is licensed to gell either at home or abroad.

. The subcormittée obtained «copies of ‘voluminous e¢orrespondence
between - Carter and. companies seeking licenses on . meprobamate.
Firms of ‘£l sizes, loéated in the far spots of the globe, sought the
opportunity to share in this luerative business. The sma.llex com-
" paniesmerely-received - ‘brushoff-with-aform letter. Negotlatrons
with#the:large- comipaiiies proceeded on the basis' of *whither they
held patent: monopohes on other drugs which: could be combiried with
meprobamate in imarketable ‘mixtures: Inideed the marketablhty of
combinations-—where both-products were subject to patent control—-
appeared to bé more decisive in awakening interest in Carter Products
than'therapeiitic usefulness. Dr: Paul Maney; of Maney Labora-
tories,” informied- the subcommittee ‘that” he a,pproached Carter with
a proposed ‘combination’ of “Neothylline; a theopyhlline derivative,
with meprobamate, after he had received favorable repovis from
professors' at' the: University. of Towa and ‘medical ‘experts on the
therapeutle usefulness of the combination in-the treatment of Ly-
pertension ®:Carter was not interested in his propesal. Questioning
by Senator Kefauver disclosed that the second drug proposed was not
S pa,tent :monopoly; and: was sold byithany companiés urnder generic
name, ‘This fact in itself would; under Carter’s pohcy, ma.ke “com-

$Hearings, pt. 14, p. 8058-8050.
YHoarings, pt. 16, pp. 93399340,
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bination unacceptable-=tio matter how useful 1t mlght be to the medJ-
cal profession. e
The evidence submitted to:the: subcommlttee mdlcates;_- t'few of
the sma]ler companies even attempt to: secure licenses. from:the larger
manufacturers, -either- under patent ‘applications. or-issued ‘patents.’®
The policy of polite: refusal has ‘become-such an established Ppractice
in the drug industry that as Mr. Seymour N. Blackman,executive
secretary of  Premo. Pharmaceutical Laboratories, put.it, he didn’t
ask because “Mostly we knew it was fiitile, but we tned here” and.
there.” This witness had just testified: “I cannot tell you of any
significant patent in the pharmaceutical field that we, and several of.
the smaller drug, firms, have been licensed under.” .- B
‘Even when a small company is the discoverer of an 1mportant new
drug and has an excellent research organization, it still may encounter
insurmiountable difficulties. Such’ a case is prov1ded by the example
of Syntex Corp. of Mexico which is credited by the Pharmaceutical
Manufacturers Association as being the originator of predpisone and
is a party to the current interference proceeding on the basis of its
discoveries in- 1950 Being uncertain of the ultimate outcome of
these proceedings in the Patent Office, Syntex approached Scherlng,
the largest seller of prednisone, for a license and was refused. * Be-
ginning in 1956, Syntex then began to ship bilk prednisone into the
U.S. market in sarbstantlal quantities, mostly to smaller companies
Who engaged in .active price competition in sales to Government
agencies and prwate hospitals. = Schering then instituted dan 1nfr1nge—
Iélent 8.?;01011 which was countered with: an’ 1nfr1ngement action by
Syntex.® 7
At the time Mr. Frs,nms Brown, presxdent of Schemng, a.ppeared
before the subcommittee, Senator Kefauver inquired abotut the cur-
rent Scherlng-Smtex rela.tlonshlp and was informed an sgreement
had been reached. * A request was made by the ‘subcommittee for a
copy of the agreement. In substance, the sgréemeént provides that
if Schering secures the patent, Syntex may dell 1 inrbulk only to'Schering
licensees, “although it may zell “in pharmaceutical:dosage form: under
its own label” (Whlch lacklng 8 dlst}rbutmn orgamzatlon, it has
never ‘done). : ¢
Syntex repredents the édes ol @ 'sfnall mdependent company which
gambled heavily on research: Accordmg ‘to'ohe expért, ‘this company
has one of the finest tesearch groups in inti steroids 1n ‘the ‘world.® Tt
applied for and received numerous-important patents: It was the
source of supply of smaller companies who injected competition’into
the prednisone market. ~With the importiof the- Syntex product an
" accomplished fact, Merck and ‘Pfizer “also’ began to make bulk sales
Bulk prices fell rapidly from 1955 to°1960.: . © :
Mr Seymour Np Blackman' of Preémo told the‘”ubcornrmttee

T assure you theré is o free Tide in this , given by
any of the’ blg manufacturers If they are sellmg, to us, in

10 The single e‘:ceptton in the subcommittee’s hearlngs Was mepmbamate (Miliown and Fquaml) where
hundreds of companies—large and small-—froemn alt over the world sought licenses to market this prodact.

U Important patents under which Premoe requested a’licsnse; which was refused, ‘are tetracyeline (from
Pfizery and dexamethasone (from both Merek and Schering, who.are involved in an mterrcrence) Neither
company accepted Premo’s offer to take a-license under the applidation; despite an offer to pay royalty
beth before and alter the issusnce of a patent, and neither granted Premo'’s request for a hu] price

2 Apparently infringement of Drocess, patents held by each,

1B Applezweig, “Steroid Research 11,7 Drug and Cosmetle Industry, July 1058
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= ulKs 1t is! only ‘because ‘we can buy it from somebody else_
-at the same price, in bulk.
v+ If-Merek sells:prednisone to:us at'$2:35 a gram; it is becaus
he same ‘product’issbeing: ‘offered :by -Syntex .or QOrganon.
tAllof them have contributed research work; and:all of thern: - =
make 411; hack: When they sell: \both 1n bulk a,nd in specw.lty oy
orm; e . EP

Wheneve Syntex made . g velopme t,
an attem;i)t was made to interest one of the lsrge manufacturers in a
license. arke, Davig’ steroid, ‘Norlutin, is* & ‘product of Syntex
research HoWever, the discouragements ahd 'difficulties encountered’
in attempting to break into the market itself or tomake advantageous
arrangements seemed insurmountablé to the founders of the compariy.
Syntex ‘was. acquired in 1958 by a U.S investment company, and
policies. changed, In August 1959 'an. agreement was’ entered into
between Syntex and Eli Lilly & Co. wider which all new discoveries
from ‘the" Syntex laboratories ‘are exclusively licensed ‘to Lilly, with
Syntex retaining the right ‘to' sell in packaged form only under its
own label, Thus it would appear. that the kind of active price com-
petition supplied’ by Syntex on prednisone in the: midfifties has little
likelihood of repetition on future products developed in the Syntéx
laboratories. ~ -

‘The experience of Syntex lllustrates the d1ﬂiculty of the small drug
com jany in’ trying to compete successfully against the large drug
producers. ~ With a flying start'from its research accomplishments of
1950, Syntex made ‘the effort ind for a tine appeared to have 4 fight-
ing chance But its vitality was short lived; one blow followed
enother from 1955 onward until-its demlse as'a competltwe factor in
the'steroid field with ‘the Lilly agreement in mid-1959.

“Mr. ‘Blackman stated that new products a,nd processes have also
been mtroduced yllns company:’ :

. -remo ’s. redema,rk ha,s been in use for 40 yeers yver 100, ¢
Premo produsts have been approved. for. a.dvertrsmg, ,by the .. »
.-+ AMA:Council on.Pharmacy-and Chemistry.:.: : _
Premo has contributed to the advancement of the phar-.,
i, maeeutical.industry . through: modest.and,.constant- research.,
,,and .development of new and:useful products. -
< In-brief;:I shall;mention & few- developments : )
Penicil]i_ aerosol proca.me pemcllhn m]ecta.ble sus-;
‘ pensmns T sl s . .
aeiouWes mtroduced the: ﬁrst soluble pemc1ll1n tablet We; i
. i-introduced -the; first-Heparin,, syrmgea,b . at. 10O, tempera—'-
ture. Premo owns 37 patents.zr . Al
‘The:Premo drain-away fea.ture Whrch susedin all procmne T
penicillin suspenswns today, is 8 pstent which we have been
proud to share by licensing’ other ‘mantufacturers ‘such” as
Pfizer, Lilly, Merck, Abbott, Squibb, and Upjohn.”  ~~ ~7°
urrently,w -have 8 patent pendmg which coverssa brend— e
“new cencept in the field of- time-release formulation, and may. o
. be of significant unportence to] the entxre'?mdustry B :

14 fearings, pt 1.4. p:"8232
1 Hearings, pt. 14, P, 821Li:: (i i e
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He woit ‘on 16 -add, hOWever tliat ‘because ‘of 'tha: dJﬂicuItles faced
by the sinall company-in- promotmg 8’ hew: ‘product or engaging in a
patent eontroversy with ‘4 large concern; it wis théir: general’ practlce
to sell the patent rightsito-their: development on’a “lump basis”

. Mr, Bragxwan, Also, we have sold, outrlght! some of our -
patert because wé ]ust don’t Liave the money to romote
them., : o e _

When we-issue: llcenses,~=we recewe What 1e known ee a
pa.ld-up royalty, one lump sum.

- MriPrck.® Then you have Vlrtually eold.your hceneee‘?

Mr. BracrMan. :We: have sold:them- - chiefly, because: we
know that s patent islittle more: than 2 piece-of paperand - a
license. to fight your .competitors: in-court.:: I would - ‘much
rather take a small réturn, il you would: callitia gratmty,
than to-go-into court-and: battle my:larger competitors:i kf
they are willing to: take- ai:license;; under: the ‘patent;: at a
nomingal:fee, and . we: have reoewed, Hfor: example;: on. this
drain-away. fea.ture, domne-$70,000 in: royalmes pa1d-up pet~
ents, both here and abroad, we are: happy

In" Mr. ‘Blackman’s’ opmmn " the” princip 'proble | by the
small druz mahufactureér-is the" -difficulty of compéting in the face of
the “tremendous” amourits spent"by the’large drug co _pan $ on ad-
verbismg and promotlon ‘ '

, atlon proceeds ity will, become ew.dent. t0 you
that the only resﬁ ‘competition that-we havein our field is the
tremendous competition for the eye and ear.of the physician,
how many pages.of advertising.we can put out, how many
samples we can dletnbute how ma.ny deta,ll Ten We,can put
in, th:- ﬁeld :

The small-compa,ny, aecordmg to M 'Bla,ckma,n,-- sxmpl - ¢annot
afford to pay-for the type ‘and quantity of: advertising now required
for suceessfil: promotion. ““Advertising costs”; he said, “are 80 dis-
proportionately expensive:small companies . .cannot, afford :to. make
their: way in the marketplace.””” He gave-as. .evidence, the .cost .of
the type of advertisements now appearing in medical 3ournals a.nd t.he
expense. of maintaining & force of deta.llmen . :

The: smaller. manufa,cturer, even if he. had the means of
applﬂng additional research, to. develop uhique products
for the market, would-stiil 1ack the funds to properly prop-
agandize and promote such xtems.

19 Theodore Peck: formier- subcommlttee mlnm-[

1t Hearlngs, 94. 14,.00.18253..8254..,

I Heselngs, ot) 14, pp. 8205-8206.° “ g aviddhes or the volume ‘ot advert{s!ng and promottonal eﬁort, Mr.
Blackman gited an article by Walter L. Griffith, director, R(oduct. advertising and promotion, Parke,
Eavgg & Co. '“{gégh appeared In “Proeeedl.ugs of Program, id Year Conference, &met[ca.n College of

pothecaries,

“Today, the butlder of hetter mousetraps will sell more mousstraps, only i he buildsa path to the world
and presents taeadvantages of his trap with: more ingenuity and impact than‘his competitor, -

1t {3 such activity as this which, in.the apgregate, has cansed the ethical pharmacentical: lndustry of thig
count.ry to providé during the past vear 3:790,008,000 pages of ‘pald:fournal advertising; 741,213,700 direct
mall Impressians; and well In excess of 18 to 20 million physielan and pharmaelst ealls” (ib].d, p. 8218).

It Hearings, pt. 14, p. 8210, I A B
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-Asan:illustration, Mr. Tobiag Wagner, advertlsmg director -
of Smith Kline & i(‘rench stated that: his. company. spent - .-
.~$130,000, on eight ma111ngs £0.physicians, nierely devoted to..; -

the dlscuss:aon of the hazards- attcndmg the use of a product -
ca.llcd Thorazine.

“From “this, you Thight 1mag1ne the” program attend "t to

‘advertising the “attributes of this product, and then add
additional costs for direct mailing, samplmg, detailing, and
various general advertising and you get a fantastie picture.

The -tendency :today- is:for-the. pharmaceutical ' company

who, a few short years ago, considered. a- full-page journal ad,

in: color, sufficient: to ‘gather the: physicians’ attention; now
uses. 4-; 8, and:16-page inserts. -« Some of these.inserts actu-
ally;assume the proportion:of: exhaustive monographs.: Busi-
ness:is so good in the medical journal field that there are over
300: different-journals which exist on: the basis of paid adver-
'tlsmg of ethical pharmaceutical-specialties.: Tt is estimated
that in today’smarket; journal advertising, direct mail adver-

tising; and sampling would require an expenditure of approx-
imately $1 million to do-an eﬁect.lve ]ob in partlally promot—
ing a single ethical specialty.

..., This, however, is not. the most expcnswe part of the adver— -
e tising program. According. to:.s speech.delivered by Mr.
- Tobias Wagner, at a recent national pharmaceutical forum'

“for pharmacy: educa.tors he states: i
“The well-trained detail man can do what medlcal ads ’

and ‘ direct ‘mail “¢annot ‘do. “The pharmaceutloal company

spends between $9 and'$10:for every physician visit,” - -

:Couple this  with ‘the 200,000 physicians ‘in the United

States and we gel/ dcost of $2 xmlhon for makmg only T dctall
call oneach physician. :
.. Well, it is not necessary to cover every physmlan W",Lth 1
detail;*so, let s ‘cover only onehalf:.- It is therefore my
conservative estimate that it has taken, in somé’ ‘chses, '$2
.-, -and. $3 million of.initial:advertising . to Dbring, -certain new
... products into the marketplace in the light of the tremendous -
', pressure and competition for-the. physmlan s eye and ear®. .

Accordmg to My Blackman “Premo did try, ‘without success, to
emula.te the’ larger ‘companies; it eéstablished” 1t.s ow*n detaﬂ force
gave cooksail parties for physmlans ete.: "

- These detail men were actually ca.refu]ly schooled They" o
were headed” ‘upby experienced elder statesmen; as it'were.
| They were given what we called the “sanned detail.” “They
| were exercised in the pros and ‘¢ons as to’ the merits and dis-
f advantages of the products which they” weére dadvertiging:
And :hey were schooled, intelligently, as-to-how:to- answer -
. questions on any. glven 1tem tha,t we.were detaﬂmg, at any '
- f’glven tlmc gt i : : ‘
e *

~ Senstor- HART So far as the deta,ll men who were. em :
: ploye:l by you are concerned you Would say tha,t they con o

® Hearings, pt. 14, pp 8218-8219. )
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tributed to: the knowledge of & phyeiclan and: hle understand-
mg ‘of the product, is that right? - SR :

“Mr. Brackman.-To a limited extent, Let’s not eg the
question. - They were out thete to: sell our products ‘to the
physu:le,u o i o

While the ¢ompany’s expenditure on- ]ournal advertlsmg, samphng
and detailing nearly. trlpled between 1048 and 1953, its Het sales,
while risinz %rom $1.9 mullion in 1948 to 2. '8 million in 1951, had by
1953 neerlv fallen back to the 1948 level.” In the next 2 years, despite
a fllll‘thel‘ meregse In advertlemg and promotlon"salee cont.mued to
decline. ™ : : :

- By the end of the yea,r 1956 the handwmtmg Wa.s on the
wall, without doubt... The program, which we had inaugu-
rated ‘while meeting initial success, fell thirotugh éven though
&dvermsmg expenses 1ncreesed percentagewxse “and dollar-

Fa

I attnbute phe fallur of this: program ‘to’ the..
increzse in thé advertising dollars spent by our large com-
petiters, to' the éxtent that our efforts appeared, m thek

“market pl&ce, ‘al a mere sperk in 2 vaet eonﬁagratl 1%, '

Notlng ‘that the pharma,ceutlca] g Vi’had come to b referred
to as Wall Street’s “fair-haired boy,” Mr. Blackman referred to new
stock izsues of the large companies and’ the existence of “a 1ot of
money thﬁ.u could be spent In advertlsmg ph&rmaceutmale '

Mr KITTRIE 23 . would like to learn more about your ex-
perience several” years back, before 1956.:°T noticed in
old folder that you were: advertlsmg the fact that you g&ve
detail men.  You were advertising the fact that you will
make coclktail parties and other faclhtles available to any-
body that would come to your p]ace You were making
known the fact that you will invite groups from’ pha,rma,ceutl—
.cal colleges. .
" Now ‘weren't you tr;ymg to do ‘the ‘same thmge that these=
large corporations are doing?.

Mr. Braceuax, The answer is “Yes': we tried, desper-
“-ately;:toremulate: these: large manufacturers end 88, I ste,ted\'é
;- before, we:didn’t make 163 1! ‘

Mr Blackme,n ‘edtimated” that three—quarters of 4 bllhon dollars
a‘year is epent on drig promotion, much of which he rpgarded as pure
Wae’re 1u_V1c\v of’ Lhe natire of” the ‘demarid

S .,I'personalh feel that, the Amerman ublic-is ov erpa,ymO'—-
't least. three-qua.rters of & billion dP lars; . at. wholesale.
prices, annue]ly, for:the medicet.mn Whmh thev purr-haee on
prescnptlon _ .
" 1.arrive atb. thxs ﬁgure by exemlmng ‘the- cost of a,pprox:t—=
o ,mately three-quarters of..a billion  dollars’ annually spend. .
. .on’ advertising and sales’ promotién, coupled with a,lmost,:
~“another three-quarters of & billion dollars i in net profits. L
o Tbid,, 1, 8222
e Eearings, t 14;

8216,
s Nicholag & Klttrie, suboommittee mlnorlty cmmeel.
24 Hegrings, pt 14, p. 8
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1 Spending: three-ﬂ uarters of .a:billion- dollars in- advertlsmg.
to produce $2 billion in sales'seems!to me.to-be excessive,

especially:.singe -the produets. being . propagandlzed are’ gb-
S0 ut.tzlgf necessary: and:zan artificial demand: need:not -be
creatb

It is my personal opinion that at least one~half of
8] dvertlsmg and  promotion tots,lly

e-quarters o bﬂllon"dollars s
"proﬁts before Fedel al corporate texes IS excessive’ by‘ S
t least’ 50 percent., L
“This brings us to the ﬁgure of ‘three- quafters of a bﬂhon
dollers which the pubhc pays, unneeesser}ly

.. This doesn’t fall into the ca,tego;ry'of

advertlsmg for 8 Weshlng machine, for example, to create a

false demand, or to niake akneg car stylish. This ﬁeld 18
. it ‘

something. we need
don’t have to ¢

Mr Myron =Pantzer,zv1ce pres1dent of the Pa.m'a.y Corp_.,,= greed
that in the drug industry “advertising * ’_" * costs g lot of money,”
and ‘that His firm ‘did not have the resources “to put several’ ‘million
dollars into ‘the’ ‘promotion “of & produet.” 'That the ‘necessmy of
making sush outlays may actually itnpede thé introduction of new
and better drugs Wae 1mp1101{7 in'his answer to the 'followmg questmn

1X0N. Sup EOS you. came ’”p;,With- , X;,'j__e
stermd hérmone, that was, we will say, more potent than
even dexa,methesone and’ e.ctua]ly had no side effects, ‘none
whatever.. ' How' Would you get the messags to the doctor?

‘Mr. Paxtzrr. 'We as & company would, a,nk.ly, be stucL ;
we couldn’t get the product oft the ground @

- CuaprER, 5. Tr BEHAVIOR AND __DETER,MINATxo_ﬁ‘ or Pricn

THE _BEHAvxoiz PI

NEO

o i

ifferenced:in wthe :‘b*eh"evior- ¢ of:adlministered:: versus: market-
determined prices, which has been ‘notednin the ' subcommittee’s
earlier. reports and. hearings,”. is;nowhere .more .dramatically .illus-
trated than in the drug, 1nduetry Where ‘the,.only. sellers consist
of one or a few of the major. compeoLes _prices tend to. be Tnchanged
over long penods of time, with the different companies selling at
identical prices! * Where' theri i8 an” uncontrolled” ‘bulk supply to
which stiall manufdcturers sérving the trade-can’sécure sccess, not
only doés the bulkprice ténd to be ﬂemble, ‘but the ‘drug in packaged
form will be offered at widely varying prices. This"is triie of both
of tli& murkets fo_i'"' rug, prodicts —sales to the regular’ trede (.e.,
the rétail’ drig store) und sale nstztutlonal buyerS'(e g
mental’ bodi [ogpital Thé differ

% Hearinge, eu |
” ”Hearings pt 16, p. 9373. K

T Cf. .., fubcommittee on Antitrust and@ Monopoly, **Adminfstered Prices: Bieel’! 8. e

Cong., 2d sess., . 8; and hearings, pt. 10, 4 5 dmitnistéred. Price Inflation: A.lterna
pp 4907-5013.
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trade will be examined here in two:of the few areas in which small
firms are a,ble to enter the market——pemcllhn -and predmsone

While most antibiotics a Yy nly oné or a few of the large
companies, there are two areis in:which ‘vigorous price competition
exists.in.both bulk and packaged-form. - These consist ¢f the older
form‘ ‘penicillin, which are not. patented, and streptomyein, which
})ro uced by several firmis operating 4s licensées under the patent
d By Rutgers University. Neither Sir Alexander Fleming nor
any of the ot ier British scientists associated with its early develop-
ment ever apphed for a patent on penicillin, and no License. lias ever
been required for its production. - Moreover seyveral of the important
steps and methods: involyved " in -the¢ fermentation: process were. dis-
covered and patented by the U-S. Depa,rtment of Agriculture which
licensed all applicants on a royalty free basis. Streptomycin.was
discovered by Dr. Selman A. Waksman while he was conducting
research at Rutgers University. Although Merck had exclusive
rights to she exploitation of all patentable scientific discoveries by
Dr. Waksman resultmg from research subsidized by it, Dr. Waksman
persuaded the companyto give u{) “itg'texclugive - nghts to strepto-
mycin-and-as a_consequence several firms in adchtlon ’60 Merck were
licensed to produce and sell the" product e

Prior to 1950 ease of entry into the pemcﬂlm market. and
ease of enfry into the streptomycin-dihydrostreptomycin
#i- market+existed ini ‘the ‘antibiotics industry. ~This was ‘an’
5 important factor in “the: development of price competition:
among the producers of streptomycin and dihydrostreptoniy=:
cin, .as well:as among the producers of: procaine penicillin.
No restrictions existed with respect to production of sodium
and potassmm penlclllm as far as can be determined.®

Thebroad - spectrum antibiotics,: mtroduced inlate: 1948~50 -were
subject to a few price reductions’ during that early period: By 1951,
howevér, ‘the price of each had: stabilized:'at-the identical fizure of
$5.10-to tho drugglsts, where it has been maintained through the third
quarter of 1960.- "What appears to be a'straight black line riear the
top- of rchart: 10’ is*the price ‘trend:of ‘the: broad spectrums ‘during
this 10=yedr ‘périod 2% Ig contrast to “the“complete 'rigidity of the
broad:spectrums the: bulk pricés of penicillin‘and of streptomycin have
fallen: during: the 10-year -period about:-90: percenb—~from_ $235'0 to 21

' Cents and from $3.24 to 36 cents,’ respectwely

9, Federal Trade Commisaion "Euonomlc Beport o Antibiot:lcs Manufa.ct'ure" 1958, . 230

20 Federal Trade Commission. op,: olt, 02,

i Thatype af ‘quotation used for-the t')road speetmms is' the prlce to the dmggists for 16 eapsuies oi' 260
mﬁligrams each, whereas-the quotations used for penicillin and stregtomycln are. bulk prices. - With-the
excaption af safes by Bristol to Upjohn and Squib there are no bulk sales of broad spectrum sntibiotles.
Aftert?en itf:itia! deelm% ]iantoizis prlees to Squibb and Up;o have not ﬂuctuated and of course:are- not
a matter of re . i
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Durmg the‘-héé;fi‘rigs it was emphasmedthatany increases-in costs
affecting:the broad spectrums should dlso have affected penicillin and
streptomyein i Lo e L i e T e o i e

- Dr! B, - Penicillin, * streptomyei

S D - Peni : ;and “thege broad:

range antibiotics aré’all produced; with some modifications,

by the-same basic production’method;"excépt that -Chloro-

- wymycetin is now produced-by an.even: cheaper. process, being! "

produced: synthetically.. . This basic; meéthod.:is: the fermen—: :. .
ation: process. - fromi.. this:.chart; it is- 6bvions that cer--
ain reductions-in -the:cost: of -production_have developed:
in;the use -of-the:fermentation process. . Changes in produe-
.;tion.methods, greater efficiency, lowering costs, have in fact ~
been reflécted.in lower prices of penicillin and streptomyein,
<. :but obviously,ito the éxtent,that they occurred .in the pro--
¢u .duction .of- the:broad-spectrum: antibiotics, have not:been
manifested in lower,ip_ﬁces;:thege,il e BE ot R et Fie .
. A similar-contrast. between: administered .axd. market-determined
prices appears in chart 11, which. compares the.price trend’ of omé ‘of
the newer patented:forms of penicillin' (V-Cillin}, with the trends of
the unpatented forms both in bulk and package. ~All of the prices
relate to one company, Eli Lilly. To facifi)tate comparison they haveé
been expressed on the basis of a common measure, 1 billion units,
As was true of the broad spectrums, the price trend of the patented
penicillin is represented since its introduction in 1956 by a straight

1t Hearings, pt. 24, p. 13650,
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Crasrt 11
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line. During that same perlod Lilly’s pmce of the older in tablet
form declined by 14 percent while the bulk price droppejépby 60 per-
cent after an increase.’ The chart also feveals that Up to very recent
ge&rs the price trend of the older type “closely paralleled that ‘of the

ulk price, after aboiit a 1-year lag. Such ‘parallelism, howéver, has
recently’ bben conspicuous by its absence, as the bulk price showed a
further price decrease’ between 1958 a,nd 1960 Whlle the tablet price
remained unchanged, -

Small manufacturers’ sell thie” unpa,tented pemc]llm in ﬁnlshed form
at prices substantially below ‘those of the major comga,mes This is
evident fror chart 12 which shows the’ fprme differences between selected
small companies and large concerns for, pemcﬂlm potassmm G ta,b-
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lets; the I:orlzonta.l scale is by size of compa:ny in terms of 1ts total
annual sales of all products. g The-smallest firm, Penhurst Pharmacal
Corp.; has a price of $3.30.% The lowest price ($2 95) is that of ‘the
Bryant Pharmaceutical Corp., with' annual sales of less than $1 million.
Three other small companies Whose sales range from $1 to $5 million
quote, prices ini the area of $4°6r $5. In contrasf, two of the laigest
companies, Merck and the Squibb Division of Olin Mathieson, have
the highest/ price, $12. This is also the price quoted by Lﬂly while
Abbott and Parke Davis charge approximately a dollar less. Among
the majors, Pﬁzer is a-price cubter on this product; selling it for<only
about half the | JI:Tmce chargéd by the other large companies,

During the earings, %/I geymour N. Blackman of Premo. con-
trasted Squibb’s price. for enicillin tiblots  of $14.85 per hundred
with his price of $3.75. On the question.of possible-differences in
quality between the produets of large and'small ‘companies the follow-
mg exchange with Senator Hart took place:

L Mr. BLACKMAN  Altantibiotic products, Whlch woild ake
‘this particular product within its: scope, are controlled.,"by
, your. ood and %rug Administration.. . - o
. " Not only.in: the. usual. way products are controlled that is, .
. Q;‘\by picking up shipments in interstate comierce. a,nd exam-
. ining chem for their labeled potency, but the Food and-Drug -
Administration, on antibiotic products, requires that before. .
e B pha.rmaceut.lcal manufacturer releases the. product. _for sale, -
_’he must presént the sample to the Food and Drug Adminis-~ . .
. tration plus an anslysis, and the product is not released for
..sale’ u:ltll the Food and Drug Admmmtra,tmn runs theu' own: .

L A different dosage form t:om the preﬂous example,
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pa,rallel analysm and’ certlﬁes that the" product i
what the 1abel says it is. i

.. 8o, it is fortuitous that the product which you, pzck is. not._ L

only the same because, I say so, but.it is the same because

-~ your Food and Drug- Administration says 50, and has proved..
it: :

Senator Hare. Does-t e---Food -and Drug Administration
sa‘ycthat both f these mieet minimum. standards, and does it
also ‘express.any. opinion.as'to How far one or the other
- exceeds the minimum?
TUUUME, BrickmaN, The Food and” Drug ‘Administration will
not- allow either - Squibb-or Premo to,exceed or come under =
the: requirements, - There' aredefinite’ specifications as. 107
how much: penieillin you may have ina tablet. --It can’ t be ;
more or:less, within certain limits, of the labeled Te
ments. These limmits are close,’ and if, for example, We"
1 or 2 percent more pemcﬂhn-m our: t&blet than: Sqm,‘ b,it
wotld be inconsequential as far as the therapeutlc “fﬁcacy'
of the product is concerned ®; 7 ..

- The-price differences among the ma]or compames ‘on unpatented
pemcll]m are not to be found iri the patented”brosd “spectrum anti-
‘biotics.. This is brought out.by table 29, which shows for the various
dosage forms’ of tetracycline, Aureomycm and’ Terramycm the price
to the' drugglst of each of t.he seﬂers @

Squibb
|| Bteclin

100 mg. 1007s
250 mg. 16

77
.10 ).
- 250°nig, 1008, . 60
Intramuscu]ar 1[]0 B4
Intravenous:
5+ 260 mg, vial B2
500 mg, 'vml i 01"
Ped.idrops: 10 .47
Qral susp 250:mg Scu 10 . 56
B s*rup B

: 125 me, /5 ce., 2-02...
TI125 mg, oc., )16 0%

X ]
o

#r For eacaiof: the dosage forms,the?ﬁve cOmpanies: se]lmg tetr&cyclme
charge the same price, which also happens to be: the price:charged
by American Cyanamld for-Aureomycin.and by Pfizer for Terramycin.
From-the 94.cents; which eachcharges:for a! 100-m1111gr&m vial:for
intramuscular injection to the $18.36:for 16 ounces of: 125-—m1111gram
syrup:to the:$30:60 for 100- capsules-of:250 m1111grams, not-y siigle
rvama,tmn of more: tha.n 1: eent. a,mong thé ‘companiesis to-be- found

“Haar{ngs pt. 8208—
¥ Hearings, pt. 24.9 13667.
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Similar.identity within. 2 cents is tobe- found in the suggested resa.le

.

pnces to consumers, 58

, Aureo-

mycm, rmd,' Termmycz '

Tetraeycline
e R I Oyanas
1 s mid Pfizer
: ,Pﬂmr Bristol Upjohn | . Auréos . |- Terra-
a Totra- Polycy—. Squibb‘ Panmy- | myein | myein
1:*éyn-’ |-~ clina’ Bteclin | el B
myein . :
Capsules; DA A B o
100 mg. 25°s “$6.02Y 0 86,02 | 86,027 I B6. . 02 4% 36.00
100.mg. 100'a. - 22,957 22,95 ) 22,95 )¢ 22,95 22 22,95
250'mg. 16°5... ©8B0 850 T BUBOT ¢ B.B0° 3. 8. 60
250 mg. 108 Lo - 1 BLOD .51, 00 =51, 00- 81,00} BL 51,00
Intramuscular: 100 mg vml i Y W) 1,66 JL57 L. 167
Intravenous: s SR T e
250 mg, vfa!--_ 290 0,279,270 . .2,70 2 2,70
500 mig. vial __ - 4.85 48517 485 4.85 4, 4.85
Ped. drops 100 mg. RS e 2045 0 2ods o 22,45 o2, 2. 48
é)m! susp.: 250. g ,'5 ce 1 0z- S22 4,23 424 4.2 4 4.25
yrup: N B (R B A EE Pt S
125mgl!5cc 292 ___________ 4.24 4.25 = (.4.24 . . 4.23. 4,95 [_.___ . 4,25
125 mg !5 e, 180z . ___ 30.60 30. 60 80,80 [ilsliaD + . 60 30,80 30.60

) Sou.rca FTC “PmpOSed Fmdings of Fact and Oonc!usions of Fact and Law” (J’une 1960), p 372

' Seriafor Kefauver mqulred of Dr. W. G. Malcelm pre51dent. of
Amencan Cyanamid, how these'identities of prlee ea.me ‘about:

Senator Keravuver. [The’ table} shows the prices of all the“' -
“companies;Tegardless of the size of the ordér, regardless of:
the way you use it—capsulés, drops, sirup, intravenous—
“you all have exactly the same prices, and you all suggest the'
same price for the drugstore to sell to the consumer,
s How do you get together‘? How do you work that out,
% -Dr Maleolm? . Lt
Dr. Marncomm, Mr Oh 1rma,n Mr Dunca.n i3 the general
-manager of the Lederle. Laboratories Division. Would. you .. .
lundly permit him to read this statement that he has whmh-- i
I think will'save & great deal of time? #: ‘ s

The patent ﬁght ever predmsone (and its’ compamon predmsolone)
hs,s now been raging“at the Patent Officé for sevéral years, during
-which time there has'developed 2 bulk market in the drug somewhat
‘similart¢ that in the unpatented, pemcllhns This ‘market has been
‘supplied by small producers such as'Syntex and Formet Laboratories,
by foreign concerns such as ‘Organon of Holland and -also by somée of
the major companies. AS'in the ‘case of ‘penicillin, compe’mtmn in a
free market has resulted.in a- subst&ntml decline in price. .- Although
there are no publicly reported bulk prices for these products, the fact
that they have ‘dechined is demonstrated by purchase contraets in the
subcommittee’s files! «s . iner
¥2'The availability. of this free’ supply has made it possuble for small
-‘manufacturers toséll the ¢ ‘predni” drugsin package form to drugstores
and-institutional buyers. Again, as'in the case of penicillin;:substan-
tial. dlﬁ’erences exist between :the: pricestof the smalliand the large
companiés. - Charts:13:and ‘14 contrast for prednisone: and::prednis-
olone, respectively, the prices of the leading ﬁrms 1n th.ls area, Wlth
those of & number of smaller enterprises. : o

u Hearlnzs pt, 24, p, 13668,
Hearings, pt. 24, p. 13667,
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SIZE, MOODY'S INDUSTRIAL MANUAL , 1959, AND GOMPANIES
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In thess products the pricing pattern differs in one respect from
that of penicillin; there .is -absolute price identity among the majors,
including Pfizer. Insofar ‘ag-the difference between large and small
companigs:is:concerned, however; the:patternis the-same...With total
annual sales in the $1"t6 $5 million range, Physicians Diug & Supply
has the lowest price for both prédnisone and prednisolone. As con-
trasted to b quotation: of $17.90° by the large companies; this “firm
offers prednisone for $4 and prednisolone for $4.85. Two even smaller
firms, :Bryant and Penhurst, offer prednisone for $6.75 and $6.95,
respectively, ‘and prednisolone:for $7.50 and $7.75, respectively. -

. Again the¥queéstion of possible differences in quality between the
produets of-large a,nd-sma%-- companies-arose during the hearings: <As
an indirect method of shedding light on this question, the subcom-
‘mittes’ asked: the Food and Drug Administrationforsinformation on
actions brought since 1955 under the Federal Food, Drug, and Cos-
metic Act. From'‘the information provided in Commissioner Larrick’s
reply of November 4, 1959, it iz apparent that_no legsal actions

involving corticosteroids have been brought ‘Higiinst ‘any of the com-

panies'shown-on the charts;: . _ ; e
i The price differences in the:‘predni”:drugs are wholly absent in the
. later patented corticosteroids. :Methylprednisolone (Medrol) is sold

exclusively by Upjohn. Triamcinolone is sold exclusively.by Ameri-

cafCyanainiid (A cort); bothof whom
chafge tha same pri

5)."" Dexamethasone is sold
exclusively. by :Merck: :(Decadron); Schering:(Deronil), .and CIBA
(Gammacorten), all of whom have & price of “around $8:10 for 50
tablets.® g

BALES TO INSTITUTIONAL BUYEES

In addition to the usual prescription market, substantial quantities
of drugs are sold to institutional biiyers. In the regular market the
customer, being limitedito the'brai roduct usually prescribed
for him, has little freédom 0 shop for ' lower price. "This is
true eveéniwhére &' producttis sold by smill manifaeturers at prices
substantially below those of the:imajor companies. The essential
difference between the two markeis is that, unlike the physician, the
institutional buyers freqiently ‘and increasingly have an acute:interest
in-price.- Faced with-mounting-drug- cests-the institutional-buyers,
consisting of private nonprofit hospitals, State and local governmental
hospitils; “clinics -and dispensaries, and Federal agencies, are to an
Increaging extent using generic formularies and are purchasing’ from
qualified suppliers on a price basis. An outstanding example of this
market is provided by the U.S. Department of Defense: through its
procurement arm for medical supplies, the Military Medical Supply
Agency, MMSA acts. as a unified central purchasing agent for all
hospitals and dispensarigs operated by any of the armed, services; it
also purchases on request for the Office of ‘Civil and Defense Mobiliza-~
tion, the U.S. Public Health Service and, under the military assistance
program, for allied nations.®" =0~ 5 :
© MMSA is required to purchsse drugs by generic names at the Iowest
possible price from: what.are termed any “quelified suppliers.” To
provide;the:best possible: medisal::treatment-for patients, who ‘may
range from the newest Army recruit to-Members of Congress and the
.. 9 _Hearings, pt. 15,-p,. 5350,

R Sras lasadren: 15 eald Bt 4 pHtbd o ST8.11 Hor 100 tabis
™ Hearings, pt, M, P, 18778, 7020wt L R R
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President;: MMSA dingists (that. suppliers .meet expeting:-stindards,
Not ‘only 'must: the;qualityof the particular-product: being delivered
conform-te rigid-specifications but mspeétion is made of the supplier’s
entire: operdtion including: the “housekeeping > facilities of: his. plant,
his productionsand quality control.techniques -and pérformance, his
records i system,: the: technical; proficiency -of his stalf,/ and ‘thei:com-
petency ‘and. knowledge of the management itself.# In short; every
effort ismade’ to-assure thatrany company;, large or: small which sells
drugs: to MMSA:is ca pa,ble of: providing . h&rm&ceutlcal products of
fully- acceptable quality. | ~Given quaht‘y"-g ‘ Eendeaﬂafr:)rs to Al its
requirements.atithe lowest possibleicost =H ‘

The-ggéncy hasiprovided:the; subcommitteexmth omplete record
of itsiconiricts; dating ‘backiiag.far dst 1054, in 4 variety of areas
{antibioticg;! isulfa .drugs;polio vaccine,! stermds -insulin, ‘tranguilizers,
and vitamins). Here, also & sharp dlﬂelentlatlon between: a.dmmls-
tered :and: market determmed prices:semergéds: | The d1fferent1a,t1on
exists 'not only ‘among: drugs-as & whele-biit Withm given:product
groups which:are characterized by:a il S yiof productlon
methods dnd thusiof-costs, 1 3w o

MMSA-hag* had«dittle sucéess in: curmg ;price: concessmns in the
patentéd:broadspectrurh antibiotics:! <A ‘case:in:point:is Chlordmyce-
tin available only from Parke, Davis. * Fropi: May$1954 to:February
1958; MM SA~negotiated:16: contracts “withothe fcompdnysdespite a
wide: variatiow in quantities;:the pnce “was Tigid at:$12:50 per/bottle.
In April+1958; MMSA’s’purchase officer: persuaded Parke, Davis to
reduce the prlce 102 $11:.25; from: that:date hrough:June 1959: there
were- 114 radditional procurements falloattthis! sa,me ‘price;:although
- there'wagiagain ¢iwide fange in/quantitie j ST

A similar: patternds présented:by: Aureomycm, also’ available: only

from s single supplier, Ameri¢an:Cyanamid.- -From :May: 1954 to
February 1956, MMSA ‘mide nine: roculemenf,s vwidely varying
guantities,.all. at & price of $12, t In A ﬂ 1956 the price
was teduced but only fo.$11 a bottle, Whlch “Hias prevailed for
curements. of W:Ldelm Ying ; :

eycline; which Is st
has 1ot spught, MMS:
USN,, . executive

SR When the Governmenb ﬁ.rst purchased these tablets Jt pmd e
§11 per bottle of 100 in a procurenient: mvolvmg QU176 7 o
bottles. i Six .months later in, May. 1957, the unit price
(froma dnfferen supplier) IS, , 6véh. t ough the ‘quan-
tity' purchased was. about o _seventh tl';ta,t of
procurement. On ‘the third.. ‘
the , price. rose;; inexplicabl
crease over the previous $11.pri
this latter procuretent the low offeror ref
than one-half the quantity required by
and tae remainder bad to go to the second-low offefor atia«:
price of $19.19 per bottle—or an increase of 74 percent

- over the initial low pl‘lcP
4 Yearings, pt. 21, pp. 11547 .

4 250 mgm. capsules 1n bottles of 100,
42 950 mgm, capsules in bottles of 100,

A143% £ _ 7
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Durm 1958 there ‘were .3 additional: produrenents of i
tetraeyc me’ hydrochlorlde for 193,476, 41,904, and 25,632
ottles; respectlvely “Forthe - first -two- of theee procure—'
snents, the pricerémained at $17.24 ‘and forithe third it was
$17.15...In June: 11959, /it seered - that: this ‘price ““frecze

ﬁnally had been broken when' the Government was.able to b
-46 ;512 bottles  ata’ unit priceof '$14.36. But- 16, ~This >
R ”tha,wmg :out” : process +wasillusory,: beceuse 2 monthsa
Iater. dn:eAugust 11959, 4 “solicitation ~for 28,000 bottles
'again produced’ gn - ‘offered i low. price ‘of $17.15 "with 3 sup-:
pliers offering the identical :price: <This’ was:.the: same
- price ‘asvquoted - before :the: so- called rice break. ... When'
~:this occurred; MMSA: felt -that it had :no- alternetlve Dbut
1o ea:neel the procurement beca,use of the unrea,sona.bly hlgh’

rices: 3 : b
_Over a pemod of 3 yea.rs four mdependent. supphers per~-- :
icipated; 1n'the Government -procurément -of this -dtem. i
Nevertheless; in:that time the price rose to a- h1gh of 174
. percent of the initial low price, and,-thercafter,: with one
L exceptlon ‘became constant-in: the $17 bracket. Moreover‘f :

icé quotations:to:the Government bore ng ela,tlonshlp iy

Sk ey tﬁe quantities obdered * * *.1 2
Aside fromi>the foregomg peculmr pattern of, cost. to thef-
Government,“there are:other: characteristics in the progure-:+:
ment. hlstory of tetracyclite -hydrochloride’ -tablets which' .
hould ‘be:notedy: Onz4 iumber: of progurements, more than ...
»uooTesupplier 1n1t1a,11y offered theidentical low:price. ::Further-
more, eéven when only:one: suppller waa:low, others, eame,in..-;!;
- at:higher but:identical:prices :(i'e:,  either the: specific. prices .-

ffered 'were-the same; orthey: became 1dent1ca,1 When the :
promptrpayment. dlscount Was: apphed) B REEE e

““While Admlral chkerbocker refused to hazard any guess ‘ag’ to the
Feason for this'strange ‘price behavior, an' explanation was- proﬂ"ered
by Mr, Livman Duncan, manager "the Lederls Laboratories Division
of American Cyanamid., Acgording to his testimony the first MMSA
tet.ra,cyclme procurernent was announced at’a time whén Mr? Dihcan
was "still “learhing the drug buisinass, (shortly ‘after his * tiansfer to
Lederle from Cyanamid’s Organic' Chemicals Division).  As‘a result,
he 'made s mistake and simply bid for the tetracycline contract at the
same:§11 prieelat which’ Oy&nam1d he.d beenv supplymg Aureomyem
to MMSA for:some months:; i

; T recall’ the elreumst nce , Up to. & me’T thmk *‘ne
biying’ had ‘been ‘entirely Auréomyein “or’ “Terramycin’ with
some Chloromyeetin, but the real competmg productq there
Were Aureomycin a.nd Terra.mycm :

" Now what happened theré'was I was not fully aware' of th1s
béing new in the business, that, the Army hs never_before

‘ boug ttetracye]me i

. is Heaﬂnga. pt

. 5 PR
tesnray B .

