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Two years ago, a Om_zo:ﬂ_mm physician .E:.S.@ma to Washington to
lell the Senate Commitiee on Small Business about the death of his
10-year-old son in 1952, fihe boy died aftet his fatheg had given bim
the drug Chloromycelin for a milg urinary infection, As the faiher

explained il, practicing physicians receive fram 75 to BO per cent of

their information regarding drugs from drug company salesmen, called
detail men, and from advértisements in medical jourials. A few days
before his son's ailiment, the father was visited by a Parke, Davis &
Co. detail man, who gave him a supply of Chioromycatin and assured
him that it was a perfectly safe antibiotic. Yet only three days before
that, the father said, the same detail man had been informed by a
local pharmacist that Chioromycetin had been responsible for the
death ¢f a woman in nearby Pasadena.

._xoamzaaaﬁm:\__oa8Bmﬁsm::maEm.immJEB_mmm_:So*mEmﬂ
told the subscoinmitlee. C

The weight of medical evidence shows a correlation between the
use of Chioromycelin and the Incidence of aplastic anemia, a fre-
quently fatal condition in which the bone marrow ceases to produce
white cells, red cells and platelets (necessary for proper clotting).

nou..:.as:oqcno_..mc_:naa__a_..o_:asnwina.__..o..z_n:::___.:._o._._.z,ﬂSmoa. Excerpled 3.?_3_2_3
from Consumer Asports, Ottobor 1970,
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THE PECULIAR SUGCCLESS OF CHUORDWYCETIH

There is no known method of determining beforehand a patient's
susceptibility to Chloromycetin injury. Blood siudies done during ad-
ministration of the drug may suggest bone marrow depression, but
even when it is recognized, the condition is oflen progressive. Accord-
ing ta Dr, John M. Adams, of the department of pediatrics at LUCLA,
“Contrary to the belie! of many doctors, Chioromycetin has an eftect

which is harmful in varying degrees to the bona marrow of all persons
who take it.”

The chances of dying of aplastic anemia as a direct result of
taking Chloromyceltin are taitly ramote. A California study estimaled
the risk at between 1 in 24,200 and 1 in 40,500, Still, those seemingly
slender odds should be regarded in the light of two other facts. First,
the chances of dying of aplastic anemia, without ‘any contribution
trom Chloromycetin, are less than 1 in 500,000. mmnob@ according
to the Najonal Research Councit, which investigated C oromycetin
for the . U.S. Food and-Drug Administration, Chioromycetin can no
fonger be considered the drug of choice for any illhess except.possibly
typhoid fever (170 cases reported in the U.S. in 1869}, Apart from
that rare and net wholly substantiated exception, only in a few iife-
threatening conditions where other drugs have failed is there any
justification for prescribing Chioromycetin. Yel it has been prescribed
for and is being prescribed tor millions.

MEDICAMENTA VERA

..smq_.nmamim Vera (True Medicines) has been the Parke, Davis
motto since the company's founding in 1866, In the 1940's, Parke,
Davis scientists discovered that certain Venezuelan soil sampies con-
tained molds thal yielded an antibiotic, chloramphenicol. It was found
to be effective In treating various diseases, including typhoid fever
and certain rickettsial diseases such as scrub typhus. Shortly thereaf-
ter, a Parke, Davis research {eam learned how to produce chloram-
phenicol synthetically for less than 10¢ a capsule. That was the first
commercial synthesis of an antibiotic drug from soil molds. Parke,
Davis rushed construction facilities for manufacturing chlorampheni-
col. It bestowed the trade name Chioromycetin on Lhe drug and was
granted a 17-year patent. Soon it had Chlaromycetin in production
at plants in Detroit and Holland, Mich., and in Hounsiow, England.