3
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. It 'was brou ht to my attention that they had an order for.~
.o tetracyeline. - Well, T guese L chd not glve it a grea.t deal of_.
,consrderetmn IR : SRS i

So far 8 I can remember When thls ame up, I said: “Well T
=T suj pose’ we. have been b1dd1ng $11 on Aureomycin. It 15;::-_ :
- too lowa prxce but I guess we m1ght ‘a8 Well b1d the sgme '
prlce S0

Mr Du.ncan s uncertamty as to Wha.t Lederle should cha.rge for
tetra.cyclme is surprising in view of the fact that for'a full 2 years
prior to the MMSA procurement, his company had been selling the
samé product to: the Veterans’ Administration at & price of $19.58,
less 2 percent for prompt payment.*s.

.On the second procurement Pfizer appa.rently made a “mlstake” in
bidding $11 on the assumption that Cyanamid would be in that'r range.
Since Cyanamid actually bid $19.58, the contract of ‘course went to
Pfizer, /Thereafter, prices rose as deserlbed by Admiral Knickerbocker.
As the subsommiittee counsel pomted out: “I notice that $11 mlsta.ke
never, occurred after the first two times,” *

" In a discussion of subsequert identical bids by several compa.me

Mr. Duncan was asked specifically about the MMSA procurement in
September 1958, for which Cyanamid, Pfizer, and Squibb all bid
i$;117 24; he expla.med that th1s Was 8 comcldence Whlch “astounded”

; I had: not the famt.est. 1dea. Mr Dlxon--«rt is very easy :

: look]ng baclk, but in:locdking: a,heed X had not the: fa.mtest}
S idea. etueily, I was astounded: thet they bid $17.24..T: .
;expected someone: to bid; with s different: situation, to. bld: o
$15 or $16. I had no 1dea what those bids would be.* 4. G

" Another- “astoundmg” coincidenice is the' mathema.tlcelly preelse
lelSIOll of the MMSA market for tetfacycline, For the 3-year period,
November 1956-October 1959, - the petent—holder Pfizer, had 46.6
percent of the MMSA purchases of this drug.* The remainihg 53.4
pércent. was split almost exsctly everly among the othér sellers; ‘with
the “Lederls’ Division of “American Cyanamid getting 17.8 percent
Bristol 17.6 percent, a.nd Sqmbb 175 percent (See table 31, )

TapLE 31-MMSA: procurement of tetracyc iné, all forms, November 1956~October
gt ogteee et g -:1959. : :

oL | Squibb |- Tph

‘- Total,

,Tetracycline hycroch!oride o i
Ts{i&l)ets, 250 milligram
B 'S,

B! ag | -
86, 208

o :ﬂ,m.%Q
“Qral suspension . 1,642,067
- Powder, 260 mi]ligr L 7,640 33,408 171,802

) Powder, W00 milligram .| =~ 44,156 67,923 |--comeen . 112,078
" Total.. “3;861,642 | Lamaenn’| 1,450 6i8 |1, 440,095 | 42,000 |..8; 957,89
Svs| Uohe | CAmE | B 010000

Bourco: MMBSA (Sept. 2, 1960).
4 Hearings, pt, 24, p. 136%0.
.14 Yaterans' ACTrinisteation: purchase records provided-to the suhoomm.{ttee :
4t Hearings, pt, 24, p. 13691
4t Hearings, bt. 24, p, 13602
# Hearfngs, pt 24, P 13700, Upjohn obtained only a very small p
percaent of tha to
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The: d.lwsmn of'thé busingssin’ the two" principal: products 250-
milligrain “capsiiles: and” tetracycline For oral uspension,: répresents
at the least an unusual coincidence. Pfizer supphed approximately
60 percent of MMSA’s dollar purchases of tablets, while the remaining
percentage was divided;almost exsctly. evenly -between Lederle and
Squibb;mone - was-furnished: by Bristol. ..On the other. -hand, -Bristol
supphed the greater part.of MMSA’s. requu'ements forthe’ dI'U.g‘ in oral
suspension form, with relatively modest’ part1c1pat10n by Pfizer and
Squibb and .none at all by Lederle,® This diyision of the oral sus-
pension® contracts cannot reflsct any form of ‘hroduet ‘specialization.
Bristol, of course, makes’ tablets,. Wh1le Pfizer, Lederle, and Squibb sell
the orai “Suspension’ form 0 the'" regiilar tr dé nd, mdeed ‘entered
bids'on 15 during this period to the MMSA. W4t is most unusual is
that the dollar yolume, of Bristol’s orsl suspension sales’to’ MMSA i
almost 1dentlca1 ‘to ‘the dollar shires of Léderle and’ Squibb in the

TOC ' of tablets in W}:uch Brls‘foi has not partlmpated success-

the broad spestrurm antlblotms and the older penicilling in sales t0' the
_ ﬁular crug trade, so also.is there 'a"similar difference in’sales to the
ilitary Medical Supply Agency.  As has béen noted, pemcﬂlm G is
sold to the retail druggist by most of the large compames at’ around
$12 & bottle, with small companie$ ‘quoting aslow as $3.30.5" “In
conitrast to these ] prices, MMSA’s first reported procurement was a
- negotiated contract with Bristol calling for a series of deliveries in
1954 at-a price of $1.61a bottle.” Since 1956, procuréments-have been
made for the:most part-on an-advertised: b1d basis, with small-as well
a8 large companies participating; and prices have declined sharply.
Since early 1959 the prloe to MgMSA hs,s r&nged between 67 and 77
cents a hottle.« 3 ERSE T Pt : -
....Another unpatented ant1b10t1c 1s bac I‘_acm most often adm,lmstered
in. topical ointments; Typical of the ‘major . companies, -the price, to
the druggist for Pfizer’s product is $10.20. a pa.ckage 2  With  as
many, as- elght firms of yvarying sizes blddmg in md.lwdua.l _procure-
ments, the price-has been $2.35 or less except for a few months in 1956.
Seven of the contracts have heen won by, Plizer, itgelf, at bids between
$1.65 and $1.99 a package, while. on: five other occasmns Pfizer has
been unisueccessful with bids below §2 a package.
" wdAgincalesito:the drug: trade, thelarge manufacturers’of prednisone
a,nd prednisolone encounter pricé cémpetition from small companies.
MMSA has made a number of.procurements of these products, with
from-8-to 15 qualified suppliers; -both-large-and- small-firms, bidding
on-esch, ~On’none-of the-procuremerts %.ld ‘the bids, even by large
firms, remotely approach tl?e $170 puid by the retail drugglst. for the
major brand-name items.® Further, under the pressuie of &
tion” the ‘trend jof- prlces has, been--—-steadlly downward, T
prediisone procurement by MMSA. reported to th subi
- MMSA Pported procuremeuts of tetmcyc]ine !or aral suspension An- 1957 1958, and 1950, Only 'Bristol
bid snecessfally.in 1957 and 3958, . Bales of this dosageforin shown in the: tabfe for Pfizer and Squitb reflect
the two 1059 rocurements, which exhibit an Interesting sequency:of bids.. Bristol’s 1958 price had heen
$1.64 a bottle. In June 1050 Phizer bid $1.267 a hottle, while Bristol, Squibb, and Lederle were in the $i 60~
§1:64 Tange,  But in Decembet it was Squibb which hid $1.257, whils Pfizer was hack u Taderle and
Bristol in the $1.60-§1.63 range. i
- B MMBSA purchase records and America.n Druggist Blue Book.
# 250,000 unit tablets in bottles of 10
#1080 Drug Toplcs Red Book:: Omtmem containing 500 units of bacltra

in packages of 6 dozen M-ounce tubes.
"p m Iableta, botl.lesotl.ODO s e £ eiieo B ptiecei peTaie
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March: 1958, ‘went:toChase :Chemical.Co. for $41.50; Sohermg, -one of
thelargest sellers bid $79.74.+/T'He last reported procurement ‘January
1960, was awarded:to. Premo-: Pharmaceutical Taboratories: at:a pricé
of $11.79 per bottle of 1,000 tablets. By the time of the:same pro=
-curement, -Schering hdd reduced its bid:price to: $17.97=0r approxi-
ately. one-tefith of the prloe for-which;it sells: the 1dentloa,1 product
to: the- retail: druggist .5 ; -

- The/icontrasting price. structures of large: and: sme,]l comp&mes afe
illustrated. by:chart 15;: which shows:prices: to :the: commereial trade
and: to:MMSA-of: Schermg and Premo; the period is:February: 1959,
whwh about* halfwuy through : MS' expenence 111 procunng

e '-4;

UGGH
SUES ol URLVOGIST BLUE BOOK 193
3. PREMO'S BID TO' MILETARY MEDICAL SUPPLY AGENCY, FEBRUARY I959
AWARCED TO FHEM )

! ASED ON- ABOVE B!D PLUS s’
s NORMAL SELLING AND DISTRIBUT|0N EXPENSES AND NOMINAL PROFIT- (LETTER TO:
:UBGO%METTEE 0CT( ER 27.1959) N

) its’ _“VIMSA'bld 'Commentlng oo the dlﬂ"erenc between'the
al 1)1‘10 f large and smaﬂ companies, Mr. Francis Brown,
S iering “Have no doubt;"Senatory that: 01.11&

ny of these smuller cotn-
i ‘cotnmercial sand “their

iy The st XaT e‘: d {solona ‘ProciTam. uary E 0. Panray. Corp::at & prioe of 3
$25"per bottle of 1,000 tablets Interestingly, Parke Davis, szer, and Scheriug were.all-biddipg in the
$25 to $35 range, a marked contrast to the $170 paid ﬁy the retail druggist.for the-identical- product ‘offered
by the samé compabies. A year kater, January 1989, the last reported procurement. went to Premo - B.t. &
pr:::eHor $14.267 pir %i()()o-—]ust about one-twelith of the priee for major brands to the retail druggist, -

earings, pt. 14, p. 7
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MMSA prices-could:bé regarded as a rough measure of “overhead”
{assuming similar profit rates), Mr. Brown’s estimate-in this particu-
lar-case 1s somiewhat ‘low: Schering’s” overhead: would be 14- times
that of Premo.: oovfs oo 030 gz o8 00861 Ty it e T 0 T
-+ 'The patented "tranguilizers: purchased by the MMSA~—meproba-
mate; promazine, and!chlorpromazine—have been:offered - at :rigid
prices only 25 to 85 percent below the .price to:'the retail druggist.
Reserpine, on-the other-hand; although developed by CIBA Pharma-
ceutical Co.;-has-been -widely licensed..Some* 20 sellers-have made
bids' at: one: tifme: or-another, with ds many: as:14-firms bidding in &
gingle procurement: .- MMSA’s first-reported procurement, February
1956, was won by Kli Lilly with a bid of $1.39 per bottle of 1,000,
which is one twenty-fifth of Lillyls price to the druggist. Since that
time MMSA’s regerpine price has steadily fallen. _Ign.,Februa;ry 1959,
CIBA won a contract with 4 bid of.60 centsa bottle (only 1.5 percent
of CIBA’s. price to the retail druggist of $39.40).%. .And-by the date
of the ldst reported: procurement, April 1960; the price had dropped to
51 cents a-bottle. - MMSA was buying. 1.,000-tablets at-about the cost
of 15 tablets to-the civilian druggist. - On one or more occasions, each
of the four major sellers of this product—CIBA, Lilly, Squibb and
Merck—made bids which wereless than one-twentieth of their price
to the retail druggists:~c o L.c il £ i

The Military ‘%'/Iedii}a,l ‘Supply Agency’s experience for more than a
year:in buying-drugs-is‘summarized in the attached scatter diagram,
Chart 16 was prepared .from date for 44 products purchased in sig-
nifidant guantities by MMSA durllléf195gand early 1960. In each
case the lowest price at which MMS3A was able to buy during-the
" period has been expressed as s percentage of the price to:the retsil
druggist. for the same product sold under:the brand names of the'large
companies.”: - Inasmuch - as the average sale is substantially larger
and advertising: and selling costs are:considerably less on sales to
MMBSA; it-is‘to be expected that prices to the Government will be
noticeably. lower than on.sales to the retail druggist. What is of -
interest Lere i3 the-extent of the difference as among products with
. differing numbers of bidders, '

The scatter diagram’ clearly shows the existence of an inverse rela-
tionship between MMSA pricés and the number of bidders; the greater
the number of available guppliers, the lower the price.? - A'freechand
curve has been fitted:to.the plotted points to:show the r.agproximate
relationskip ‘between' MMSA :prices ‘and“the number of bidders for
contracts to supply the various products. It will be observed that
the curve tends to fall sharply as the number of sellers rises—i.e.,
the effectiveness of competition in reducing prices ‘when -drugs are
purchased by géneric name is clearly illustrated. “"When its sources
of supply .are limited to & single firm or ‘a Very few companies,
MMSA’s procurement advantage over the retail druggist is far smaller
than is'the case when 10 or 12 firins are competing for the dgency’s
- .. 8 See hearings; pt: 16, ./0430. - Mr. T, ¥ Davies Hailiés, presidenf’_of CIBA’s Uis.}élibsidiary,-tosﬁﬂed:-
“When we bid 60 cents for bottles of 1,000 here, we didn’t anything like recover our ont-of-pocket costs. * *
In retrogpect, it was perhaps a mistike that we did that.”” If this is correct, 1t i rather stirprising to'note
that iIn MMSA’s procurerment of March 6, 1959, CIB.A bid 58 cents per 1,000 and in October.1959 the com-
pany bid 52 cents; incidentally, in neither of these vras CIBA the low bidder. - Lo

& In the cass of fetracyciine capsules the lowest domestic price was used, In December 1959 MMBA
awarded 2 contradt'to Farmochimiea Cutolo-Caldsi (Italy) 26 $8.15 per 100, less than half of the !ow_est prip_e

{318,76 per 100-capsulps) bid on this contract by & doinestic manufacturer.. - - L o
<88 The nimmber of “avallablg sup‘gliers" hag béen donsidered to be the number of firms which actidlly
eatered bids for MMSA coniracts ing the period covered by the tabulation. See appendix B, table
A~13 for i@entification of produets. _ .- o KR N o
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CURGE:" MMSA pu:chose records and ..
~ - American Bruggist’ Slus Book ..
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contracts. The curve appears to break definitely at about five sellers.
With fewer sellers the difference between the MMSA price and the
commercial price may be noticeable, but arbitrary; with more sellers,
a Tairly uniform pattern of relatively low prices appears. The inverse
relationship can also be seen in tge following summary tabulation.

Tasre 32—Number of suppliers compared to lowest MMSA price expressed as
perfentgge).of major brand prices to retail druggists—44 drug products (1959 and
early 1960) .. o o o o TR o

5 b

Number of products in parcentage groups

Nuriber of Bidders during pertod ; :
: - ) 0to15 | 164030 | 31 to 45 | 46i0 60
: percent | percent | percent | percent

1tod.. ! 2 9 9
5to9.. i ’ - o 4 1
10 or more.;. : e : 11 4

Total prodtetS.n. .mme cmnnus s T 0 wl e

Boureef.,'MMuS'.&;_pnrchase records and Amerlean Drugglst Blue Book, 1059-60,

In 15:0f the 44 products MMSA contracts were sought by 1Qor inore
companies, On more than two-thirds of these products M. was
able to seciire prices which were only 15 percent of the prices: charged
to the commercial trade for principal brands. The remaind
also” “bargains,’” being purchased at prices only 16 to 30 perce
the prices to the regular trade. In contrast, concessions of thi
nitude were obtained only on 2 of the 24 drugs for which thére )
from: 1 to 4 ‘bidders.” These two were erythromyein capsules-and:
insulin isophane injectible; on both, the MMSA price level was set:
by thesame firm, Eli Lilly.*® : [

v

On none of these concentrated 24 products did MMSA p:
as 15 parcent of the commercial price, although it obtained ¢onces
of this iragnitude on more than two-thirds of the product which
there twere 10 or more bidders. On 9 of the 24 concentratéd ¢
MMSA had to pay, about half of the commercial price; for
had to"pay from 60%to 90 percent of the price to the trad

In trying to obtain what it regards as reasonable prices £

or
products, the MMSA: has encountered resistance by the indust
a. procedure .accepted by other industries. Procurements:invo
products available only*from & single supply source or from :a sin:
roup-of companies are hot unknown for other industries::; ‘Admiral
.‘Enickerbocker pointed out that when confronted with such situations,
purchase officers are directed to obtain: cost breakdown “from- sup-
pliers.®®. Although many companies outside of the drug indiistry have
accepted this procedure‘as 4 basis for negotiation over price, the drug
companies, with one exception® have refused | JOpera i
MMSA. According to the Admiral: —

. i fis

# Lilly was the only supplier of {sophane insulin from 1852 through 1054, chargihg approximately one-
fourth of the price to the druggist; since 1954 Squibb has secured MMBSA contracts, but only by bidding in
Liliy’s range. Similarly, on the first erythromyein procurement (100 mgm, capsileés), one of the two bulk
manufacturers, Abbott, bid $12.32 per 100 capsules, while Lilly offered to supply them at $3.31 per 100.
As In the case of the insulin, Lilly has kept 1is erythromyein prices at a reasonable level, which Abbott has
bean forced to meet on MMEA contracts,

 Sinea the drug and pharmacentical products sold by the industry o MMSA are the same as the com-
mercial ““shef”* items sold to the civiian market, Government eontracts for thess products are excluded
from statutory renegotiation provisions.

6 Armour Pharmaceutioal Co., Kankakee, 1.
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" Tke -Armed: Sérvices :Procurement. Regulation.urges:that, -
:where s question:arises asito. whether-the-offered price js: falr
:.and reasonable, steps: should be-taken: tor: Tesolve! that -ques-
tion by obtmmng a cost breakdown or p ice: analysis.from,
.the; potentla,l contraetor. o L
‘The: Navy Department: has:: negotlate
billions;of dollars.of supplies’ and has obtained from:suppliers
cost.and price; analyses by which:a' determingtion could tbe::. -«
‘made that theprices offered:to the. Government bore silogical o
: e.la,tlonshlp to the contractor’s overall ‘costs..: :Thisis not our
zperience, however; with the drug and, pharmaceutical industry.
enerally, MMSA ‘has been-unable-torobtain such-cost. anal-
ses from its suppliers;-and there is:no.way under:the present
3{ in-which, these.suppliers.can: be required-to produce: such
-analyses f. ‘they: age - conﬁdent :they can:séll:their products
-:mthout domg S0 . i 5

8»" ' s the' only
by MMSA durlng ‘the ‘périod for whi 'repi
solefsuppher Upjokn ¢harge N ]
0 th TQCt"bu ng ret‘,aﬂer :

_1]:;1111:rra,m tablets,in:bottles. of 100 oi May 22, 1958 your, ’bic

to. MMSA: was. “for. $4.63 a bottle,, . The, price 1 to ‘the. druggist

for. that same bottle-would, have been $18.64. On cortisone - - .
‘acetate tablebs 1 John bid: as low as.$1.86,. almost meeting . ...
Merck’s winning. bid ‘which was for:$1.85:, for, 20 milligram ...
~t&blets n_.bottles of 40. . . This:was. 6..and your pnce 1o,

- P b 1__‘2 PSR 5
‘MriDixoN:’ You did- nob have a,ny compet.ltlon n Ormase
i because you weré the exclusive:manufacturér?: -

. UpsonN. That is right. If they specify our pmduct. :
?1t would be: ﬁlled>W1th" duet; ha g 'Ightr‘ g

ETI-I]!'.E DETERMINATIO OR{ PRICE

In prevmus hearings the subcommittee has concerned itself w1t.h
the standalds_lemployed by large ‘corporatior -concentrated in-
dustries to establish prices.” This important ssue, which has Teceived
conmdm able attention in economic literaturs, was also éxagmined dur-
ing the course of the drug inquiry. In the other industriés examined
by the subcommltt 'ei——steel automoblle and bread—price leadership

Y Hearings, pt
8. Testimou.y ot. D1
“H Thid., . 11058,

b'—l 790 (cmphaals ﬂdde
Gifford {Jpiohn, heari.uzs, pt. 0, p iog
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was found "to: be:generally observed:®:Even: though they might be
more  efficient,: have'lower :costs, ~and* show <higher profit miargins,
companies ‘in’ those industiies tend to change ‘their’ prices ouly:after
the 1e&derhas'ch&nged, eyosmirinn st gt e 2 AR ._:\.3(" RRE =

The same practice has been found to prévail-in'the drug industry,
with, however, animpértant further dimension. +This is the:extension
of the'principle to the introduction of mew drugs.«: In an:industry such
as steel, price ‘‘followership’” -usually takes-the:form-of matching the
leadér’s iptices ‘on “the “industry’s ‘existingi:products.’ *In' drugs the
practice is followed not-only on’ existing products but -on new drugs as
well. - “When' & new product is: put:on' the: market, the customary
procedire is:to’introduce it at or very-neat the price charged:for an
existing drug tused o tredt-the same’ genersdl type of -ailment. Inas-
muchi‘8s most-ailments are-treated with:a;drug of some kind, ‘there is
usually:no igreat’ difficulty infinding-&: product’ whose price:ican be
matched. The practice, which is referred to by:industry representa-
tives.and their legal spokesmen  as. “meefing competition,’’ is-the
essence of simplicity; this, incidentally, makes.it rather irrelevant to
speculate on. the complex of variables that businessmen. might have in
mindin setfing their prices. . Whether so;intended.or not;.the practice
has, the effsct, of automatically eliminating price rivalry. .. As long as

a new. drug,is introduced at.the same.price. as ifs predecessor, the
manufacturer. of :the older drug is not faced. with the necessity of
lowering his price, which in turn might proyvoke:a further price reduc-
tion of the new product, culminating in “disastrous” competition.

The broad speetrum arntibiotics provide’a striking example of the
manher in-which' “meetitig ‘¢competition’” tesulted ‘in ‘price identity on
different;'though’competing, products, as-well as’'among the differens

: given produict: ‘Less'than 3 yesrs after the introduction

f ‘these antibiotics, the'price of sach’ of ‘the ‘threé broad

spectriimns then on ‘the market, Aurdomycin, Terramycin, snd ‘Chloro-
mycetin,-had been stabilized. ‘Ot September 27,1951, Plizer adopted

a price of '$5.10 for Terramyein; %4 'days later both ‘Ametican Cyana-
mid and Parke, Davis announced the same price-fot Aureomyein and
Chloromyecetin, respectively. A little more than 2 years later Ameri-
can Cyanamid-became-tha fitst companyi-to introduce the: new broad

spectrum, tetracycline; the.price’ which it-adopted.was the:same as
that-of . the earlier broad:-spectrums,:$5.10. Shortly thereafter the

four other sellers of tetracycline.put their. products on the market at
the same~priee:®:% e wais 30 R TR N BT

" The cortiedsteroids: provide: a-similar; caseiin; point.. Describing
the manner in which Schering arrived at the prices for Meticorten
and Meticortelone -(its -brands. of - the: “predni’’-drugs), Dr. Upjohn
testified: . . , ,

“ T Whinproduiisohd dnd ‘prediisclons ‘hine ouf they had

" . to be priced ‘in respect to the then existing competition,

" “which was hydrocortisone and cortisone.  So. the price level -

" " sélected for those originally by Schering was ohviously based
. on the corrésponding price of those other commodities ™ "7 <
" 85th Cong,, 2d sess., 8. Rept, No. 1387, * Administered Prices: Steel, Report of the-Senate Subcom-

wmittee on_Antitrust and Monopoly,” 1958, Pp. 73-106; 85th :Cohg:, 2d"5ess:,  Administered . Prices: ‘Avto-

mobiles, Report of the Senate Subcomiritiee on Antitrust and Monopoly,': 1958, pp.: A2-7h; Rith Conig.,

2d sess,, 8, Rept. No. 1023, ' Administered Prices: Bread,”’ 1960, pp. 146-178. IR U

% 10 capsules cf 250 mgm.

# Federal Trade Commisston, ** Beanomlie Report on Antlblotics Mannfactare,” 1058, 1. 192.
“Hearings, pt. 14, D. £208.
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The “predni’”’ drugs in turn became the basis for the pricing of the
more recent corticosteroids. In 1957 Upjohn introduced methyl-
rednisolone under the trade name, Medroll Durmg the same year
quibb and :Tederle*introduced’ trxamemolone iinder the respective
trade names, ‘Aristocort -and Kenacort:* - All were introduced at the
price: charged: by Schenng for Metlcorten and Metlcortelone ‘18 cents
a tablet-to the druggist.” - e =
A ‘third advantage is’ that. the steady advance in’scieiice anid tech-
nology frequently makes it possible for the new prodiict to be produced
more: cheaply:than its ‘predecessor. “The most dramatic savings occur
when themew produet is of an entlrely different character and can be
produced by much simpler processes.* “An exampleis the’ substltutlon
of the: oral “antidiabetic: drugs-for insulini*~These “are “synthetic
chemicals which:can be produced. at little cost? "As has already been
shown, ths' computed production costs for Orinase are only 0.7 cent
per tablet and including royalty -only 1.3 cents. This compares to
a price; pmd by the druggists.of 8.3 cents:and by:the consumerof 13.9
cents...Although the cost of; productlon of ;Insulin, is. not known,
there can be: Ilt.t.le ‘doubt that itiis well above. this figure.  The essen-
tial raw materials, pancreas, must be purchased from slaughterhouses
and are uadoubtedly more expensgive than.the basic chemicals from
which the oral forms are made. . In Great Bntmn it was found. that,
- “The cost of pancreases is an 1mp0rtant item in the cost of. msulm,
representing. In; recent: years. &pproxuna,tely 45 . percent . of - fa.ctory
costs) % g.and purification, quality. control; are all exacting
steps. - On What bagis then was. the Jprice of: Ormase, the first of the
oral antidiabetic drugs, arrived at?. In his testimony before the sub-
committee, - Dr. B, Gifford Up]ohn premdent. of :the Upjohn-Co.,
stated. thet, the . price for Orinase was: determined - by xthe market
price for insulin. ~ The following exchange oceurred: g

LM, Dr¥on: How dld'é'y'u a.rrlve a,t your pnce on 0 in
in :this country? = A ; ‘ '
Dr. Ursonx. Well tha,t Wa.s' arnved at 'on‘ the ba31s of
competition of:: coutse. Dmb 3
by diet or by insulin. :
Senator KeFAUVEE, What‘? -
Py, Yesonn, With insulin, arid msuhn had”]
) market for many years, durlng which time'its price had come
down very markedly; and even: though the priee of’ inSulin
was at quite a low level, it ‘whs necessary for us to’ ‘¢ongider
that ds. our: eompetltmn ~80-in” arriving ‘at”any. pnce you
consuler what the competitive sifuation 18 going to be:
-“Now::the” competition’ does mot fiecessarily %x the pomtj
a.t ‘which' the pricing ‘will“be made; because there are other
thmgs to be const ered such a8 competltwe adva,ntageq-
that onemight have. ' ==

* * * *

Mr. Dixon, You stated then, i’ I understa,nd you cor-
rectly, that when you established this ] price, you took mto
conmderatlon the compemt.lve product msuhn? o

Dr. Ursonn. Yes, sir. e

Mr. Dixon. And you; ﬁgured tha.t the prlce you set was
a competitive price with insulin?

#The Moncpolies and Restrictive Practices Commission, “Report'on the supply of Instﬂm." 1952, p. 28,
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i;-oral drug, normally is, one, who must . take 30.units of insulin
daily, usually 10 units shortly before each--mesl. . -Regular = -
+..insulin +is,sold -in. .10, cubic .centimeter. vials.: ;containing :40 ..
_units per cubic.centimeter or:a total of 400 units per; ‘bottle; ir.-
. According,;to-the Blue- Book, the.price: to. -the ‘consumer: is-
1.40,, and stated; .I. beheve that price has been:un-- .
changed since 1947, Thus, -every-time.. the patient: gives
~himself .an injection. of .10 units-of; insulin; -the: cost.of the:
.drug.to. him for such injection’ is.about - 14 -cents. - Thls dgrns
 thie same pnce also for 8N 0r1nase-tab1et.~-1 believe::: =
R s A
Senato -KEFAT& R. Appa,rent “you priced it just .
“the -same! ad"'the’ injectible’ insull n as"1 understaiid ~your-
estitnony, " Maybe it i little differenit; biit just.about th

Senator KEFAUVER The pomt is;/1s0't §
* form & niuch Tnore: expensxva ’product ‘to ‘Hanufactire tha
@ tablot of oral insulin?  Tiunderstood: the injectible insulin”
had to be minde: otit‘of animal ° pancreas of ‘which there'is o
. »’shorta% and it is g véry difficult’ process, whereas Orinase
g e chermical - cotiibination’ which “is mparatlvely much;‘ '
cheaper and miach easier to make. 0 B
.Dr.UJrroun. I haven’t any. 1nf0rmat10n about.that at.all.
I don't know anything abouf the productlon costs of msulm
We de.not. manufpeture inguling. -.4: a7 v
__Senator, KEFAUVER.: But it. s <true th&t 11181111]1:‘18 ma.de
out ‘of the pancreas of animals? o
Dz, Ursonn. That is right. .. .
Senator, KEFAUVER. - In setting your hrice, it: would séem
that {0 were, brmgmg out’ 8 new product which s to-take

the, x of insulin in.certain-limited cases where-it can.be
t

-would ‘seem.that, instead of trying .just about: to
Ipnce -of 4 proditct already on the market, -that if
vou had a Jower manufacturmg cost-—it:would cost: you less;
it would be. 1éss expensive tozmanufacture——you would. brmg
your price down and. thereby ga.m some advantage by havmg
alower. competitive price. .. i, ;

Dr. Ursomn. You asked me how the. pnce of msuhn was
set. . :

Senator Kepavver. No. .. . . .

“Dr. Upsoun. T niean how the. pn ‘of Orinase was:

* Senator KEFAUVER. My question was, “Why: dldn’t you set
Orma,se at a lower price? ~Why did you' ]ust set. 11: the sameias
msulm which was already on the market?:’ _ A

~Pr. UrioEN."That was our ‘ &
" Hearings, pt. 20, ppjIa0d-11088. e Coe malin
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A gsomewhat similar:cost-saving- innovation: took: place: in: the pro=
ductlon of Chloromycetin:: - Iniits éarly history: it ‘was discovered that
Chloromyeetin could be manufactured not only by the fermentation
process used in the productlon of other antibiotics but by & -cheaper
synthetic chemical” process. To lise ‘the chemical “procéss,” Parke,
Davis constructed a new pla.nt and since, that tinie, most if not all of
its output lias béen” produced by “tha synthetic chemleal 1‘-process
While its ¢ost adventage may have narrowed with'the ih¢rease in
yields of t,he fermentation process, Chloromycetin', has at né time been
sold at a price. below that’ cha,rged for the other bloa,d spectrums all
of which are prodiced by the fermentation process. .

Another case in point 'is the discovery by Up]OhIl in 1952 of the
microbiological: process of producing corticosteroids:’ ‘Up t6-that time

*%the manufactire.of these ‘produets ‘had been an expensive and complex

undertaking.: ‘The starting’ raw’ materiali:of ‘the ‘older method had
been oxbile, which required hundreds of slaughtered animals to yield
a few grams of cortisone. Moreoyer this. eou%d be.secured only by a
compléx chemical: procese which originally took. st.eps -and.as late as

August 1652 still required 20,7 The.effects of the new.process on

costs. were two-fold; to reduce ‘the steps mvolved in production, from

20 down to 1 and to- open.up- a relatively inexpensive and abundant
vegetable.source of supply in place of the costly and restricted supply
of oxbile.. .Tn a letter dated August.28, 1957,.to Mr. John McKeen,
president of Pfizer, Dr. Upjohn referred to the new-method .as. con-
stituting: “the most, economical and:yersatile steroid processes pres-
ently available,. anywhere in the. World today.” ™ -Tn contrast. Dr.
“Now: oxblle\ls not e reedlly a.vaﬂeble commodlty oh: the
market i large quanutles It was' searce. It Was expensive.
The process: *-*1# had some:40 stepsiorimore;: It wis an’
extremely: comphcated ‘chendical 'synthesis; as: you heve seld
‘The costs of the ma.tenal Were very high. 7 :

Yet nelther When Up ohnf m 1052 introduced its bra of ‘hydro-
cortisone. (Cortef), nor when in’ 1955 it introduced its’ brands of the
“predni”’ drugs” (Deltasone and’ Delta-Cortef), nor- when ‘in 1957 it
introduced methylprednisolone (Medrol):did Upjohn’s:price:ever de-
part:from ‘that ofits: “competltmn' " pa,rt of Wh.lch Wa.s produced by
the‘older and more; costly process:: i

~By béing'introduced: at'its predecessor s pr1ce, 4 hew drug ma.y tend
to :enlarge the wargin between-production: ¢osts'and price instill -an-
otherway: = Thisis'where theactiveingredient is more“potent,” which
réduces the quantity requiréd..’ Thus, when thé Lederle: Division -of
American Cysanamid' introduced: anew. form of* tetracycline; Declo-
mycin, it was priced at the same level as Cyanamid’s. older:form,
Achromyein, although its content of active ingrediénts: had: been ré-

‘_ duced by 40 percent. Referring to the fact that Declomycin- and
Achromycin are sold to the druggist at around 30 cents and to the

7 Chemica) Week * Cort‘leone Quest: The Right Process Bug,’ August 23, 1852,
‘72 Hearings, pd. 14, p. 8261
" Hearings, J:t. 14, p. 82 02,
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consumer: at 45 cents a capsule, Mr.” Seymour: ‘Blackman; executwe
secretary of Premo- Pha,rmaceutm&l Laboratories; said:~

Declomycm is" a 150-milligram’ capsule, ‘wheréas tetra-

¢ycling ‘is' a 250-milligram capsule. The cost’ for Declo-

" myein should be 60 percent that of the ‘cost of tetracycline’ -

- capsules * * *If Premo were allowed to “gell” the tetra-

_eycling drug; that is, if we had not already been refused a

- license, we could offer this very same product, to the pharma:
cists, at approximately 9 cents per capsule and it would re-
“tail to the consumer for 18 cents giving the pharmacists a =
legitimate markup and the consumer & legltlmate cost.™

The practice of the d.rug compames in:using the mcreased “potency”
of. new .products. 8s.the basis for promotional .campaigns was strongly
criticized  before the. subcomm_lttee by -Dr:: Loms Lasagna ‘of Johns
Hopkms Universiby: -« : lun el

Now for the parade’ Cof1 steroxds t meé put it 'thjs""‘wa
: In ‘coming “gp° with~one new steroid’after ancther, I think
* “yarious pharmaceutical firms' have triéd to” entist’ doctors’ SRR
" support by one-of’ two devices. ‘The first is What T likéto"
aﬁ the pharmaceiitical numbers racket. “This is where &
- “compound-is alleged to be better than another, more potent =~
" because ‘one' tan’ glve, let us sa,y, 2 m,llhgrams mst.ea of 15:"" o
"‘1-'0f a rival product.- v
Cad Now thas is'like saymg’ tha.t X dJme is tiora’ potent than"‘
" two nizkels, because you can use omie coininstead of two, <~ 1
It may be more convenient to carry dimes than to’ ca.rry""”= :
nickels, but.in regard: {o:steroid preparations, where one liag
just.a few. milligrams involved and where one usually has to
add: many more milligrams’:to: make; a’ tablet that can bé
found.in, & pillbox, the problem of convenience of . takmg such
preparations doesn’t even.come-into the picture, - . ‘
.....-1 am ashamed to say physicians do. fall for this pha,rma,—
" “eeutical numbers rout.me and are somehow convineed that
- drugs aro better if one can’ gwe them in‘smaller ‘amounts.”™

To the extent. that physwla,ns ‘do ““fall for this pha,rmaceut.ms.l
numbe1s routine’’ the price received by the drug companies per unit of
active ingredient will of course rise .unless: the price: per. tablet is
correspondingly reduced, which: for-patented drugs is rarely: the case.
The manner in which - the- successive introduction-.of -increasingly-

“potent”” corticosteroids has tended to-result-in an ineréased realized
price per gram: as well as an increase in the margin above direct. costs.
was brought outin ’nhe followmg table mtroduced durmg the heaﬂngs

-7 Hloatings, PE.14; pLggnd 1 v o ool e sien el

. ® Hearings, Dt 14, D, 8139..°

" 78 Hearings, pt. 14, pp. 8324—8327. the table, asshown
the hear[ngs only spor ihustrauve purposes B

te ap-
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TasLe 33— Prices for corticosteroids to consumers and druggists, and compuled cost,
i 1859 . E T R

.| Computed cost

“ ‘' 'bhsed on bulk

e | A2 o] price, includes,

Price to' | " Price lo | wastage, tablet-

|| -consurmer | . druaggist ;|- ing and bot- -
.| pergram | pergram |,  tliag, bat

it - i | exclndes selling

: - | -and distribu- .

tlon costy 1

| Tablekstio | 3
<0 (milligram) [

) R

Chrtisone.

.. 25
Hydroenrtiso: ieg - 50
Prednisone ... b . 200
6-methyl prednisolone T4 J280 |
Triameinelone.._... A ] 1% g

Dexamethazon

S

1'Based of lowest bulk Tirlces as prblisherd or teportéd to subcofimlttes: Cortisonia, $1.30 Per gram; O}
Paint and Drug Reporter, Sept. 21, 1959; hydrocortisone, $1.40 per gram, 'Oil, Paint and Drug Reporter,
Sept. 21, 1959; prednisone, $2.38 por gram, Syntex sales, 3d quarter, 1959; dexamethiazone, $65 per gram,
Merck sale to Ciba, 1058, . Lo L LTI
Souwrce: Cols. 1'to 5: “4Lmerican Druggist Blue Book,” 1059-60.

WL 0R

Since the price of each of these different corticosteroids, with the
exception of cortisone, differs by no more than 10 percent per tablet,
since their potency has tended to rise (col. 1), and sinee the number of
tablets per gram has correspondingly tended to increase (col. 2), there
has been a steady increase from one corticosteroid to the next in the
price per gram (cols. 4 and 5).

Unless there is a corresponding increase in costs, there would be a
progressive widening of the margin between direct costs and prices,

~moving from one corticosteroid to the next more potent one. Column
6 shows derived production costs including wastage, tableting, and
bottling but excluding selling and distribution costs, computed on the
basis of bulk sales prices. It can be seen that such a widening has
taken place. For hydrocortisone the margin above direct costs was
$6.36 per gram; for dexamethasone {also sold at the same price per
tablet) it was $142.11 per gram.

The knowledge that price determination usually takes the form of
‘matching the price of a predecessor product leaves unanswered the

"question of how the price of the original drug was determined. At
some time there had to be a drug which served as the basis for setting
the price of possibly a whole series of successive products. In some
cases the history of the price of the original drug is shrouded in the
mists of antiquity. The price of Diabinese was based on the price of
Orinage; the price of Orinase was based on the price of insulin. The
question then becomes, how did the price of insulin get where it was
at the time that Orinase was introduced? For about a decade prior
to that time the price of insulin had remained unchanged; following
World War II it was 20 percent above its 1939 level. The price
history can be extended back to 1922 when insulin was discovered.
Even if all of the cost, demand, and other factors influencing the price

“of insulin throughout its history were known, how relevant would such
knowledge be to understanding the factors involved in determining
the price for the oral drugs? The one relevant fact is that, although
manufactured at lower costs by an entirely different process using
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entively-different raw materials; they were priced #‘t0. meet’” the com=
petition of insulin.

“In somp casés knowledge of the facters involvéd in stabilizing pnces’

gl level—whlch has then served to govern the prices of successive
products—may. become available with the completion of antitrust
cases. Some:of the considerations: Whlch -Pfizer and American Cyana-
mid hid, in mind‘in stabilizing ‘the price of the early broad spectrum
anitibiotics 'at $5.10 may become known when the current price-fixing
case of the Federal Trade’ Comn:usswn agamst the sellers of tefra-
cyclme is brought to an’ end.”

But while, knowledge of the pnce—determlnmg process for the origi-
n&l producf. -would  be'interesting, the important fact is that-a-good
majority of today’s dfugs which by dny standard would be regarded
as.important, have had their prices established on the basjs'of the
price of a: predecessor _product. . The necessity of’ giving attention
t0:cost and demsm aotors has. thus bee b ated by the sim le act

" Federal Tmce Oomm1=31on. In the Matt f America amid q{ul. docket No, 7211,
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To, what are the extraordma, mergms and proﬁts in: the U.S.drug
industry,-as shown in the preccc{ ing section, to-be attributed? - KEssen-
tially, - they: stemi. from:the - control over. the market; and the manner
in which tha,t _control is-exercised.- But on what does the, control of
the market rest?;. Although.it denvee from many. factors, its principal
bases would-appear.to be (a) the grenting in.this country of produet
patents on drugs, (b) intensive and costly advertising and sales efforts
directed to the’ physa.cmn and (¢} the success of ‘the drug companies
in- persuading the physicians to write their prescriptions in terms of
brand nemes rather than generic names. Hach of these sources of
market power will be discussed-in the succeedlng pa,rts of thls report

the first, of Whlch wil "be concemed w1th patents N

R uD PRICES IN WQRLD'MARKET :
' PATBNT PROTECTION IN FOREIGN COUNTRIES

‘ .The gingle most unportant fact concermng patents on pharmaceu—
tical products is that most countries do not grant them.. In this sense
the patent situation on drugs is unique. As a genera.l rule, patents
on, the processes of producing. drugs are granted, though. even .here
there are some exceptions, e.g.; Ttaly. grants no patents.on.diug | proe~
esses and Switzerland grants none on “natural’’ processes, such as the
fermenta,uon .process which yrelds antibiotics, Therefore, whenever
in this d1seusslon reference is made to: the absence of patent protec-
tion, what is meant is the refusal to issue, pa.tents on drug products,
_per se It happens that in drugs, as‘indeed in most. .chemical mdus—
tries, process patents are a relatrvely wealk form of protection because
of the comparative ease with which, by a slight change in the process,
the. patent can be evaded. Probebly more than any other industrial
aren, the chemical industries lend themselves to the manufacture of a
given. product by several, and often numerous alternative methods or
processes; . the resulf-is: thet process. patents in drugs are commonly
referred to'in the trade as constituting only:a, “ba51s of htrgamon”
or.a “souree.of employment for patent attorneys

“The basis for withholding patents. on new pha,rm&ceutwa,l products
1s the simple moral belief that.no one should have the right to withhold
from the: public. products which relieve suﬁ'enng and may. spell the
difference between life and death. No one, it has been" elt :should
make a monopoly profit on the sale of such’ products In contrast by
granting process patents; inventors wolld be encouraged to develop
constantly. better and cheaper methads of ‘production, which Would
resu]t in lower prices of the products themselves;

- The hmrtatlon of protection for chemical products in gen-
ral as Well a8’ pharmaceutlca.l products 1n pa.rtlcular, _to
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process claims, is essentially a:continental European concep-
tion, and is tied up with social thinking in the 19th century
during the industrial revolutioti: It became g-matter of prac-
tically unassailable dogma that if the public is to receive the
henefit of - néw chemical or’ pharmaceutical ‘products’ at- a
réasonable’ price and in“amounts sufficient to ‘meet the de~
wiand; that' this could only” be “accomplished by réstricting:
the‘inventor to his process, so that others will beencouraged * °
o invént new and inproved’ processes which will make: the " '
product’ cheaper and: available ‘in’ greater quantltles 2

‘The facts are thus: quite. in ‘conflict with the i impression which one
mlght have obtained from the testimony of drug company spokesmien
concerning Ttaly. = That country, one might have inferred, formerly
followed the customa,ry pra.ctme of granting pa,tent protectlon on
drugs, but that Mussolini in a dictatorial decree in 1934 &brulptly
ended this protection, since which time that country has been alone
among the great powers in this respect, harboring a.“‘nest of pirates.” *
In actual fact, Italy has never granted produet patents (or for that
matter, process patents) ‘on:drugs.- - Modeled- after the -earlier French
: statute of 1844, the original Italien patent law of 1859. resembled
it French counterpart in spemﬁcaﬂy denying patent.protection on
pharmaceutical ‘products:? ~The action’ by~ Mussohm Was only an
interpretation, affirming the original statute.

" Although in’ very recent years a few countries have ‘modified their
laws ‘to’ aﬁcw ‘pateiits on- drug products, this is'still fiot the casas in‘the
great majority of countries. - Out of 77 countries for whlch informa-
tion has been obtained, only 28 grant produet patents'in the pharma-
ceutical ﬂeld. And some of these 28 specifically exclude patents on
“combination” drugs which are a mixtufe of known ‘ingredients:
Others ‘Hmit" the protéction to products prepared by ‘means of the
process revealed by the patent -holder, while “still” others” contain
comptlsory licensing requirements.. Of the "17 foreign  countriés
for which usable price information was obtained for the subcornmiittee
by the Department of State, 6 grant, patents on pharmaceutlcal
prodiéts, while 11 do'not. “The 6 countrles ‘which do are Australia,
Belgiuin, Canada, Great Britain,” Tndia; ‘and ‘Panama,’ together of
colirse ‘with' the’ Umted Stat,es the 11 ‘which' do not are Argentina,
Austria, Brazil, France," Germa,ny, Holland, Tran; ‘Italy, Japan,
Mexic -~" and’ Venezuela‘* “Of the six” forelgn ‘countties i'or which
price’ 'information has béen’ obtained ‘and’ which do grant product
patents, féur (Austrilia, Canada, (Gréat Britain: and Tndia) have
compulsory hcensmg pr0v1510ns . Moreover _two ‘of’ these countrles

1 Leonard T.. RDbbms, “Pharmaceutmal ”Pntentq m Forﬂlgn Gountries,” .'fouma.l 01‘ thc Paten
Somety vol. 37 (1955) ‘(Langner, Parry, Cm'd & Langner, New Yar
7 2 Hearings, pt. “-‘! p. 13723,. 3
jcH Bergaml in” Legishzl

Farmaceublc he D Europ

959

p. ! ;

i1fa eountry grants product patents exeept on eombinatmns ur knuwn 1ng-red1ents or except wherg the
produet is not prepared through the proeess revealed by the patent holder, the country is.included among
those granting patert protection since the exce ptiens afe of relatively Timited significance. Although
Trance enacted 2 statute granting patent protection on drug products in Kebruary 1959:it is classified BINODE
the countries without patent protection. The price information whieh was obtained during the samng of
1952 reficcted: the price straeture prevailing before the enactment of this law; rigorous price control would
have prevented gy significant ¢hange during the intervening period of approxlmntely 2 months.

5 In Australia and Canadea, compulsory licensing may be invoked after § years. -In: Indin compulsory
licenses may beapplied for at any time for patents on foods, medicines, insecticides, permicides, or fungicides

- or on any surgical or curative device, even when there is no abuse of the patent or failure to work it. In

Great Britain corpulsory licensing may he invoked af ter 3 years for all products except foods and medicines
for which it may Je invoked at any time.

ore Di ! amt,a, Romc.
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(Australia and: Great Britain): will not issue’ patentson any imixtures
of ‘known:-ingredients. - “Thug; -of: -these countries” ‘only " Belgiuin,
Panama; and:the United States grs,nt produet patents on drigs Without
1mposmg any of these 11m1tat.10115 or. safeguards to the pubhc Welfare

e

- PRICES IN GOUN'I‘RIES WITH' AND WITHOUT I’A'I*ENTS LRI

“The' fact that some countrles do not a.wa.rd patents on. pharma—
,(,eutlca,ls while others.do, raises the question of the difference in
drug prices as hetween the two. groups of countries. .The - ‘policy of
withholdir.g patents on drugs has been based in part upon the assump-
tion that prices would thereby be lower. "In contrast, spokesmen for
the drag 1ndust,ry have long maintained that, by stunula,tmg research,
patents result in lower costs and thus lower prices. Wha,t are the
facts on thig critical issue?.. .

As has been noted,; the: State: Department obtamed for the sub-
committee price- information as of the- spring of 1959 in leading cities -
of 17 foreign-countries: - This price information was introduced in
the hearings for each of the four major product areas examined by
the subcommlttee-——cortlcosterelds tranquilizers, oral antidiabetics,
and antibiotics:” Theé fiumber of countries for which such information
was_obtained ranged ‘from 8 (Penicillin B) to 17 (tetracycline).
Informaticn relating to the istatus of their patent laws on drugs has
also been obtained for: each of these countries a,nd is summa,rlzed in
a,ppendlx I o 4

“The companson s;: of course comphcated by the fac tha
prme level of a given product in & given country is- affectéd by many
forces. Ote of the. inherent difficulties. of the social sciences is the
impossibility of holding constant all-factors egcept -the ore. “urider
examination. However, some  of- these- other factors; such: sg’ dif-
ferences in wage costs, have. already been shown to be of very limited
significancs.in this. pa,rmcular industry.... Others. would tend .to raise

-the average level ofidrug prices in-countries which do rot award
pa.tents relative to those which do.

As an’exariple’ of ‘the latter, it happens that’ underdeveloped coun-
tries ‘constitite & larger proportmn of the nations which' do ot award
drug patents thai of those which'de.” Ih most of the underdeveloped
countries the drigs themselves dare importéd, either in finished ‘or bulk
form. *To-whatever-are the costs of ‘manufacture where 'the diug.is
prodiced, an importing country must add’ ‘the further costs of freight,
msurance, import duties, and charges.” Moreover, if both the’ country
of’ m&nufa,cture and “the: importing country have price controls on
drugs (as is-frequently “the ‘case); the’ presumption would be, ‘other
fa¢tors being equal, that they would be lower in the former, not merer
because of the'noninclusion of the’ freight and unport cha.rges ‘but also
because the price control ‘authorities would have hccess (at, least n
theory) to the cost and profit figures of the manufacturers. | To the
authorities of the country of import, the laid-down. price of the im-
ported drug' must be regarded s a given ‘datum; their efforts at price
control must’ Ia.r sly be restricted to limiting markups by wholesalers
and -retailers. .. Obviously, these -considerations: would tend ‘to give
gresater forze’ to a.ny showmg that pnce.
patent profectioni: = i
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_-In.table 34 theaverage? prices of Gountries without'product: patents
ka,re eompared with the corresponding figurés of coutitries with produect
patents for:12: major drug products.-, 1t wis on:these products that
foreign- price: data were introduced. in ‘the: hearings..: The table shows
both the generic and brand names of the product, the latter in paren-
theses. - The br.rid mame cited-is:whit'dppeats to bé thé most widely
known brand in the United States. Where no price information for
an Arnérican’ conpany was avhilable, the price used was that of the
,hlghest—pnced leading’ Européeai manufacturm seller; the table does
not ineludé ‘prices of ‘distributors or of little-known manufacturing
firms; United Statés or forelgn “When prices from several U.S, firms
in’ 4" given foreign country were: supphed ‘the’ price used 'is ‘tha
Wh&t appears to be the leadmg Amerlca,n Ller of t.he product._

TABLE 34— C’ompamson of average prices in couniries wzthout cm,d' wzth patent
- inind 'protectwn on a’.rug products, Sprmg S 959

8|

LSO GO CO N ER b D 3t

redni a(Meticorl;en)
-Ghlorpromarine (T'horazing):
Prochlorperazine (Compazine)
Promazine (Spazine)......
‘Meprobamate (Miltown) ..
-Reserpine (Serpasil), - Lavmuir
Tolbutamide (Orinase)_>I_.
Lhlorpropamide (Dxabinese)
Penicillin V.

’Ch]oramphemc(;l (Chloromyoetin)-.
Chlortetracycline (Aureomyein) .
Tetracyclme (Aehromycm) ;

BENSIRINBEBY

et

Bource Fareign pncas obtained b ij ar thio
©of 1959, .. U.B. priceg obtained from American Druggist Blue Book. 1959—60

As can be_seen; the. average. prlces are. hlgher fo countrles with
than for those Wlthout patents In each of, the, 12 products At one
extreme is prochlorperazine (Compazine), ‘with'an average price for
couritries, with. patent, laws .of 255 percent. ‘above that of countries
without ‘such, protection, Even.in.the product.with: the ;smallest
dlfferenc Aureomycm the - average price is. 18 percent ‘higher..in
ountries with _patent, protectlon 'In. no fewer than 4 of the 12
prodicts, the average price is more, ‘then. 50 percent highgr in- countrles
with_product, patents and.in. :all products except. the. a,nt1b1otlcs it is
more than 25 percent higher. . The, fact, that ‘the difference. is more
limited in the case.of the. a.nmblotlcs is not, to be.unexpected in. view
of the restrictive cartel agreements entered into,between American pat-
ent holders and. firms iti countries which de not:have. patent protection,
e.g., Italy. These agreements, Whlch are, descrlbed in chapter 8;:go
to unusual Iengbhs n enhancmg _prices 1n countries Wlthout. :patents
by Testrict ng: the areas in, which the foreign; companies can. sell;

1&Thy averages are sirnple AVeTH, Had ithe ‘prices for the: varldus conritres. bheen. weighte(l by sbihe
factor designed to reflect the quannty of drugq consmed, the diflérence hetween the average, prices for
countfids with'patents as'against ‘those without steh 1aws woiuld have been widenéd owing'to the granter
1mémrtanct¢il there r—l)g glven to the United States, which with Canada hag the highest prices for d.rugs of any
nation in the wo
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prohibiting them from se]lmg a0 bulk form and it some cases’ requu'mg
them to polica the’ ‘selling prices’ oftheir buyers.” -
" Because ‘of the inherent presence ‘of ‘other factors;: thls table; by
1tself ‘should 'not: be ‘constiued 'as: demonstrating beyond doubt that
prlces “are higher in ‘countries with pateiit protection.” "It is; howéver,
ong:‘of ‘g number’ of _pieces’ of ew ence “which, “nfotd; ar ongly
sug reative that such'is the ¢ase.” ' . , ol
The next tablepresents the sams typeiof compatison: b‘ut dn ‘% some-
wha.t ‘differént basis:’ Here the contrast is limited to prices of- ‘what
appedrs to: be! the' leading us +geller:® -For' exaniple; the first i
doesriot Tepresent the average prices for prednisone as such:(as is ‘the
case of the preceding table), but rather the average prices fot predm-
sonsas sold in”différént couritries by Schering underits brand name,
Meticorten. This type of comparison is limited to fewer produets
sines ‘necessarilys excluded ‘are: those iproducts (e: Thorazme) for
which the U.S. seller is only a licensee of a foreign fu
sell ‘the' prodiict-abroad uniderits brafd nasde.

TarLE 35 “Comparison of auerape’ prices iRCOUNINEE withoutidnd Wilh patent
protection in drug products patented by U.S. ﬁrms cmd sold abroad by U 8. firms,
S;prmg 1 959 ;

Meticorten chefih )

Miltown (Carter-American Cyanamid)
Diabinese (Pflzar).
Penleillin V (EX Lilly & 0oy
Ohloromyestin: (Parke, :Dswis)
Aurcomycin -(American Gyana.mld}
Achmmycin A'_rnerican Cyauamld

- -Source Foreirn prices- obtained by De tment of Siate: t.hrongh RIA:E Embassies abroad in the spring
58, T S ptices obtai.ned from American Dmgg'lst Blue Bdok, 1059-60. :

As can be seen Amerlca,n ﬁrms in selhng the I own prod
their own trade names, charge hlgher prices, in countnes which ave
'patent rotectlon than in countries which do not. ,
Another piece of ev1dence i5 4 direct-comparison of ces"
for the “same' drugs in" the ‘highly industrialized. namons of B _\'orth
America-and Western Europe.? The purpose would be. to “ascertain
“whether among nations which are in axradvanced state of technolowwal
development patents appear to” have an important mﬂuence on-price.
There are seven such countries for which information on'prices. and pat-
ents is available—United States. Canada, Belgium; Fran
Grrea,t Britain, and Italy.
+Before ithe- comparlson -can -be ‘made; however; it is essential .t
obtmn information onh one additional variable which in an mdust -
ized“country may havé a very real effect on mantfactirer’s pnces

7 8ee p. 148, {F

Ll Mllf?own 13 2 unique case; 1t is sold in the United States 'b% Carter Products; abroad it 1s sold under the
trade name Miktown exclusively by American Cysunamid. Carter’s prices are nsed for the United States
and American Cyanamid’s for foreign countries,

7 Thiz comparison is limited to 11 products since price information for one of the products included in
table 34, prednisons, was avallable for only I of theas 7 countries.
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" This is. the vexatious matter of price contrel; which unfortunately does
not lend itself to any form of mechanistic: tre&tment ‘Someé. countries
have. formidable.legislation on: the statute books, but erforcement is
a different matter.: -In: contrast,is a country such as: Great Britain in
which. informal control over menufacturers’ prices is in fact exercised
without the existence of any . specific-enabling legislation. - Under-its
“volunta,rv’ k price control scheme, the Ministry of Health establishes a
maximum - price, based:.on. specific.-standards, .which: the. industry
“aorees’’ to:abide by, with the-entire operation being 'subject to “the
spotlight of pubhclty” through annual appearances of.the Ministry
of Health before the. Comxmttee on: Pubhc Accounts of, the House of
Commons: .. : -

In._table. 36.- the sever. countnes
another of four categories: .- - i
. (@) - Countries without: product patents ® and Wlth pnce control

:(Italy and-France). - -

(b) Countries’ w1thout pro__uct pa.tents or. prlce control (West
Germany).
(e} Countries: with prod'uct, patents and prlce oontrol (G,rea,t

“Britain yoeed : :

(d) Countries with product patents and mthout prlce control

"'(Belglum O&nada and- Umted States), o

ave. been c]a,smﬁed, 1nto on‘m :

TABLE 386, ——P {ees oj‘ leadmg seller in 7 mdustrzahzed couniries grouped according
w status of pate 4 pratectzon and price controlySpring 1959

; b ! Countries| Countries
| Conntrios withous | withos |- With—1 - -« e o s niom s
product patents | prodect | produet [ Countries with product patents
;and with price | patents | patents | and without price controls -
 eontrols” " 1 of'price |and priee| . e e i
" | contiols '] controls '] -

@

- Italy

Chlerpromazine (Thorazine).. $3.75 $3.03
Prochlorperazine {Compaziney. 2.80 3.83
Promazing (Sparine)__ ; 315, 300
Reserpine (Ser) usnl). 2,70 450
Meproba.mate Miltown-Equa L B
__________________________ o .3.60 3.25
Tolbutunude (O-Inase) .oeae - : ORIy
Chiorpropamide (Diabinese)... LA LB 40
Ch]oramphemcui (Ch]oromy— PR L
tin): 581 |- 5,10

[ o SRR S ol CUBAL B0
Te_tmcy_qhnﬂ (Achromyein) - .| ! . 5.88 . 510

1 'Rastmon 'by Horlicks. .
- 2Nadisan by Boehringer, :
-3 Ohlorampherdcol by Opoiabo
't Leukomyein by Bayer, -
s Tetracyne by Clin.

:Qource:: Forelga Drices.obtalned:-by Départment, of State through Us Embnssles abroad in the apang
of 1959. U 8, pnces obtainEd Irom Amencan Drugglst Blua Book, 1909-60. T >

R

p] I‘-‘ITCI!;% phrase "without Droduct par.ents” refers to, the nbsence of product patent protectwn
£y
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»iThe most striking conclusion-to.ibe- drawn from'-the table is' the
notlcea,ble difference between price levels.im ‘groups. (¢) and (8)-on the
one hand and in group (d) on the other. Prices in countries without
product, petents, regardless of whether tliey have price control, are
significantly lower than in countries. ‘with:patent protection. More-
over, the fact that prices.in Germany are rel&tlvely similar to. those.in
Ttaly and France would:tend to siigiest thatit is the absence of patents
- more than the presence of:price controls which is the more important
factor ‘in aecounting for the. lower level of.prices. . Indeed;. the.per-
formance of West Germany is of: partlcuhr interest. Of the. seven
‘countries, West Germany has the lowest price for prochlorperazine,
promazine;: meprobamate and - tolbutimide and the “second lowest
price:for iTeserpine, ‘chlortetracycline; and tetracycline. - Prices in
Gireat Britain,> which ‘has both patent ;protection and price control,
tend:onthe majority; of products to be soniéwhere bétween: the: lavels
of countnes without- patents ‘and - those Whmh gmnt patents but do
not exerciss prlce controli o : :

#+Closer-inspection‘of the da.ta reveals Soxiig’ 1nterest1no- dlfferences in
pricés by-the'same: company in countries with; as: contrasted to those
without;: patent-protection... Thus: Rhone-Poulenc wiiich - dlscovered
and: pateni:ed chlorpromazme (marketed 4dn+the :United States-as
Thorazine)sells thelproduct for $1:37-in'Belgium: but:for only $0.51
in France:: Similarly;: Rhone-Poulencsells: prochlorperazme »(Comni-
pazine);for $1.61 in Belgium: but: for only $0:80 in: France::* Américan
Home Products sells: Protazine (Sparine) at" a:: pricé of -$3-in~the
Bnited Statesand$3:154n Canada’butfor only $1132 in Italy. - [io=
. vArherican Cyanamid;:which:holds the :exclusive foreign rwhts to
Miltowny sells the product: for: $3.25 in Belgium:and for only $1.38
in Germany Cyanarmd’s pnce 1n Oanad& 18! $3: 60 whereas 1n: Italy
ib'e$1.77:. - s 2 &

Crpa sel]s berpasﬂ for $1. 89:in Belgmm and for only $0 83 in France
its price in she United States is $4.50 as contrasted to $1.05 in Germany.

Hoechst, the discoverer and patent-holder of tolbutamide (Orinase)
has a price of $2.45 in Belgium but only $1.85 in Germany. The
other leading oral antidiabetic, chlorpropamide (Diabinese) is sold by
Pfizer for $5.40 in the United States and $4.45 in Belgium but for
only $3.77 in Holland, another country which does not grant product
patents on drugs.

Parke, Davis’ price for chloramphenicol, sold under the trade-name
of Chloromycetin, is $5.61 in Canada and $5.10 in the United States
but $3.90 in Italy. Its price in Belgium is $3.36 but only $2.98 in
Holland.

. Chlortetracycline is sold by American Cyanamid under its trade

name Aureomycin for $5.61 in Canada and $5.10 in the United States
but for only $4.31 in Germany. The same company sells tetracycline
under its brand name, Achromyein, for $6.87 in Belgium but for only
$4.31 in Germany.

A further contrast is provided by the differences in prices between
Brazil and Panama—both relatively underdeveloped countries within
fairly close proximity of each other. Both have price control laws on
“-drugs, which, however, aro not too relevant to manufacturer’s prices
since both countries 1mp01t, most of their requirements. The one
outstanding difference is that Bruzil docs not award patents on
pharmaceutical products while Panama does.  T'ho prices to druggists
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for the elght products for Whlch.prlce 1nformatxon from! both countnes
1s ‘available are shown: below: 1

Preanisons (Metlcorten} 14.35°]F 492,90 >PenIclllinV(V &

).
.Tolbutamida (Ormase
'Ohlorpropam;de (Diabinesa)-

Meptpbamate.,.(Mxl 220 i Ghlgfagnphenicof((]hloromy—
o 2 (17 cetim,
! Ghlugtetracycline (Aureomy

I seven. of the elght products pnces re more;than 1 percent hxgher

Im Parama than in Brazil; in two lof the eightithey are-more.than 75

percent higher..: Broad-spectrum antibiotics: which:are sold-for $3:40
. Brazil cost $5.40.in: Panama. /The-druggist. pays-$14.15 for pred-
nisone in: Brazil but $23 in Panama: .- And, the tmnquﬂ;zer : Mxltown
costs miore than twice as much in Panama asin: Brazil.« - .
- Indis, -which:;does. grant  patents. on..drug roducts, pr0v1des an
mt.erestmg case examplei: The prices in Indiafor.the- broad-spectram
antibiotics, AAureomyecin* ‘and:- :Achromycin,;are:-ampong the highest in
the.world. /;As.a matter of fact, in.drugs- generally;: Indla ranks among
the h1ghest pnced natigns of- the; world-—a:case of-an inverse: rela.tlon-
Shlp betwéen. per: capﬁ;a incdome and-the level of drug prices. -
A final comparisoni involves:products discovered by a: forelgn ﬁrm
in swhich:the foreign: company:holds.the: U8 patent and which are
sold in the United; States urider license'by: a:leading :American:. drig
company. -Here, the -price-of the.inventing ! ¢company: inuits home
country is contrasted: with'ithe pricer of the American licensee-in:ithe
United States.”» The purpose:of this table is'to compsre the prices of
the U.S. firms which Were not the inventors with those charged by:the
ﬁrms Whmh did conduct the research a,nd dld make: th e dlscovery‘ :




Product

p :
United States

Chlorpfomering (Thorazine

Prochlorperazine {Compazing}.

Promazine (Sparing).-. =2

Resarpine (Setpasil\
Frednisona

Sulﬁsomidlne (Elkosin,)

1 Not- raportad from’ IE‘rance, i Wesl; Germany.

2N ot repori;ed from Svmzarland this prica m West Germany -

SHNYA—STOTId "CHUTLSINTIINAY:

g1t
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In every instance the. prlc f the U_S“%_l_mensee is_higher—and
usually substantially higher—than' that ‘charged by the inventing
company in its home country. In the:case of chlorpromazine
(Thorazine), Smith Kline & French's price’ in the United States is
nearly six times that of the inventing company, Rhone-Poulene, in
France; the American: subs1d1ary of . CIBA.. Switzerland, cha,rges 2
price for reserpine which is more than: four times CIBA’s price in
West: Germany 1 Upjohn’s price for tolbutamide is more than twice
Hoechst’s price in Germany. ... In. both:the basi¢ form of insulin and
the new protamine insulin the TU.S. price is about twice that of the
country in which they were discovered, Canada-end Denmark, re-
spectively; insulin is thus one'of the few products which is sold at 2
substantially higher price in the United States than in Canada. The
American licensee, Schering, sells the new antibiotic, griseofulvin, used
against fungus 1nfect10ns, for:$18; Gla.xo ‘which dlscovered the drug,
sells it in England for $8:52. . o,

There would thus appear to bie a rather strong ‘basis for the con-
clusion that in the drug field’ patents accomplish their intended pur-
pose of giving the patentholder ‘a ‘private monopoly, which, not sur-
prisingly, is exercised in such a way as to result in 00ns1derably higher
prices than would prevall in'the! 4l sence of pa.tent protectmn

PATENTS AND DRUG{ DISCOVERIES

rices tend to be’ substantmlly higher in coun-
" tries whick award patents on pharmaceutical products, as compared
to those which do not, raises the question of Whether the benefits
resulting from a policy of ‘awarding, patents in this ‘particular industry
justify the higher cost. ' The soundness of the classic justification
-for a patent policy for mdustry as:a whole or. for any individual
industry other than drugs s not at issue here, nor is the general
desirability of the U.S. pa,tent system under- quesmon either explicitly
or implicitly. As noted in the preceding chapter;: most.countries do
not award patents on pharmaceutical products.” Because of their
unique properties of Preventlng suffering and preserving life itself,
drug produets, more irequently than not, have been specifically ex-
cluded from the general patent law. And because of these unique
roperties, it is appropriate to inquire into the question of whether the
Eeneﬁt of the patent: ‘grant in this mduatry justifies the higher price of
the product. No final or determinative answer to such a question can
be reached with existing inforiation. and.resources. Any attempt
to do so would, among other things, involve such;impossible under-
- takings as attemp’amg ‘to determine the proportion‘of the higher price
under patents that would be offset by new dlscoverles made possible
by the awarding of patents j
This is not to say; however, ‘that no L ht at all can be shed on the
question. Tt can be’ &pproached bya number of methods of analysis,
among which is the techniqué employed in'the preceding chapter
In other words, what have been the .contributions in the form of new
drug discoveries of countries-which: do ot grant ‘patent protection as
compared to those which:do? f :

1 Sinee no price information is avaﬂablef or S

lan, '_ha?compaﬂ_.son is made with West Qermsany.
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. DRUG DISCOVERIES WITH AND WITHOUT PATENTS

t the time of the ‘appearance before the subcomnnttee of the
Pha.rmaceutlcal Manufacturers Association, the subcommittee stafl
prepared and placed m the record a list of unportant drugs showing
their country of origin.’2  No list could, of course, be'exhaustive; and
often it is dafficult nccur&telv to determing ori n, since many discov-
eries-appear to occur almost simultaneously from resesrchers work-
ing Independently The attempt of the staff was merely to present
a representative listing-of important discoveries on: W]:uch informa-
mon 45750 origin could g{)e obtained from available sources.:

. Subsequently the Pharmaceutical Manafacturers Association stib-
mltted its ‘own list prepared by an industry subcommittee.® The
major differerice between the two lists was the fact that PMA included
a large number of molecular modifications of. the basic drug; and
many of these modifications were made in' 1J.S: corporate laboratories. *
In contrast, the tables prepared by the subcommittee staff sought to
list the origins of the basic drug inventions, themselves, which conz
 stituted a substantial advance in the healing arts. Table-38 represents,
a revision of the earlier staff compﬂatlons‘ designed to include addi<
tional important drugs supplied by the PMA list as well as correctlons
in the ‘earlier tables. Inasmuch as most foreign countries did not in:
troduce patent systems until around the'middle of the 19th century,
the ‘listing -excludes products discovered iprior to 1875.°  Under
“Horeign discoveries” the items are grouped-into two classes: those
made in. countries without patents and those made ih countries with
patents.!® - England: represents an unysual situation in ‘that it did
not award product ‘patents on drugs during the period 1919-49; the
discoveries attributed to England are distributed in accordante w1th
‘these changes in its patent policy. The table also shows in séparate
columns ‘“U.S. commercial discoveries” (products discovered by drug
companies) “and “U.S. noncommercial discoveries” (products dis-
eovered in umversmes, private research® foundatmns governmenta,l
bodies, etc.). 6 ¢

f2 Hearmgs. k. 19'IP

i3 Thid, p. 1 'his list was prepared by an industry aommittee composaed of representatwes of Squlbb
Wyeth, and Smir.h Kline & French.

14 T some drugs PMA listed European discovery and 1.8, development, frequently ignoring clihical
work In Earopekut basing development on the testing in this oountry required to secure the FDA approval
of & mew drug apdlication.

H _Among the ;::oducts in.widespread use today wh nh were discovered prior to 1875 are the fo!lowmg

Tenzoie Aeid’ (Garmany) _______
Chieroformy (Franee)-ciio oo
Cocaine (France) %for anesthetic use)
— Codelne:{France) (isolation}
Cod Liver Oil (En land) (for rickets’
Digltalis (England) (introdunced in medicl.ne)
Brgot (England} (used in medieme) Fiils
Yodine (Franice,
Ipocac (Hc‘.lland} (mtrodueed in Euro e)
Potassium Iodide (Engla:nd) {epllepsy oL
Rochelle Salt (Franes) 5 _______
AmlgtlmNimte (0.8 oommercml)
a

16 The antidisbétic drug; Dmbinese, is om:tted from the hstmg smee its country of orlgm is currently a
matter of dispiite; the patent application is m mterferenCe, the part:es to whlch are Hoechst of West Gor-
many and Pﬁzer ol‘ the U’nltad Stat.es e
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Countries ﬁ‘ii_::hout:pj-odqct patents © |

HORMONES:

Desoxyeorfi ostaronef
(Switzerland).....:
Prednisons (Mexico)- -

(Percorten)
1939

Sex hormones: ;
Qvarian extracf: (Sw1tzerland)
Pregnanediol (England) (150131::01:
Androsterone (Switzerland

1638 ).
Dehydroisoandrosterons ( witzerland) }334 :

Progesterone (Switzerlan
Testosterone; (Switzerland
Dienestrol {Enigland;
Aldosterone (Swltzeriand and

ng-: :
1930

31 . Estrogeriie substanices (Oandda)._. 18

: Qrisecfulvin (England)
Pheng)xyethyl . penicill

‘| Norethynodrel (Enovi

N orethandrolone (N flevar)

Fluoxymesterone (Hglot,

: Tekin)
. Qh]oramphemool (Yale University)

(D
Bncitmein (U B, AT

. Fu.magll]mu (New‘ York

Paul Burkholde;')_

Hntgers- Ut

STOTE * CEHEILRINIGY




Garden) ! 1862
Nystatin (State of New York)_ ... 1954

TRANQUILIZERS AND COENTRAL
NERVOUS 8YSTEM DRUGS:
Barbital (Veronal) (Germany) . . —.ouees Hydroxyzine (Atarax) (Belglum)_ 1052
Phenaobarbital {Luminal) (Qermany) Rauwolfia Serpenting (India)... 1953
Pentobarbita]l (Nembutal) (Gertnany, Primidone (England)____.______
Meperldine {Doewmerol) (Gurlugny) ..
Methadone (Germang) (analgesie)..

land}).._.
Reserpine (sWi!q.nrland\ s
Chlerpromazine: (Thorazine) (Franee)
Promazine {(Sparine): (
Mepazine (Paecatal) t& erma.uy)_.
Benactyzine (Suavitil) (Denmark;
Prochlorperazine-(Compazine) (France)... 1954
Qlutethimide (DondensJ (Switzerland 195
Methylphenidate (Ritalin) (Switzerland)--185
Trimeprazineg (Temarll) (Franoe).. 19

VACCINES, P()LIO

! i Balk vacelne (University of Plttsburgh) 1953
i8abin vaceine (University of Cincin-
: Dati) 1959

| Chymotrypsin (Rockefeller Institute).. 1065
.} Dicuraarol (‘UnIversity of Wlseonsln;__ M1

GENERAL DRUGS A o
Acetanilid (Germany)__ .. .1l
Acetophenetidin (Phenacetin) (German

Ghlommbuml (Leukeran) (Eng-

ok

$O0YC—FEOIEd QEEEISTNIFNQY.

Aminopyrine: (Oermany) (int.roduoed in Chloroguauide {England) (anti- | } i:Fibrinogen (Harvard). .. _.occeoiaun 1947
medicine) . _ - E:3 ) R, 954 sChlorpheniramm “1948°F Heparin (Johns Hopling) .o oo eeeeeae 1928 -
Autipyring (Phenazone) . (Germany) (in- C elopropa!le {Canada)..._...... Dextropropoxyph 1957 |, Hyaluronidase (Rtockelellor Institute)__ 1849 A
troduced In medieine). -1 : Mechlorethamine (England)-- f 1949 '} Btreptokinase—-streptodornase  (New ;
Arsphenamine (Sa.lva.rsa:u o 2| Meciizine (Belgium)._ .. .._.. i York University
<1 ASpirin (Germany). _____ ; Myleran (England) 1953 : Trypsm (Rockefellet Insutuse)
Atabrine {Quinacrine} (G Pento ninm — Tartrate :
“" Qolehieine (England) (gidty .7 1 “1dfid).
Cyclophosphamide (Cytoxan) (Germ: Tﬂlodothyromne (Dytomal) ;
Dextran (Sweden) (plasma extender) (England) 952 |

Dextrose {Qermany) mfu osized)___

Dextroamphetarnire sulfate (German;

Dlethy]propion (Tenerate)-(Germany)_ -

Digit amd {Germany) (Intrediced in medi- 1
cim

Ergonovine (Germa.ny). M
Ergotamine (Germany)__




. TaBLE 38— Listing of drugs according to. place of. diaqpvery%—ﬂontinued

 amteies widhout oot pateats

:Countries with product patents

Forelgn

United Jtates

GENERAL DRUGS—Oontinued -
Hydralazine {Apresoline): (Smtmrland)
Ichthammol (Germany).-__c-:2 ..
Magnesium 'I‘risﬁicate (Eng]:md)
Nylidrin (German;

¥) X
PAS- (para-ammosalirgslic aold)-(Sweden)_ -1

Penieillinase (B ng .
‘Petn- (Sweden)__-:___.
- Phenindione (France

1
Phenme(razine (Preh)ldin) (Switzerland)

Phenylaphring (Germaty), auu ueoo—ce-ue- 162

Piloearpine (England) (on heart)...
% Pituitrin (Francs). (oxytoeie)..___
Potassinm Bromide (England)
Primaquine (Germany) ..
Privine (Qermany)..
Promethazine HCI, (Franee)
-Bulfadimethoxing (Madribon)
Sulfamethazine (England).
Suliantiamide (Germany)..
Sulfepyridine (England)-
‘Sulfisomidine (Efkostn):{
Thiocol (Bwitzerland) .
Tolazoline (Switzgrland
Urethan (England)._.

Undecylenm acld.
Vi tamin B-12

SHAFA—REHH QHEAISINTNGY
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If the table mests its intended ‘objective;of: bemg at least broadly
representative of the locus of drug’ d].{scovery, At cany beremploved as
-8 useful tool .of .analysis,.particularly if its: showm .are overwhelm-
ingly :on:one side or the other .of g given issue. 1 the. question of
whether anore of the.foreign discoveries have. been made in’countries
with. than without product patents, the evidence is.indeed overwhelm-
ing. Drugs. discovered in foreign countries without, product patents
outnumber those d1s<>overed in; countnes with such ' proteotlon in the
order of 10 to.1.- ; L S

-On reflection, Wha.t is most urprlsmg ab ut this ra ;o ]
tlvely small number of drugs discovered in foreign countries which do
grant patent protection. Only three products, estrogenic substances,
insulin and cyclopropane, are attributed:to Canada, which is not onlv
one of, the world’s important, 1ndustr1a1 powers but, has s Tong-time
history of excellence.in medical.care, . Only two products, hydroxyzine
(Atarax):and meohzme are listed for Belgium, andther dustrialized
country. - This:s in contra,st to 18 for Switzerland.. More than one-
quarter: of whe foreign: discoveries came. frori one, country, Germany.
Indeed, it may come as womething of & surprise to note that the follow-
ing drugs which.are among. the most widely. used in the world were
discovered.in, countries which: have never awarded patents on pha.rma—
ceutlcal_ produots B} _

Aspmn : AR
Atabrineg (Quma.cnne) EI
Dipheny hydantoin
... -Meperidine, (Demero]) e ne’
T Methadone T e o i (Sparine
~ -4 PentoBarbital {Nembuta.l : A Prochlorperazme
= Pheniobarbital: (Lummal) : SWeclen :
; Phenylephrine
Primagi‘ne .
Tolbuta,mlde

az:

&

(C?ompa.zme) .

. AThe next questlon is Wha,t has been:'the ocord f'the Umtedeta &
in comparison with the achievements of forelgn countries, pa.rtlcula.rly
those which do not.award product patents. Dr. Austin Sm1th presi-
dent of the Pharmaoeutlca,l Manufacturers Association, has contended
that comparisons of drug diséoyeries.in the United Sta.tes to those in
other countries should be limited to. the la,st 20 vearq Refezrmg to
the original staff oomplla,tlons he sta.ted

Mors than: half ‘of ‘all. the- formgn 1tems olted date baok-;g;,;,‘
before 1939, when the U.S. drug industry was just pioneering
modern chsmothisraj ¥ A gomaparison.of ‘American :drug

... progress which has been great. only in the Jast 20 YORISs, |

© “when stacked up. agalnst ‘all the rest of he' world for 'a

... period reaching back. centuries before“the ‘Amerigan Revo- ..
ution is regarded by some as intended for bnly one pur-
pose—io discredit}the very real achievemerits: that-have:: "
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this’ ‘migrely’ begs e quest.lo p
- the" unlocking ‘of ‘new drug® dJscoverxes Why has* 11; functloned
cetively in ' Fonly-for-the Jast 20’ years? For over 4
century” forelgn countries which ‘do 1ot grant pa,tent protection have
bee: :ﬁlakmg important new ditg ‘discoveries. The'fact:that they
Were doing §o piior to‘the last 20 years, while the United Statés, which
has granted full patent protection since 1790, was failing’ e develop
ort t'drug industry ‘of“its owmn;’ only serves. to'cas ‘further
] ‘a.hty"‘ f pa en ' grants o' sclent' ¢ progress in’

-; ’,538 ‘the 1gn1ﬁcant dlscovemes .
= 1dd1e colum e 3

righ “trying c')"‘a,ppralse the nnportance ‘of patents
the Tatter pose’ methmg of & problein, - For some of these producﬁs
the' existence ‘of ‘patent’ protéction “undoubtedly: ‘gontributed 1o the
dls,covely “This would “be ‘true,; fof" examplé; whete the ressarch,
though condiicted in“a’ university, was: ﬁnanced by & tdrug cotipany;
& 'case’in point’ ight be‘chloranphérnitol. For dthers, th Importarice
of patents is much less clear. This would be pa.rtlcula‘rly trus‘whera
the research was financed by, solicitation of funds from the public or
conducted by Governn nt agencies; an example of the former would
be Salk polio vaccings ,%ne latter bacitracin, which was covered
by Dr. Frank; Meleney: of. Columbia Umverswy Hospi
under a grant Tromn-the U.S: “Army. The number of p
category, however, is not sufficiefit to affect any:of: the'm
sions to ba drawn from--'t;h‘ table.
U.S. dl"GOVeI‘IBS:” re outstanding in corticosteroids an otics.
In both categories the-discoveries in U.S. commercial sources. alone
outnumber those listed for:féreign countrle& But: éven:here<a few
caveats shotld: tie Durlng the period since its introduction the
most imports: id in terms of sales has beeti’
which, aceording to the i
~ was not invented by an Ameriean irm. Most of the suprem cy-of the
U.s. ﬁrms in.the antlblotlcs field, and much of their ine ¥ "‘ba,sed

mcludmg uhose fromi .
diseoveriés. in those’forelgn Gountries Whlch do nob’ awaid;
pharmacéniticals.” The conclusion would appear to-ba, w3
in this industry the mere eXistence of patent protectlo
guarantee of mv"entlon ‘nor iszits: absen m‘uch of 8 ba,rrler-

C vuct _groups
s this more
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.detailed approach to be followed for the four product groups examined
by the suboomm1ttee—oortlcoster01ds, tranqulhzers oral &ntldla,betlcs
and antibictics, ;. .

Ttiis, sometlmes “said tbat althou h &n ' erlca.n ﬁrm d1d not
discover a drug, it nonetheless “developed” it. What ‘this usually
means is that it carried out the clinical testing necessary to get the
‘drug appreved by the Food and Drug’ Admiristration, though- often
‘the attual work was done in hospitals 4t little or no expense to the
-compeityitself: " Indeed, through' grants by the ‘National’ Tnstitutes
‘of Health; pait of the' costiof: this clinical testing is oftén-Borne by the
Government i any ‘event the routine: work - of determlnmg ‘the
‘réactions of human’ beings to & drug, while‘an egsential step in ‘deter-
iningits: dssfulriess and: gifety, cannot'bén ‘coitipared in:: terms of
conceptual importance to the actial discovery of the drug-itself.”