When Chiloromycetin was Introduced on the American market in

- 1949, it won widespread acceptance for its effectiveness as a broad-

spectrum antibiotic. It was also hailed for its apparent lack of adverse
side effects. The first year, Chloromycetin sales exceeded $9-million,
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The ne * year, sales increased to over $28-million. By 1951, Chioramy-
el sates reached $52illion, wiich helped-make Parke, Davis the
world's 1argest pharmaceutical manufacturer,

Beginning in the early 1950's, however, medical authorities be-
came alarmed over reports about the drug. An editorial in the Journal
of the American Medical Association (JAMAJ in June 1952 noted that
aplastic anemia "has occurred in patients who have praviously re-
ceived one or more coursas of o:_oq.::u:m:_no_ {Chloromycaetin] with-
out untoward effect, When the drug was subsequently administered,
even in small doses, a severe blood abnormality has appeared. Even
deaths have been reported.” The editorial warned physiclans to be
on the alert for reactions following therapy with chloramphenicol. The
editor of JAMA at that time was Dr. Austin Smith. Today Dr, Smith
is president and chairman of the board of Parke, Davis.

in June 1952, after reviewing a number o“_. ¢ase histories associal-
ing Chioromycetin with serfous blood disorders, the Food and Drug
Administration refused to approve any additional shipments of the
drug, pending an investigation by a committee appointed by the Na-
tional Research Council. The FDA reported in August of that year
that the committes had “‘considered the records of 410 cases of
serious blood disorders, of which 177 were, n_mzn__m:‘ known to have
been associated with Chioggmycetin,” Half 2 those Eooa disorders
were reported to have beef! fatal,

Nevertheless, the FDA| amn.&ma to permit the co _:::mn sale of
Chioromycetin on grounds that the drug "‘should contifjue to be avail-
able for careful use by thelmedical profession In thoge serious and
sometimes fatal diseases i which its use is necessary.” In order to
prevent the indiscriminate bise of Chloromycetin, estimated then to
have been given to soma m_%_: million Americans, the FOA announced
that the labeling would be: chanyz2d to indicate that serious blood
disorders had been associlited with adminisiration of the drug, and
that *“‘Chioromycetin should not be used Saaoaaama:\ or for minor
infections.”

SETBACK AND COMEBACK i

Chloromycetin sales dipped sharply following the FDA investiga-
tion. In 1952, Chioromycetin sales dropped $5-million. In 1953 and
1854, sales were below the $25-million mark; the Hotland, Mich., plant
was closed, and Parke, Davis dropped from :ﬁmﬁ to fifth place in total
industry sales,

As time passed, the medical world should have been increasingly
alerted to the dangers of Chioromycetin, For example, a study report-

THLE PELLNLAR SUCHLSS OF GHLINCIEYEE 1N

ed in JAMA in 1959 revealed a five-fold increase in the dealh raie
ol premature balies toliowing prophylaclic anliobiolic Lheripy in an
Alabama bhospital. In a {four-manih. period, 160 newborns eceived
such freatment. Twenty-cight died, and all 28 had received Chioromy-
cotin. When ils use was discontinued, the study reveated, “the neona-
tal death rale dropped bick to and remained al about the lovel present
before the use of chlorarnphenicol.”

But even as the warning signals were being raised by the FDA
and independent medicat investigators, Parke, Davis was countering
with a particular kind of marketing sirulegy. The company's president
at that time, and its former sales manager, was Henry Loynd. In a
series of letters to Parke, Davis's 980 detail men, Loynd pointed oul
that "with so much interest and attention being focused on Chioromy-
cetin . . . the subject is doubtless being brought up by almosl every-
one on whom you cali.”” Loynd went on to tell the detail men in a
following fetter that Chloromycetin had been ofticially cieared by the
FDA "“with no restrictions on the number or the range of diseases
for which Chloromycetin may be administered.” That, of course, was

directly counter to the FDA's intent in warning against the drug so
strongly.,

Loynd's letters were followed by instructions from the company's
sales direclor, He suggesied that the detail men inform doctors that
the FDA investigation had "resulted in the ungualified sanction of
continued use of Chloromyecetin for all conditions in which it had
previously been used," However, he caulioned the detail men not
to discuss the drug “unless the physician brings up the subject or
unless you know that he has ceased prescribing Chloromycetin, Your
efforts should all be directed in a positive direction designed tc pro-
vide facts which will induce physicians to use Chioremycetin in a wide
range of infections in which it is effective.”