Corticosteroids.—In this group..of drugs; used:in:the. trea,tment of
rheumatoid arthritis.and many.other ailments, the:first breakthrough

was the discovery-of the.use of cortisone at the Mayo. Clinic in Minne-
sota, aided by financial, and other assistance from.Merck. One of
the discoverers, Dr. Philip S. Hench, of the Mayo Clinie, received the
Nobel Prize in 1950 for this work.! 1’ .The substance bemg 2 produot
of nature; was not patenta.ble o _ :

In. ‘the. Ffmes 1a,bora,tory experlmentatmn resulted in’ g new 'corti-
costeroid *Vhlch was given the generic namme of ‘prednisone.” The
Pharmaceutical Ma,nufacturers Association credits the discovery of
this product to & small forelgn company, Syntex Corp. of Mexico.?
As of early 1961, howéver, ﬁhf product was still involved in an inter-
ference proceedmg in the U.SMPatent Office’ four compames—Syntex,
Schering, Pfizer, and Merck—were oim.mmg “priority in invention;
“and thé Fatent Office had ‘yet to ‘make a determination. ' Several
medical sxperts appearing “befors the “subeommittes testified that
‘prednisone ‘constituted:a | distinct therapeutic improvement over ithe
-earlier product; cortisone.’ No-such agreenient;however, existed with
‘réspect to the later molecular modifications! which-followed i in. rapid
-order;® - :These were 6% ethylpredmsoloue (1957), trmmcmolone and '
"dexamethasone (1959). i; ST
il ranguilizers <+Both of the: two most, wttdely used potent tran-
.thzers, “chlorpromazine:: (Thorazine)i -and- ‘prochlorperazine »(Com-
-pazine), ‘were dis¢covered ‘by:the.French company: TRhone-Poulenc; a
‘point on:which the  Pharmaceutical Manufacturers-Association: con-
curs, In its discovery of the tranquilizing - effectsof :these: dru%
‘known.generally:as phenothiazines, this company laid:the. basis ior
‘o vast array of slight :imolecular modifications: developed: both-in-this
-eountry ‘and: abroad, including-promethazine {Phenergan); chlorpro-
‘mazine (Thorazme), promazine {Sparine),. ;perphenazine: ‘(Trllafon),
_,prochlorperazme (C‘ompazme) -nﬂuopera,zme (Stela,zme) ; an 'f‘trlme-
pazme (Termaril) ) i
“~‘Regarding. -the many ¢ poten L tranqulllzers Whloh ha,ve resulted
i_from the intensive-efforts to produce & mew:and: supposedly..better
‘tranguilizer, Dr.:HeinZ Leéhmann, author. of the first -publication: in
‘the Knglish language on tra,nthzers and a: member of the Adwsory
- 18 Hearings, pt. 14, p. 8015. &

12 Hearings, pt. 19, p. 10844, Syntex was subsequently acquired by Allen &
20 Hegrings, pt. 14, DP. 79847085,

mpratioeyti
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iOommlttee of the Psyehopharmaeology Serv1ce Center of NIH
testified:: ‘

There hasn t heen a very mueh better one tha the Very s
' first ones that came out m the 6or 7 S
: :smee then 2 )

... Thé American; firm. Slmth Khne & French T elved excluswe rlghts
.of exploitation. of .the. American. market under a patent licensing
agreement; from. the French company.? . During: the hearings, Mr.
‘Walter A Munns, premdent of SKF, contended that his company. did
-much-of ;the. clinical testing for chlorpromezme (Thorazine) and thus,
in-fact, was.responsible.for its commercial. development. .- However
“Dr.- Lehmann deseribed -how, the u.ndes1rable drowsmess of the anti-
hlstammee had, been turned into a virtue: o

A’tout 195OZthe"French”enesthetlst Lebont comrmsswned s
the laboratories ‘of the pharmaceutical manufactiring plant: '
of Rhone- Poulenc to develop & phenothiazine compound with -«
munal al tlhlstamamc and max:lmel sedativ propermes‘

. and
_,,:that was chlmpromazme or. Thomzme La.borltfusedglt in
. anesthesin, and a little later, a year or tiwo later, the French,
o psyc]natnsts Delay and Denicker at the Unwer51ty of Paris.
... used the same drug in méntally ill people who were very ex- ..
“eited, because it had these drowsiness producmg properties
“and they wanted to see what it Would do’ in, people who
. needed fo be sedated.. T e
L T};ey found ‘it was very eﬁectwe 1n Ty Severe mental 111-
nees pertlculs,rly during the acute’ stage of excltement =

Later Dr. Fritz Freyhan, psychlatnst aid director of research the
-’Delawa,re State -Hospital, - heard about the .dfug,: chlorpromazine,
‘through literature.in Europe and -tried’to-find -out whether it-was
‘available for-investigation: in-this country. ~He was_told by Rhone-
Poulenc to get in touch with Smith Kline & French: Laboratories,-its
-exclusive licensee in the:United States.: The diug was first: cleared
by the Feod and Drug:Administration for use in nausea:hnd vomiting.
:.When Dr.-Freyhan contacted SKIF about investigating the tranguiliz-
-ing effects of: ehlorpromazme, e Ieported “They Were dehghted that
;there was interest withis-drug.” 2 ;.

.t Meanwhile, Dr. Frank M. Belger 8 Czech refugee hed d1scovered 8
-r—muscle relaxant; mephenesin, in’England and had-come to.the United
-States wkere he was able to patent-a-closely related product; meproba-
.nate i Miltown; ‘Equanil), as-coinventor: with another employee.:of

Carter. Products,:In¢;: Under theitrade names; Miltown and Equanil,
thls product is by far the leedmg seller of the ‘mild”: tranquilizers..:
f ‘The final tranquilizing : drug: examined: by- the .subcommittee: was
:reserpme: which. is & refinement:of-the. muwolﬁa root- whose: use in
‘India. goes back to the days of:antiquity.? * Rauwolfia was employed
-a8:8 remedy in the treatment of the insane and for.insomnia; 1t WAS
T B
”Hemngs,pt 16, p. 9026,
o4 Tearings, pt. 16, p. 9334, pt. 17, p. 9475,

% Hearlngs. pt. 16, p. O
# Thid., pp. D447 &f.
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used-for fevers,as an antidote for.sninkebites and insect.-bites; for hesd-
aches, and & w1de variety :of ‘other,ailments.. In: 1931 two Trdian-,
chexmsbs isolated some of. the active ingredients of the crude rauwolfia
root; similar work .was carried .on by two Indian:physicians. - The:
Indmns did:considerable testing of the-material:and found that it had -
8, hypnotm effect, , reduced -blood. pressure..and. reduced -a: mental
patient’s. tendencv to. violence.  They -learned.: that the- action . of
rauwolfia.is delayed, and-that treatment must cover an. extended:
permd of time... They.found. that the. drug promlsed real usefulness
in the treatment of hypertension. i T

An-1933 anenninent. ndian physician, presented in Indum chemm&i
and medieal journals the evidence-that.cruds rauwolfia-had remarkable.
abilities in'producing sedation. and lowering blood pressure.  Interest:
'spread to the West and by the midthirties, SWlss, Duteh;and. French.
chemists,: - working: mdependently ;and. with their. oW funds, ‘Were
examlnmg rauwolfia .and; attempting to isolate the ivarious. alkaicnds
By 1940 experimental work. was being, done in-the. United States.:

Prior to 1547 research workers in CIBA’s laboratories in SWltzerland;.
had. done some work on-the. drug:but abandoned -the project.: Then
an. English -Nobel . Prize. winner, Sir.Robert Robinson, asked CIBA.
for a few grams~of .ajmiline,.one.of the ingredients 1solated by the
Indians. - This was. supphed and-the CIBAireséarch workers decided:
to-.examine the Temaining . ‘material.. By;,1050, . they had. isolated,
serpentina, which:had already been &chleved by. the Indians; by 1951,
they. began .to”examine. the brown, muddy fraction that remained.
The CIBA work in, Switzerland resulted in. the. development of. Teser-
pine, on which it was granted.the U.S.patent, . e

Gml antidiabetics —The, subcommittee’ exammed both tolbuta,mldei
(Onnase) .and.- chiorpropamide - (Diabinese)-—the . two leading -.oral
antidiabetic drugs. . For the discovery of. the first, there is no question.
that..credit must go. tothe Hoeehst, Co. of :Germany. ; ﬁthough;
extensive pharmacological and some’ clinical testing. of tolbutamlde
(Orinase) hed. been: performed .in Germany,: the. Upjohn ‘Co,,..which.
confirmed the.Geriman, tests; is listed: by t.he Pharmaceutical, Mannu-.
facturers Association only as the, “developer”, Dr. E.. Gifford Upjohn, .
president of the conipany, testlﬁed that his company had repeated and.
extended:the German tests in.a prolonged .clinical: testing. program i 111
order tosectre approval by the Food and Drug. Administration, . .7

" The patert for chlorpropamlde (Diabinese), sold by Pfizer, is m-an;,
mterference proceeding,. the parties to,which are; Hoechst: and Pfizer,.
The ; Pharmageutical. Manufacturers. .Association lists - Lllly a8 sthe:
discoverer o7 the.product.and Pfizer as the ‘‘developer.” . At the outs
set. of the irterference proceedings, Lilly was also a party but with-.
drew, conceding priority.to Pfizer:- Phenformin, marketed under the
trade name. of DBI. by U.S. Vitamin .and. Pharmaceutlcal Corp.

belongs to & different chemical family.” The product is a molecu a,r;
modification. of the.earlier -biguanides, which.were. subjected, to:in-
tensive examination, by’ scientists, prior to the. d1scovery of insulin in
1920.7" . Further. work. was ‘digcouraged, by ‘their toxicity,. and . the
pro;ect. was dropped after. the. appearance;of; insulin. _ The ma.rketi.'
ior DBI has also been limited forthe same reason.

- Anitibiotics ~~Afly ‘éxamination’ of 'the origin of antlblot.les must 20
back to the discovery of pemcﬂhn in 1929 by S1r Alexander Flemmg_;

 The PMA ]ist ascubes the dlscovery of phenformin to U, S Vltamm COrp




124 : ADMINISTERED “PRICES—DRUGS:

and “to ‘the’ early mvestlgetlve work: carried on: at:Oxford: University
‘and ‘English hospitals a few years’ Jater. '~ It was in England ‘that the-
remm‘kab}e therapeutic properties ‘ofithe drug were first recognizeéd.
It was notruntil 1941 that & small group of English physicians airived:
in‘this country-and talked; among others; with-officials ‘of the Office
ofScientific' Resoarch’ and’ Development “Theimmediate problem'
wis ‘cornmercial production” in quantitiés‘adequate for the war effort.
To this"end the T\S, Governmient dgéncy countributed large funds and:
enlisted the’ efforts: of ‘drig manufactirer nlversmes a,nd Gmfern—_
ment rege&rch groups. i
"“For'somé timie it' has been' reoogmzed that the: slgmﬁcent contnbu—
tions which' formed: the basis'of: commiercial prodiction had:emanated
from two universities: anid the Northern: Regional Research Labora-:
tory of the U:S. Depa.rtment of Agrlculture in' Peoria; TI1:% ~In: eon:-
formity with the patent policy of ‘that dgenicy.: patents oh thése de-'
vélopmints were dedmeted‘to the. public arid thus made dvailable to
the 20-o0dd: cotmpanies’wh tbeen’ ﬁna,ncmlly e1ded by the U.8:
Govemment to-enter into! produetmn
The next: developmen “in“thefeld of ‘antibiotics ‘were 13
covery of ‘streptomiyein ‘at" Rutgers Univetsity with ‘the assistance of-
Merek 'and’of chloraniphenicol (Chloromycetin) at- Yale Umvermty,f
the'latter with'the aid of Parke, Davis.* As the’ recognition grew that’
- neture provided & multitude’ of molds ‘the ‘efforts of the private com=
panieg’tn . screenmg them wers mtenSJﬁed anhd” within ‘a short 'time &~
number 6f new' aiitibiotics appeared on’ tlie’ market: Theséincluded’
particuldrly ‘the: tetraeyclme famﬂy—chlortetra,eyclme (Aureomyecin)-
oxytetracycline (Terremyem) and tetracyclinie, "All cani¢ from the:
leboretemes ‘of the large US!"drug’ companiés' and their' importance
lized. " Tt is only fair to stats, however, that their
eppeara.nee Wad i e""oss1ble 5t By ' the badic discoveriss of the”
Britih ‘and later by the créative ’eoiutlon ‘of ‘the” Government scien-
tists ‘at Peoria La,boratory of problems of large=scale ‘prodiiction. - The”
d1seovery rof ‘few’ molds i In Hatiire was uridoubtedly time-constm g’
and-costly to’ the companies in terms of laboratory . a,nd ‘clinical ‘test-’
1ng,kb;91t it hardly falls' in the Teative category as” the -egrlier
WOr. - e +

“particular inte Benzathme pem-—f‘
n 1952 four compa,mestWyeth Lilly;

cillin was" the firgt 0, appéar,
hom had*‘sub itute 'enzethme xforr

Pfizer, “and” ‘Biistol - &;
pro me T theé' pemcﬂlm potind; ‘were ]
i 'the “T7:S; Patent Office respecting. priy fity “of discovery. 7 S
quéntly ‘the thrée’ latter compdriiés” conceded” priofity to ‘
retirn for » licénsé to-market the: produet, &r their own ‘trade name"-'
only % Here'is-an instanicd’ Where discovery ‘clearly lay in‘an Ameri-
uréé,  with everéd compemes hitting upon it a{most simulta~

n p oxymethyl P
commonly Known ‘as pemcﬂhn Vo eer]y ag 1951 Lilly ‘seécured’ a’
patent 'of vriusual breddth which it turned out, efbraced this produet_
_ atfiong many others; at ‘the ‘time’ Lilly apparently dld. uot recegnlze'x

# Of, Fedoral Trade Commission “Eon omic Report on Antibiotics Manufacture ” 1958 Apgendix A.
‘W'Two' other area.s m ‘the antlbiotw field should be briefly noted: PMA-lists’ "a.ntlfunga] antibiotics'! in
a geporate grouping. Two Emducts are showh—nystatin discovered by an: emplovee -of the New York :
Btate Department of 'l‘-Ieait and griseofulvin which came out of the research laberatones of Imperia.! )
Chemiecal Industries, Engl land,,
20 PMA lists I:-enzathine penlcﬂlin B discovery of’ Wyeth submdiary of Ame:ican Home Pmduets
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that ithad any unusual therapeutic advantages and commereial yalue.
It was: mot-until the Austrian company Biochemie in:1953 filed a
patent- application on:a. solid;. crystalline phenoxymethyl penicillin
_acid salt that Lilly learned of its possibilities. Ttimmediately-entered
into-a ¢foss-licensing patent :agresment, with Biockiemie under which
Lilly $ecured use of ‘the :Austrian' development.®: - Actual marketing
of the product: by Lllly began in, 1955 H years after the issuance of
the first Lilly patent.: : :
Finally, consideration should be glven to thie new 80~ ca.]led synthemc
penicillin.: -Actually this :label -is.;misleading -since: ‘pherioxyethyl
penicillin (Synclllm, Maxipen, ' Ohempen) is :a homolog-of ‘phenoxy-
methyl penicillin (penicillin.V). Both contain the same essential ring
structire which is coramon in all the penicilling and which-is produced
by microbic fermentation.- This. latest: penicillin: development origi-
nated in ‘Beecham Laboratories;-England.: :A copy .of the licensing
agreement under which-Bristol ma.rkets the product under the antol
trademark is contained in the subeommittee record.?? . - D
An .independent evaluation ‘of the:contributions! of the -. g
industry versus'thosé of foreign countries .(most-of which, 23, has been
seen;doinot award-patents on. drug: products) was . oﬁ"ered before the
subcommittee by Dr. Frederick H. Meyers, professor of pharmacology,
University of California: - Giving credit to-the American industry
for the hydrazides (important'in:the treatment of tuberculosis), the
corticosteroids; the newer diuretics; and thie screening and development
of important ‘antibiotics, Dr. Méyers. nonetheless held . that. “our
- mdustry has isually followed and often-after’a. elear lag”s i+ :

© The''drig business mikes’ ma,ny feferences to thé' at1ents

‘énefited by thé révolution in thera.py of 'the past 25 years.

The progress is real but ‘How “shotld’ we- distribite’ our
gratitude?., ...

Without gomg “back 00 many Years and” penallzmg our
“relatively: young industry; -let <me; piovide:someiexamples::
- Nonindustrial - American : investigators provided: the-.anti-
-+ coagulants, anterior pituitary: hormones and, Wlth -lielp from
:the :Britishythe antithyroid drugs.: i ool : ;
=+ Most of ithe-progress has come: from European a,nd Bntlsh,
E -researchers both industrial: and: independent. - The -anti-

- -histamines; synthetic morphine substitutes;the only recently.
- introduced 1ocal. angesthetic: that - ‘has -any.real. advantage;

Jinéw -antimalarials (in spite of ourown screenmg program;. ;-
.:synthetic - estrogens,- ihsecticides - and: others.. The: most. .«
.potent’ tregtment - for hypertensmn the ga,nghon blockmg
s a,gents ‘js British:in -origin. . Poans ;
2 Reserpme, the most COmMMon. trea,tment for b pertensmn,
* wasi brought ' to the attention. of. the British and Swiss . by:
-+ two : Indian - cardiologists..:‘The . first : phenothiazine - tran-:.::
- quilizers: were’'synthesized in-France .and. their significance,
©i. thatis the ides of the tranquilizing drug effect, was developed ik
-i.‘by a French Army surgeén and by French: psychl&tnsts s

o0+ QOral s ingulins substitutes - were TFrench . in - origin: rea.lly,'- o
although best exploited by the German drug-trade.: - Pemi- .-
cillin is acknowledged to be a British discovery, but 1t is not;

U Hearings, pt. 26, p. 16348,
# Thid,, pt 28, p, 15756,




196

'-»ha,s the Amerlcan mdustry to its credlt‘f‘ Followmg the it
- ideas- of: Ditbos :and . Wakstian,; itscreened a tremendous -
number of soil samples and has contrlbuted many antabm’mcs S
| beyond streptomycm R
v :'Fhatiisjonée the basm Work WA done the assets of the:‘ g
industry-aresuch:that they cotild throw 4 treriendous effort
into- this; 'and: one imust acknowledge ‘that. they have con-i-:
tributed-antibiotics more useful or newer than streptomyein.:
‘The-tiydrazides that are:so important in- the treatment-of -
s tuberculosis are American: . Yowhave already heard opinions : ;.
s agto-how eredit for theicor tlcosterouis should be apportloned :
I hesitate to.reopen that-discussion.ii « ‘
R pnrsonally would havefelt that the Dlurll type of d1uret1
in- effect an ‘orally:‘activereplacement for 'the : mercury:
~diuretics: that ;}1ad~:t0 be m]ected “isa grea,t credlt to the
v 1ndustrV : : :
oMy Connor Who appea,red before you earher sa,ys in Drug- :
n,nd Cosmetic Industry thatia discovery by Dr: Shartz:of + -
Bosten: “set off-arace between several pharmaceutical-com: - .
panies to-see-which one could reach the goal linefirst.” ;.0
He séems: to feel: therevwas ‘a-certain: inevitability in . the.ﬁt:.:i

development of this, produet. of his. Actually I think he
‘misunderstands ; the. significance of the research and I tend
o, insist: that he take some credlt for %

Wha ig’ perhaps most dlsturblng about the record of inventiveness
of the U.S: drug:companies-is:the relative:paucityiof:significant drug
discoveriesisince around the: mldﬁftles - Most.of the contributions for
which the American drug mdustry is'most noted took place in the
late fortiés or early fifties. *:Among-the. hormones, fhewer-corticoster-
oids-have, of course, made: their appesrance, but ‘cortisone was dis-
covered-in: 1948 -arid- ACTH 2. years. later. ..'Whether the: newest
steroids Tepresent: rea,l improvements over -the earlier’ ster01ds 18 Very
muchsin ‘guestion.* - Since-the: discovery of ‘tetracycline-in 11955, no
important antibiotic of American origin -has made:its appearance; ’the
most:widely used ‘of:the’ more recent: antibiotics;  oleandomycin, ac-
counted in 1959 for only 5.4 percent of the sales to the U.S. druO‘
trade-of:all'broad spéctrum antibiotics and-only 0.4 percent of: sales to
hospitals: - The-leading seller among. the oral antidiabetic drugs is of
- ‘German origin: - Among the tranquilizers; the U:8. contribuitions since
the 1nt3roduct10n iin:11955:0f ‘meprobamate-have-largely consisted of
further types of phenothiazine derivatives, none of which has-achieved
widespread usage.:'Of .thé' 42 general drugs showri- on table. 38 as
having been- dlSCO\« ered by U S drug compames :only 6 have made
their appearance sincé 1955 . SERES

2 Hearmgs pt 18, pp 10393-10394
# Sea ch. I:.”, é
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Why: has the record of the'American drug compames notbeen more
productive in recent years?: At: least one:possible explanation ‘was
advanced before the subcommittee by two physicians, Dr..A. Dale
Console and Dr: Haskell J: Weinstein,; both of whom had formerly
been medical directors of large drug compahies and wers therefore in
a position to have learned something at first hand a,bout the nature
of research conducted. by the industiy.% .

According to Dr. Console, formerly’ medlcal du'ector of Squ1bb the
basic trouble is that too. muoh of the research is misdirected ; whick,
however is commercmlly possible because the’ compames are able to

market 80, many of their failures.” " "

‘While the mdustry spokesmen Would have s beheve that,:;;
all: research is on wonder-drugs or better medicinial:products
this~is:no:mote: true than' the’euphemism. of: postgraduate.
medical eduication:. They stress that theré are many-failures;

tor- each:successful: drugf‘ ‘Thistis. true-since it: is: the-very:;
essence of research. : The problem:afises out! of-the:fact that
they'market so many.of their: failures.: . Between these fail-.
ures whichiare preserited: as mew drugs and the useless ‘modi=:
fications:6f: old- drugs; the :addition of zine-to-vitaminsisa
goodi :example, most ‘of ithe:research results: in- a: treadmill:
which moves at a rapid pace but:goes mowhere. +'Since so-
muchdepends oninovelty drugs change like women's hemlines
and rapid obsoléscence is simply & sign-of motlon, not progress .
as: ths a,pologlst.s would:have us beliévé : o

I doubt: that there ‘are. many other i
resesroh is so..free :of risks., -Most must_deper n selhngr_;
only their *sucessses. .. If an::automobile- does .not have, a-
motor to amount of advertlsmg can make it appeaxr to have;

_..one. .On the other hand, with a little Iuck, proper timing,
~and a good promotion program a bag of ‘Bealetids with &
e nlque cheniical side chain can be made to looklike s wonder”
. drig. The illugion’ may not last, but it’ frequently lasts *
“long enough. * By the tite the ‘doctor learns What 'the com=- "+
pahy knew!at the-beginning it has two new products. to:tdke
theplace of the eld-one: This;too, is well recognized-and-in;
some companies callsfor casmstry ofa h1gh order!: In: others :
it is simplyicalled a business deeision.* ; :

Dr/ Console malnta,med that fhie dewsmg and mmketmg of "drugs
whichi ‘have very'little value inevitably” opérates to limit the résearch
talent, timie. and resources av&ﬂa le’ for work in areas that m1ght yleld
slgmﬁcant dlsooverles‘- :

Senator KEFAUVER You stated that there are four kmds of '
drugs——sffectwe drugs presonbed only:for patients who need.
them,:those prescrlbed for patients who do not: need them,:
drugs from which.a patient.derives. no beneﬁt /0T N0 more.
benefit than would be derived from an inexpensive. substitute,
and-drugs which have a grea.ter potential for harm than good
You:state that in your opinion more money was spent on. the

¥ For descﬂphcn ‘of the background of Drs Console and Wemstem, S ch 9, P 156 and 10, p 17
% Hesrings, pt. 18, p. 10872,
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«+promotion and development:of the Jatter three: clasmﬁcatlo
: ha,n the first llasslﬁcatlon ‘is that correct‘? ‘ :

T SOLE. ink i “eli e only. aparto
o he drugs’ln the last three categorles the cost of dru’gs would

" “'be greatly lowered, even if it meant increasing the price of

;. drugs that are eﬂ’ectwc and aré-prescribed properIl)y "So

o ',m‘uch of ‘it-——the waste—goes “into these other areas, ‘and,
"in'addition, the effort that' goes into creatmg these’ atrocmes(_ o

is such that ‘good Tesearch is very. freqnently ostponed”™ "
because laboratory personnel snd” equlpment anc{) faclhtles o

are:limite : i

#'When crash program alries: Iong an Wh1ch sonie:

product ig being pushed in: .order to get it:out:before. a:.com=

petitor gets it out; it-is not unusual for'a worthwhile research:

program to be: postponed se: thalf the: peopie can-be:taken off:

it t0-be put:on' the'crash-program.” ' Very frequently some:

of these programs are neverpicked up again. : So that:think:

that:igood research is-actually hampered:by t;hls type of ithing::

s Senstor Keravver: Is theré much of thisitype of research?

that ‘you! are: talking about -thatreally- produces nothmg;

Worthwh]le andiis mot-intended-to?; : -

D Condorm.Lrthinlk: t.he :majority-of ibdsim that categol ¥

I think more than half-isin-that-category, and.I should- point:

out that with many of these productsiit is clear while-they:
are on the drawing board that.they promise no utility; they

- promise sales. Tt is not a question of pursuing them because
sometking n may‘come of it “Tti§ quiite elear that thereis no

pomt in pursuin, ,ﬁhlsl ‘that- you won’t end up WlthI g product :

1mportan undertaklngs Dr. Console cited the. ‘efforts made, to’ prove
that the a,dEl:ltlon of What is known as “intrinsic factor”” to. vitamnm B2
enhances its value for people. who do not sulfer from permcmus al ¢mia :

- Offhandf: think of intrinsie! f&ctor which-in patients WLthj
pern1c1ous anemis gan be extremely va;luable :at leastawhen:
142l owas discoveréd dtdooked like:it: could be; used:in-order-
to eliminate injections of vitamin-BI%and: it could be:given:

bg' mmouth, if intrinsic factor,:were given along with it. . Now. -
... there “are. so;:few pafients. in, the country .with permclous;_' o
i .:anemia that a comfpany would. hardly make very m ch profit. -
if it sold intrinsic factor for this purpose alone.. '
Thersfore, attempts aré made to indicate tha,t lt also
ineréiges th ‘absorption’ ‘of ‘vitamin B in’ ‘patiénts ‘without
erni anemla “T'hiave not followed ‘the ‘final outcome 61"
; but certainly diming the*time that I was
thiere was ‘sibgolutely rio évidence thit it in’’
crea,sed ‘the’ absorptlon ‘of vitamin B? in ‘patients- Wlthout'
peérnicicus anemia.  Still the promotion ‘tried to get dcross:
the'idee that &nyone who took & vitamin pill that contaitisd
v1bam1n ‘B** would-be better-off-it higpill, contamed mt

... 1 Hearings, pt 18, 10879,
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factor, Th's spreads the use of the drug to i mueh br ader
“ares; o sl o e

Pomt.mg out. that much of the research conducted by- the drug-
"companies is not really research in thé sense’in which: the term:is
usually uncerstood, Dr. Weinstein, formerly acting medical director
of the J. B Roerlg Division of Pﬁzer récommended that the drug
companies ‘“* * * be reqmred to, clearly identify. expenditures for
reseatch as those which are devoted to basic studies,” adding that this
should “markedly decrease the justification for some .of the very high
prices” ®  Deploring the' wasie of . talent of _well-trained - capable
scmntlsts employed by the drug companies.. he sta.ted -

As a corollary 40 this point:it:should be: mentloned that A
‘great many extremely:fine scientists are-employed by ithose
manufactirers: - Thetri talents: should !not:'be’ expended- on
.patent-bypassing:-chemical manipulations,” on-: ridiculous
-mixtures of drugs,-orinconsequential additives to established
.drugg. »: Sincethe: nuber "of: well-trained . eapable scientists
<dg; severely limited; their-potential ‘should mot 'be: wasted.
#The:long-term bénefits of the appropriate utilization of:fhe
,:abﬂltlesd of these skﬂled mdlwduals Would be 1mmeasurably
:-sgrea,te* ST

As’specific’ exa,mplee ‘of oducts Whlch have Tithited usefulness
but whose development and promotion has nonetheless absorbed the
-talents of the drug company: sciéntists; Dr: Weinstein cited the corti-
codtéroids following prednisone, the phenotbl&zme derivatives . follow-
“ing Thorazine: and - Compazine, :new : reserpine. derivatives; ‘éertain
clcombinaticn - drugs-such “as: thosé: which combine : antlblotlcs with
steroids; and “the: battlerof the additives”: among tetracyclme manu-
facturers concerning, the. last he stated: . oo oy

; # the twobest known xa,mples A ; probably the
sprodusts: that Pfizer puts: out, which'are -the: tetracyclines,
Swiths glueosamma i

‘ Grluc amine ‘is’ a’ naturally occurring
“odcursin‘the blood. “And “thig’ b
eyclines, with the hope that this*Wwould iitrease’ the absorp-
~tion of.thie tetragycliries. .This: is- the only thing hoped for.:
«.: lori There:is nothing .in. the: combinstion” to.change: the effect: -
-7y of ‘the: drug itself; :the tetracycline -itself: .And: theefforts:2:
that went-1nto, trymg to prove this;and! this is: .certainly: far 7
from  proven at_the present time, have been really. quite
“extensive and; quite fantasti The consensts in the medical
“literasure is ‘that these additives add nothmg 0 these anti-
“biotics; ‘They, are merély ‘an extra, piece of luggage that is
“carriéd dround. ~The other ¢xample of the sane soft, of thing
18 the Achromycm A% products with ‘citric_acid, that Lederle
_pute out.” The. ihtensity . w1th which, thése’ have been pro-
‘moted, as thotigh they were something really special, 1 guite
“fantastic, That promotion has died down at the present...
time. Buf in the last year and the year before ‘ths
8 Hearings, pt. 18, p. 10379,

¥ Hearings, pt. 18, p. 102564,
40 Hearings, pt. 18, p. 10254,
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sticularly; there was rarely: a.day’s: mail a,rrlm “without -at
least one piece from each of the companies on this subject.*

- Dr. Weingteln obj ected to: d1gmfymg the concoctlon of drugs of Ilttle
value with: thiewor fregearch’: < -

AT ‘major ]ust1ﬁcat10n for the lngh prlces of many prem_'.'."'
" seription drugs has ‘been ‘the very well publicized vast ex-
. " pendivures of - funds and energy by the pharmaceutical
~ manu’acturers for what has been labeled “research.”” This
" activity has been emphagized to the’ pubhc and to. the medical = -
'professlon by rather grandiose, 'self-sérvicing  slogans as
“Science for the’ World’s Well-Being,”'and’*Research in’ the
:Service-of Medicine.” | No-elear-cut definition has:been given
sby:ithe representat.wes of :the: ﬁ;;harmaceutm&l mdustry of
:]ust -what is included in-their definition of research::.
~There. can be.'no-question that ~some - very: Wonderful
%exc1tmg, extremely -important, and productive: Tesearch - has
been-and is being-done; Within the harmaceutical industry.
. However, I donot:think that it Woullc)i detract in’ anywayfrom
.these fine and. ‘worthwhile- activities to:point out that:much
-that.is called research in-the pharmageutical‘industry has
little relationship to what most people engaged in“academic
.. and, I]:i:?amh activities. Would conmder to. %e sc1ent1ﬁc Te-
- sedre

Aceordu;g 0. Dr. Frederlck H Meyers of the Umversuty of Oall-
-forma the principal reason: why drug companies devote most of their
: sclentlﬁe resources towhat-he regarded as relatively-unimportant work
-ig-their desire:to obtain a patentable. derivative of :a basic drug- Whlch
-is either nat, patented: or onwhich the patent is heéld by others: s

The question is what thei’is the Foal of this’ admlttedly o
-large:ceale - laboratory -effort: of:'our-industry? ' Partly to
exploit: and market these foreign and nonindustrial advances

and compounds that I have mentioned. Mostly;:however,

to modify the original drugs, the drugs-based on the real

_research as it were, mostly to:modify the original drugs just

© ‘enough 10 get a: patentable derivative, but not to change it
_enoygh to.lose ‘the:orlgmal effect.”s. -

Tn point of fact’ this:is exdctly: Wh&t Mr John McKeen pres1dent
of Chas; Pfizer & Co.,- described ras: “thie avenue of: a,pproach being
most ‘extensively explored by cértain-antibiotic:houses today.” < OQver
10 years ‘ago. in"a-speechi: belore security a,nalysts “he said:

T *36 is apparent that neither pemcﬂlm nor’ strepto-
“mycin furnishes ‘any real indication of the’ outlogk for the
“antibiotic industry. From a proﬁt point of view, and that
"is what T believe you'gentlemen are ‘primarily interested i in,
“the only realistic solution of this problem lies In the develop-
“ment of new "and exclusive ‘ahtibiotic specialties. . This ‘as
I have previously indicated is’an’ exceedingly costly and
wgorous alternatwe nonetheless it is the avenue of approach
4 Herings, pt. 18, p. 10957 Gohma o Gl el sl

4 Hearings;, pt-'18, p. 10243,
12 Hearings, pt. 18, p. 10394,
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being mast- extennlvely explored. by, certaln a,ntlblo‘mc bouses ,
tod&y ~This is.the approach being, followed. by. Pizer.*

* If the drug 1ndustry subordinates basic research to minor: modjﬁca-
tions which Eold greater assurince of commercial success; it is nierely
following:the pattern of‘American industry generally! Thes difference,
however, is that no other industry:approaches: drugssin stressing: 1ts
research actixity. as the rationale for extraordinary. profitmaking.

_Referring to ‘the ! ‘ecONOmY. as. a whole, Mr. David Novick, chlef
cost analysis. department ‘the Rand . Corp ., testified that. there are

131

four. different types of functions, carried on. under the genera,l heading

of research and development ‘His: classification,. ‘together with his.
estimates of the. _proportion. spent on each of.the four types :of :the
reported $10 billion . total aexpendlture on resea,rch and development.,_

] low

CActivity o b

Step I.** Broavé New ‘World"': . Basie-research;: | .
oxparimontal research, basic development, about it to—
£100,000,000 {a) Permit, I]lBJOI' nhsnges ' way
R .. phenomena and activities;

r lnokmg at

wesniait cenme T e b e Ing sclentifle objeotives; and.

revolitionary changes
and approaches,
Its promise is great Btk ot identified 45 o speclﬁc
urpotses and the possibility of fu]ﬁllment 1s highiy
R R neertain,
Step 11, Possible wse of new digcovery: Applied-|:Singling out or ldentifying specific potentials or apphcatwns
research, advanced development, basie with a view to deveioping devices or methods for utilizing
eva]uatmn basic testing. the new general knowledge obtained in step I.
$300 000, 000 w0 o -Seientifie application. or; usefulness is ldentified but the

. etonomy, efficiéncy and acoe“tability of the proposdls re
.main uncertain, Promise is for great new things, |
. Bpecific devices or methods sppesr as iikely solntions but

odirets, methods.

Step IT1, .4pplication ofnew knowledge: Prog

uct - development; - product. testing; prod—. - must be brought reasonably close to final:application to
uet eva]uatmn pilot m-oductmn . . deferming affeetiveness, economy, and acceptibility.
; $2.ﬁﬂ(} 000 000..: PP .Do—abﬂ‘ityd Tas been established and major advances are
: Promise

Step I V Im'proveu uglphcaf:un Product: ap- . N ow; uses and application or modifications of exzstmg uses
plication; : -applicaiion - research applied. | .- or..applications @re sought for exlsting metheds, prod:
tesemg. applied evaluation, L ~.ucts or components; mey result in substantial beneﬁts o

$? 000 000,000.:. : _users of producers, Some suceess is reasonably assured
smce it is evo]utmuar'y rather than revt)]utmnary

t

For the economy-as s whole; N ovxck esburmtes that 70 percent of
the total amounb; ent.on research and developnient goes for ithe
bep, ‘while onlp 1- pereent goes for basic-reésarchi 4_-ha,t the
Amerma racord in sclentlﬁc achievement has, been as good as it is
] attrlbutes n large. pa,rt to the. 1mm1grat10n of. European

Probably most important in estabhs ng the low 1éx
activits in step.L is the fact that we, in the United States
“+have been more nterested in apphcatlon or expenmentatwn :
“i than' iripure research’ "Most of our science has been im-

ported, chiefly from Europe, e1ther a8 pr1nc1ples or sclentlsts L
*~who-developed ~their -ideas in” this country.. The bulge in
. our séientific discoveriesin the last 25 years is probably more

‘the resilt of BEuropean scientists coming to this country to .

# ¢ Antibjotics and Pfizer & Co.” Armed Forces Chemical Journal, vol, III, No. 8, April 1950, pp, 37—38.
4t Tlearings, pt. 18, p. 10512, GRS e 8 a nab0

{b) Create ngw devices and methods for aCCOmpllsh- .

{¢). Ldentify Dhenomena and adtzv:ties “Which permlt'
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escape fasclsm commumsm, andnazisny than any rédl expan
‘sion in “our - indigenous  capability. ‘Einstein; Fermi, “von-

Neumann;.-and Teller are a.few. of the scientists Whose US55
contributions-.are transplants. from. Europe.- There is ‘no
assuranee that we have yet. developed the essentla,l ;.-cllma,te:
=.-for-basie: esearch:' thi

' figld o cCoOUNtry d An the beneﬁts of":
thls mﬂow of ﬁalent; Table 4018 &, hstlng ‘of: 30 :‘Nobel Prize win
in’ mhedicine‘and physmlogy from 1945 to 19597 At'the time of the”
“award 18 of thie s rs were 'of Aieri¢an nationality; although 7 Had:*
been borh it nother'country. The ‘table also brings out the interest:
ing ‘fact “that in-only yeir was’ the award granted for résedreh”
cohducted in &’ drug’ compatiy; ‘this 'was ‘the dward’in’ 1948 'to" D1
Paul Mueller for his work in discovering the ingectekilling properties
of DDT carrled on 1n the SWISS drug company J. R _ Gelgy

~ TABLA 40 =N obel pmze Winwers in medecme and- pkyswlogy, 1 945—1 959

Y " Nation of
Year{ " Winher and natiotiality *|: birth (W]:'ne'r'e
X .. (at time of award) citizenship’

L AL MR AT Cchanged)

Aesaareh dong at (or
‘Dlace where work-
'ing on'award date) -

“Reason for'awarding prize
P [ N A

'Dléeavefy of penicfllin. ... London Unfversity.

fscovery regarding hered- | Indiana University. .
ary thanges or mnuta- :
‘Hons produoed by X.rays
piriking ! the’ gonesand [
; c]:]rlomosomes -of Uving’
21 gells, :
faeovery of the process i | "Washington Univer-
the catalytlc metabolism sity {St Louis)
the glymgen. imal

Covery oﬁhe ettg!:l[ﬂcam:&e .
‘ofthe :hormone produced:
y"the pituitary gland.:

nstitute of Blolo

and: Expcrimenta.l-f
~Medicine (Buenos
Aires).

iseavery of the insect el
Anig properticgiof DDT.:
ismvery of how eertain

FYAL s
asle. Swlt'z.er]nnd !
drich - University™s -
$parss of the brain contrdl | Phystological In-

ni U C ~organs of the body. stitute.
.| -Antonio .. Moniz...(Porite [, meeeenreeee Discovery of a surgleal toch- | University of Tisbon,

guese). niqsxe that opened up new
. . . possibilities in the treat- .
ent of Toental:ilinesses.: ¥ oot
rkin cortisone and ,.‘Mayo Clinie (Hench) |
ACTH, hormones’ whieh: |1+ University of Mins
eligye. art%lrith : . ‘mesota and Mayo
Foundatlon {Ken-
; 31| 5+ d=lD); Basle Unive
sity (Relchsteirn)
1! Develépment ot “17-D* vac-!| Kockefeller Foutid

nch {American;,
ward Kendall'
(Amerie-m\ Tadens |
Reich';te“ VO

19517 Mz Thellot (Aifean) &

cine against yellow fever. %D% gPu)bhc Health
ivision
1952 | Belmpn Weksman (Amer- | »| Discovery.of strjep‘tomycin-- Rutgers Univarsity
“iean). e B (L (Institate ‘of Micro-

" bloloEy,

ty ‘of toenzymé Harvard Univérsity
and: Jts significancs In- the ;|- and-Massachusetts
intermediary metabolism. Generat Hospital.

1063

Hans Krebs (British). Dlscoveryofcitrrcamd c:m[e_ Shetﬁeld Unjveisity,
. . Bhefficld, . England,
1954 Johu Enders (Ame,riean) Ou]hvation of the polio vi- | Harvard {Imverslty

‘Thotrias Weller(Amen’- : : Tus, free from hiarmeal fis-|
. .can), Frederick Rob- o ooi i .| sue components m t.he
blns (An:erican) : R . - test tube,

. (Enders), Harvard

- University (Weller),
s Western Reserve
Medical School

-4 Hedtings, Pt 1B,/ 10513, £
4T Hearings, pt 19 Pp. 10950—51
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+ Nobel. ;oﬁ,ze Winners in medzcme and physwlogy, 1 945—1959——Cont1nued

i

Resgiich dong

Na%,m;l of

at (or
bu'tp (whers " place where worlk-
‘citizenship: :

i ingonaward date):
‘thanged) et e

Isolahon “of yellow enzyme | Biochomistry  depari-

and thesplitting of it info | :: ment:of the Nobel:
° _its constituent parts {20 .- Medicad Institute.
years: previous), and addi- ||’ !
.. ‘tionally, the 1so!ntmn ofa

whole serlds of engymes
~ gver the years, with dem-
; onstration 0:‘ tha

Dickinsen  Rjchards | France nd
Amerizan), Andre | (Cournand) research (}Bl'l'led out by its | " Physicians and Sir-
urnand(Amencan) o . Teans, ;. geons;-and Bellevae
--GHosp tal,

. Weme)r Fersemmm Ger—
1857 Diaiel Bovet (Iﬁa]mn).

:Diqemrery relatmg to-syn- | Superict. Institute of
, Hhetic compounds that in- | -Health; Rome, Italy,
hibit the action of certain
: hody  substances . snd, les- | .
* ‘pecially théiraction on the”
vasculaf! systom/and the,.,-:
1 . skelotal muscles. . - . fo
| ‘Experifients ‘with®' bread - California -

Institute of
molds shpwed. that genes | Technology
viransmit Bereditary,char- |- (Beadle); Rocke-
;acteristics by continugus | . feller lnst.ltute
*‘chemical reactloms. - Dis: | ‘{Tatim); University
, ‘edvery-cohcerning genetic ; : of ‘Wisconsin (Ledar-
reéombinatior axd the or-
‘‘ganization of the:genetic |
material of bacteria. - -

1058 | George Beadle (Ameri-
canm), Edward Tatum
Y (Ameriean), | Joshue | -
Lederberg (American).

k 'Bvero ‘Ochoa- (Axﬁefléan),  Spaifi (Odhba) || Resosrch on Basic shémistry || Wew Yok Wniversity,
N Arthur: ~Xornberg-| I v of life, and heredity,. and.i . (Ochoa), Stanford
“ (Arngriean). R discovery’ of enzymes for + niw)re_rslt “(Korn-
6TE).. [

g artlﬁcxallynrodumng seme
of the key: subst.mlws {

Usmg penlcﬂlm o, 111ustrate the,apphcatmn of hlS‘C].&SalﬁO&tIOD J;o
sthie drug industry, Mr. Noviek: stated -that. thé discovery in 1928 of
-thie effect.of the mold on bacteria by Sir. Arthur Fleming.** pro-
tvided ;an.: observatlon Whmh pronnsed a. better. understandmg ofa
-part of the.universe. - The- promise; was. great:;but-not-yet identified
s t0i. speclﬁc purpose. ~The -possibilits -of | fulfillment:. was -highly
-ungertain. . This might truly be deéscribed as, step. 1.7 .. The work of
<the. Oxford scxentlsts, particularly Florey and Chain, was conceived
.of “ag‘an academic study with possibilities of wide theoretical interest,
_both -chemical. and biological”’ ;: according. to  Novick :this wWas, both
-step L.and step 11.in: character., ;"When: the:value of. penlcﬂlm in-the
Areatment: of- septic. - wounds. . was. discovered; . the. Oxford scientists
intensified: their.efforts to. improve. the ‘method: of-production. ~Next,
- thé 8. Odfice of Scientific Research and:Development in this countr’y
1and the General: Penicillin. Committee in Great. Britain  “took:the
-program, from. ;the regearch laboratories and :transferred, it into-full-
~$cale production, development; tests,: and evaluatlon oIt wals mot
-until this stage, classified by Mr.: Novwk s step -IIL, tha.t the drug
~companies became involved in:the project, without, mmdent.ally, any
‘risk of thieir own -capital. . The. subsequent work of improving: the
method iof produetion;. seeking strains with: higher. yields and: better
stherapeutic properties, ete., falls into step IV, f"s-:'5-

4 Hearings, pt. 18, pp. 10515-105t7. For a fuller deseription of the history of penicallin see Federal 'I‘mde
-Commission, “Econom.\c Report on Antibiotics, Mannfacture,” 1958, appendix, ..
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Thdeed; virtually -all ‘of “the research” ‘and “devélopment Wwork on
“antlblotms carried on by the drug companies has been of the step IV
nature.. " The sereening of molds to find new antiblotics is an under-
t&kll’lg which for some years has been wholly justifiable from a strietly
business point of view because (a) thé “principle that certain molds
attack bacteria had already been established and (5) an economical
method of productlon suitable to practically any antibiotic, the deep-
vat fermentation process; had alreddy been déveloped. leemse, the
molecule manipulation; the devising of slight variations of existing
drugs, the concoction’ of-:most: combination drugs, is step IV in
character. Spea,kmcr of the nature of step IV work in geneml
v1clc states: & .

“Thers is at tha,t pomt i re&sonable assitance 0 giccess
since-the changes sought aresiall-order vartitions ' proven
»methods; dev1ces -and - approaches:.-Because a: substantial .-
“body - of mformatmn is’ available, very large numbers of
people can :be-employed~at this point. TFinally, making
changes and: impr tents of this kind is the essence of
o QLAY .-day busmess OF. pr0fé851ona1 activity.*.

Work ofthe step IV character can be conducted owever only
. when'the ‘preceding steps have been successfully” catried out. It is
“not just” that they are ‘desirable; they are essential prerequisites.

It is therelore. at least a ressonable possibility that the disappoint-
-ing record of the U.S.idrug industry during the past 5 years in creating
‘ 1mportant new: drugs 1s'due to’an excessive preoccupatlon w1th step v
‘activities at the expense of: whiat must come before.

Of courss it may bepointed ot that the pace of the drug mdustry
_since World. War II in the United States has certainly kept abreast,
if not exceeded, that of countries which do not grant patents on
'pha.rmaceumcals But:if:this were not’so, it ‘would be most unusual.
+[He'effect of World War IT ‘on- thie: American drugindustry was that
- ofua’ great stimulus, mueh’of it finarced by the Goverhment.®: The
é:'ef’_fect ‘on‘thedrug mdustry of ‘Germany, the historical: fountainhead

toftdivg discovery, 'was® e\a,ctly “the reverse. “The resedrch staffs
“of 'the great; German "drug dompanies ‘were dispersed and:destroyed.

Thelr records, including aIl ‘of theirtsecret Kriow-how; were thrown

‘openy representatlves of the American’ drug compuanies searched their

Afiles ‘for - sariything :of ‘possible’-value, :*Moreover, ‘one of the two

“principal German-firms had the misfortune-of: entermg into & restric-
stivecontract with an - American firmi’ primarily engaged in-another
cindustry Whlch ventured:into-the:drug field ‘only to withdraw in-a

few’years, »The same -German: firm has devoted a considerable por-

“tion: of the smentlﬁc staff-which 1t has gradiilly - beén rebuilding into
sfundamental research:on canCer ‘endeavoring’ among other things:to
~discover the metabolism of cancér as well-as -some ‘comipound- which
“would-inhibit its growth; this reseatchi, while valiable to the scientific
feommunity, has not y1elded any product of commercial value. ” De-
“spite’ thié handicaps uider whichthe industry has labored, fiveof the
«drugs: shown on table :38 developed ‘since 1945 came. “from - West
iGermany. --Moreover, thie leaditig:German companies haye: developed

a number of new drurrs which are noi vet mm'keted in the Umted

AN Tearings, pt, 18, P 10518.7
# CI, .8, I ederal Trade Comm;sslon, “Doonmmc Report on Antlbmtles Manu[ucture,” 1958, pp 45—55
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States,  among - which lis a pancreatic inhibitor -(i.e., & drug:which
reduces the. sometimes. fatal excessive secretion -of -the pancreatic -
glands), a new drug which is effective egamst fungi, & new antibiotic:
which., they feel . is. an; anrovement and further modlﬁcatlons of
tetracycline. - g

The Italian drug 1ndustry has- also developed Py number of posmbly
mgmﬁcant naw drugs,imost-of which. are not.available.in the United
States. . Among these are several.new antibiotics, new: entmholesterol
drugs, new antifungus drugs, new-ergot .derivatives useful in-easing
ehlldblrth a new form of, m]ectable chloramphenicol; and. & ‘syhthetic
chemicgl wluch gives,;gome . promise:. of ;heing: eﬁectwe against two
strains of mﬂuenza The swmﬁeenee of the last lies in the fagt that
mﬂuenza is a virus, against WhlGh nelther antibiotics nor any other
drug is effective. Tlns new drug is now bemg tested in over 100
hospltals in Talyy it s claimed to-redice'the average length of illness
by more than'half; and a leading Amermari -'ﬁrm ha,s a]rea.dy seeﬂred
distribution rights in the United Stabes:”

It should berecognized that someé of these deVelopments af'e’ only
in the nature of possibilities for the future. TheTtalian drugindustry
is largely a creation-of very recent-years.;, That:it didnot:contribute
significant naw discoveriesprior to World, War Ilisno moresignificant
than the absence.of scientific achievements.in-other Italian industries
which:were slso virtually nonexistent.but which, 1ne1dentelly, were the
beneficiaries of product patent protection:: - - —

In a recent article ®* Mr. Paul de Haen, & 1eadmg a,uthorlt.y on
drug develo:}ment and consultant to the drug industry, described. the
rapid expansion now taklng place in the research facilities, of_European
drug manufacturers. That patents are not an essential prerequisite
to research. is _supported by the fact that the exemples_ he happens to
give are all n’ countrles Whmh do.n ANt pa
produc

.Fa,rbenfebrﬂ{en Ba.yer is puttmg upis, 33—story stor;y oﬂice‘;
bulldmg, Farbwerke Hoechst has just completed a 300-foot -
private bridge over the River Main and opened up a large
tract of land to be used for rescarch facilities, pilot pla.nt,s,
and “manufactiring purposes “The mtereshmg feature “of
this etup’is thateach new “résearch buﬂdmg “will - have-
adjacent to'it’a pilot plant’of Substantial ‘size ‘suited to sach
special type of reséarch-“pharmaceutical, chemical, “dye-"
stuffs, plastics, petrochemical. Philips- Duphar ih Hellshd
is doubling its research building and is extending its plant

- forthe.commercial production of radioactive phsrmaceuticals
and-ckemicals, -similar to . the facilities: available:in :this.:
_countryat. Abbott: iaboratories andiE. R::Squibbi&:Sons.’
The :research staff:of: another Ptch: manufacturer;. Bro-.
cadestStheeman' & Pharmagia; moved last yeat into asizable’
new-and-well-equipped. research’ ‘building.: -G H.‘Boshringer::
&-Sohr:; Ingelheim, Germany,; has put-up modern structures::
which overshadow the old one-story:buildings, -and-several

.. .Dew buﬂdmgs are in various stages of completmn Room

- for expansion is contemplated everywhere ’

L Paul de Haen “Rurcpean:’ Pharmaceutical Research,” Drug & CoSmetlc InduStry, J’anuary 1961
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M, det Haen ‘then goes on to note some, differences in" the way
Ii'iesearch ig cacrrled on’in European as contrasted to Amerlca,n, drug

PIB ’ :
; :-':'?Europea,ns have Tedrned by tradltion o get along Wlth ]eSS*
_ personnel, especially less unlvers1t. -trained personnel.'I"
< have been told that; aftér the war; United:Statés and British:’
-+~ industrialists: could not understand how soimportant & drug -
i g the antimalarial “uingering: conld have been ’-developed by
- researchers' operating “in *three “small” rooms;: since ‘1 the:
i United- States several thundred: scientists: were' employei 10"

~ test ‘all: possible: Varmtlons of 'tha: basie for | the
end came up-with-the: same‘compou

; - rope seems to
g_nchne mgore toward mtumon and fe hng for, & new.Jead
new chemical pOSSIbllltles than 1o routlne ‘elaboration :
;g;;already known facts, asis often the case 111 the United: States

Ttis sigriificant that's, dlrector of:dné of the Iargest pha,rm
utical research:institutes in Europe still has the time and
“inclination to' put on the white coat-and diréet his laboratory
oo ggsistant imcarrying 01t  chemical-experimefital work:that

he hopes will prove fertile. To fefle¢t aind dream, this seems
to:be one of the prims ob]ectives of the European pharma- -
eeutical reseaticher. - Th s‘ewdenc that this thethod i¢

]

N ’pharmaeologlc stiudics” by 1ndependent. outside worker:
associated with universities. This pralseworthy custom
not: alwgys foll wed toda,y by comime l1aboratories’in thlS_

¥ ‘Impression that th
tical firms m Eumpe Ve always .
stantial influence.on the’ chmcal_ev uation of new products
on the decision as to which preparatlon to market as well ag_
on, how—‘t; promot,_ N '

Developmen research! seekmg new! product: formulatlons
hasinot &s yet'been given the share.in research expenditure’in:
Europe.that:it-has'received in:this country. Whether this:
will: changesinithe future it‘is difficult torsdy.' - Thesemanu-"
facturérs: who hawve: constant:contact: with -American-firms:
may-realizé!the financial benéfits to be derived:from improve-:
mentsin formulations;such astableting;coating, capsulating;”
suspensmns ‘the: prepamtmn :of stable solutions;y and - others

In 1960 the tride préss of the 1T, S ‘drug’ mdustry beg ' to refer to
the last few years as constituting a “research gap,” commenting that.
the flow:of-important-new drug discoveries-has-for'soms inexplicabla
reason diminished. Failing to come up with atiractive new drugs,
some _companies are now resurrecting”old products which they have
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long ‘neglected:-in their: promotionalk: efforts.. An example is Pfizer’s
current, promotlonal drive for Terramycm, orlglnelly mtroduced by
the compan_‘y in 1950. Accordmg to a‘trade source:

.. .. Pfizer “has been enga,gmg ‘inan mt.' marketmg,
. pr0]ect'—heevy promotion for its Terramycm Wlde—spectrum N
.. . antibiotic, . Sales dropped off sharply with the introduction .’ .
.+ of the. ,etra.eychnes, anid Pfizer’s: push. for._ Terramyecin 15::;,
"..being watched to see What can be done to. bnng an “older ‘

" drug bask.® - :

~Although: the frade sources do not: delve mte the causes ef thls
“researchi gap; ‘'among ‘the possibilities must be included insufficient
attention: to basic:research as well as:to- the earlier stages of improves:
ment and development::: The importance ofcthé latter lies in the fact:
thit time”can' be  saved-after a:fundamental: discovery-at the step-I:
. stage by allocating greatersresources to'these immediately: succeeding:
sta.ges Referrmg to the, pemcﬂhn example;:Novick sta:bed' ‘

3 veme s‘whlch characterize step‘I i
_t,_he long eydle: ‘which ‘started in 1928 with- Flemmgs dis
‘coyery and ended in 1945 with' thé availability of commer- |
cially produced penlcllhn may be both byproducts of” the Ceen

fa,llure to provide more adequate support at, steps I &nd II

: There is: s very: real questlonrwhether the: grantmg fof . p&tents by%
puttmi apremium :as-it-does; on immediate results. (or:step IV type. .
of work) actually diverts résources ard talent, which- would otherwise:
be:placed: on basic;research-and the:-other earliersteps:of-the research -
and development process.. - Neither: ‘the recént record: of -the 1.8,
mdustry invdriig. discoveries nor-the: way in‘whichiit has been u’olhzmg
its scientific personnel Would «constitute . a: clear : refutatlon of that.
possibility. , -

From’ thls dlsc 1 should be ‘upparent. that equally: portent
to the 'q'u'emlty of résources directed toward resesrch and development
is the manner in which it is directed. In the subcotamittee hesrings
the drug industry ténded to stress the question of ‘quantity. Thus,
Dr. Austin Smith, president of the Pharmaceutical Me,nufa,eturers
Asgocistion; atta,cked the subcommittee’s figures on research: expendi-
tures 4571001 low,. »The ! subcommittes’ showed  weighted 'average:

venditufesion research by 20 dru%compa,mes of:6.4 'percent of drug-
sa les and -other: ‘receipts in 19587 Dr.: Smith and his. dssocigte, Dr, -
Banibach, claimied s Kigher relative expenditure-for: the mdustry, 9.5:
percent. o’ Aside frony technical objections. to°his statistical procédure,
the difference .in, the estimates may.be,quite irrelevant in the light of
the testimeny. of, Console Weinstein, a,nd Nowvick. . When. Tesources
are directed;at the wrong. objectwe, it is, mot artlcula,rly useful to
re.their.extent., : \ .
- 5 FDO Reports " Thi Pink" Shaat, - Feb. 20y 1081 p’ 26;

8 Tlearings, pt. 18, p..30518.., .
# Disclission brought out the fack that DF. Bambagihad used s Bro deff

tion of ““esearch and develop-
ment,” perhaps broader than some of the drug manufacturers themselves woukd have thought of, -He also
estimates expenditures for companies which did not respond;to his quesfionnaire.. Thus, the: numerator,
expenditures on resedron and developiment, was considerably higher for the PMA ‘than for the’ ecmpanies
replying to the subcommittee. On the other hand the denominator used by PMA was. considerably
maller, Dr. Bambach peinted out that vetérinary .seles, and exports, ‘were eliminated,: Hence with-a
larger numerator and & smaller denominator, PMA obtained & larger percentage figure than did the sub-
committee. Alse, the original information had beenreturned to the companies oT destroyed, hence was
ilgg.s%v%(l}l&%lelfoa?r 7;a)eltnpe.uson with reports of the same companies to the subcommittes (hee.nngs, pt. 19, pp.

81327 O ~62 =10
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CHA!’TER 8. PATENTS AND 'I‘HE RESTRIC'I‘ION or (/OMPETITION

Patents by thelr very nature restrlct compebltzon The ex1stence.
of a patent system reflects an explicit or at least nnphclt decision that
‘the gain resulting”therefrorh through thé promotion of inventiveness
more thidn gutweighs the losg resuhnn%l from the elimination of ‘vom-
petition: - For the péeriod dovered By 'the grant the patent holder is a
monopolist, immunized from ‘the normel forces ‘of competition. ' He
can, if he'so elécts, charge whatever price he desirés and, prevent others
from selling his product or using his process.

~/Fhere are;:however, dertain recognized:-legal limitations. under the
Sherman Abt-on ithe extent to-which: the patent holder, may go: in:
usrng Jhig ipatent:to control. the market. ‘Thus, if-he. heenses others; ;
he. may noet as condition- to recelving. the hcense require them to:
observe his prices.: .. Hé: may-assign territories:in, which his. various.
licensees:are perrmtted to-sell;;but f there:is-a reciprocal arrangement:.
among several:competing patent holders,, implemernted by cross--
licenses, such that competition among. them is effectively eliminated,
the She‘ an Act‘may be violated; the most WeII known ‘cases ‘of this
. type relate to international ‘eartel agreements, Between the simple
smgle—company patent imonopoly and those uses, or more properly

abuses of paterits which have been struck down by the courts, there

is a “grey” area in which patents are used to eliminate competition

inways uncoubtedly not.contemplated by our Founding Fathers but
which haveriot been specificallyheld to be:illegal by the courts.. The"
drug indust»y: ‘would ‘appear: to. be unexcelled n-its abﬂlty to. dev1se'3{
new and: ingenious-‘methods of using petents (or even apphcatlons'?i
thelefor) which: fall: withinsthis “‘grey™:afea. = :
1t:should~be ‘remembered: that: nowhers in the Constltutlon is thef
world ““patent’’ used yit erely provides: v i

... The Congress shall have power * * * To promote t.he pr
',_)_'gress of selence and useful arts by ectring for limited timé
. to'duthors end inventors the exclusive rights to their respec-’ = -
s’ and lscoverles (Art 1, Sec ‘8: :Powers of Con—_,

The;g ‘axclugive, rig t” referred ‘to s left to be deﬁned by Congress ;-
and is, subject:to redefinition by Congress.- Indeed, at-the time. of.the
writing.; of:.the:;Constitution; ;there was: con&derable -doubt : of. the.
desu'ablhty of. grant.mg exclusive Tights under patents:.i-A number
of early inventors of .eminence refused to take.out patents, ' Ben]emrn
Franklm said. of one:of: hls early inventions-of.the stove:: o

ovr Thomas Arasso /plead’d "with the’ construetlon
this‘stove, as described in’ [& pe.mphlet] ‘that he’ offered to
' give'me & p&tent for’ the' sole vending of thein for aterdiof = =
years; but L declined it from a principle which’ has ever
exghed with me on such occasions; viz.; That,.as.we en;
«o-great advantages. from the inventions, of others “wershould:”
'b,e gla,d ofan opportumty toserve others-by s anV 1nvent10ns*_ G
~.of ours; and this we should do freely end generously ‘

-8 Writ:ngs of Benjaml.n Frankhn. D370, Albert H Snnth ed 1907
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~Thomas Jefferson;:at  the tirne: of this~ifiventionof a hempbreak
teok positive ‘steps to: ‘prevent the-issuance of a’patent:®- “In-fact,
‘Jefferson-at: one time expressed: grave. doubts of the basm premlSe on
Whlch patents: are’ granted -stating:

B Souety may gwe ‘an excluswe T ht:_to tb.e proﬁts arlsmg_:
* from them [mventlons], ‘as an encouragement to man to pur-
sue ideas Which may produece utility, but this may or hay
not be done, aecorg ing to the will and convenience of the ..
“society, w1th0ut ‘claim or complalnt from dnybody.  Accord: "
7 ingly, itis a, fact, as far as T am informed, that England was, .
" until we copled’ her the only country on earth, which ever,” =
by ‘a.general law, gave a legal right to the excluswe use of an’ ..
““idea. Tnsonie other countries it is sometimes done, i a great™
" case, ‘and by » special and personal act, but, genera,lly speak— 4
. ing, other nations have thought that’ these monopohee pro-
* .duice more embarragsment than advantage to society rand it -
ay ba observed that the nations which refuse monopohee ‘of 7
Cinvention, are as frultful as Encrland in ne nd usefulff
deviges. 7 ! e , ) ‘

In 1ndust.ry enerﬁlly the views prressed by Jefferson- and Frankhn
;"Wlth respect;: to patent mouopohes appeared’to fade rapidly, . but. for
a time tliley continued to prevail in the drug industry; reflecting. a
:recognition of the peculiar and unique relationship.of thisindustry to
“the publi¢ health. - In:1854 when. Dr: 1. R. Squibb, founder.of E. R.
-Squibb & Sons, minaged. to distill for the first time; pure.ether,of. uni-
~form strength, he declined to take_out: patents. Insteadhe published
sas dlscovery in.the.September 1858 issue of the American Journal
~of Pharmacy. ‘The essential difference: between most other countries
~and the United States on-this matteris that the views held. by Dr.
-Squibb - have. continucd: to, preva.ll abm&d bub h&ve loncr smce been
-abandoned here.: -, 0

.. .Conditions have; also (,}mnrred in another nnp(n i,amt rLepe(,t
;_beneﬁcmry of the patent grant has -become increasingly th _lpora—
- tion, not the individual inventor... At the-time the Constitution was
3‘Iwr1tten the: inventor was- a.solo’ woxker making his experiments, in
~the. gmret ortoolshed ; the: purpose-of the patent gbrant was to make it
-possible :for this m(hwdual inventor to gain some financial, reward
from his creative effort.

" Today:in the, drug indistry—asiin . Inany: “othel” 1ndu. the

:1nventor who works in“the large corporate laboratory: is an omployee
- ofithat corporation; at the time of his employment be agrees in-writing
" to assign.all of his future inventions to his employer. This, dt’ ‘the
_very outset, ‘diis work becores a’pawn in the busihess stlucrgie ‘el
‘thermature and quality of his work—including thelines of 1 inguiry: he
may follow———me lar gely dictatéd By the expéctation of businessinen,
Amtrainéd in-deience, ws to” what areas ‘appear 16" hold” the gleﬂ.t.('bl,
~promise of (ommeicml ‘gain.- If-he does fulfill the -aspiration: of his
“employer and hits upon s higlly niafketible product; known in the
trade as a “hot”” drug, it is the corporition and its stochholdexb who
:;ne the benoﬁ'-'a'les hig 1eward may: be compar ﬂtwely neohvlble or

* - 1T¢ wrolee irlen : "scm( thing’ nr t,hls kmd hus hien so long wnntcd by (.U]t]V{ltDr\ of }mmp tlmt 1§ soon
as I can speak of its ¢Meet with certainty, 1 shall probubly describe it anony mously in the publicpapérs in
grder to forestal) the prevention of 1L5 use by semne interloping patentee.” Writmgs of T homa eﬁcrbon,”
p. 508, 1[. A. Washington, ed. 1854 .

a7 Wut.mgs HT homas Jeﬂerson " pp. 180181, 11, A. Washington, ed. 1854,
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_nonexistent. .. Virtually.all: of the: products :examined by the:subcom-
mittee wera those where patent.control lay in:the hands of drug manu-
facturing:;companies.;.. In-i only-one_ instance -was..a -sizablefinancial
reward received by the inventor. -This. was.the. caseof Dr. Frank M.
-Berger, the co-inventor, of meprobamate, who in the 3-year period
from’1957 throtigh 1959, reported receiving from Carter over $800,000,

most of which represented his agreed percentage on sales.’®

Another individual inventor did ot fare so well. This was Dr.
Simon’ L. Ruskin, s private physician, who secured the dominant
patent on procame penicillin following years “of delays in“the Patent
Office, ‘after he had been eliminated from an interference “by any
means” ‘upon motion by the companies.® Two of these, LlIIy and
Pfizer, agraed "to- spht the royalties received from  the" hcensees
of Ldly‘, which ‘acquired a ‘subsérvient patent. . After” ﬁghtmg
from 1945 to 1957, Ruskin turned “over complete title to his
pa,tents to” Union Carbide,. which" immediately ~settled all Jiti-
gation, | Eli Lilly & Co., vhrch had been  in the . centér of the
extelisive litigation, agreed to pay Union Carbide a total of
$90,000 in nayment for all ¢laiis and damages and to.take a Tlicense
under the Ruskin patent, with rights to grant sublicenseés to all of
‘Lilly’s “licensees:® | Phizer -agreed: to -share with~ Lilly: all ‘royalty
payments -made- -iby Lllly tor Unlon "Oa,rb1de under the sett,lement
. ‘agreement &7 ;

The extent’ to: whrch the patent has been transformed i the drug
.mdustry frami a reward to ‘the individual inventor inté an instrument
-ofimarketi conitrol -can be-seen through a delineation of various Ways
‘i which' patents have been used to' Jimit- competition. - In somie cages
‘the exclusior ‘of competition-is total; thé company owning the: patent
‘Fetains &' complete monopoly’ in: ‘the [US: market. . In-r6thers it
~licensés ‘orie other firm, “establishing -a “‘duopoly: 2 Tn still: others
:geveral large-firms: become licensees; Creating:an “oligopoly?
latter frequently arises when the firms involved have' been simul-
“taheously: working on 'the' sane development and have all filed patent
~applications, ‘with the result that ‘the U:S. Patent Ofﬁce ‘has declared
‘g ¥ erference” ‘to determine’ priority of invention. “In the drug
‘industry ‘this issug-ist often “settled “privitely;- with' theé' company
‘securing: the’ patent dgreeing 'to license only the firms invelved in the
iintérference. - Patents may be tused: as a ‘basis for r,he estabhshment
M According to tastimony by Dr. Berger and H. H. Hoyt, president of Carter Dr Berger s compensatmn
“forithe 3 yéarsfrom 1957 through 1959 ineluding salary, executrve ‘compensation, and Income from the Thepro-
.-bamate patent rose from $166,500 in 1957 .to $424,000 in 1959, - Apparently, . Dr. Bergers incomes in 1945
‘and 1056 were also sizable—so much s that in 1956 for tax purpeses, he converted mueh 6f his income into
“the category of capital gains, thus substantially reducmg his tax linbility.. Berger's method for taking ad-
vantage of the change in the tax laws was.to attempt a retraction of the assignments of 1950 and 1833 of his
patent applicitions, the ‘terms of ‘his empleyment agreeinent of 1051 and empleyment ‘contract: of 1953,
{The agreement of 1031 had assigned to Carter all inventions made ox conceived during the terms of his em-
E]uyment. Despite the fact that Carfer was granting both domestic and foreign patent licenses on mepro-

amate in reliance upon- the- assignments, -the same. property rights were again conveyed.by a purchase
ali(gl'lrggrrée)nb between Curter and Berger whlch was mmplcted on Sepbember 1 1956 (Hearmgs, pt 17 PP,
A-Ilearings, pt “ﬁ . 16368 excerpts rom agreement of; Mar 22 1950 between Eh LEilly & Loy Bristol
Labgratories, and Merek & Co., Ing.:
=5 -“Whereag Chas, Pfizer & Co., Fric., ol Brooklyn, New York:is a party to said interference on an appli-
cation serial No, 768,230, fAled J une 30 1947, but Tias exchanged information with Lilly respecting invention
! 'dates; reduction ta praetrce and gvidenes in qupport thereof pursua.nt to the terms ofa separate ag’reement
s deted February 27, 1948 between, Lilly and Pfizer, .
““Now. therefore, in consideration of the | premrscs and in consrdcratwn of the mutual promlsus and cove-
‘mants herein contu‘ncd the partics do hercby stipulate and agree as follows:- it

“1. The provisicns hercinafter set forth in this agreement involving Umted States patent npphcatrons and
-patents shnll becarne  effective. when and if Ruskm is ﬁnally ellmmabed Arom said mterference,\ by
B0y .Means * . N I :
‘80 Jlearings, O Bﬁ pp 163571?. . ‘..“;
"8 Hearings, pt. % TP 163996, e
4 Hearings, pt. 26, D, 163576, ...
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of: mternat.mnal cartels, ‘and -have beensso employed in/this- mdustry
Effective controliof the market also has'been obtaitied by the ingenious-
use: of patent: apphcatlons These - and: other'‘uses -of: the’ patenit’
mechanism: to- suppress competltlon Wlll be dlscussed inthe remainder:
of-this. chapier i

..Che-simplest: form. of- market control through- patehts: is ithy pre-:
emptlon of the -entire--market by ‘the- patent-owner. -If notother:
geller is licensed, the patent owner is free to charge what-the: traffic’
will; bear: Wlthout hindrance- frofn: the: antittust laws or any othier
sta’oute' The:-classic and -pervasive’ paradox .of’'ithe antitrust laws!
is,also a,pphcable to:the iavea of ;patents.- The greater.ilie départure:
from.: concentration . per seias -the basis, of :market: control: and-the:
greater, the reliance - upon less effective and - enduring  arrangements,:
such ag contracts and-agreements, the greater the applicability of the:
antitrust laws. - Whe_r ‘the-market-is: shared :by séveral licensees; the:
patent- holder :may :endeavor: to secure: observance to. his:
stricture .and. thus.possibly - run- afoul: of - the antitrust: laws.: But.
where he licenses.no one,: keepmg,the entire market for himself the”
danger of antitrust actlon is.virtually. removed. and the buyers st
pay whatevar price he elects to charge for at ]ea,st. 17 years. ... .

The’ phrase gt least” is used intentionally. It is'triie that the law
limits the exclugivity of the grant to 17 years, and under the- simpler
economic conditions of an earlier day, when the inventor was the
individualisiic tinkerer in his'workshopi: this statutory limitation” was’
probably -effective.< But-under modern’conditions, whers the’large’
corporate laboratory is the‘cernter ‘of aetivity;; p&‘bent. domlm -
particular ares icanoften‘be extended for far longer- ‘peiiods; - This:
canbe: achieved through: judicious spacinig: “of improvement’ ‘aterits’
over the years or by-making: glight' changes in’ ‘the: drug’s‘ molecular
structure; ailegedly 1 increasing its potency, efﬁcacy, or: safety, Whlle at
the' same time: stressing “the' side-efféets’ of - ifs “earlier ‘veérsions, T’
insulin’ the basic patent held by the: Umvelslt,y of Toronto ‘expited 20
yearsagosbut througli-a series of? improvement patents afid liéensing™
arrangements with: Danish firmsion néwer: tvpes of insilin; the inter=’
national: structure ‘of ‘patent control still remains:: “In’ this ‘country’
where Lilly was the first"= for'a timethe sole——hcenbee fits mharket
p()snnon on’insulin: hias been unassailable for 40 yearsi - B

o:Perhaps the: oufstanding ' examples of -thie singlescomipany’ paterit’
monopoly are theearly: broad-spectrum antibiotics introduced aroiind *
the.turn:of the last decade: ' Becatise of its prior discoveryin England; '
no:product:patent could be securedon: ‘periicilliniin the United: Stated.
Another stumbhng ‘blockwwas the: ob]ectlon that o product’ ylelded by
a-mnold; being s-product of nature; was pér se unpstertable.. ‘How—'f
ever;: When DroWaksman ot Rutgers: idiscovéred streptomycln ‘the™
m}d—fortles a-patentwas sought on theground that; even'if a product
of nature; 1t ‘was ‘only tratisitory in ntturs; had: never béen’ isolated;
and the" therapeutlc Use Was unknowh | “The’ ‘seceptance of: this” View
by the U.E. Patent Oflice was of far-reaching:consequencé. sinde. it
opened-the wsy to the i 1ssusmce ofp nt s for edch new mol produdt .
as; it-was-discovered: - o :

In 1948 Amerlcan Cyanamld mtroduced the ﬁrsi, broa
antibiotic in the U.S. market. This was chlortetratyclin
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mycin)..- From :the -outset: the: American: Cyanamid: pohcy wagito
license no other companies, maintaining for itself.a complete menopely:
on this product. . This- course: was: also followed. for the other early:
broad , spectrums— Parke;: Davis. in.i‘the_.case. -of- chloramphenicol.-
(Chloromyeetin) and Pfizer for oxytetmcychne (Terramyein). . To..
this day each of the companies has: continued in its steadfast refusal
to license athers. Incidentally, it will be recailed that from 1951
until the time of the:subcommittes’s hearings onantibioties'in‘Septem-
ber i1860; the price-for ea,cn of these three: products h&d remamedr‘f
identical and: unchanged. - e

+‘The case of chloramphemco} is of parmcular 1nterest (
broad-spectrum antibiotics; this is the only one which is: synthemzed
chemically, although it was orlgmally produced by fermentation: “The-
others; including tetracycline, are ‘the'result of the activity of micro="
organisms-grown in: suitable .culture media. - Shortly after- the T8 -
Government. attempted ‘to-interest the: drug manufacturers in' the
commercial -production: of' penicillin;  the four large ¢ompanies in'the
Midwest, Lally, Upjohn, :Abbott; and: Parke; Davis; entered-in 1943
into the so-callad Midwestern: Ag'reement which was- renewad: annually::
This agreement: provided that these::companies would cross—hcense—'-"
eachrother raya,lty free under any patents secured

.relating o the ‘anufacture,” producmon ‘or synthems of
.~ peniciliin or any derivatlve thereof or 1mpr0vement there
Cdn RO

Parke,-.Da,w ‘st patent apphc&tlon for chlommp.lemeol was made:%
in.March:1948. . Later:in. that year it withdrew from the Midwestérn .
Agreement, - In .consequence, when. the patent was:issued in-1948;-
Parke, Davis was able to exercise its full monopoly: rights;.atno. time
from then to the. present has it licensed any other company to, manu—:;s
facture: % or.sell the product in the United States, . . . . o
- The 'broad,.spectrums.concern. developments made: bv Amerlcan,
ﬁrms ,,._,-nsofar as the . U.8. market is, concerned exactlv the:same*
situgtion. can exist ‘where a fore1gn COMPAIY;:Or 1g1na,tes the.develop-:
ment.and grants.an.exclusive license. to an American company.for-
sale in this country. . In-the case of: the two: most important, tranqui- -
lizers currently used for severe mental iilness, chlorpromazine (Thora.- .
zine) and.prochlorperazine (Compazine), Smith Kline & French is the
exclusive %S licensea:of. the patentee, Rhorie-Poulenc:of :France.® .
Under, the. llcensmg ‘agreements, the royalty: charges vary from-4:to
10.percent,increasing with:total volume ‘of annual sales Recogni-
tion .of ,tlie - monopoly:, element. in these rovalty. fees is reflécted in.a-
provision. that if-& competitor.enters the U.S. market selling substan- -
tial quantities of. these products SKF.shall be‘entitled to a-reduction
in theroyalty chargo... The term “substantial quantifies”..is curiously.:
defined in- the contract; the condition exists if the. produc!;s may be .
obtained in:the normal course of business-in five-retail outlets in éach
of the following cities: New -York, Philadelphia; Chicago, San Frans..
cigeo.¥ . Up.to the. present SKF- has not had recourse to rehef under,.

M. Agreement may be found 1a files of subcommittee s

¢ Parke, Davis had chloramphenicol produced solely for 1ts ﬂccount ‘by Monsanto Ghemica! Co » 1949—53 .
Of. FTO Economic Report on Atitibiolies Mannfacturs, 1. 59, 74-75.

8 See agreetnents for ThOraz,me (hst.ed ag R P 4560) daﬂed 1952, pt. 17, p. 9474 Bnd - C‘ompazme {hsted as ;
RP 614’?5 1bid p£4 ;. L ; . .

“Ibld pp 9474, 982, pass. . .j o o
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this' ‘provision. . Testimony during the hearings- showed that 39 per-
- cent of SKF’s. total sales volume derived:from Thorazine:and Comps-
-zine; and Walter A; Munns, president of the company, téstified: that
70 percent of :this. busmess represented 'sales torState and Federal
“mental hospitals.® “The profits enjoyed: by 'this company smce 1t3s
imtroductlon of -these :tranquilizers.are ‘discussed in'chapter 3.

= -~ Another example is the fiew oral antidiabetic drug, tolbutamlde sold
-in.the United States.only by -Upjolin which markets’ it- under the
.brand'name, Orinase. Under the licensing agréement of'1956 between
‘Hoechst and- Upjohn; the latter received an ‘exclusive, nontransferable
‘license: to.-make; use, -and sellin the Uhited States of: America;; its
-territories. and possessions.” - Thus, even Hoechst, the originator:of
_the product is barred from: entrance: to. this ma,rket ‘It 48 of interest
-that this exclusivity .continues::‘“until ‘the expiration: of' the last: to
expire of .any patents.includediat any: tlme w1th1n the llcense pa,tent
‘ nghts mcludmg @mpro'uement patents . :

DUOPOLY

The patent holder ma,y ﬁnd 11; advantacreous to 11cense OnE other
-firm. for: a variety of reasons, incleding vu‘t.ually gimultaneous :dis-
;\oovery, a’ qu1d Pro quo. arrangement under which, the patent .owner
_is the recipient of a license-on a different drug, or.the desire: to profit
from_sales made. by. a firm with.a lar%er distribution organization.
‘The last consideration. is illustrated by the interesting-case. example;of
‘meprobamate, .. Early in the 1940’s, Dr. Frank. M. Berger was work-
‘ing on muscle. rel&xants for:British DruO' Houses in England and there
‘diseovered mephenesin. - Because of the statutory absence.of patent
protection on drug products in England at that time, he ‘could: not
secure, a product.patent. In 1947 Dr. Berger emigrated to-the:United
States; in 1949 he became director of research for Carter. Products;
and in the followmg year. a patent -application-was.filed or meproba-
-nate,. assigned.to. Carter Products.”! :In 1953-am arrangement :was
=ma,de for Berger to receive a share in the profits. derlved from thie sale
.of drugs developed. by him. - The patent Was 1ssued on: N ovember 22
1955, and will run until 1972.72 ;. JuY
b Smce Carter lacked the facilities to produce meproba,mate-;_ & ar-
,r.ranged with several chemical companies-to.supply .the bulk finished
product.” .. Not only:were: these..companies: requu'ed to sell exclu-
.siyely to. Carter the contract. requu'ed that:any “inventions or: im-
provements:in. the product’’ made by. the supplying companies must
:be, turned over to Carter, on a-royalty free basis.”* In-1955 this mild
-tranquilizer was introduced on.the market by Carter;under. the trade
name “Miltown.” . Sales .exceeded their wildest expecta,tlons 1t Was
:evxdent that the company had hit upon :a winner, . -

While s leading seller; of .over-the-counter drugs.: (Carters thtle
?Plﬂs), it lacked  the. large force - of detaﬂ ‘Ten: beheved necessary
@ Borings pE.16 DB, Soa7-8028, 11 wel s o s
.1 .9 Hearings, pt. 20, . 11269 :
- WIbid, p. 11278 (empha.ms mided)

v B Hearmgs pt16, 1.9

Lo Hea.nngs, Dt. 16, P- 9108

73071 Tearings, pti 17, pp.i10170-10
7 Hearings, pt 17, p. 9635, ¥
7 Hearings, pt, 17, 9656-9657. -
" Hearmgs, pt. 17, p. 9661 One of the supplying companies, Abbott Laboratories s 18810 d

company, with a large distribution organization; Abbott he.s 2 Progess patent on meprobamate,
it too is barred from marketing meprobaibate.. -~ e, ; N
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for the full promotlon of -axi ethical: drug -Or December 5; 1955~
‘hardly:2-weeks after theissuance of the:meprobamate: patent—Carter
-entered inte a:licensing:‘agresment-withr:American Home Products
iCorp.”® The: latter secured the right: to sell, but not:to-manufacture,
:-meprobamate in-the: United States and- most of the' countries of the
world. - This right: was:limited to meproba,mate a8 & single drng and
‘not in’ combination with- other: ‘drugs. +:Bubkequently ‘combinations
-were- permitted, however, with other: drugs where Amsérican Home
‘held the:exclusive: rights: on. itheir ‘exploitation. - Thus’ meprobamate
- rwould:be: combined: with: other- products: which: consbituted ‘patent
-monopolies.in their own right. + American Home:agreed that it would
‘purchase its bulk supplies of finished imeprobamate powder-only from
“Carter. - To close -all-possible: loopholes' of :competition by ‘outsiders,
:American: Home - also-agreed ‘that it- would make mo" sales in bulk
:powder to-any other:companies. - Under thése arrangemerits American
Home proceeded to bring on the nisrket “Equanil”’ whose sales quickly
exceeded those of Miltown in the United States. As has been noted,
(Clarter under this arrangement was:collecting not only royalties on
Equanil but was makmg Subst&ntla,l proﬁts on the sa,le of bulk powder
l‘to its licenspe.™®’ <
.iThus the pattern of: domestlc marketmg was set w1th a r1g1d control
Aconstructed around licensing agreemients under the patent grant.” "The
iprice charged by American Home Products for Equanil and by Cartér
~for: Miltown is identical—$3.25 for 50 400-tmilligrami tablets. As time
‘passed new-agréements were worked out with: Cyanamid, Merck, and
~Wyeth for combinations of meprobamate ‘with other drug products,
‘such ‘ecombinstionis being permitted-only’ in’ conformity -with Carter’s
olicy t}%at the' other product had to be exeluswely controlled by the
Bl censee T st i $ S e
. Carter also establlshed ad opoly of orts on sales in forelgn market.s
‘,Agam, ‘the. motivation 'was its lack of an‘established distribution
-organization. : : Since miost’ forelgn ‘dountries’ do not- gra,nt paténts on
‘pharmateuticals; Carter could not-hope to-keep ‘control-over the éntire
‘supply ofthe:product: in- the hands ‘of -just two compsanies; “Oha
“hot?iten: “such ‘as meprobamate other firms’ ‘cotild e expacted ‘to
enter the market, which in fact has happened. ‘But’ Carter did ‘have
-8 valuable’ propert inthe’ tradename; Miltown, " Hénce;’ it ‘entered
?mto a-cohtract: W‘ltﬁ ‘American: Oyana,mid dinder which the latter was
-given the exclusive right-to sell-the produet ‘abroad under the brand
-name Miltown™ (in:: Germany - Miltaun): =~ Like American Héhie
Products; it -also: whs réquired ' to- obtain its supply from “Carter.
‘Inasmueh &s ‘American Home Products was selling the produét abroad
‘as well-as at-home/urider its brand nanie, Equanil,: this' drrangement
‘had the:effect, insofar as' tradenames ‘aré ‘concerned, 6f' extendmg into
foreign markets the ' duopoly-established in’the: United States, with
"Amerlcan Cyanamid- replacing - Carter ‘asthe Marketer of Mlltown
71t is interesting to mote that in {oreign miarkets there is substantial
sunﬂanty in the prices charged by American Home for Equaml and
by American Cyanamid for %/Iﬂtown Of the, 10 countries for which
price information is available, the prices of the two: 1tems were exactly
the same in three while in three additional countries the diff ence
“was less than 5 percent

&6 Hearings, B 0BT
“448 For s Alseuséion of these proﬂts,

e H’earings, )
7 Hearlugs pt. 16, pp, 9202-8203.
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i OLIGOPOLY !

the drug . 1ndustry, 0l gopoly—mthe ] Y, ] v N
results When .several..large. companies. accommodate ‘thems _Ves to-
their respective claims: concerning an invention which each happened.
to make.at about the:sams time but for. which only one, of course,.can:
obtain a patent.-; As an alternative to.letting: the Patent Ofﬁce .per-
form. one.of the funotlons for Whlch it was. established, . namely that
of determmmg priority, the companies may themselves decide which,
should. receive .the -patent.- The others thereupon withdraw their
apphoatlons -in exchange for which they: are licensed by.the company.
ving, the .award,. . This.processof, intercompany.: .agreement.: on;
prior .‘ils_quamtly referred to in:the trade as farb itration,’! although,
there.is present, no outside arbltrator nor, indeed any._lndlwdual ther!
than representatives of the companies involved.