The marketing strategy was apparently more influential than the
_=ﬁo___mm:om printed in medical journals. Chloroniycetin sales began
to rise. More than four million Americans were treated with the darug
in 1959. In 1960, its sales were some $86-miilion. That was at a time _
when Chloromycetin was considered the drug of choice only for such m
rare diseases as lyphoid fever and Rocky Mountain spotted fever, _

ROUND TWO

The 1960 hearings on the drug industry conducted by Senator
Estes Kefauver dealt Chioromycetin ancther setback. There it was :
revealed that, aithough Parke, Davis had inciuded the FDA warning |
for 0:833?23 in advertisements carried in medical journals, the
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Company had watered dowp the warning in ,a_.:movam_‘._ ads to physi-
sians Tashmony from theghearings also indicaled E.H some detail
ineny were employing a sofnewhat warped sales track, aileging that
Chioromycetin was no mor@ dangerous than any other antibiotic and
insisting that their information was “based on figures supplied them
Oy their home cffice.” in a letter to Parke, Davis, the FDA noted that

it had received comptaints from physicians “about your detail men
piaying down or minimizing the side sffects of this drug.”

In 1961, Chloromycetin sales declined by more than 20 per cent,
In an interview published in a Delroit newspaper, the president of
Parke, Davis blamed the Kefauver hearings,’ which, he said, “caused
some very unfavorable publicity, | might say unjustified and some of
it ridiculous, which cost us a volume loss on Chioromycetin of about
$15-million.” He exprassed the hope that the matler would die down.

He also acknowledged that year that Parke, Davis had been or
was involved in 25 law suits, some of which had been settied out
of court. The first case to come before a jury was pressed on behalf
of a woman whose doctor had prescribed Chioromycetin for a sore
gum after a tooth extraction and again for a.bronchial condition. She
contracted aplastic anemia and died. In rendering a judgment against
Parke, Davis, the court noted that “there was evidence that the 1952
warning label, the one on the drug at the time prescribed by [the
docter in the case}, was ambiguous, inadequate and incomplete and
that Parke, Davis was aware thereof.” The doctor teslified that he
had been misled by Parke, Davis detail men m:.n_. promotional materials,

Some of the suits got duite expensive, not only for the drug com-
pany, but for prescribing physicians. In 1962, a verdict of $215,000
was awarded against Parke, Davis and two doctors following the death
of a 7-year-cld girl who was given Chloromycetin lor a series of minor
infections over a three-year period. Here it was argued that Parke,
Davis had misled physicians into using the drug indiscriminately, in
disregard of the potential ﬁmin eflacts of the antibiotic; for conditions

where drugs of lesser _ox: ity should have been use

_:dmma_”oo:mo:mo..m.iw_m:om 2.@:352.&ﬂmnmﬁmmo:m_
#arke, Davis reached an but-of-court settlement of Tm_moo with a
California newspaper pubifsher. His 19-year-old daughter died after
being treated with Chlororfiycetin, first for a sore thraat and later for
a mild urinary infection. j,mmm doctors involved pald a ﬁ.mo:: of $22,400.

But neither unfavorablg publicity nor the threat of litigation couid
dissuade Parke, Davis fromy encouraging doctors to prescribe Chioro-
mycetin. And, for the second time in nine years, sales bounced back.
In 1867, some 3,700,000 Americans received the drug.
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As before, some clever prometional devices undoubtedly contrin-
uted ta the comeback. In 1862, Parke, Davis deleted irom “Physicians’
Desk Reference,” a commerciai pubtication containing drug informa-
tion provided by the various drug companies and distributed fres to
physicians, all reference to tho hazards of Chloromycetin. instead,
the company inserted a statement advising doctors that they couid
getinformation on "'dosage; administration, contraindicatlions and
precautions” from the package insart, the detail men, or the company.
A doctor prescribing Chioromycetin capsules, however, normally
wouid not see the package inserts, since the inserts were sent to
the druggist. And Parke, Davis and its detail men had long since made
it clear that they would lika to see almost unlimitad use of the drug.

In 1962, Congress passed the Kefauver-Harris act, which required
ail prescription drug advertisements to include a statement concern-
ing possible side effects. That didn't faze Parke, Davis. The company
obscured the warning for Chloremycetin in a mass of fine print and
ran a series of so-called “reminder" ads, which, it insisted, did not
come under the terms of the Kefauver-Harris act. An ad would be
headlined “When it Counts” and would be followed by the word
Chloromycetin andapihrase "Completeinformation forusage available
for physicians upon request.” That was all—no warning. Other head-
lines read "Among the Most Significant Drugs in Use Today' and
“A Name You Can Count on When It Counts.” Another technigue
was to include a picture of a bronchoscope in Chioremycetin ads,
implying that the drug should be used for respiratory infections.