:,;The, most.impertant. and well-known example :of th emerge
ohgopoly from: this process.of inutual. accommodation is the important,
antibiotic,s tetracyclme——-manufactured by..three.of the.lesding drug=
compames and sold byfive, ., P e :

-The. mowes.and" :COUNLEIMOY; ; ank of ‘an.almo
1ncred1ble complemty ‘Accord was: dﬁﬁoullt-to ,ome by since, "the.
companies, involved oorreotly enticipated . that :
extremely. high. . . Moreover, it.was touch- and-go Whether the, product
was .even:patenfable,. Do, the intense:.distress of the companies, it
developed. that, somer;quantltles of .tetracycline; are_obtained m. the:
production. of ;chlortetracycling—a, fact ‘which might well make  the.
product-- unpatentable. . The.: problem was . further. aggravated by,
laboratory..and clinical tests Whloh peared. to indicate that tetra-
cycline.is.superior to; its, patented pred)ecessors—ohlortetracyolm nd’
oxytetraoyclme Under these.circumstances the prospects.o
tion.in: the. broad speotrums of. What was s0 widely. deplored ;
cillin—~free competition, falhng prices and shrir fit, ms
appéared,, very real indeed., . ..:,; et

- Mo swas. agamst thas background tha, .:the compamo mad ,
legal IMANEUVErs; w1th ithe. twofold ob]ectlve in.mind—to. assure. he
issuance.of:a- patent .and-to secute the patent for themselyes.
firstistep was the filing of 4 patent application by. Pfizer in Septer
1952:.. -This . was., followed by a_similar..application by, American
Cyanamld in March 1953;.and .one by i small company, Heyden
Chemaoal Co no S

o

suﬂ:'ermg from eXCess. capamt ; 1t1bi
prices for-penieillin-and strep myom Wer
on, this business. were falling; ... 3 : )

. On-January-11;:1954, Pfizer and Cyanamxd,enteled nt AN agTee -_'
ment . They; agreed to, _make a privatesdetermination;of priority. in.
the-invention; to. the.end that ;the loser. would \xlthdra\v and - thus
end the mterferenoo It was st1pu1ated that the wmnmg party. was.fo
license the othér.’ : ;

7408, Patent Office Inferference File 86861,

u :W,hen s_eelhng,,
tremely low,: nd oﬁts
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In the meantime, Bristol had alse ‘filed a patent applicafion on a
commercial form of tetracycline; namely, tetracyclme hydrochleride.
Public announcerient of ‘this- fact was ade o1 . Noveiriber 5, ‘1953,
The Patent Ofﬁee ‘then'‘deéclared’ anoth r'1nterference on tetracychne,
hydrochloride “on' ‘March " 2, 1954, “involving ‘ Pfizer; Cyanamid; and’
Bristol a5’ the ‘parties. By this' time Cyanamid ﬁad e.lready filed
foririal ‘concession in- the earlier ‘interference, yielding priority to
dPﬁzer antol then approached Pﬁzer for a hcense but was’ turned‘

own. '
“Almost” Immedmtely—on Aprll 30 1954—Brlst01 entered the
market with'its own tetracieline] ' A nuber of compames—mcludmg‘
Upjohn, Squibb, Smith Khine & Frerch, arid Parke Daws_eought to
purchase’ the biilke inaterial ' from’ Bristol.” ~Of- these Upjohn and:
Squibb ‘were ‘selected by Brlstol to gell its tetracyclme productlon in
addmon to itself. o

“Although,’ under th 'eerher ‘private dgreetnent betwes Cy&namld
and Pfizer, it was' ‘Pfizer who wis 't ‘get the {etracycline patent,the
litter could not act siice no Pateiit: had yet ‘been issued. ' Cyanamid
then moved into the breach; on Septemér 29; 1954, it instituted
action against Bristol o’ the ground ‘that Bristol’s manufacture of.
tetracyeline infringed” Cyanamid’s- Auredmyein patent.”” This turned
out to be’ st,rategmally sound, for d'onth Tater, on® October 14; 1954,
thé examiner'in the Patent Office dissolved: the second - interference.
He stated ‘that since tetracycline hdd been produced in ‘the manu-
facture of- Aureomycfn ‘thi product was old, " had: been ‘sold”in “the
. markét, ‘and was’ therefors unpatenteble ‘Had: this decision’ stood;
what hiad tutned ott to be the country’s largest—sellmg broad-spectrum

antibiotic would have beei marketed as anunpatented’ drug.

" Pizer, Hewever, persisted in'its subnitission of afidavits to overtome
thi r'e]ecuon' "'the patent examiner, Who asked if ‘tetracycline couldf‘
be shownto*be present in Adredbmyein “in clearly’l'dentlﬁa,ble form.”
Pfizer'Scientists conducted tests piirporting to prove that Aureomycm‘-
fermentation broth did not contain tetracyclifie. ' Using what Pfizer
itself deseribed a8 “‘low  potency™ ‘broth ‘and™ “eomimercial” tests,
a négative result was'secured, although the usg of known' sensitive tests’
would have shown the presenice ofidentifiable ‘tetracycline in the:
broth:In &h° afﬁdawt stibmitteéd to ‘the “Patent Office; the Plizer
sciéntist swore that /i fact there was fio indication’ Whatever of the
preseice of tetracycling.” “This led the patent ‘exatiiner to grant the
patent to Pfizer.” On the same day separate’ infrifigertient ‘actions’
were’ instituted by ‘the’ patetitee against Bristol, Upjohu, and Squtbh.

‘. This set the sconefor the end of the matter: - On & atiuary 13, 1955,

Oyananud’c infringemeént- action “against Bristol - was' settled Sith
license by Cyanamid:forse of its Auréomycin’ patent in: the: mani-
fieture of/ t.ntraeyclme In return; Bristol’ agréed 0’ pay roya,ltles 10
Cyanamid ¢ all of its sales of tetracychne “A'month later on: Febru<
- ary 25, 1955, Bristol fortially moved to'abandonits patent-application
still pendm:r in the Patent Office, on the ground that the*product
claims were unp&tentable “This left only the “Pfizér ‘infringement
suits ' $0 “be dlsposed ‘of > 'For another yéar,. litigation continued:
Pfizer pressed 1ts action! ™ Brigtol, Upjohn, and Squibb’ countercldimed
with charges of lack of mventlon prior use, and m1srepresentat1on of_
the facts in the Patent Office, ‘

% File, U.S. Patent No, 2,609,054 The validity of this assertion 1s'a ‘Gefitral poing’ a4 festig fn the- FTC
ca3e, docket 7211, In the Matter of Ameriean Cyanamid et al.
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" Then sudderly the controversy was stilled: :‘In March 1956 the
six: lawsuits then:pending were privately settled in-a series: of agree-
‘ments among the ‘companies. “Squibb and Upjohn +were licensed. by
"Pfizer merely ‘to:sell, but tiot to-manufacture; tetracycline. ::In addi-
‘tion' t0 payinga- lutnp sani for infringement; Bristol received a license
fromy' ' Phize= for: the ‘manufactire “and :sale -of ‘tetracycline.;with the
‘payment: of ‘royalties: - In ‘turn -Plizer -was granted accessto any
Bristol patents mn this field; if it exercised this option, Pfizer was obli-
‘gated to pay royalties toBristol: fen® ol i Do caineetog 0
* - With--ths “consummation of these:arrangements, -the “orderly ‘and
-controlled’ marketing: of tetracycline ‘was an inévitable andexpected
‘result: 'At the present time thére ‘are five! marketers of this: prodiidt
in-the United States-—Cyanamid, Pfizer; Bristol; Squibb, and-1Jpjohn.
‘Each ‘of ‘the three manufacturers produces roughly a'third of itotal
- produdtion ; though the costs of the u}l)rodlicers'% are; as-has been shown,
‘yery “different:fromcthose of: the bulk ‘buyers (Squibb':and: Upjohn),
‘allfive-have consistently sold atidentical prices, and until justbefore
‘thesubconimittee held:its: héarings on. antibiotics in'Septenibeér 1960,
‘at-which time a-15 percent reduction was:made; the: price of tetracy-
‘elinehadir ed unchangedsince-its-in 55

‘introduction

PATENTS :AS: THE :BASE FOR INTERNATIONAL' CARTELS,

ts aré also of vital importance in ‘the formation of cartels for
the international control of drug prices. In éach of the major drug
fields examined by the subcommittee, the use of patents to restrict
‘competition In international trade was spelled out in greaf detail in
‘patent agreements dmong the world’s miajor drug companies. ' Even
in the domestic licensing agreements, restrictive provisions of highly
‘doubtful validity were found, "A typical limitation, for example, is
that the licerisee ean market in ‘final packaged formi only; this, of
‘course, is designéd “to prevent the sihh,}‘l)lef companies’ from securing
access t0 the product in bull form,® - = =t e

re far-repching r

oo

" THis, as well 45 thore f: hing restriction :
the ~patentlicensing agreements  with' foreign firms. ‘In’ cortical
steroids, “tranquilizets, ‘antidisbetic drugs, and the broad spectrum
antibiotics, the licénsing contracts contain such provisions.®  Typiecal
license ‘agreements may'be found in the appendixes of the hearngs.
In “general ‘the pattérn is'the sate. The patentee—or sometimes
merely the applicant for & patent which has not a3 yet been' issued—
-grants to g single company in each of a related group'of’ countriés the
exclusive right to sell in' that' mdrket. ~* Where the foreign ¢ompanies
are large and economicully powerful, the license usually covers the
right to make and sell; if the licenseé lacks the requisite ‘bargaining
‘power, it may secure the right to =ell,"and the contract specifically
j%);‘dVIdes that the produet in’ bulk form is to be purchased Trom’' the
licensor.® = A geogruphical limitation upon theé marketing ‘area of ‘the
licensee is  usually ‘imposed, which'is ‘oftén butiressed by a specific
provision that' le 'will not enguge in export of 'the product. “The
. 9'Pri6r 15 1050 any of the established dritg sommpanies felied upan voldme snd bulk seids ¢ wiiat wouid
-be regarded todas’ a8 moderate profits. . In redent years there.has béen o growing tendeney among these
old-line companies—and prédominantly among the newer entries into the ficld—to limif sales to fitral
packaged form ouly. : DR P S o RPN SO Sy
- 8-For exampies, see hearings, pis. 15, 17, ete., " 0L 0 AT o IR A
82 Examples of the latter ‘are the Merell international agrecments on dexamethasone, hearings, pf. 15,
p?. 1%510-865;3;7%511(:1"5 first agreements, both domestic and foreign, releting to meprobamate, hearings,
bi. 17, pp. . o T ’ ’ ’

estrictions, has been ‘written into
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;geogmphlcal confines of his marketing territory are ngldly lmposed for
-companies: in-the: highly industrialized:countries, such as the United
States-and the: md1v1dua1 countries of Eumpe.z Usually the British
ommbnwealth i is regarded: 8; a: smgle it iexplomamon by. the
-British: licensee. i:In'less;industrialized ‘countries; the: yarious areas
-mayibe: parcéled out i variety: of ways; often: because of-thie limited
‘markets; they dre open to those hcensees Who canineet the local. regu-
1ations of these, countries® Lol iad s o .

An interesting example i is found in. the case of Chloromycetm In _
ithis country.Parke,:Davis holds product patent:No. 2,483,885, issued
in-Qctober.1949. . The ;patent will. .not : expire:: alntil 1966 Parke,
‘Davis-has from'the-first consistently refused:.to Jicense: any -other
American:; gompany-ahd has maintained a total monopoly in. the U, 3,
fmarket on: this drug..-It-has; however, faced & different:situation.in
JInany: countries: a.broad where:- -prodiict patents are-mnot permitted .
Chloramphenicol, the generic fiame.for: Chloromyeetin, is.‘the only
-antibiotic inadei ent]rely by chemical: methods; ﬂfmost immediately
.severak Furopean: comparies were able. to' make-the. product . some
- -instances. with:the: dévelopment:of -their :own:processes. : ‘The -high

profits etijoyed by:Paike, %D&ws ‘oniits sales invited ithe entrance: of
outsiders who found they ‘could sell at prices lower than the Amencan
comspany and-still make ahandsonie profitionsales abroad:

.. Parke, Davis adopted a threefold strategy to rid the mm-ket of
.these outszders ‘Complaints were filed with the U.S. State Depart-
“ment, and - our. embassms abroad ‘made: formal ‘protest to Toreign
governmer ts on’ ‘the sales of chloramphemcol by their nationals.
Moreover, upon the prodding of. American companies, 1nclud111g par-
ltlcula,lly Palke Davis, the Stateé Department urged other govern-
mehts, to reverse thelr ‘historical posmon and Tevise their patent
Jaws to’ ‘permit the issuance of patents in the field of drugs.” Simul-
“taneously, a number of infringement suils were brought against fore eign
‘companies in those countries which’ do'grant patent protection:”

Next, Parke, Dayis took steps to bring foreign marketers under its
control Wlth patent licensing. agreeme; s containing’ ‘severely Testric-
tive provisions, Of the 10 foreign licerising agreements submitted
by, Parke; Davis in response to the subcommitiee’s Tequest, all but
‘one ‘company--a Japanese firm—had been engaged in chloramphemcol
sales prior to the agreément with Parke, Davis, and sev. ral were
_current_ly: defendmg themselves from mfnngement ac’mon by the
erican company.® : .
The,nature of the restrlctlve prov1510ns m: a,greements are of
particular mterest "Al1'8f them;, 6f course, are stﬂl m éffect; for most,
their terms run to 1967. or later. 5 An’ e};ample 18 the agreement Wlth
Laboratoire Francais de Chlmlotheraple dated January ‘25, 1950,
-which liniits the sales'of this company to France and French terrltorles
‘Not. only does the hccnsee agree 1101the_1_‘_1,0 buy nor sell outside of thls
‘territory, it covenants to use all means, including, 11t1ga,t10n to prevent
reselling of its chlommphemcol out.ande of this. territory.. Indeed the

(D

8 Many of the less industrialized coun‘mes An an eﬂort tu develop local manufactumng Tagilities, requlre
; ‘thint: Arig pradacts be mainifuctared loca]ly “In most cotinfriés this, {n practice, has meant the éstablish-
‘mient -of tableting and packaging ‘plants usmg finished balk mate.rm] immported from the home plaxts ‘of
‘United States and Europest ‘countries. *'This has the cffect of excluding companies who, for oné renson
or another, have not established tableting and packaging plants.. B
DH ’fh(% Sankyn Co of J apan was merged with Pn.rke Da,vls i.n Novemh T

avis

"8 For full fext of these’ agreements ‘Sto-eafings; Pt 26; pp 16031 1.5
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l1censee agrees that it wills“Gefrain from shipping in any ‘parts-of the
tertitory quantities of chlommphenwol ‘notoriously -above its needss”. B
Thig* remarkable  provision; -which ‘is found- in " contracts” between
Parke, Daws atid other licensees) 1s ihtended to remove the: ‘possibility’
of any “‘uncentrolled” supply entermg any 'miarket; *Théreis the usual:
- provision’ permitting 'the " licensee “to:'sell  in: finishéd- form:-only::
The partis a,lso agree’that: ne1ther Wwill ‘contest ‘the: Vahdlty ‘of each
otheér’s " The FrencH company is:trequired tol make available:
to Parke; Davis its present and futirs technologlcal advances in the
field “4nd Parke; ‘Davis is free to use any of these: French processes"f
outs1de of ‘the: terrltory allocated to ‘Chimiothérapie.s” -+ i
“Five-of the tein'foreign compa.mes l1censed by Parke, Dav1s under
its” Chloromycetm ‘patentd are” Italian:' "All-had ‘been: ma,rketmgf
chloramphenicol ‘prior to"“the agresments.: All were invelved in-in~
fringement suits brought by Parke, Davis in those countrles whers
they were sélling “which' gave patent ‘protection on ‘drugs: The con-
tracts indicate, however, that these comp&nles deve oped manu-

fact pro ' e : .
“A typical'examplé is the contract betieen Parke; 'Dawé'an“ Lepétit,:
a large Ttalian company, Prior'to theconsymmation of the agreement;’

dated January 1, 1953, Lépetit had also been ifivolved'in’ mfrmgement‘
a6t1ons brought by Parke ‘Davis; The preamble of the licénse agree-
ment states that Lepemt Has done “extensive'independent reséarch?”
in’ chloramphenicol; and’ Parke, Dams is 1cenSed nder® Lepetit’ ‘
patents to use these developm '
; The_Itahan company’s marketmg_terntory is writtén'in" terms of
éxclugion; it may sell everywhere eéxcept in’ the United Statés,the
Um ad. Km ‘dom, France, West Germany; Canada, dapan, ete:’ That
By 551 in Ttaly and tiost of thevseml-mdustnahzed eountries of
the world where the Tnarket is Iumted and exclusive grants by Parke,
Davis ha,ve not been made. ' rrees ‘that it will ' makes 1o
] d ‘territory; and in ‘the
fy Parke, Davis of any sales of chloramphemcol by
mfrmgement. lltlgatmn endmgfbetween ‘the’two _com=
m_Israel Gréece; and Japhn is resolved with consgent judgments
ri{ Apparently ‘the’ quality of Lepetit’s’ ‘prod-

b g by Parke, Davis; the’ contract also ‘providing

that both will ‘sell chloramphemcol in"Bul f01'm ach othér 4s the
need ,arlses Bulk sales by Lepetit ar: v I

pames

: pt. ollotvs shrde n -
]icensees‘temtory ig: West Germany ‘Ba T agrees; f:hat. it wﬂl nut: :hm anywhere in West Germany
amounts of chloramphenicol “obviously in excess of the neads thersof.’

-%:0n: the same- day.the agreement on. chloramphenicol -was reached, Parke,. Davis -and Lapstit also
entered into’ an; egreement providiag for an exchange of future drug products which élther company may
diseover. : In-view of the criticism: of Jtalian compames ‘for’ 'coattali riding” on drug de its, the
preambla ‘iz worth-quoting in.full; . : .

«*tWhereas ;Lepitit- hag simiarly been enga,ged In, t 123 manufacture of. pharmaoeutical roducts for the
allematmn and treatment of humen digeases for & oomparable period (more than 80 yea.rs and is likewisa
well knownin Italy and other portions.of the world for its activities in said field; and -

““Whereas both Parke and: Lepetit have for many years carriéd on intensive Tesparel acthnties lookmg
toward the discovery,-invention, preparation, ﬁﬂd evelopment of Aew, improved, and vaiuabla products
intended for:the treatment of such disesses, and * * {OL. hearings, pt. 26 D. 16131). R ;
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this" contingency -is: taken: care-of by a provision that. the Itahan;
company is obligated to pay royalties based on sales in finished form 3.
- Effective: worldwide control of chloramphenicol by Parke, Davis-
hasrésulted from-this structure of - patent. licensing a.greements “To
be:sure,: it lacks ‘the perfection: of ja one-company. monopoly.of pro-
duétion and sale throughotit the world-—the goal toward which. Parke,
Davisfirst directed:its efforts.” But.as a device for subduing. splmter
groups—particularly . the -activities.. of. the..Italian companies—and
avoiding..price - competition-.in European markets. and elsewhere; it
has been-strikingly successful.- As the price. information obtamed by
the State Department reveals,*: there.is nothing like the widespread
variations-ini theé;prices of chloramphemool as. among. different coun-
tries which are.to be found in-other drug products where the scheme
of cont.rol over, Europe&n producers has been 1ess effeotlve o

PATENT APPLICATIONS 'USED AS _ATENT GRANTS

Although a marked difference Would a,ppear kt ) _
patent appiication:and an issued patent, the drug compariies on' ocea-
sion seem. to. regard. this as a distinction without a difference. - TIn a
number .of instarces examined by the subcommiittee, the structure of
market control was built. up not on the patent itself but on the patent
application. . This happens when seversl companiés arg involved in
an. 1ntorferﬂnce action, which . the compaxies have not. been able to:
settle by “arbitration” among themseélves. .

Senator Kefauver expressed, considerable perp]oxﬁ:y on’ th1s sub]ect
How .could licensing. arrangements be: negotiatéd when the Patent
Office had not. granted g patent? Witnesses conceded that: llIl‘bl_l the
patent was issued, any company wag free to enter into; the manufa ture.
of . the -product.. unless process . patents ‘existed covering essential
methods of production. . At the same time, however, the mere fact,
that an interference emsted in_the Patent Ofﬁce acts a8 a powerfil de-
terrent to outsiders; substantial investmients which might be reguired
to .produce and sell a:product would be: money Wasted if the patent
was finally issued .and the concern wis, then refused a license by the
patent holder. TFor this reason .companies Wwishing to manufacture
move early to secure licenses under patént applications; and the struc-
ture .of market control becomes : frozen lon,
is issued by the Pa,tent, Mfice. . .. :

The use of patent applications as a device for monopohstlo control
is epitomized in.the subcommittee’s hearings on cortical steroids. . The
record’ contains’ copies‘of ' the agreo! ‘ :

“#n’ ‘sddition; Farmitalia,” Italy’< Targest drug company, a5 well:as thre other sme.ller Italian oompa.mes,‘
were brought under licensing contracts by Parke, Davia in'1855, In‘each case, a-candition is‘that pending
infringement suits brought by Parke, Davis are "resotved in favor of the ‘American company.: In return
for a license frore Parke, Davis to mai{e and sell in Italy and several seritindugtrinlized eouniries;. Farmi-
talia acknowledpes the validity of the Arericin company’s patents and-turns over.its own! processes for
Parke, Davis’ usi.” The contraét provides it pending Titigation betweer the two comipanies, respect-
ing Farm.ltaha 5 distributors in England, Greece, and other countries; shall be ended with a .consent judg-
ment. in favor '6f Parke, Davis, ~ Farmitalia ‘agrees not only to poliee Infringement activities of others in
its marketing area and inform Parke, Davis; it covenants that it will markef in finished form only. - The
gingle exception i3 the British firm, Allen & Ha.nburys, to whom it'may sell in' bulk,; unfinished or finished
QT ITL

In the ease of Zamben, a settlement of the litigation is arranged by payment in kind; the Italian company
agrees to supply Parke, Davis with a certsin amount of chloramphemcol of TU.8. quahty The coniract
with Istituto Sieroterapioo provides that the Italian company may “‘mzke and sell under licensee's label
in such finish e Zorms as ay be sultable for pharmacertical or medical use withont further processing or
repackaging.” A similar provision Is included in the Carlo Erba contract. All three of these companies
ave license m sei! in Italy and many of the serm -industrialized countries of the world.

* Hegarings, pt. 24, p. 14084,

@ Cf,, for example, price table on mepruba.mate hearings, pt. 16, p. 9222; reserpine, pt. 16, p. 9433; tol-
hutamide, pt. 20, p. 13061; chlorpromazine and prochlorperazine, pt 18, p. 8956,
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by Schering withfive of the country’s large:drug companies—Merck,

Upjohn, Pnzer, Parke, Davis and CIBA."2 All of these agreements,

- covering:the’ permd from 1955- through 1958, ‘involved only patent
~applications;:indeed; up: to early:1961 the interference proceeding has
-not been'sestled and the Patent Office has not issued a patent.. During
sthe hearings, Francis Brown;: premdent of Schering; ‘admitted that
any nonlicensee was free to enga,fre in‘manufacture of prednisone until
“the :patent was issted; he indicated clearly; however, that were’ his
‘company to get the: patent aunlicensed: production wor 1d°ks. stonpe‘d b
~Later, the subcommittee summoned as 8 witness ma oﬁiual of a-small
.company: currently “manufacturing ‘prednisone. - Philip Berke;*
wice.presidsnt of Formet Laboratories, testified tha.t, if and when' a
- patent is’ 1ssued" He has 11tt]e expectatlon of ben‘g &ble to contmue
manufacture o g :

- When &sked Wh :-h1s ﬁrm had agreed o pay 58 “mtenmaloya,lty“
of 3 percent Om net: sales to:Schering Wher no-patent had beenssiied,
*Mr.iJohn :Connor;ipresident -of Mérck, replied- that his:company had
:strenuously obj ected t0- such payment and dgreed:only :after Schering
~had . made it clear that, in-the event Schering won in'the interfereiice
proceedlng-—as was w1dely expected in the industry-—Merck- couId
expect hard going'if it then applied to Schering for'a Heensel

‘The 3chting- licensing agreement ‘oh:-prednisone: is of ‘particular
mterest. because, on. the-basis of patent-applicstions, it establishes
‘marketing Testrictions - ‘designed: to..prevent :small” companies: from
-marketingshis:drug.  In-four-of the five licenses granted by:Schering,
ithe:licensee is obhgated o sell-an: specmlty formeonly#% That.js, ‘the
licensee may make no bulk sales of the product:ito’ nonhcense,a com-
~panies: for tableting; packaging;:ind marketing by them -+ Only one
weontract=+thht with Upjohn--omitted thig provision; on ‘questioning,

sDr. B Gifford Upjohn, president-of the Upjohn:Co., ‘stated ‘thatshis
-congpany had:sold 1n bulk only toione: companymScher1ng Corp: itgel.
i:As has beervshown in part IT of th1s report all ﬁve of these compames
wsell prédnisone’ at identical prices. s’ o
‘The.use of this type of m&rket restrlctlon throughout the; drug
‘industry ‘ot -only where:paténts have beenissued buts wenfwher
athey:. have:onlyibeen:applied:for;is a 'type-of: pmctlw WIuc Y
‘closely approaches ﬂlegahty under the Sherm aniAet.”
°*IIearings, pt. 15 pp g3 :
719 Hearings, pt: 14 po7629: I ; :
. ; ¥ Hearings, D}. 14, p. 8057; ; ; PR !
i ‘Bubssquent-to the Steroid- heanngs ‘and - durmg 1] 1 tlie antidiabetie ‘§riigs, ‘Upiohn ‘stbiitted a
merorandum i support of the legal arguments that licohse agreements based upon patent applications
are valid. The basie defense was that such licenses covered the transgmission of know-how by ‘the licéngor

~t0 the licensee:: Upjohn’s license from IHoechst-on Orinase was based uion :patent: applications .rather
; than an jsgued patent, Orinasé would appear, to be a goad:preduct on which-to inake fhis defense since
‘L Haechst’s know-now and elinical testing-data on this tevolutioniry new develapment were nidoubtedly
.- of considerable. benefit:to Upjohn both in starting. manufaeturs and in preparing for; clearanes of the new
drug ‘through FDXA (Hearings, pt. 20, p, 11283).
In prednisone, however, several of the licensees of Schering are parties | fo. the in
“’sp presuinably know-how ifl manufactire’is not an entire mystery to them, B
7108 The Schermg -Merek licetise provides: ““* *'* all'such licenses boing expressly understood 10 atithorize
- the gale in specia]ty form only oflicensed compounds as-such or in’'combinations, mixtares, formilations,
solutions, ste.”’ (}:earmgs pt 15, D 5365) Smnlar restuctlons are to be found'in the Parke, Davis, Pfizer,
mld GIBA coniracts. .
87 When Franciz Brown, president af Schéting, Was naked about ‘thi’ intent ot this provisio g rep]ied
“The Ticerise as I understand it provides that it must-be sold in'specialty forin only, byt this is ‘" provision
" which can:not be enforced antil the patent issues, because until the patent jesues, there is no right ta restrict
*-anyone’s freedornofaction. ' Any one of these companies could have sold this eotnpound without obtaining,
- avithotit entering inte this eross-license arrangement just as we could bave, But:then ihere would have
been hangmg over the situation the uncertainty which'might have well restrained any one of us frdin puiting
as much m the development of these compounds we did” (hea,nngs, pt 14, pp 7929~;930) .
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":PRIVATE SE’I‘TLEMENT OF INTERFERENCE

The U S Petent Oﬂice is empowered by statute: o determme who

-shall, be awarded a patent. - _Application is made for.a patent-on-the
ground of novelty and usefulness of an:alleged invention; the. funection
“of the Patent Office is-to decide whether there is sufficient novelty -ahid
usefulness in the claims to warrant the issuance of a patent..: :

. If applications. are filediby, different parties, all laying cla,un to the
“same a leged invention, determination must be made as to-which'is:the
#4ruel’ inventor. In. th1s cage the: Patent- Office-declares an “intei-

“ference” -which in essence is.an administrative hearing on:the-claims.of
.the. various parties. | However, unlike-the ordinary hearing. of: a_trial
~examinerin-an. administrative agency- such: as the Federal Trade Com-~
mission, the heamngs of the pstent examiner are entirely secret; except
‘among: ‘the- .competing .inventors. : The naroes.'of the: ap’plicanﬁs are
_not-releassd by the Patent- Oﬂiee ‘thé -patent applications; and sup-
i porting.dccuments, are.sécret; and thé record of the: proceédings.is not
~disclosed. for pubhe scrutmy % The final. sward: of: thé: patent:to one
-of thé contesting pertles is the s1ngle publlc document in-th entlre
-:proceedingg. - ‘ :

The problem of:determmmg .Who, among the varlous eont.esta.nts,
«is’ithe ‘true’inventor.is admittedly :complex. - ‘Qver ‘the :years' the
issue hes become focused: on-the :question: of: which of: the applicants
first conceived the. idea that. finally culminated in the invention under
_exgmination;. . Thus;in essence; the conflict becomes-a battle of labo-
«Tatory: no..ebooks—scmbbled aecounts of expenmental workin faded
mk on.yellowed: pagesi: sy = e

~The{ praétices. of -the’ Psitent Ofﬁce Were estabhshed ‘i the ear]y
days of-our Republic when applicstions were; ‘madéand. processed by

+the .individual inventor: /The presumption -existed thet; with the
‘issuance -of the patent; the inventor. would proceed to: commereml eX-
-ploitation of -his:inveéntion or market-it to-others. .« Today-many ‘of
the important patent applications received- by the Patent Office’ are
. the: property of-large .corporations;-and the: pressing of their cliims
“is dn: the hands of skdlled -attorneys iwho are:specialists in:the lore 6f
‘Patent: Office; procedire.:~The application must:still be-made in-the
name of the individual inventor; but:in-many:¢ases:heihas already
made formal assignment to his’ corporate employer, in- accorda,nce
with the contract of his employment. Assignment of the:
.is. ge].’(liel ally-recorded in helPatent_ Office shortl efore the patent 1s

The: pertlelpetlon of: -number of large'corporatlons in-
férents, proceeding b “heavy' finfricial’, resqurees. to:; he™
~Countermove follows “couirtermoye; i ;

- Boven g congresswna! ‘siibeorumities’ may not secure wecess o thess’ data, except under the exercise.of
. diseretion by the Comrmissioner of Patents when necessary to ¢arty otit thé b Tovisions of any act of Cohgress

Y35 U.8.0. 122, In connection. with its investigation of prednisone gnd the antidiabetic drugs, this sab-

© gommittes requested the' Pstent Commissioner to supply copies of the patent applications of the Darties
* and supporiing submissions, ' This information was fefused by the Patent Commiissioner on the grlind of
.secrecy, he stazed that approach shoukd be made to the varlous parties whose names he did supply; if infor-
. miation were denied by these various sources, he said he wonld take the matter under further adv'lsement
" Al of the drug ompanies complied with the subcommittee’s request for information with the excéption of
" foreign applieants, In the ase of Orinase, it was disepvered that Upjohn was actini on behalf of Hoochst
in the interfererice; réquest was then made to Upjohn for the Hogchst data but it was denied on the ground
"of the privileged re!ationshlp between lawyer and client,

% Ownership of patent applications is easily identified by the initiated.;’ The naine of the appheant 13

Tecognized as fn employes of tho regearch staff of the company, snd the appsatarice of the eommpany’'s patent
attorney to handle the case identifies the real party of interest,
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régarded- as: significant; every legal:device that:¢an be invoked by
ingenjous-gnd- imaginative legal talent is< brought into: play: - The
evidentiary matérial -relating o’ the “conception of the 1dea’ is
Cemsential et asie et A S den i U SR Rl s Ao
- ’Making fhe date’of: the: germination-of the idea a:central issue:in
its proceedings invites serious'problenig for the Patént:Office.! “During
the early period of his work; thetinventor isioften-groping forhis ides’;
hé may follow:oneitangent:only :to-discard: it :for something-that' ke
thinks-better. ::Ifihe.isia sclo inventor; he may have:little patierice
with . notetaking; he:is amnore concerned. - with: reaching solutions to -his
problems: - Thus the is:at..a marked disadvantage ‘as against+the re-
searchisciertist in thelargecorporate laboratorywhere heavy emphasis
isiiplacéd: upon: documentary smaterial’ to be: used later for: effective

patent appHedtiong.c oL 5t i eidiey add st e =
~-'There is another-important factor.:: Whenscompanies: are ‘working
‘on thelagt stage:of Tesearchand development; it is-almost inevitable
. that the igeneral nature of the:improvement'on new adaptation:which
williyield: e profitable product;is ““in the -gir;? with the result that
several companies are working on it at the same time. Henes; the
administrative determination of who had the original idea is not an
‘easy matter. And it is not surprising that, even with the best inten-
tiong by officials in the Patent Office, the decisionmaking process in
8 hotly fought interference proceeding is regarded by all the partic-
ipants as a hazardous gamble. '
As a result, there has come to be widely employed the device of the
. private settlement of interference actions, The various parties to
- the interference enter into an agreement—usually written—that their
attorneys will meet privately for an examination of all the evidence
respecting priority; they will, if it is at all possible, reach an agreement
as to which, among them, is entitled to receipt of the patent, Once
~ this is done, all of the others immediately withdraw their applications,
and the interference proceeding is automatically ended. The single
remaining applicant energetically pushes forward his claims for a
patent; and the Patent Oflice processes the unopposed application to
-'its- logieal conclusion. The patent issues, and all the companies
involved in the interference become licensees. “
The usefnlness of the private settlement in interference procedures
to the Patent Office is very real. It constitutes an easy way of reach-
ing a settlement of a complex problem with a minimum of time ex-
pended by the agency’s overburdened staff. If a multiparty inter-
ference proceeding has been set up, only to be closed out by all but
one of the parties withdrawing their applications, it is no secret in
the Patent Office that a private settlement has been reached. The
nature of the private settlement is not part of the record, and the de-
tails of the final agreement are not known in the Patent Office. DBut
the case is closed, and the patent examiner is now free to go on to
other pressing matters, of which there is never any shortage.
- TFo the companies the private settlement has even greater advan-
tages, It is more expedifious and less costly than a prolonged legal
controversy in the Patent Office; it eliminates allegations by prob-
able losers that the product was not patentable in the first place; it
leaves everybody directly involved reasonably satisfied.” The im-
portant thing is to get the protection from competition inherent in the

Ry

81327 O =62 =1}
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patent grent. Although an outright monopoly would of: course: be
preferable to each participant, the next best solution is'oligopoly.
Great as are the benefits to the Patent Office and to-industry, it is
not clear that the private settlement procedure also benefits ‘the con-
sumer. “What.is involved here is the abdication by the Patent Office
of iits important:statutory function ‘of determining who is entitled to
~the award of a.Government grant of monopoly for 17 years—an abdi-
cation Whmh has:taken place:without any: sanction or:approval by
Congress. : : The - Patent Office—like: an--administrative -agency-—is
- establishec :to protect the 'public interest in its particular domain. It
is:supposed. to examine all:of the evidence, hear all of ‘the testimony
of the parsies;, weigh.all -the:issues carefully. - The: dévice of the pri-
vate settlément with administrative sanction. takes away: all of the
safeguards for the public, and converts the Patent Office into a rub-
‘ber:stamp, approving-a:decision arrived at in:secret by the patties
who: have most; to benefit from:the governmental grant.- The use of
the procecure has now-become: so; widespread that its: lack of any
sﬁatutory basus represents 31 &ppropnate matter of congressxonal
-mterest 5 S : : i




- PART IV ‘ Ve bl S o e
 ADVERTISING. AND PROMOTION. OF DRUGS.

There is a marked difference in the advertising and promotion. of
proprietary rand ethical drugs. Proprietary drugs—those 'sold over
the :drugstere counter-—are like most other products in that sales
pressures are exerted upon the final consumer who is subjected to an
intensive barrage of advertisements for brand name produects in
newspapers; magdzities, radio; gnd telévision. ' In'the case of ethical
drugs——those sold under prescription—the brunt of promotionsl effort
is directed to’the prescribing’ physician.” Since‘his prescription dic-
tates the particular drug'to be used, usually by brand name;the physi-
cian is the focal ¢enter of advertising and ‘promotional pressures.” " And
since what is'involved 'is the health of their patiefits; advertising of
drugs which*in' sty way ‘misleads the physicians hias a potential for
harm not pregent/in any other industry. In the words of ‘PriHarry
¥. Dowling,! head. of the department of medicine, College of Medicine,
University-of Illinois:.. ., .« . e

1= One-especial-source: of ;confusion for. the, practicing:phy=
. gieian s printed -advertising-that: comes to. him ;by - direct
mail-or. in.medicsl journals;.. In this present;era when truly
new drugs. are:appearing with rapidity .and. eausing. revolu-
tionary -changes in-the, practice .of medicine, -the- physician
needs facts.. most- of -all... Becange. misinformation .and
mistakes about drugs can affect health and life, advertising
of drugs..cannot- be allowed. to. fall. to :the.level.of rother
advertising. _
vAdvertising-of drugs should be informative.! Above all:
it-should not:be misleading: . Misleading advertising by one:i -
company: not: only icauses doetors.to make mistakes in using:
their drugs; it also affects other pharmaceutical.companies- .
tradversely: (1) because -it: -destroys:-the; confidence~ of . the
hysician’in: the industry as a.whole;:and'«(2) because.com-..
petitive:-advertisements ‘may - témpt - another: company 4o
make is own advertising a little more blatant, a little-more
uggestive :than it-would: otherwise -be, thus ‘mdking “this
‘competing company’s advertising misleading also? " 77

Ha;rvaii;&:

associat

e Tepresentatives. of- the -
great deal of influenceo)

pharmeceutical cotiipanies have’

| Harry F. Dowling, born 1904 Washingtonr, D.C,, certified internal medicine, 1940: 'M,D.; George
‘Washington 1931; intern Baltimore City. Hospital,:1931-32; assistant in medicine, Johng Hopkins,-1932-33;
fellow in medicine; Harvard, 1983-34; ciinical instructor to professor of medicine, George Washington Uni--
versity, 1934-50; Ohief; Medical Division, Gallinger Municipal Hospital, 1940-60; prefessor and head de-
partment -preventive medicine, 1950-51, professor and head department medicive, 1951, both at University
of Dlinois. Associations: AMA, ADP(F), ASCI, ete, - St e T ¥ et

’Heai’inﬂs,ﬁgt. 24,&). 14172, i A :
- 3 Maxwell Finland, born 1902 Russia, certified internal medicine, 1937, .. M:D., Harvard 1626, Intern
Boston: Clty- Hospital; : Associate professor medicine, Harvard; associate:director, Thorndike. Memorial

Laboratory; phyzicia; -chief, - Fourth .Medical. Service;. Boston -City . Hospital. - Assoclations: AMA,
ABCT;ACP(F), etc. : P e T AT
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the praseription of drugs. And I think also that there cannot
be any doubt that the quality of information that is given by
dﬂferent drug houses varies with.the quality of the personnel
in that drug house and also.with. the integrity of the indi-
viduals in these drug houses.t =

During’thé ‘subcommittee’s’ hiearings or ‘ethical drugs, & number of
medical experts testified at length W]th Tespect fo the excesswe pro-
urrently directed to icians.
“Tn gereril ‘promotion ‘takeés four separate ‘forms.’ Th'ey'-are- “de-
scrlbed by Dr. Willis m Bean 8 School of icine, Iowa ‘State Uni-
, as follows: ™~

‘What. are the - Ways of promotmg t-heisales of drugs,.new
nd.old? . -Four Jnajor avenues;are.(1),.visits. by'detml men
2): mmlmg of brochures. and. sa,mples, (3).. advertising..in ..
medical journals, and “throw away’’ journals, which have no
_subseription feost, and. (4) the exhibits at medical; meetings. ,,
None of these | b,ad in and of itself, but. certain a,buses and.....
or,ruptlons may. 0CCUr:. - Some..of .the dangers and, d

~Another ph Sician, ‘Dr: Diale Console,"' former ‘medical. .dlrector of
E. R. Squibb & Sons and presently in private practice, referred tio: .-

. 0% ot tkipammet effeot: "f‘weekly mailings; theeregular
visits of the detail man; the twosp preads, and theads
which appéair'sit times ' the same jolirhalinot to’ mention
theadded 1nducemént of the'free docktail party and the golf
outing’ ”omplet Wlth three golf balls stamped with the name
of ‘the’ 5 in‘contrasting colors.®

_ Expendltures for promotion :of éthical drugs have tbeen,nsmg at o
rapld paca. “According to: AdvertisingiAge;: ‘advertising : expénditure
in medical journals-and: «direct mnil 'altme 1056 by'219 percent; between
the years:19; 9582 gt

The - subcommittes secured: information fromu, h ‘largest -drug
manufacturers-on their ‘promotion expenses: for all: types -ofidrugs
for the year=‘-1958"°‘ In:additio ‘to-*thelr'- ex end;tures +for- du‘ec’r.

4 Henvinss, tt. 24 p -

3 Wiilism. Bennet.t Bean. bom 1909 Manl]a Philippine Is]aﬁds certified iutemal medieine;: 1947, M, D,
1935, University of Virginia; intern mechcal 1935—36 ohns Hopkins Hospital; assistant resident Ehysiciau,
1936»37 Boston City Hospital; senior medical regident;-1087-38, assistanic visltingfphyswian 194148, out-
%atlent clinig, 1947, visiting physician, 1947, Cincinnati General Hos ital; fellow in nutrfto 193840,

niversity-of Cincitingtt: assistant visitln%i%hysmian, 1940-42 " Hillman Hos) 1tal consultsnt internal medis
cine, Surgeon (leneral, s, Army; teaching fellow, 1936-37 Thorndike emorial Laboratory, Boston;
teaching fellow in medicl.uc, 1936—37, Harvard; -instrustor in ‘médicing, 193340, assistant. professor of medi-
cine, 184046, associate professor of medicine, 1947—45, TUniversity of Oincinnatl, professor and chairman,
department 01‘ iuterna! medicine 1948 Univermty of. Iows; physician in ehlef; 1048, University Hospitals,
Towa. Associstions: A M P, ASCI, ete.; fellow vice president, snd-chairman of the medical
section, 1958 World Medinaf ASSOCiathIl, g aclahst. ciithosis of liver Datrition snd heart disease Ohau'man,
board of regen:s, Na.tmns.l lemry of Me 1cme, Bethesda, Md B )

W‘Henrmgs g 18,.p, 10336:" 1 5 !

DAL B, Console, born 191 NEw- Ycrrk City Ftified surpery, 1949; M Cornell int.ern,
1941-42, assistant Tesident suigeon; 1942—45 regldent: surgeon, 1946-46; reaideut neurolog‘lca surgeon, 1946—48,
assistant attexding sirgeom, 1946-57, “New York Hos ital;: régident regearch féllow, 1957, Pe lvania
Hospital; assissant, l5_31'01"(*.55;0:' -clinieal surgeravl. 1946-67, ornell; asauciations American Fedarat.i Sliniesal
Research; Sociaty niversity Surgeons; address: Prinoeton, NI, Ll
8 B’.eariugs. 1t. 18, p. 10375,

TV Advertisin: ge,Feb11960°‘

U Bec-ause- Ye compléxity atid’ ng!omerate character 'of the operattons ‘of several of ithe cormpanies
marketlng -drugs,they were asked to segregate their total drug:sctivities frofnother branches of their bugis
Dess. No attempt was made to separate thelr proprietary operations from ethical drugs becarse of the:diffi
cult accounﬁ.n&problems involved, Virtually all of the large drug companies are engaged in the manufacture
and sale of both proprietaries and ethical
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mail - and -#dvertising. in...medical: - journals; - these: -eornpinies iwere
asked to supply date for:all:other promiotion.expensesincluding costs
of detailimen, simples and the:like... The. total reported by thesé
22 ;Gompanies: forall prometion-in:1958 amounted to some-$5680 million.,
1.1t should: bé- emphagized:ithat: -this suin;represents promotion; ex-
pendltures {or.only:the: 22 companies examined. by the subcommittee;
1t: dogs:fiot Teflect the total for the-entire!drug manufacturing: mdustry
Although' it.is ttue that;iin:géneral; the smaller drug: companies/ineur
nothing:like the promotlon expenses:¢f theirlarger competitors, many
of :them -ineus:some expense for detailing.! In.addition, wrtuelly ell
who -attempt to : market :some . ‘trademarked speclaltles Léngaye: -in
]eurnal -advertising, direct: mail, and :the:supplying ofree samples to
ﬁhyswlens + Omne of the: physmlaaas testifying before the'subcommittee
ephia. record: of icirculars. and.;samples recéived- at- his: office. for'ia
single month; the flow averaged 10.5. piéces: peridaywith:sorhe: 60
phermaeeumeal houses represented. ™ ‘Taking into: account the: entire
mdustry; the subcommittee stafl has.estimated thecurrent promotlon
expenses for the entire industr'y at-around:$750:tnillior. . 7:/: ¢ 3
Tt is ofsinterest.to tontrast this figure of:$750 million. for: adv‘ertlsmg
Wlth the' total:-budget. for:this. country’s. miedical: schools: - " In: 1957
total:funds iavailable -to ~all:imadical schools: i the United!States
for:their-educational prog‘mms were’ only - httle more then one—fourth
of this: figure, $200-million:!#- ST s
-The-data’ submitted by: the 22 largest drug compames b0 the sub-—
commlttee show:that ap roximately24 percent of drug receipts:of
these: companies is expenged for promotion. ''Onthe average; selling
expense constitiited the singledargest item: for ‘all:of these: icompanies,
often-exceeding the cost of goods seld.* 1 The latter.category avereged
only:slightly: gbeve gelling expenses: Wlth a-figure’of 32:percent.: In
. ‘comparison, research and development accounted for 6 percent; gen-
eral :and« edmlnlstratlve 11-percent t‘.a,xes":i 3 pereent and meb proﬁt
after taxes; 13 percent. - RREE ‘
- 'Thet eempa,mes werd asked o sup Iy' a-breakdown of the selhng and
promotlon expenses on the basis of tﬁe particular method of promotion
used:: | Beéause of the variety of: methods offcost- allocation used by
the 22 eompames, ‘the ﬁgures can, at-best;be considered only .as:ap-
proximate. They are;’ however;: suggestlve -and- provide: ‘some: light
on the manner’in: Wh.lch this: huge sum-is divided among’ the various
avenues of promotion.” TWwenty: of the companies:supplied ‘separate
ﬁgures for Salesmen’s and Detailmen’s Compensation: and Expenses.
This ‘accounted for:$200-million ‘out of the:total ‘of ‘$577 milliom:
Another-item’ entitled“‘Other Selling Expenses—expenses ‘aricillary
to the first—totaled :$130 millioni:!: " Thus these two sellingexpénses
combined for. the 22 companies represented-an expendlture of '3
mﬂll}:cl)n!for"1958 -

ttee

¥t He ar‘ing pt. 1s pp: 10453—10454
12 Dr, Gharles D. May, Selling )
T 13:1061:°
12 Tn the parlance of the drug industry, eost of goods sold includes the cost'o;
factory overbead and depreciafion of plant investment. It does not include selling expenses, advertising
research, and general and sdministrative expenses, and taxes (other than direet’ property taxes allocabie to
praduction of the product in question).
11 T'wo of the companies supplied a smﬁle figure for the items cornbined oa the g'round ‘that their- acoounting
procedures made a breakdown impossible.

Memi:al' Education,

ahor; mnt.er!ﬂ.ls supp]ies,
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direct maily journal :advertising- and: the like was not fully complied
-~ with;some! ‘of the companies insisted these data could not be supplied
from’ the accounting procedures they employed “The ‘problem:'was
aggravated by the fact that the‘drug company’s: books will: show how
muchwas paid to anadvertising agency:but may not show how much
wag spent by-the advertising ageney -on- -advertisements - appearing in
medical journals as contrasted to: direct mail:ads. A further dliﬁcultv
in-allocation:'arises whenthe:same advertlsement is used ‘in:both
media, -as'is not 1nfrequently thevcase; - “Therefore ‘the effort to dis-
tnbute this total among the various media of advertising was- aban-
doned “All-that can:be-said is:that -the 22 largest ‘drug. compames
in addition to :$330 million-spent on salesmen .and detallmen’s com-
gensa,tlon and -expenses ‘and a,nolllary items, :spent s quarter -of . g
illion dollars on: advertisements in. medmal ]ournals d1rect msul &ds
sa.mples ar:d miscellaneous-items.:
‘Some further indication of'the agmﬁoa,nce oi se}.hng expenses:m
the: prices charged-by: pharmaceutmal manufacturers 13-revealed’in
the number of détailmen-employed. The detailman—a euphermsm
in:‘the industry:for: salesman—represents :oné-of thé most expensive
tiiodes of selling'employed. anywhere his function is to.male the rounds
regularly ofithe physicians in-his-assigned area -and extoll=—subtly or
blatantly——the.wares -of his employer.”” - Officials..of the large:drug
companies appearing before the subcommittee were reluctant. to give
any estimate:of .the cost-of :detailmen :per individual visit to:their
eustomers: but an official ‘of & smaller company quoted the advertis-
ing director of Smith Kline & French as amauthority for-an estimated
cost: of between $9 and $10 for every physician-visit.!®: - With-a total
of-about:150,000. physicians'in the'United States, this comes to a-cost
of roughly $1.5 mllhon for &' smgle detell csdl upon every doetor Ain
the country: o oo b
“Some; d*'utr oompany ofﬁcmls &ppea,rmg before thé subcommlttee
were spemﬁoa]ly interrogated on the subject of the number.of detail-
"men:eniployéd. - In - the:case of the Upjohn: Co:;: forrexample,: the
nummber: of detailmen employed was 1,030 as: agemst. - totals F rce:, of
5,700.% ‘That.is; roughly; one out of-every:six employees:for’ UpJohn
engages-in: detaxhng to. phiysicians;:  For Smith Kline & French, which
conducts en-extensive wholesaling operation; the ratioiwas somewhat
lower; - detailmen numbeéring 400 out ofa total of 3,000, er-about 1 in
8.8 In-tke case.of CIBA, the figure was 300 out of 1, 500, or 1.in 519
The- presﬂdent of. Parke, Dams ‘stated that ‘they had: 1 540 détailmen
ontof a total'of 10,980, or:1 in 7.2 ¢ is: difficult to think-of - any
other . ma.nufacturmg enterprise in” the country -where the sales staﬁ
Would constitute:such-a:large’ ‘proportion «of total employees -

*is Herman W, leitzow “yive’ president Schisrtng' Oorp “makés the pomt in this fashion s '

"So, O 588, We believe in the preeminent importance of detailing. 'We believe thaf our tralned h!ghly
professional sales representative is the most capable medium we have of persuading the phys[eian ta pre-
‘seribe:our products and the pharmacist to stoek them, = Being ‘experts in professional relations, they in-
stinctively act 30 as o please the physmian ' - {Proceadings of Program, Mldyear Conlerence, American
College of Apothecarles) *(Quioted by ‘Seymour Blackman, hearings, pt. 14;'p. 8219))

- 18 Seymour Bletkman:of Fremo -Pharmacentical Laboratories, Ine., quoted from a'speech of Tobias Wag-
ner, advertising diréetor of Smith,: Kline, & French before the Nat.lonal Tharmieeniical Forgm:

The well-trained detailman can do what medical ads and direet mail cannot do The pharmaceutlcal
company spencs betwesn $9 and $10 for every physician visit.. (Hearibgs, p. 8218.). -

" A-sHehtly lawer Hgure=<between $7 and $% per call—was suggested by one oi tile physiclans appearing
‘bedore the subeammittee. {Hea.rmgs, pt 18, p 10456) .

-3 Hearings, pt. 14, . 8322 . : L ;
18 Hedrings, Tt 16, p. SQBD Y :

- 1€ Thid., pt. 16, p. 9416,
.20 Ibid., D 24 p--13058.
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As might! be ‘expected, ‘there. was considerable. unanimity on‘salaries
paid to-detsilmen by the various companies. -A:Merck official stated
that their detailmen received; on the average, about $7,500 yearly;
the Up]ohn figure was: $8; DOO 12 Lederle's was: between $7,200: and
. $8,400.%: - The - Smith- Kline "& Freneh ﬁofure was relatlvely low,
around $6,250 annually.®

Deteﬂmen like salesmen generally,. heve then' expenses peld in
addition ‘to ‘réceiving -salaries. - From:thei fragmentary ;evidence
available to the subcommittee;: it would -appear that the:expense of
‘maintaining. detailmen by the various: compemes is'roughly in: the
same ne1ghborhood as their yearly salaries. * Merck; for .exdmple,
reported  that ‘total:“‘Salesmen’s -and detailmen’s: compensatlon and
expenses” were:$11,628,000; dividing this figure by the 730:detailmen
reported;:the’ result is: a: cost-of :a Little: over.:$15,000 per detailman.
The same procedure yields a cost of $14,000.per: detailran for Up]ohn
$16,000 for:Lederle;:$20,000 for SKF, $12 000 for- CIBA.

A difterent way: of appraising -the megmtude of -the- se]lmg effort is
through: the: testimony of physicians ‘appearing :beforethe:subcom-
mittee.: Dismayed: by the vast-amount ‘of -direct mail adwvertising
from drug manufacturers which. arrived: at. his ‘office;-one of rthese
physicians made a statistical study of the subject. In reportmg on
this project, Dr. James E. Bowes,” a physician in private pra.cmce in
Salt Lake Clty, mformed the subeommlt.tee ,

oIt sy feelmg that the: drug: manu.fa,cturers have. kbeen
mlsled somehow into distorted promotlonal methods that
border: on - the unprofessional. ;i « - B Goaaniny el
‘zlvheve nolcomplaint - with: thsir: mergm i P
stich swaste of “‘throwaway? drugs and. circulars:. as-IzshelL
menticn stoday -are & major factor in needlessly 1ncreasmg
the drug. firms’ total:cost-of operation::
“The-efore; I ‘submit this:thesis::I ,du'eet, promemon to.
doetom ‘were: 'e11mmated': final-“-dru pncesseould be grea.t.ly
: ,Iowerei S ; e o 3
i seemed:to me ong day 'that I was ependmg qulte a: largs
part of my mornings looking at eirculars sent:by drug firms:
As I devoted more and miore time to this: rather_ unprofitable
and often: repetitious:reading, I thought I'd-start keeping
track of just how: much mail:of: this type-camerinto my office
daily. So for 2-calendar:months T wéighed-every-:piece of
mail on-a postal scale, noting the company; the bulk rate
paid, and:the: correepondmg third-class -rate thatiyou-of-I:
would:-have to pay ifuwe:were:doing! the: mailing.» 1:noted
..the drug samples received and calculated the Wholesa,le cost
-+ of eack pill, powder, and liquid-the; contamed “The resql
_-.:500n bagan; to look f&ntastlc :
T Todpns p8ig
2 Ybid., pt. 14, D, 8322, < s
- BIMA;; pt. 24, po13710, . o : H EREEL SRR
84 Tbld}; pt. 16 D. 80RD.. o
% Dr, James B. Bowes—Graduate Genrgetown Un:verslty, 1944, Graduate, New ank Me ol
lege, 1949... Interned, New York' Clty, 1950. Specialized fraining in obstetries and pyneeology; Clevelmld.
1951-52. Speeialhe training in ebsistrics snd gynecology, Philadelphis, 1953. - Graduate work, obstetrics
and gynecology, University of Pennsylvanis; 1954, : Obstetricel practice, U.8. Army Hospital, ¥ort. Heod,
Tex., .1955-56. 'Private practice, Sali: Lake Clty, Utah, 1957-60.: Conducted mass polio immunization

campaign -Salt Lake Oity, 1957, - Medical society memﬁerships AMA; American College of Obstetrica
G:n:lecology, -American Society for the Study of Sterility; Utah State Medlcal Soelety ) Lt
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iult--would: take 2 railroad mail -cars, 110-large mailtrucks, . »
-r:and -8CG0 postuien ‘to deliver:the daily:-load sof: drug .gizculars
_and samples to-doctors if mailed to 1-single:city. :"Then aftér :
-being' delivered,! it-would take over:25:trash- trucks to: haul
it gway, te be ‘burned-on ia. duinp-pile Whose blaze Would'-'b
seen for 50 miles around.®
«The-average: daily- weight: of~my pa,rtlcular i cula.r nd
dample: pile was .06 ‘pounds; making sthe total- for all the
t1 sphysicians nearly 80 -tons:per day..: Doctors:alsol received
sl 69 torsiof journals-and: perlodlcals aily as wellas 24-tons.
of: ordinarymail’ * *-% . 5e - i
Simple:addition: ofsth 80 tons o clrcular and: amiple ma
-dehver,ed daily : resulfs »in 24,247 toxs iper, ! year..~What:
urpdserdoes’it accomplish for the: drug manufacturerior for:
‘theidoetor?.:: Does: & ‘daétor,:who: has: a/ professional educa;
tion, requ o~ rhueh:. répetition to get. ‘atross: to-himithe,
+idea of & new: drug}.erpush an‘oldione?. -And-do: the: diig
#fitms have-the Tight totake:up:so much of.a-doctor:
or-his:ta money—and that.of:other taxpayérs—by burden
" thesposb office’to delwer (:Irculars atia: reduced rate"’?'a

Bit can’ the”average: doctor” . daﬂy 0
reading all the drug literatire? " I'decided 'to'find. out ju
how: other doctors:inthe: commumty v1ewed this oﬁce nii-
gance.cl:odls -

In phone contacts with a hufndted do tors secretarms g
found that:54:percentiofs *themilmmedlatelywdumped inpst
cireulars:into: the 'wdstebasket, ‘éxcepting -only those-which:
dealt:awith néws-drugs. :./’Theydet.only the first-class mail-go:
through to the doctors’ -desks, in ‘this way. avoiding repeated:
advertisements. - The i remaining: 46 percent Treported: that
the:doators sorted alliof their ownimadil. -:(One busy specialist
should receive special praise from the drug companies. oHe!
dictates: important-pomts: from!the: mrcula,rs over-'-h
recordar: for the: secretary ito: typ & b e
¥ Doctors intwosof i the: Iarge medicil: chmcs. in: town ha.d
tequallysdrdstic: policyt ' Their-mailroomi clerkwas in-

structed ‘tol throw out: alli <cireulars: and sstore! the: samples
in a-separate-Téom:for the:doctors: leisured perusal. -One
clinicz$riéd> to have: the: post voffice: burn:.all ‘their: c1rcu1ars
before delivery to: save: Avear andstear on the postmén.: This
iden-had to:be shelved beeatse: “the: ma1l must:go: throug M
# Hedrings, pt. 18, o458, Dr Bowes added-‘more détadls concerning the'makeup of nis collectlon
All told mesrly 60;pharmadeutichl: houses were represented in:the grand total of circulars and samples
that began to pile up in my office in both the 1957 and 1959 survey. -In s single day thege varied from 1 to
28 picces with a Caily average of 10,5. (The average in 1857 was %1 pieces'ds shown in'table®.) “This meant
that the estimated 150,000 docters all over the country were recelving daily over 1.5 million pieces of mail.
The Salt Lake City post office can handle only 1 million (Fleces of mail per day. There are mo 6 ith
150,000 doctors bat this is the approximate number on the drug houses’ mailing lists:
The Wallace Co. alone sent i7 pleces of maii during 1 month to my office. Leder}e Abb
Jog.nsgutt Bmith Khé‘le & Fre,nch Pﬁzer, and A H Roblns followeﬂ close]y with hezwsr vuluma 1453) .
b @ gomICent: - - R ¥
:The eirénlars sre: temsting t.o read for the new doctor and a: cons:derable ammmt of money and: talent
is pit: into ;ther. - The samples are ‘sometimeés useful forrindigent patients orieven the’ doctor’s family.
Baut-the average.ﬂoctor ‘ean’t take the time to deck ot the indigent for-his-diig samples, "Mest physleians
and-clinies keep the sam| fples ‘the ‘drag hotises sipply because 1t:would be wasteful: to-throw them away.
Inmy survey 47 pieces of mail-out of 264 delivered for-the I:month contained samplés. ‘Thisis an increase

of 14 percent over those received in 1957;- Ten out-of eleven times Smith Kline & French sent samples
comhbined with circulars (p. 10455).
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g% -)sp1ta1' physicians often: insteuet’ theid mail clerks to
dlscard all circulars that are delivered. At one-university
hospital there are several huge wastebaskets at the foot of
rthe mall slots for qmck dlsposa,l of: aII third-clags: ma,ll . ;

Apart from the a,ctua,l cost of-désigning an prmtm -'the
circulars; what i the' daily: postal itab’ for the idrug: .ﬁrms‘?
The-circulats and samples sent to my office’for 1 month'cost
the’driig firnis $6.85-in’ postage for the thorith; averags ol
98 eents per day . But if:you 'or T'send the--same ‘number’ 6f
pieces! through the misils at third-class rate we Would ha:ve
16 payi$9.95 for the month;ior 40 ‘cents: daily.

‘doctors, over $41, 000 daily or shghtly over '$1 million pﬂstage
a mpnth for all physmmns and, over $12}£ xmll]on per year
postage for ‘the circulars and samples.

* * *

_The $12 million paid by the drug. manufacturers merely
for bulk rite postage on: the i culars d: samples would
build thres Jarge hospltals per.year. Probably 50 hospltaﬂ.s
could be added to this ﬁgure if 'we had the amount of money -

'Hearlngs. pt 18 P 454—-10455 Dr Bowes added
¢*Ask. any postman what his bizgest burden is-and he will answer ‘the- eireulars,* or a3 e calls them,
ne flats.’ - Postal offteials say it iakes & mew .postman Some timo-befors he becomes cal]oused ‘to seeing
the doctor’s secretary dumping the circulars into the trash ean:before his very oyes.:.

;- ¥Is this just another. ons of pur wasteful -American. hablts? Or is more involved than an overﬂowing
trash basket after the mallman leaves his load? What is the pharmaceutica]l house really accomplishing?
Is there a loss of mone& Involved to the firm as well as to the taxpayer?” (F. 10455,

Oni'an earlier day of the hearings (See p. 10336) Dr. Bean inserted i the record 4 vorse “somewhat chenged?”

from ene that appeared in:the British Medical Journal called Lancet:
_*The mal man homeward plods his weary way, .

"His letter pouch divested of his load,

..iPerhaps he ought o get a raise.in pay..
With all those doctors on his dally, road
. Brochures and Ehotographs ehsnare the,
“Samples the children swallow up, he hoped

+Blottors well used could suok the ocean dry,

‘hough nost, go.straight inte the trash, unopened.
ach momth new seencry assalls_ths eye,

_ A newer hormone from a high "y e .

ose about to dis, o

d:John Smith's sca[p [ I

wll many.an gd is bornfo blush unread, : [T

roviding tinder for some honfire’s glow,

Full mapy an alpine scene resides instead
~~Where-dark unfathormed ocesns malt 1ts snow;

b Dr Bowes explajned: :

“The drug cireulars require mug ess postage than a private eitizen js charged for the same item. Drug
firmns can majt it bulk rate at & minimum charge of 2 cents per piece for the 1st 2 ounces plis 1 eent per
additional onrce, compared to our 3d- clags mailing at 3 cents for the lst 2 ounces and 114 cents each ad-
ditional ouncé. ‘Even after the P ][J.mosed increase to 2¥% cents per plece. for circulars in July 1900, it wul
smﬂ not meed the handling cost to the post office” (p, 10455), ]
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that the pharma.ceutlca.l houses: throw mto the doctors
Wastebaskets. : S

Many of the smaller ﬁrms cannot p’osmblv compete Wlt.h
- the few larger companies in multlmllhon—dollar promotlonal
eampa.la'ns directed. at.doctors.. .« i.op it g el
~An example of & big promotmn&l 1dea was: that of Smth
Klme & French who - in. October 1957 sent this" &ssorted
sample. package of. drugs to' my. office .and, it is-assumed, to
sall 150,000 doctors offices - throughout’ the country, - and as
shown ' here in the. statement; the wholesale: cost. iof- thege
“drugs smounts. to;.$18.99;. The postage alone, 4 pounds,
amounted to $1.05. When estimated for all 150 OOO doctors,
it comes to the wholesale cost of the drug, $2, 248 500, a,nd
the. postage, at $157,000, making & total for tha.t one promo-
tional campaign of shghtly over $3 milliori. = The comments
of $9 million for research, prewously made 1s nothmg com~
pared to this. . .
’ * = . * *
LAt this very moment T wou d estlms,t.e that. there are 9 02-.)
‘tons “of ‘drug samples in ‘the ‘backrooms of doctors’ oiﬁces
throughout our country valued at’ $30 Imlhon “This means
¥ Hearings, vol, 18 . 10456 His tab]e and explanat[on foIlow Compa:at:vely for tha 3d class mate,
it comes out to & total, if the ordinary taxpayer had to pay for this postage, of slightly over $18 million a
year, 'Thus, show:ng the differences between the bulk rate, actually what the drug firm js allowed to pay
and tha" 3d-cﬁass rate that the ordinary taxpayers are a[lowed to pey m 1957 befote ‘that ° postal mcrease

mte the yearly difference was over 234 million, -
“Dicomber 1053, based on that: month, the annual dlﬂerenee hetween bulk rate and the 3d class rate,

the anoual d]ﬂemnce 1363 million. -

Daily.
Monthly.
Yoarly.

Dail
Monyth!y_ 138, 000 65 000
Yoarly... 2,700, 000 B, 520 160

-Quite a differonce—$§6%4 million--and of course the only one to malke up the differencs is the Government,
allag you and I, in gur role of taxg:ayer This also means that each of us 150,000 dogtors pays this difference
t()é $32 5{3&.:‘]3; oitt of our own pocket for the privilege of being snowed u.nder with cireulars and samples

ce fable 2,

That $514 million would finance many a research project in our medical schools.
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“inrtermsiof each doctor; 27 poundsior $900 worth of medlcmes G
wholesa]et cost.not bemg used. ® ;

~"The total ost of all ‘of ‘this’ postage drug sumples print- " .
“ing, and packages amounted to $210° millionn & year. This ig
greater tga,n the $194 million annusal price tag for research
" and slightly more than 10 percent of the reported.$2 billion:
anntal gross sales on prescription: drugs ~Fherefore, if this-
promotlona,l phase were discontinued it ‘could: readﬂy ‘result -
in ‘an‘overall reduction " the cost of driigsto the patlent by
at least 10 percent,

No attempt has been made fo_estimate in-this: sta,tementr .
. the cost of promoting drugs, at the meny medical conven~: -
“tions throughout the ¢oungry.nor.of the tremendous .expendi-
_bures paid for medical journal advertising 3 - '

“That. Dr. Bowes is not.alone in_his finding is.confirmed by.a study
gntitled “Attltudes of .S, Physicians Toward the American Phsrma-
ceutical -Tndustry” made for the American Medical Assgeiation: in
1959.22 Of the physicians interfogated, 82 pércent reported that half

or more.of the vast amount of direct maﬂ received: ab: theu' oﬂices

WHearlngs,pt: 118, ppoi10457-10458, He' added:: :
S During the month ‘of December 1959, seven deteu]men visited my ofﬁce d left 65 drug sampies (t,a‘ble 3).
valued at $48.07, a1t average of $6.87 in ‘'samples from each man in 1 menth, - My office is not i &-medical
canter neighborhood, se I probably don’t get as many visits from. detailmen 25 do. my colleagues in office
buildings * * * the detailmen, therefore, feave $576.84 worth of drugs at my office in 1 year,'or a possible
$806,526,000 wosth from the detailmen in 150 000 medlcal doctors’ offices per year, IS has been & puzzle to
nip how a registered pharmacist is restrictcd in giving drug samples fo doctors, friends, and relatives and
%;ﬁi a drug dgltnmlma.n can s0 freely g'Jve samples away to docwrs and ofﬁce assmtants w:thout auy authorjty
ispenge. drags. D ; ;

L4

=14 proof of these facts 1 reeently solivited the oﬂ’ices of 22 of mv fe!low dnetors m  Sal Lake Clty for
{heir throwaway ditg samp]es that they could not possibly find usefor. I ‘collected gver 600 pounds of drug
samples. -The wholesale vslue of them wag $4,400. '‘This dmiount tepresénted sn acenmulation of samples
aver not more than s 6-month pexlod. - Thus; the $30 milliorn estimate could further be stated as $50 million
worth of drug samples going to waste per year,

4 As a constrective soJution to J:ua.kmg use of the' pileof drng samples ‘eollectod fromh my. calleagues’ ofﬁces,
I bega.n a pro;|=cr, “of 'madiciues abroad So far, W have provided aud shipped drugs to—-,

R L] Ld *

B e )
Wast Side Clini¢ (charity Indipent clinie).
Mission' hospital In Tangauyika, Africs.
Mission hospita] in Phi i.llp%ges.__
Home fcr tha aged in:Salt ke Onty

"We BI6 DOF- preparhlg shipments to Tndis and-Siumatra a.nd it Is. hoped that we' might enlarge this
program to include many other indigent countries of the world.”

o 3 1bid; P 10464, - Later; Dr: Bowes referrod agaln'to the question’of pramot[on of drufs at mediea] conven-
ons: i
“Dr, BOWES, May I, Mr. Chairman, read semething very quickly here thaf: mlght be

- .has been stated yesterday?

““Here is a program froin a medieal convention thet I just refurned Irom, a national organizatio and I
wonld like to read this general information.

““The headirg is; ‘Cocktall Party’: The official cocl$all party of the American Soclety,. ofo sndiso, wﬂ] be
held on Friday, Ahr 1771960, from 6 to 8'pinliin the ‘ballrosid. A1l ‘members, guests, exhibito d the
wivesiars invized. .An individual ticket of dmission complimentary for cach | person Tugt be’ obtained in
advance st the rezistration desk. - The party Is being Provided s in the past4 years through the courtesy.
of the E, R, Squibb & Song'te whom the socwty is greatly indebted for generously supplymg contmued sup-
port for this impertant [unetion, . N

““And anothsr heading quickly sir: ‘Sc:entuﬂc and 'Pechnieu] Exhibits: Th hibits are locu.ted In the
{oyer through which the participants pHSS; toreach scientifie Ssctions of the roof garden, - Technieal exhibits,
the list ofexhibitors is given elsewhere ir'the program; those attending the 1960 annual meeting afe urged to
wisit and register with fhese carefully selscted nxhlbitors, whose finaneial contributions eonstituteinvaluskle
support for the annual meeting of the society’ (p. 10473},

82 §tudy conducted by Ben Gaffin & Associates, Inc., Chicago, Ill. The preface states the report is ““based
on personal interviews with a rgpresentative natlonal eross seetion of € 011 practicing physielans. The
sample was seientifically designed so that the findings as here shown aze true within 1 or 2 percent for the
Egiszgi body of practicing U.S, physicians, "The interviews were made during December 1057 and January

E
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advert;sed; types-of iproducts which. they.would- not have occasion to
use in their medical practice. Approximately:66:pexcent of-these
physicians reported that, of the direct mail received in the 7 days

previous to their answering the question, they-had read less than h f

When ;s.ked ‘why they had not read, this madl, _rephes were coded as
~ followi:® .

No time}asti i Yoo 34
Not related to my, spemalty, not a.pphcable ito 25
Repetition,- duphcatmn of: prevmug anailings., 20

Alréady; famifiar with .,Company’s. product through'
journalg
Just not interested in zt__ .

op d p.
More factusl’ documented_
Eliminateiit: stop it-entirely_

In answer to a related question “In.
o do dlffere

Speak.mg of the tremenidous-flood of: u‘ect'maﬂ

'Solomon Giarh, % agsociate professor 6f pharm&cology,
Oollege, Alb:my, N Y., remarked:

Spokesmen for the drug industry often claim that these.
XCessiva maﬂmgs are needed to acquaint doctors. witl the
newest drugs. ' However, the most heavﬂy‘_advertlse rugs:
aren’t'hew. The one that required 71 ma ‘per ‘doctor:
was 3 years.old. . The. second.most. &dvertlsed drug was.2.
yearstold; the | third most advertised drug-was ‘5 years -old:
No..4 was.a full 32 years'old. " No. 5'was actuaﬂy ‘ne ¢

physiciang; :Dr.
Albany Medical

% Dr. ‘Solonion G assodiate professor pliarmecolo iy Ibany. Medical olle vy N
Brooklyn, 1920; A. B., Corne]l 1940; M. ). 1043; New Y61, Heart Assooistion researc ie]jo‘nr 1949—51 . assist.
ant professor Cliniml Pharnmcolngy Meédigal Cu]le,ge, Cotnell 1952; Atmerican Hearl Associntion Tosenrch
fellow 1952-54; Medical ‘Corps, 194446, captain. Society, Pharmaco[ogy Physmlogy and. Pharmacolog’sn of
Hoeart Muscle ‘chemotherapeutic agents; treatment of hypertension.

.Garb, So!nmon, ““Essen als of. Thera utmNutrition " New York, Spriiigér 1958 147 pages "Labora-
tm'y Tests in " Clonrmnon " Springer, st ed., 1956.- . 160 pages, 2d ed 1959, - 1058 pages-
Chapter, “Cations” I Dnll’s Textbook of Pharmacology, assocmte Amerlcan College of Physicians
.87 Hearings,,pt. 18, 1, 10500, :
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"“PHYSICIANS CRITICISMS oF ! PROM"'TIONAL PRACTICES

VemOLs‘faeets of- the promotlona.l practwee currently employed by
the drug manufaetureis: were.questioned. by medical. experts.-before
the subcommittee. Because-of.the.comiplex:icharacter -of -thie: prob-
lems involved, their remiarks are not ¢apablé of easy -summary. For

this reason the prinecipal objections cited “before-the subcommittees
are illustrated.with: typical:extractsifrom the testimony. of the physi-
clans themselves An attemnpt has been made. to'group their remarks
under-major héeadings.for.casy reference, and, in. the interestof econ-
omy. of space, effort was made. to: select the most conclse expomtlon
of their peints.of view. . . i

Types. of :misleading ; advertzsmg
before the subcommittee were doubtful of the rel1ab111ty of much of the
printed-advertising: material.;- For-3: years. the Albany. ‘Medical Col-
lege has included 1n its course work for second year medical students
an evaluation of drug.advertising.. Dr. Garb stated:

-+iWe believed such.e project:was needed:to ensible; the phy-
siclan to:.cope. with:the: flood rof i excessive: and-misleading
advertising: to: -which he is- sub]ecteck day: by day, for his
entire professmna.l lifetime. ;- The-experience of the. ﬁrst*yea.r
of :tais project was reportedsln the New-England Journal of
Medicine, July 17; 1958.: :Since;then; many medical -educs-
tors have expressed interestin: our project, and faculty mem-
bere from: 20 -American: and 5.foreign. sehools have. asked for
and received our: teaching: materials;. Wlth . View! towa,rd
adopting them:to theu‘ owWn: curnculums !

e owive eldios

ot biE mE o riigen nadd bygrd

- Inall3 years it was found that the ma]o Gy of

;ids were unreliable; t6 the extent t.hat. a physmmn trustmg
them eould Senously misled,

{Om the other hand, ‘we, dld ﬁnd that the ads’ and poh ies
of s “sibstantial num’ber of pharmac uf;lce.l compames ‘were
thoroug}:;ly rehable and henest 8.

Dr.:iGarb reserited: a claselﬁca.tmn of =the tyPes of a,buses nrs drug
advertising. ''The first listed is: the a,d not untruthful in 1tse1f ‘which
is 1sle3dmg in-its result. , He said;.

*he-first abuse mvolves Imsle&d_mg ads
eas¥ to spot-these. - There are no untruths::; « :
The statements on the ads themselves teken alone aré; ;-
truthful..  Instead the.truth is presented in such a way as
1o, xmslea,d the reader. I do ‘not. claim’ that it is’.done so
deliberately, but the effect is to ‘mislead the, reader. For
exaniple, I have here an ad for a product known as nitroglyn.
This ad states. “Itis genemlly accepted that glyceryltnmtmte
(nitroglycerine) isthe most effectivé medication for patients
with:coronary. insufficiency’”’, and, there is & quotation of an
:artlcle in the Journa,l of the Amencen Medlca,l Association.

It 1s not always ~;'
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-~ DE. GARB. Tt ds riot-an exact quotation but:this'statement ..
. from the JAMA article is placed in juxtaposition to this
U Ustatement ‘Prevent anging attacks with: nitroplyn sustained <
‘action : nitroglycerin’’: so*:that one Would thmk tha,t that. o
rticle’in effect endorsed: this product. o A
“Now here “is*the journal m questlon 0. Let’s look at the -
rticleion page 448 * % k. oo _ By :
‘i 4The: drugof- chome ig glyceryltr"‘ 1tate (mtro'l cerme)
sgiven sublingually.’ : ! 3
- :Nowthose ' lagt two Words change the 'hol plcture
-!Nltrogljm ‘cannot': be'‘given® sublingually.” Tt:is & *“long
. acting’” nitroglycerine preparation, and the authors of the
:,j'JAlek a,rtlcle st&te also o page 448, here;
paph oy
Ot ithe =Iong—act1ng mtrlt.es pentaerythntoLtetra.mtra,te>
“appedrs to be the'most eﬁecmve" !
4 D * u,'—: A : * . ;:’

- Sublingually méans placed under the tongue and kept there.
Nu;rogl yéering is absorbed by the mucous: membrane under
the tongue:: Nitroglycerine pills-takén sublmgua,lly -are not
swallowed. ' ! They ‘aresplaced tinder the' tongue::: The blood
vessels in- the mucous membrane: under the tomgue absorb
the material’and take it-directly into‘the cireulation withous
going through'the liver: :If the material is:swallowed; it has
to:go through:the portal circulation: ‘torthe liver ard: thé liver
metabolizes” 'the nitroglycerine to:a’ large extent: ~ ‘The sub-

" lingual Toute is the usual:route for: nitroglycerine :
" Senator Harr.-And this action is not - poss1ble Wlth the
drug called mtroglyn‘? _ .

Dr. Gagrs,. No, ‘sir, “Tt i a long—actmg materla ‘
mgde to be swallowed.  If you kept_lt urider “your tongue
you could keep it there, I.don’t know, Hours, days perbaps
It is 'made, to be swallowed and’ it’ ‘breaks down gradua y
in‘the stomach and small integtine, réleasing small’ amounts

_ of nitroglycerin. Now, I do not ¢laim that the drug is or'is
oomob effective. . This is mot the pointat all: I simply- claun'-‘
----- { that the way: they have used this reference is misléading. A0

Anothex type of abuse he cited “Was of the“ad " which' emip asizés
the minority view of a'favorable verdict on & particulsr drug, and
totally ignores the great: Welght of ewdence leadmg to an opposme
' opmlon - Hastated: &F 5 ’

* Now there s’ a,nother categor iTh1s 1s Tiot' B mlslea.dmg
Aad at all. ‘This' ad is ‘substantially. trughful.“Nevertheless
it “is “0bjectionsble because by virtue of swamping ‘the
_physwla,n with.one poinit of view bised on a minimum of
evidence, it is poss1ble to dwert. h1m or'at least to overnde all
’the other points of yiew, . . " , .

“THthink T can ‘make this' pomt Vel learly with ' hlS a,d
This'is en ad'which was received‘in ‘the mail for a'drug known
as Achrocidin-and the legend here is: ‘It started as a cold.”
This is part of a larger series of ads. I have here exa,mples;;f"__""

4 Current Statas of Therapy int Coronary Artery Disease,” by Dr. Lawrence B, Eilis and Dr. Ernest

W. Hancock, Jousnal of the merican Medieal Association, volume 163, No. 6, Februaz-y 9, 1957, page 445.
@ Heariugs, pt. 13, DD, 10483-10485,
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of the same ad from one medical journal, from ‘another med<
ieal journal. :Thi§ ad has been running for over a year: “And
it>rafers to'the complications of the: cold, :Now nothing s
said that'one can take issue with: du'ectly However, I think
it clear from ‘the context, from 'thé:picture and from’ ‘the:
statement ‘“to- prevent the sequelae of WRI, upper respira-
toryrinfection; ~“and!relieve ~the - symptom complex " he—
* statement: : -
24D titis; tongillitis; ademt}s, sinusitis; pneumomtls, orb on-
chltls develops 4s'a serious bacterial: complication in ‘about:
‘one in eight casés-of acute upper: reepuetory tifection:  To
_proiect, and relieve the ‘cold’ patient. *. * *: Achrocidin./? .. . .
| Achrocidin, eontams an ant1b10tle I thmk it clear. that the. e
“iritent of. this piece of literature is to convinee the.physician ... .
that he should treat his pitients with colds with Achrocidin
to prevenb the"Se uelse, to prévent any bacterial ‘complica-
tiors of a' eold:* Now'the referencé which is given'is'based on’
all’ égtimate’ by “Van- Volkenburgh and “Frost, Arerican
Journal® 6f Hyglene for '1033; ‘more ‘than ‘a° quarter of 8
cenury: ago before smtlblotles were developed., g
“iTh 'p?zzled 1;1? Why W&Sg
K e LA

it & firm oou]d not find mo- e;

My point is that there is. ‘one _article, Whlch implies, ‘r.hat
th1s drug may be Worthwhﬂe . That one article is ‘quoted in,
the ad’in :the brochure. . There may, be:20 ‘articles by far
more distinguished scieritists ‘which say the- drug. should not,
be used. . -“Those articles are not mentioned.” ;. '

In a-third type of &buse the experienceswith a smgle pat1ent beoomes
the subjactof anad; -and an inundation: of edvel tlsmg ma,terml covers
in faot wonly: a handful of individual:patients:: ,

“Ta' this type, the' doctor 4 swamped Wlth advertlsmg mell

for a single product Here are éight ads’ reoewed by me in

a°short time. 'Six “of ‘the: eight’ refer 'to’ éxperience with &

sm rlé patient:. Th'a comparatwe study 6f drugs, & physician

will often study 50 to 100 patients or more before summariz-

ing the data and reportmg it, “Here; a smgle patient is made

# subject of 'an ad. Presume.bly, thls seriés’ of ads went to

all doctors in the ‘country: This Teans that'a group of 21

patients,’ Wlth no’eontrols, was tHiade the excéuss for a mail-

~ Ing cg,mpmgn in W]:uoh close to 1} mllllon pleoes of mall Were'
Lerisent S e iing i i s
Dr. Console’s epproach to the same problem was somewhat moré
caustic; hé-also, Dresented a-classification: of typés of misleading adver-
tising) s drawmg & 'distinction. between. the naive and sophisficated
approa.ches 111 the h&ndlmg of medlca,l advertlsmg Of theformer

he stated:. N RE s i

R EE To help drwe thls valuable Iesson home in oné pro-
motlonal progrem a free cll.mca,l hermometer was sent to
" Hearlnge, pt. 18, pp. 10487-10488. : ' o

“ Hearlugs pt 18 Pr. 1040010401, -
“Ibid,p 1
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physmlsms,, The, invitation :is :delightfully. temptmg T'oo:
many physmm.ns pressed for-time,; 'would Jiketo beheve that
medicine can, be precticed with a thermometer and.a bottle of:
pills:; T he authority of the written: word driven: home by
repetition is often enough to tip the;balance.... The exercise of
judgment takes farimore time and uses less drug 2 If:this-is:
education;::then we:. should. also inélude, lessons: on.:how to
smoke an opium pipe.
-Ihig approach; 1s used only by the more haive singe it
antagomze s0me! physmlans {t hardly does ;justice to:
mgenmt --of_, the more expenenced drug house-\- ‘

»p hat a drug
Whlch is cla,lmed to be effectlve in rehevmg anmety, _produces,
,;Hpemﬁc objectively measurable changes in & particus
lar ‘ares of ‘the.brain.”. Now..this:is. an inferesting truly,
scientific finding but.in. the present state of our knowledge
its significance 1s unknown To t.he promotlon peoplo this
lack of significance is unimportant since it is both intriguing
and impressive.. [t is .presented in an advertisement or a
br hiire- complete with’ sectirate snatomical 111ustrat10ns of
|, “beattifully” execut g '
coupled Li*the claim ‘that the drug'reli
usual vésponss of ‘the aversge ‘practitioner wha i ot
not expected to be; 4 X'porﬁ in ‘neurophysiclogy is to~asso-
ciate! the twoi-and ; b0’ assume /that- theyssupport:eachhother. i
Do the éxpert; chowever, any: attempt to relatesthe: claim-and:
the finding is absurd: smoe;there 15,00 known . rela.tmnshlp:«’i
between: human anxie d_this. finding.;. 1 no . mere
absurd to relate the olaind 0 this. finding th& to ','ﬁndmg
t.hat the' c}rucr _When gwen to cats, malkes ‘their Laﬂs curl up
and form"a'; quare knot,, The latter is obvious, the former
_not., Because it.is not, the impressive but. wrelevant fact
s | carefully -presented 1n‘v1v1d form. . The clarlfymg facts
are equally carefully omitted. - The desired effect i3 achieved
by couraging . fa.lse.a,ssocla,tlons and the fre uency “with
“this” a,pproach"ls uged is sdequate. evidence . of: 1ts
o This,., too t _oaJled educatlon )

Another exa,mple of more sophlstlcated pI'OIHNOtIOIl practlces e deﬁned
as the f‘confusion, technigue.;’ . . , PR

*‘-When the novelty of,.mo’re po“ten : vita,mm pills:
‘began’to wear: thin, sormeone- ‘conceivéd of adding minerals:
wivgnd trade elements:  Among these is'zine and since I am'no
an expert on zine it may not be significant that I knowsof::
no. evidence, of . zinc deficiency .in man,.: If; however, one
searches the literature long; enough. he will ﬁnd that when
chickens ‘are deprived of zinc they cannot ‘form a hard. shell - -
on the eggs they lay. When this curious faét is s ded

44 Hoarings, pt. 18, p. 10370.
 Hearingsipi. 184p. 10370.
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: others similarly.-curious and mixed-with some which e;re:;sig_— w
.¢+-nificant one-ends up with-an lmpressive aITay . of “evidence”,
«. .for'the rafionale of the product being advertised and appsrent. -’
reasons why the doctor should prescribe this mixture of yital: -
ingredients.  Now let us look at only one of the: facts which
a1 ¢ ‘refully omitted,. "No meéntion is made of the fact that
the Zific deﬁeleney ¢an only be produced’ by extremely care-
ful and expetisi "purlﬁea,tlon of the diet. Every trac ‘of
zine must be ‘eliminated and if ' the ehlekens get only an
oceasional meal by ‘random peckmg in thHe ba,rnyard they
obtain enough zine to destroy the effect. In “short, the
deficiency is a lab’omtory artifact and lids no"eounterpert
outside the laboratory. ~Or stated differently; if one.is to
drayr loglcel conclusions the zir akes' the 'vitamin" pills
Invalu: bora,tory ‘chickens pr vided, of course, that
) the experise 1fy1ng their diet.”
dn is bludgeoned with & barra.ge of 11're]e—

quently the expert knowledge to exarm ¢ critically. Multlply .
:ithig by & dozen detailiimen each: sellmg S dozen products and't:

Thé-ize. of ¢ useless drugs »»—Several witnessest noted thias posslblhty of
“conflict inherent in the fact that the drug company’s primary reésponsi-
bility is vo,its.stockholders while that of the physician is to his patient.
The erux of the problem appears to lie in the differing approach to
=drugs of the “drig” manufacturers and the medleal profession., Dr.
Bean put it thls way: “

“What is the orgen 'whleh physw ang
and.a manufacturer. of drugs, untrained:in medical problems,
may.- ﬁnd themselves at.odds?: am not cohcerned with the
many fine’ pharmaceutlcal companies which exerci upu-
lous caution. in releasing new;drugs. .. The; problem is with
companies ‘whose sole concern is business. The etockheldersk

- appropriate interest is in income. The richest earnings oceur
when a new variety or variation of a drug is markéted before
eompetmg drugs-can: bé. discovered, iniproviged, named; and
released:: - This; bonanza- time may lastionly 4. few:. months
Unless t.here are large earnings; the quwk kill. with the-guick
pill;:theinvestment doesinot. pay offiv: Commerela.l secrets
mist be- kept: derk less a-competitor get:the jumpi:-Under
this-system :it-is 1mp1actlcable to:ido ‘tests extending over:a

long:period.of months or:years to; esb&blleh the range of use-

‘-after extenswe le.boratory tests on tO\lClty and pha.rme.eo :
lolgic ‘properties, but clinical
rial, 8 drug may be’ m&rkete

4 Hearings, pt. 18, pp. 10870-10371,
7 liearings, pt. 18, p. 10335,

81327 O ~62 -12
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If new-drugs’ do" tist emerge from ‘the ‘Tesearch :laboratories fast
enough, then there must Be forced-—for- marketing’ purposes=—a’‘sem-
blande:of the reality: ; Dr. Louis: Lasa.gna * head ,of ‘ohe lelSlOll of
chnical pharmacy, Johns Hopklns gtated: oo 0t g

_'-Q‘The ‘problem of “huilt in obsolesoenoe f drugs, Whaoh
hag’ beon reférred to, repeatedly,is T think tied in not ‘only to
t,he ‘appearance of new and better substitutes, but to the
rniserakble’ quality of drugs that ‘are 1ssued each year.
“The advertising agencies are being ‘asked to’ sell to the'
- medical ‘profession a whole bushel basketful of sows’ ears for
silk purses each year. It is no, wonder that there are adver-
tising excesses, and that there are, so- oalled product fallures‘
and. t ,at'obsolesoence sets in.. " e : . '
. “This plethora of poo oompo n‘s ‘an ,
old agents that appears each year confuses physmmns o
Tt raisés the cost of drugs, I would think, and may harm
patierits e1ther through keepmg thein from adequate therapy
or by causing them serious side’ effects®

Of: shght moleoular modlﬁoatlons on. existent: orugs 'he observed

: int that’ mlght bt ‘madé here'is that the history
of pharmacology mdlcates ‘that minor modifications’ of "an
original-diig do not often provrd major therapeutlc' dvan-

‘tages. I think one can come 'ip “With" differences in‘side

- weffects; but imajor: quohtatwe thorapeutmadvant&ges by suchi
: ;(modlﬁcatlons ire. rare.” :

S .‘Effectlve drugs presonbed on. ylpfor ;-pa.tlon
them.

o o riore benefit than Would be: demve' from ‘an mexpen-
sive Subsmtuto _

He continued

These 'are &11 products of th pharma,ceutloal mdustry
and ‘it should be cléar that: the'—‘cost of drugs o&nno’ﬁ‘b
measured by price alome. * %% -

*The iucidence of disease cannot:be ma,mpula,ted andi’so
1noreased sales volume must depend ‘atleast in part-on the
usge of drugs urirelated'to theirresl-utility or neéd, or'in other
words, :unproperly prescrlb d.  Hurnan frailt ca,n ‘be manip-

# Dr." Louils La.sagna, Jolms I-Iopkins Unive ity of ot‘ Med mduated from t ‘College of
Physicisns and Sirgeons of Colinmbix . University Tn 1947, Internship-snd resideno% training in internal
medicine for 8 years in the New ¥ork City ares. In 1950 joined the department of Pharmacology in Ex-
perimental Therapenties at Johns Hopkins, * In 1952 was assigned by the U.B. Army to a clinfcal pharma-
eological -Tesearch, Freject at the  Massachusetts. General Hospital, ~ In 1951 rejoimed the. Johns Hopkins
Medieal School as amembeér o( theDepmments of Medlcd.ne and Pharmacology, and lshea,d of the Division
of Clinical Pharmacelogy.. -

Currently associae professor o these departments Also a consultant th the N‘ationa] Canoer Institute
and Nationa] Institate of Mental Health,  Coeditor of the Fournal of Chronic Disesses, | Assooiate editor

of the Journal of Pharmacology and Experimental Therapeutics.
: :: %{earings pt. 14, p. 8140

¥ Hesrings, pt. 18, p. 10368,
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ulated . and : éxploited: and. this;j
whio wishes, to increase profit::
«'The. endrmous; sales.of ;so-called -4ranquilizers: are only: ;&
- amall.part of the; crop: reeped from- this;ground. ... The phar-
maceutical industryi is: unique; in; that it-can make expfmta—
tion.appear a.noble purpose : oo
1t is:the organized, carefully planned and skillful execut.lon

'of thls explmtatwn awhich.-constitutes . ne. of .the costs.. of
drugs which must be measured not only in.dollars.but. in

.. -terms of the inroads the industry has, made mto t,he entlre
- gtructure of médicine ‘and medical care.’"