ROUND THREE

The 1968 Senate hearings, under the chairmanship of Senalor
Gaylord Nelson, look some of the wind out of that kind of advertising.
Medical authorities who testified estimated that Chloramycatin thera-
py was uncalled for in 90 per cent of the cases in which it had been
prescribed. One doctor put the figure at 99 per cent. The commitiee
learned of cases where physicians prescribed Chioromycetin far acne,
tonsillitis and minor gum infeclions. The senators heard of one in-
stance in which a doctor told a woman, who later developed aplastic
anemia, to take Chloromycetin whenever she had a cold, Hardly sur-
prising, in view of a study reported in JAMA in 1967; out of 283 cases
of aplastic anemia associated with Chioromycetin, 12 per cent of the
patients had been treated with the drug for the common cold.

The most immediate effect of the Nelson hearings, and the publici-
ty that altended them, was a sharp decline in Chloromycetin sales.
Sales of capsules (by far the mest popular form in which the drug
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is qispensed) dropped 70 per cent in the =§...2:m months of 1968,
Rut Parke, Davis, having been through all ihis twice belore, seemed
incencerned. The company's president, Dr. Smith, advised a group
of security analysts not to %oi since there.would probably be a
recovery “after a reasonable period of time.":

3

Dr. Smith apparently knew what he was talking about. The latest
FDA figures show a five-fold increase in the certification of Chigromy-
celin capsules in June of this year compared with June of last year,
enocugh 1o treat from 16,000 to 31,000 people. a month, And now that
Parke, Davis's palent has run out, two rival companies are making
their own chloramphenicol preducts. McKesson Laboratories calls its
drug Amphicol; Rachelle Laboratorics markets its under the trade
name of Mychol. _

The medical literature so abounds with évidence of the dire con-
sequences of laking Cllorotnycetin and similar w:_oE_:E_m:_nc_ prod-
ucts that it's inexcusable for physicians to prescribe those drugs pro-
miscuously. Yet it's clear that some physicians do prescribe them
promiscuously and will continue to do so, despite the hottest glare
ot adverse pubiicity on the drugs and direct warnings published in
medical journals. It's equally clear that the manutacturers are hardly
interested in curbing the distribution and demand for a rarely indicated
and potentiaily deadiy—but eminently profitable—product.

WHAT TO DO ABOUT IT?

Dr. Raphael Shuiman, a member of the FDA’s hematology adviso-
ry commitiee, points out that “as long as the drug is available it will
be not only used but abused.” The 11-mar.committee reported in
March 1969 that its members were generally agreed that the Commis-
sioner of Food and .Drugs “should give further consideration to the
possible resiriction of this drug to hospital use.” That seems like a

- sensible step. Treatment with chioramphenicol is presently advisable

for only a few very severe conditions and under certain particular
circumstances; you would expect that the few people who could pos-
sibly profit by it would already have been hospitalized. Moreover, once
the drug is exclusively under hospital control, a physician would bs
compelied to justify his choice of chloramphenicol to his colleagues;
hospltals and the priviteges they can confer to (or withdraw from)
doctors could bring great pressure to bear. '

There remains, :oimcmr a larger |ssue concerning a patient’s
right to know the risks associated with max._.%:o that his physician
prescribes for him.. A doctor may not perform surgery without the
informed consent of the patient or his next -of kin. Drug therapy can

THE PECULIMA SUCCESS OF CHLOROMYLL Ting

be as dangerous as surgery; witness the sizable number of people
hospitalized each yuar lor agverse reaclions lo prescriplion druys.
The FDA now requires manufacturers ot aral contraceptives lo pre-
pare pampliets for patients explaining in iay language the major side
effects and hazards of contraceptive pills. The Commissicner of Food

and Drugs has said that this action “may or may not serve as a prece-
dent" for other drugs.

CU believes that it should—1lhat, where appropriate, patients
should be informed, in plain, easy-to-read language, of the possible
hazards of drugs. Had patients been informed about Chioromycetin
years ago, many peopie might have declined Chioromycatin therapy
for minor ailmenls and aescaped the horrors af aplaslic anemia.