Difficulties in drug evaluations.—The subcommittee included a.mong
its medical ‘witnésses both' general rj' titioners. and speclahsts in
various fields. Severil of the" ‘specialis s stited that, éven in their
areas of specialty, it ‘was an’almost impossible task to keep abreast of
developments because of the heavy volums of medical literatiire both
in this country and ‘abroad,’ “All of them vomed ‘concern at the inade-
quate information supplied’ ‘general practit ioners from’ drug’ company
advertising.” “The . problem, they’ thought, was particular] ]
becatse many of the' néw drugs are pre r1bed by general practitioners
rather’ than specialists;and if ‘wiis of the ost mportance tha,‘ﬁ the
fullest knowledge' should be'gvailable

Dr. ‘Fritz Freyhan,® dlrector of research, DelaWare State Hosplta,l
expressed - the problem i these -terms:

The. main. problem_here Whlch needs tohbe dlscussed!m-
volves the .amount of information. which.is given. to.those
physicians who .are. not: rea,lly; specialists in  the. ﬁeld of

ps chiatry.
dl.fE'Lcult to keep

fertile; grbund: Hfor: a,nybne

ile 1t may, even or: psychmtrlsts be,
up with the literature, psychlatrm drugs are now, prescribed
for many reasons by every doctor; the famﬂy physician, the
gbstetrician, the pediatrician, a,nd so;, on. - The physician
who is not a psychiatrist depends’ that. much mgre, on ;the

accu.ra.cy of 1nf0rma,t10n which comes from the promeﬁleﬁel

" These p ysmla.ns are le .
_ specialists’ journals. They might read the A.mencen
Journal® of Medicine, which' will bring ‘& certain nimber of
psychopharmadologlcel articles;:'but’ they  will rerely reed'--"
]ourna,ls devoted solely: fo psychla.trv ‘i

.«E:think one has:to-keep n:mind that- prescrlpmon of these
drug 18 THO longer th =pr0v11:10e of the: ‘psychiatrist. But the

W p oduets introduced

42 He , pt. ép 10860 —Dr. R in lookm bae up
with such fa:n.fane ha this to say: 4 i

“Now ancther slde of thie picture is sa in thé ultlmate f fm y d.rug acclalmed ad the latest and best
cure. Promotion® brings enthusiastic ‘use, Then, oo often, come gradusl: disappointment, -delayed or
bizarre reactions, disillusion, rejection and oblivion, or final. acceptance suifabla 40 the ohserved level of

erformance.  No one has worked on-the nedrology of last year's sure eures, whese'costly eolored advertising

rochires gather-dust,. Whaf, in short, is the 5-year survival rate of new drugs? . Where are the-pures of
yesteryear? ~ A atudy of abandoned drugs may seem'a little foolish when 50 Thany new ones are arriving
(Ii(?lly But each faﬂu.re is costly. and wasteful—in. tims, money, hope, and*perhaps n- hea!th (Ib;d B.

B Frity Ado]ph mehau Born-in’ Berlm Getmany 9%, LD University 'of Berlin, 1937 “Ynterne
Sydenham Hospital, New York City 1038-40; advanesd tralning in clinleal pathology 1038-39, rotating
Internship 1939-40, "Now clinical director and director of ressarch, Delaware State Hospital in Farmhurst,
where was resident physiclan 1040-42 and assistant director 1942-46; director, department of ;%s-ychlatry
and: neurology, Delaware Hospital, Wilml.ngton, assistant professor of psychiatry University of Pennsyl-
wvania, Licenséd in. State: of Delaware, Certified American Board of Psychiatry and .Neurosurgery.
“Member Amerlcan Medical ‘Association, American Psychiatric Association, Asso at‘.lon for Researeh in
‘Nervous aid Mental Diseasés, and American -Psychopathological Assoelation. -
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actions of these drugs presuppose 8 -great: deal of understand-
ing of psychiatric illness, of the symptoms: iof ivarious dis-
orders of the various: methods totreat mentally:ill patients.

Therefore, whiett it“comes o promotion, itiis not simply. s
question’ of ' whatthe psychiatristshould: fmow Oune of the
most essential problems is how ‘comprehensive: information
can b made’ ava,lleble ftio- the'multitude of sphysrcmns who
preséribe “these “for
e‘verydayp ;

As & specific "exa.mpl
Miltown:

.. “For ke tense ‘and_neryous patient, Telief comes fast and
comfortably " Then these, a.dvertisements simply say, what
..., this drug does, not do, .but, they. will néver menfion what
> ;.comphca,tlons heve ‘also been. observed Even if these com- " .-
... plications, have, only ‘been. observed i & relatively “small "
..i- number of. patients, .the ‘physician, must. still know this
since it may oceur in ‘the pertleular patient whom he treats
:...: ._The canger then, I would say, is that if you get a: number,
" of witnesses, they may say that they can’t find too’ . much
fault wmh the sentence “Relief comes fast and’ comfortabl
g “t67 thid - effect; “But the
edvertlsements do ‘not “say" a,nythmg a,bout the undesirable
réactions “which Have also’ beén”observed ‘in ‘the 11tera,t F i
Therefore I think they are misleading. -

“Senator Kir uvER, The undesirable* reectrons ‘you, hmk
should bt listed if ‘tha
What are theyf -~ :

“DrFrevaan. Well; f there is [ firs

gt f;-all “the- observa,tmn

‘tain' ntimber of | petlent ahd T'am notprépared t6

sny ‘what percentagé "this ‘would® “be, addiction” has ‘been

ohseryed . and has been re orted[ in a numbe yery
it i

Dr..Heinz ehmenn 56 chm al director, Verdun Protestant H spltal
Montreal, Canada;, took much the same vie Dr. I‘reyhan

Like most psychiatrists e is subjected.
great agsgultiof unwarranted-and undocumented: end Sormne-
times Very urprofessional: advertising litérature:’ A" good ad,

«ifit really would help.the physician to,inform him as it Shoul
about naw drugs, would. su:nply state clearly and in’
and: technical lenguage not- in- blown-up dramatic-language,
it would state in scientific and- teehnlcel language the indi-
cations for thie: use"of ‘the product: - Tt should make brief
reference to the: class of drugs; chemlea,l towhich it belongs or,
toirthe: general amechanismos,. physiological.- mechani
‘Hesrings, pt. 1 D DU

£52 Heerm%. pt. 1§, pE. 9057-9058. :

60 Heing - Edgar-Lehmanniborn, in -Germany: 101 M. in 1985." Tniern:. Martin
Luther Hospital ard: Jewishpo[ychme Berlin 1936-35. 1 déney: in- psychiatry .Verdun Protestant Hos-
pital;: Montreal 1937-41;- Since 1941 clinical dlrector, Verdun Protestant Hospital; sinee- 1951 assistant

Rrofess.cg psychiatry, McGill University, - Licensed, Province of Quebec,: Fellow,: Amerman Pgychiatric
ssociation.

-;:.Univers:ty‘ of Berlin
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which it:acts:f these gre known, dnd it:should point.to well-

established advantages of the particular drug if-they exist;
... and-should also. point out the cantion and precautions . a.nd
51de 'ﬁ’eets that a.pply to that pe,rtleular drug o

Role qf medwal dtrector —~V1rtually a]l of the’ large eompe,mes main-
tain miedical directors. who,. it. appears, have varying degrees of re-
sponsibility for ‘the content of ‘the promotlonal materigl going to
physicians. * In no company doss it appear that the medical director
has final authority; ang the testimony -heard by the subcommittee
shows_that too often he is ‘bypassed. or ‘overruled by, the &dvertlslng
staff, Dr ‘Console, himself o fornjer medical director of- one of the
eompan}es ha,d thls to ‘say in an exchange with the chalrman ;

- Senator: KEFAUVER «In:connection: with: What is- put out _

. ,I know. there are variations for different drug companies, and "

* .sume may give their medical directors more authority in this.
_..regard. Butin your, oplmon should the medical director have y
_the final ‘word on what is.going to be said about medieal

“qualities and side effects of drugs put on the market?

Dr. Consore. Yes; the medical director generally ha,e a
Father: large Stafl behmd hiny: ‘He hag'at his eomimand’ an
endrmous nutber of ¢consultants:: He'generally:has better
thaz spea.klng acquaintance with ‘the .authorities-in most
ﬁelds It simply & matter of picking up thé telephone and
askin % iy of these peoplé what they- think about somethlng,
dlng conference with them and 'getting their opinions;
Lt ‘when 'the’ medlcal‘dIrEGto" ‘expresses ‘an’ opinion

hleal nature or th’e centifie’ vahdlt of .n'y

or he

\ > g
is gat From'many sources, which'T think can bea eepted
4y being rehable becaise’ most of thess: people 'I'e reI"twely_
unblased They have o ax to grind.’ G H
Senator KEraUVER. You are referring to medlee,l dlreetore

“hen iwhat.happens:in-many: instances: when,a conflict -arises:
etween:the promotion -and- advertlsmg department and. the
- meédical director?:; Who. has the authority? i b :

Dr. Consors. This varies from ‘company. to company Tt o
would be awfully hard for me to give you any answer, that
would “hold for“all . compaties. . In som¢ ¢ompanies ‘the med-
1ca.1 dlreetor is more or less a sereen, and by tha,t I mea,n a,

Y. al OVET
reaﬂy business deels1ons.1 Tn other 'compames ot 50Me DI
ucts'he hias the final word, Usually if the investment, in ‘a
product has been large, and if it has great potentlal for'gales;
and particularly if the underground indicates i‘th&t,anothe
- company-ds-going. to market. it, the medlcal direac -b

rinciples of ethicaldrug promotlon of ‘the- PMA board:
. dueetors passed o1 May 24, 1958 ag We have it hére, states
s medical’ claims and - assertions: contamed in‘ promo. ‘
tlonal communications should have medical review. prior to.:: =
‘their release.”

0 Hoaringd, pp. 90338034,
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“So that: your st
it<ds a review. %

A simildr exéhang

. Senator KEIAUVER Do you feel that the edi .
" of these drug companies should have the last'word on when' "

‘clinical testing has been sufficient, whether the advertising =
“is proper and factual rather than to have the desire for sales
and advertising dleta.te these matters? /'~ ,
U Dr!'BeaN, I th;nk that a ‘professional’ opmlon ori’ both
xicity ‘and’ efficsicy” of drugs shoiild be in the hands o
smentlﬁcally trained medical people, and that if they believe
thata drug is dangerous or'inactive they'should at least have”’
* veto power in :preventmg' its: being-launched-or-promoted.”

Over mphases of In ‘the drug manufacturing 1ndustry,
Where prlee competltlon is, vutually nonemstent ‘among the large
companies, intensive adveértising pressures are directed to brand names.
Dr. H. J. Welnstem &0 former mecheal director of A d1v1s10n of Pﬁzer
put 1t very blunt]

The entire p: -omotzon a,nd a.dvertlsmg program . has been
du'ectee atthe, physwla,n in recognition of , his:special role,
He has ;been ;taught, one might almost. say brainwashed, to
think .of the tradema.rk name of the drug at. all times:” Even
new. disease: states have. been: invented..to . erjcourage the use
of some: drugs has. been  exposed. to, remarkably'httle
erning. the-efficacy. of the .drugs he is. asked
- to.prescribe;; . Hei .given practically no information as:to.the

cosbiof the:drugs to 'p&tlents Instead, he is seduced. with
gunmlcks of .all sorts:in an attempt. to, ma,ke himiloyal to &
particular company.or a particular drug, with 1 elatively little
atten‘mon bemg paid to. the speclﬁc_merlts of “the; drug in
question: :

‘Thig“problem; ‘iz ‘magtified’ by “the current pmcluce of-Adevelopmg
slight molécular: modlﬁcat.lons on‘existing drugs‘ and marketing-them
under brand names. “DroDowling used‘ervthromycm to illustrate
the smuatmﬁ i anti He stated -

T behev Vhat most of the eompefntxon mong_pha.rmaj—
ceumcal companies. is. in the wrong drea today. "Under the
present system,a sticcessful pharmaceutical compi __y‘works
-at,a frenetic pace o produce slight modification: ing
diugs in order t D abreast ‘of 113 “com
t_a,l_:e_'a, cqi;u:rete' 'e:xa:mp‘ :

atement 18 correet It L] not aveto power

L Hearings, pt. 18, D 10378 ; .

¥ Hearlngs, pt. 18, D, 10348, i

& D, Haskell 7. Welligtein! “Tam & hative of the-State of ’Washmg‘ton and have had most 6f'my educa-
tion in Seattle, Wesh, [ attended the University of Washmgton, where T raceived a B.S, degree in 1949,
foltowing mlhtary setvice, and my M.D. degree in 1953, ‘Subsequently; I had postgraduate training at the
Teaching Hespital there,: iniinternal:medicine;-and had further fellowship training in infections disenses.
I worked in s tuberctlosis huspltal and chest hospital in Seattle untii the first part of 1059, at which time
1 joined 1Cherles: Piizer & Co., in the clinical research 'division; and remainéd in that division,until the
middle of September of 1959, at which time I moved.over io the J B. Roerig Go a8 actmg medmal direcr.or,
and remained there until the 18th of December, when I left the compan

“Atthe present fime X am the dlrector of the Chest Hospital of the Oity: o Hope NatmnalMedlea] Center,
in Duarte, Oalif.” o ‘ .

¢ Hearlngs; pt.i8, 7. 10245+ SRR ] )
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I have chosen this. example because the erythromyein
groups of drugs, uanlike some-other groups, were produced
entirely. ‘within the drug industry .and: by several. different
companies; . Although other examples could be ¢ited, ery-
thromyecin and its analogs serve.our purpose best because
they act ‘against & definite group,of, mlcroorga,msms a,nd
because there is general agreement. that they act alike. -

. Erythromycin was discovered. by Eli - Lilly. & .Co., Was

! found to be effective, -against, infections . caused. by sta.phy-

o _lococcl and other coceil, and . was first marketed in 1952, .

R represented an important discovery because erythbro-

*‘myein was Merent from all of the antlblotlcs known at the' o

“time. e L

In 1953, Charles Pfizer & Co. mtroduced al a,nalog, oarbo-' .=

mycin,: swhich. affected: the same bacteria- as:erythromyein.

This :was marketed and':advertised, although it:was soon

found: that it was not as effective in-himsn disease as ‘it had

been:in the test tube. - Fmally, in recent months 1t was Wlth—

. drawn ffom . the market:;

r " -Some:time later, another a,nalog Was dlSGOVEI'Bd m?Europe
and called spiramycin. My oollea%ues and I,.among others;
tested it in the laboratory and dnot-see that it had: any
advantage over erythromycin. -~We: -advised the COIpPHNY
that sent it:to-us not to introduce it to the American markét;
since . another. erythromyecin-like :drug. would: add: nothmg
and would only serve to confuse the physieian. ;- It-should:be
recorded: to the: credit -of the: company we. counseled ‘that it
did not purchase: spiramycin nor did.any of the other com-
panies:-to-whom T understand. it was;offered; so that today it
1s not-merketed in;America, althoughiit is. gold in- Earope. =
».; Unfortunately;-the same: cannot Pesaid for other analogs
of erythromycin. : In 1956; Charles Pfizer & :Co. introduced
oleandomycin, which has- essentm]ly the. saine effectiveness
as erythromycin., A year later the same company produced
& modification ; of. .oleandomycin; triacetyloleandomyéin.
This was theralded as.an .important drug-because the same
oral. dose. that. was used-for oleandomycin -produced: some-
what higher concentrations of the drug in t]ge blood.-

: To..counter this competing drug, Kl Lilly: & Co., Whlch
had developed' the original erythromycm introduced. in 1958
the proprony).salt of - erythromycin which is said:to: produce
higher, antlbacterlal activity-in.the blood than tnacetylolean-
domycm :

Speskinig of thls last type of dlainy; Dr. Dowlmg remarked':

All of these attempts to.produce higher blood, concentra-
Etmons are of doubtful benefit, since a slightly higher dose. of
the original drug would achieve. the same results. The in-
;creased cost.of the. higher dose would be more than offset by
the sayvings in not developing ‘and _promoting, the  analog.
1i very high’ bléod concentrations are nesded, they may be .
. obtained with mtrzwenous prepara.tlons of these drugs L

“Hanrings, pt 24 pp. 14157—14188
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“Now,; Tsim 1ot cldiming that producm and marketmg
these ‘modifiedtions is reprehensible or morally ‘wrong, * 1'%
nierely saying that'the promotion’ oi-so’ many drugs that aré
essentislly the same is’ confusing ‘to"the physician—and t}
* eonfision is compoundsd When each d.rug is marketed under.
several:different trade names: |« :
-Furtherinore, the money "ent on jd1scover1ng”developmg
afid promoting: these*drugs is largely wasted. - THis
could Be betterspen Iookmg for’ truly ne’ drugs

Dr, Frederick H. ,Meyers “’* assocla.te professor .phmmacologya
Umvemlty of California, after remarking tha,t when ‘‘manufacturers
try for . 8 sha,re of the market " they do not chooae to use pnce‘com-
petltm nt.on Lo Says... .. e '

: instead: of - prlce compet 0’
w1}1 wuse-any method that will-establish their trade name in
the miind .of thé physician. - They are 1o longer: advertising
thedrag group. .. They:are no’ Tonger -striving; to:use:the
terms of the previous witnesses, to:educate ‘the physician,
except that they-are educating him ‘to-choose their: prepara-
tion, their trade name:from among’ these roughly equlvalent
or almostiidentical produets. i v E
#Nowthede other methods ‘includeéx ensive andfeshifty
advertlsements in many forms:: I say: “shifty”in thesense
that ‘they conform to'the mmlmum standard of the med.lum
bemg;used at the time. = e
If aimedical journal-has a certa,m sta,ndard they Wlu meet
113 theirdetail men,their salesmen who are: sub3 éct to no such
dlscip]me awillsslide” down ‘o few ‘notches, for example. It
is expensive- because thie phisician: reeusta,nce anust: befover-
~come:at any cost.: If -he tells his'secretary; ‘as maiy of us
do;to throw out all-the second: class mail, it-will ‘be misiled
' ﬁrst class Wlth the medjca,l dlrect risin ame a,nd hom adds eSs
in the‘corner:
1:Whesn'this faﬂs they Wlll b sent au‘maﬂ They will be
mailed from ‘other: countries::Any: device; rega.rdless of its
expense W111 be used <to 'ercome h phy sician’s* reslsti
ance. kX . sk S sy
i Tome: they talk about seedlng: v Whe yiar ready' to
reiease anew:compound;: they ‘don’t: sa,y Wwe: W111 get o cliniég
mvestlga,non at every: medlca.l centeriin’the ¢ountr
They say, < We'are going 'to get the secding” fro A
coast and on thi$ one.” FEI TR
Senator,  Kerauver: What,; does  the :word:. seechng’?,:-
~mean? , |

hmcal mvestlga-
n . th of view' Is
really an effort to get t.he\drug used in's cal
general Télease;, ‘to get &' physiciah ‘of -some 1nﬂuence.
the drug’: as part fd ‘often wi
& Hearings, pt. 24n Pp. 1416714138, s !
% Frederick H. Meyers, M. D, Umver51ty oi‘ Californid 1940; assist ‘p'rofessorpharmaeo iversity
of Tennessee, 1953-53; associate professor pharmacology and assistant elinical professor “medicine, Uni-

versity of Culifornia, 1953 to present. Associations: American Pharmacological Soctety, Soclety for Experi-
mental Biclogy at.d Medlcme, American Therapeutic Scciety.
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motives, but;to establish the nameand ablhty, -if any, of thei
drug before its general releage, - g ; -

his.-1 rrega.rd as:a form of e,dvertlsm i beca,use I do not;
t.hmk it;is 4 :sincers eﬂ’ort to. aeeomphs 8 clmlcal eva.lue-
tion of the.drug.® : ‘ ;

Drz! Chauncey . Lee R profess pha,rma,colo gy -at ‘Ohio ‘State
University; likened the &dvertlslng of'brand names for drugs to'similar
ns | populer bra ands of &
|;':S'eﬁa,'t ARROLL, Then it is.a part,;is;it not, of an ad-
vertising scheme or, program to, convince: ‘them that, drug A

is wore effective’ than drug B, although- they. both achieve;
the, 3ame end?, 1.

EH

Dr. Leaks. Yes, but'it is a Little bit like the
advert.lsmg, and I think youw are aware of that.

“It gots rather narrow, because sometimes
httla to ehoose 8

£, =

Ik S N

S DA

ob1ect to i ,that seach person na.turallv sa,ys hJS
brand s.good, even if it is of sthe same. .thing.. T .
ob]ectmn to, compet’ ion uch, but - when claims, are:made.
in.comparison with different brends of the:same chemical it
becomes, something that:may get, ouf,of ha.ndfs

Antalmost inevitable’ effect of thie emphasis ot brand nanes: 1satha,t
the generie name-is ofténiobliterated-from the mind: of the: prectlclng
physml&n According to Dr. Weinstein:

"The:doetor unfortunately has been:so: snowed under with
eﬂ sorts ol efforte to make him remermbér only the trademniar
name: with spractically - no attentlon given :to ithe’ generic:
“name in the slightest,. that being s hormal human bemghes

reacts automatically torthe trademark : name:: “Andiso when:
he; prescribes he swrites..that, which is the. first, thing: that

' 1ni d ' ar, condifio - his
ying the pharmacist’s hands, and he essen-

~t1&h 18, tylng the, patient’s, hands. . v . y
T H Well, now, - e
r arks and. has dlﬂiculty mestermg thelr
component. elements and: s0..0n, trademark -products, -how.
mueh..more difficult would it be. to. \try to master the.detail
'by generic.name which sometimes goes into dozens of words?:

.Dr. WEINSTEIN.. ; 1 Y tth th' latter part s
neeessanly I_tI,rue .

.Dr., LXou  see, -mir;
generic name is not the chemijcal name. The ge:

2 Hearings, pt. 18, p.A0308. . .. ¢, ., . ¥
Y Chuunc—ay D Teake, borti, New Ferdsy, 18 hID. Wisconsm, 1628 mstructor to astodfate’
pharmacelogy and physielozy, Wisconsin, 1920-28; prafessor, lecturer, medical history and librarian, J:lwdical-
" school, University of California, 1928-42; vice president, Medieal Branch, University of Texas, 1942-56;
proiessor of Jharmacology and assnst.ant deen «College, of Medicime;: Ohio State University, 1955; Associa-
tions: Ameriecan Society of Phatmacology and Expefimental Thempeutlcs (presidenit), Argerican Associa-
tion &or &d?ncemcnt of ,Beienve:- (presxde.nt), American Assocmr.iou for the. Hlst-ory of" Medwme (vice
president}, etc
8 Hearings, pt. 18, p 10429,
& Ibid., p. 10341
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is supposecl to. be' & shorthand: name' for the drug: - If your:
shorthand is not very effective, you‘are'going to' haves very:
long name; - But you can make it shorter:: But. to go 'back
to the problem you are:talking about, take a well-known
drug such as hydrochlorthiazide, which is ‘marketed tinder
.- the names of Hydrodiuril and Fsidrix; and I think there- are .
_....two_or. three. other. companies manufacturmg it, under the -
trademark names. ‘Hydrochlorthiazide is not: ternbly diffi- | .
cult to remember, but the advertising has it in exiremely
rainuté letters. And no‘effort is msade to get ‘the doctor to
remember hydrochlorthiazide: - The effort is made to make
hitn'remember-Hydrodiuril or Esidix, or one of the others.
Senator HRUSKA That eﬂ’ort s by tl’le detaﬂ.men to Whom""
you tefer? “ 7 7 . o _ ,
Dr. WEINSTEI
s, sir.%"

" The success of this approach is attested by D .\Leak who 'y
concerned about the monopoly aspicts of ‘the problem ‘He'said:”

“ Itvis unfortiingte thit the trade | Hanie of'a drug is'a matter
of perpetual ownership: = If the'trade name’is shott alid easy
to be remenibered; ‘and 18" carefully pluggad’ during the'time:
the: patent isin eﬂ"ect the'tradé name will stick in the minds,
of physicians and- ‘other nsers, and- resultin® a*continied

{‘monopcly ‘on. the drug even. after the- patents-haveé expired - -
and:even: after ‘the price presumably cou_ld come. to compet
tive levels.” i

In fact,-s0; great-has-been the manufacturers compulswn for new
brand-namé products .that-on-oceasion there are developed combina-~
tions whose t}llerapeutlc usefulness has-been sharply qguestioned:.:: An
instance-of shis: type of product,is Deprol, sold by Wallace Labora-
tories; a. sub31d1ary of Carter. Products; ‘Dr.-Lehmann stated: .-

, combination “of Miltowri': agam Wwhich g% 'ne ‘of thié
components, and the other omporernt is'Benactyzine, which’
is inother oné of the’ minof, o1 less potent, tranquilizers Which’
hasn’t found much of marke{: because it produces hot’ miuch’
freedom from’ anxiety but sometimed causes more shxiety,
I other words, it produces very anpleasant’ side’effécts in-
many cages: S0’ "what Was - been doie is o combme these
two; oné -effective and one'not so effective; minor tranquil-
1zers, ‘and’ ascribe to'theii o new effect; namely, ‘oné‘of being:
effective in depressmns “And that was dorie on’ ‘the basis ol
one article which was published, and when the. promotion
cempaign was' started, the*drticle had not evén appeared in,
print yet although the work had been dong!” "There is noi:
much to: substanua.te ﬁhe ﬁrs‘t ea.rly clanns of 1ts efﬁcacy in
depréssiong - '

Referrmg ’ro 8 pxece of dlrect promotmnal ma,terlal Dr Freyha.n
s ted :

. The letter starts, “Dea,r Doctor . Wl:uch is followed by a
number of statements, again raises. ‘the i 1mpressmn tha,t this'is
WHearlnES, pt. I8, p. 10268, SRR

10Ihid,, p. 10435,
n Hearlngs, pt, 16, . %065,
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o ost cffective. drug to:be used i n thc treatments of depres—
sions. ‘
s EbsaysndtAlso, 1t is good in emotmna,l fatlgue and nervous
exheustlon Ml BRSNS
. ~ _.Then: “It acts: f&st fo- reheve tlredness leth&rgv, a,pathy,
| listlessness ' associated -with "emotional: fatlguc ‘It doesn’t
; overstimulate  your patient. ~Thus;Deprol: >restores normal
interest and vitality- before the' condition deepens.’ -
: ~Then it -goes: on.:Now, | the: trouble with ‘this"is: tha,t
L nelther of the two component parts which: Dr:. Lehm#nn
: already 1dent1ﬁed -and commented- on can h&ve any’ concelv—
able effect’ on the conditions-here stated.: :

Mﬂtown certainlyisn’t relieving' tlredness 0T Ieths,rgy since
_1t. is well known to:have an'effect which:i i3 in‘the nature of &
sedative. As far as the other component is concerned, which
had been marketed as Suavitil :a number:of years'ago,’and I
do.not think it is of much: use: today, again that is s com-
pound-which mduces such- symptoms as:aodry:- mouth a.nd
sometlmes blurred Vlsmn : S

The very 'mtenswe D{;prol' promot Iy campalgn‘whlch
reeches ‘my ‘desk at least two or thréee timhes a week’ really
makes me feel quite concerned about what may ha.ppen to
depress_2ed patrents Who a,re treeted by the general ‘practi-
tmner z

Dr.. Ma,xwell leand was crltlcal of the numerous mrxtures of
antibiotics which -are now marketed, each under:a. separate’ trade
name. After stating that there were limited, s1tuetlons ‘where anti-
biotic cembinations had beneficial effects, he. stated N

“i Thierel gre now, however; perhaps more than: 100 mlxtures
of -drugs-that are being marketed: by ‘drug’ manufacturers
and it'1s doubtful that a,ny of these partrcula,r combma.tlons
can ‘hejustified. -

“Themost: strlkmg real ‘or potentlal d1sadvantages and
. ob]ectlons to “the use of “tligse ‘fixed comnbinations’ may be
~ summa,rlzed as follows:
' ‘1. They encourage: “ghotgun’ therapy;”’ “which i turn

dlsoourages the proper’study and observation of the patient.
Dr: Ernest Jawétz ‘of the University. of Cchforma an out—
standing gtithority in ‘this field, stated it thus:’ :
_ “Due to their implied promise of ‘broad spectrum and
‘greatérefficiency,’ théy -engender & false sense of - securlty,
d1sccurage ‘specific et1olog1c d1agnos1s cnd encourage made—
quate antibiotic dosage:”
2y These fixed : combmatmns may f&ll to prov1de optunum
treatmentin the relative amounts containied: 1 the commer-
cigl mixtures for any single known disease. = 7=
2+ i 8. They contain. . constituents of which, .at Ieast one., haseﬁf‘_
i tendency to..give rise. ra.pld.ly to .incressed . resistance, . "
... particularly of staphylococci. . Moreover,:organisms- reSJ.st-
.-ant - to:one or, the other |07, both AT alreedy prevalent

7% Hearings; Db, 16, pp 9065-9066
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* wherever; these. agents: are: popularized ;or: ‘where- antlbmtlcs

' mlxtures

© riognizable only after special tests:s
- istie drug-combination can only b ta]lormade 0 afr 1nd1v1du&l
sgtrain of: baigterium after’ such- tests. '

in general are widely used. :
wiThus, ‘they: cantiot. serve:to :protect:against: the : develop-
ent of resistance in the manner that I have indicated::

24, Thesgeneral use of multiple-antibiotics'gives rise: 6/ an
increase ;in the: océurrence: and - 'spead- of -certain resistant
organisms:that:arernorimally riot. pathiogenic,; but-which:may
increass in;virulence by.virtue of the increase in:their num-
bers arid ;perhaps by:-theremowal of their normal competitors,

++5,: One orianother.of the: constituents may be particularly
useful: in-eertain. serious- speciﬁc infections:and -should tbest
be reserved for use in-circumstances in:which-it-may: be
specifically .indieated.. : This advantage’ is generally: :lost
when: ;that agent A used Wldely a,nd especla]ly m these

6. Whenn ne. or another oonstltuent is especlally 1nd10ated
ina, given condition; it is not possible:to adjust the:dese of the
useful -one: to: provide O%txmum treatment. Without needlessly
increasing the dose of the other. .-izinv Lo :

7..1% 3 is incorrect and Imsleadlng to speak of a synerglstm
drug“ pair as. has been done in promoting some.of these com-
s This 1mp11es & greater activify from the pa.lr of
drugs_than ouId be achieved by either oompbnent of thy
combmatlo N

'Such greater act1v1ty or'* synergmm 15 a hlghly spe hzed
property related to individual st.ra.ms of bacteria and is rec-
"Thus; & sozcalled synerg: "

8. Because of propriethry’ 1nterests in: certa,m anublotw
particularly ;some with- inferior: properties -as..compared:to
others that, are. available, for. the. same, purpose,. some man-

' u:fa.cturars ‘have: been promoting the -sale of :their products

froms, vertasmg,

Drug:- compan s an&
thiat

in combinations with other useful ones, and other manufac-
turers. unfortunately have:seen-fit.-to follow sult, and have
iﬁeen c?fmbmmg pairs of antibiotics, each of :‘Whmh isi useful
itse : ;
y9 Since..none :of . the. available: comb a.tlons y
dvantage overithe” proper. use-of .the more . effec-
tlve oonstltuent alone, the patient is unnecessa.rﬂy exposed
to the risk of toxic rea.ctlons tojthe,othel component of the

: d in: tlns ﬁeld 1
.am natJraﬂy discouraged and; dlsturbed that, these combma-
tions continue to be rescnbed by ‘physicians in.spite of.re-

] f.t ial and. actusl dangers:by
d;: at lea,st'-those-«m

dwal Joupral

1 Hearlngs, pt. &4, pp. 13627-13928,

el dzhg t0 'some of the
ritedical journals derlvmg ‘mijch “of ‘their income
Wwhich' have ‘ot -beeni inaffected by the- ‘constant
and intense effort to promote particulai brand nanes:” Dr. Léhmann
drew a distinction between some medical journals: ‘notorious”:for
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their ‘subservience to the:drug . industry:and thosé mth h1gh edltorml

standards:

4 ad‘ & pharmaceutical advertisement is, or will be; will-déepend

situation lay and Dr./Liehthann weplied

« »policing: themselves;: unless-they are-being: ‘hielped;: bat

; L alsplit between*the resea,rch

- How misleading or: acéurdte or- mformatwe "OFf ethlcal an v’

greetly if not mainly on the editorial policy of the journal;
for.ope thing, because if an editorial policy would be rather
tight in.a. ]oumal a8, we.have seen in these different’ ]ournals
then certan ads. Would not, be.allowed to appear. : And if, for
instance, ads would .be: scrutinized. as, carefully. & ,manu-
scripts ;of papers,are—we do know, that there are
medical journals. W].'llch are known :to, be almost notorious to
be ery easy to get, into,: becatise. the editorial .policy i is mot,
very . tight, and. their art:cles do.not carry. particular valu
Other, artleles if they appeariin certain other ]ourne,le
%reater value. sunply because they appeared in-a. ]our &l W’.lth
foer. edltona_lzzf h i o

M&y L gwe one. exa,mple,; , .
dr -An &ntldepressant N'am1d of two. dlﬁeren ']0 J nals,
but both advertised the ‘same month ‘
1In one. journal which is . Tather. respor
Hospltals there are various statements made “Side eﬂects
gre mfrequent and mlld and often ehmma,ted by reductlon,m
034, G B :

s ]aund

:’"‘Nlamid has not ‘beén eported o
‘ Y0 (the possﬂalhty

‘of ].Wer dises,

of hepat?c action
That 18 Ty rnmg © Buithe '

« advertising:the:same month-with:the same picture and:other-

wise quite:an 1dentlca;1'"a.dvert.lsement! in ianethe ]oum

c:simply saysin theother:journal:: bt 5

¢ff A high:degres of safety: ah‘endy proved in several thousend

patients. Niamid has not been 1eported to cause jaundice:: -

or, glandular symptems. , - N 3

i Visual d1stu"bances and hyp tene

the category of pfecautlo;
then is:that if journal he
will _be better :

Senator: Hart later! inquired: where: prlmary responmbﬂltyi for this

As far as the manufacturer is concerned 1 would feel ‘as
a psychiatrist thiat their motivation is one of selling, and
therefore I would not have toe much confidence in-their

motion T think:thers ‘i

© even in-a- manufacturlng frmds
yartient ‘showing more
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sponsﬂnlht.y and the promotion department only mterested ;
in promoting.® ,

With ‘his experience: in- the: medical :department -of: oné of the
country’ slargest drug compames Dr. Welnstem could be more. speclﬁc
He stated P 3 s 5

v beof 1nterest to the committee to - Lnow that %
subsbsmtlal nuitiber-of the so-called’ ‘medical scieritific papers
that are published ‘on behalf 'of these drigs are written within
the' confines of ‘the pharmaceutical houses concerned. Fre-

q v the physician, involved ‘merely makes the observa-
tioris and his“data; which éometimes sre sketchy and un-
critical,’ submltted t0 a tiedical writer :employed by the
corpany ' Thé’ writer “prepares the* article” which' is*Tre:

turned to the physmmn who mdkes the overt, effort to submit
it‘for ‘publication. ""T'ke ‘article is frequently setit’ to one of
the journals which looks to the pharmaceutlca,l company for
advertising and mrely is‘publication refused. “The partlcu-
lar journal'is of little interest ingsmuch as the primary con-
cern is to have the articlé pubhshed any placs’in order to
nts available. "There'is ‘a rather temarkable atti-
tiide prevalent that if & paper is’ pubhshed then'its contents
become authoritative, even ‘though' before pubhcatmn the

ééontents me’ "have ‘been con51dered nonsense SO

" Of 'further mterest" may “be the existence of a journal,
recently .founded, called: Current . Therapeutic. Research,
which appears to be;, devoted entirely to. pharmac tical
promotion.: It accepts’no, advertising ‘ag such.” However,
there is.a. fee .per. page for any. arficle pubhshed and pubh—
cation is very prompt. The' pubhsher S major source’ of in-
come .presumably is the Jucrative; reprmt market.” -

Dr:Console; : also’ former]y ‘donnected  with - drng ma,nufactm er,
denounced; pubhcation inirscientific [journals~of allegedly sc1ent1ﬁc
studies by doctors, which he held:amount:in many:icases t0.no::more
than testlmoma,ls of:no mentﬁc Va.lldlt\ : -He descnbed the practlce
as follows:: i e b ol :

Let me emphasme that no. drug study~ D
tha.t the selentific validity 6f any study can'be lmmeasurably
mcreu.sed by proper experlment;al demgn A drug'trlal ‘which
m llowance for placebo effect, and which fails to make
acourati comparlson with an untreated ‘grotup is suspect,’ and
the vast majority of reports on such studies are simple testi-

.. monials, not scientific evidence, A testimonial written by'a

i doctor, evenwhen it g given:the additional cloak ‘of respect- -
ability a,fforc%ed by publication in:a:scientific ]ournal 18 stlll:-,.::

10
T wag: Involvedsi ‘n situation-which awill,-L: behave, descnbe the: reiat:lms De-
tween the pharmaceutwa] house and the pub]isher quite. adeguately.

T was assigned ' the task of writing o paperonia tiew formu]ntlon of s broad spectrim o.ntlblotic I was
informed- that- this paper: had-been accepted: for. publieation and the 100,000-plus reprints were ordered be-
fore I finished ‘the writiig assigninent. ” The paper, of course, was pubhshcd exactly on schedule, which
incidentally was within a few days of the Introdiction of the product on the. market,

“In contrast, scientific papers I have written bave waited many months for ‘publication.’” -+

1 Hearings, pt. 18, pp. 10244-10245,






