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Chloramphenicol is not aligned with drug interaction,

“therefore, when given to patients together w;th.anticoagulants'r' i ; B
:_or,&nti—congestion drugs, -an adaptation to these might be mecessary. | . o

Adverse reactions:

m,dyvécmci_’as and even aplastic anemja with m}a&‘a\\r\es
Jsmiewiniss in rare ogasgions have been associated s the use of i s
chl. Dry mouth, nauseas (less frequént) and ocasgionally diarrhea
or vomit are present but they rarely are as severe as to justify : I
the suspension of the antibiotic. Sometimes cases of sensitivity
reactionsare found. i i . = S P

: Doses:

For adults andﬂchil&féhris calcﬁlatedfon the basis ©
50 mg per kg. of weight. per day, at 6 hours intervals, equivi
to 2 or 4 capsules or spoonfuls of suspension.

For prematures and newly porn babies, less than 2 weeks
01 the dose should be reduced to 25 mg ch. per kg. of wveight
daily. Physiological immaturity of these children is the cause:.
‘of this reduction. More.information about “this matter is given
in the monography of the product, under the title "gray syndrome". |

£ i . In the pre-operatory stage this dose can be used during- Lo
~3 or 4 days before the intestinal surgery. Chlorostrep is particularly :
useful in the post operatory stage, together with 1i vids via oral.

In cases of pathogen'inféction'the:txegtment ﬁhquld(£ continue
during 5 or 6 days.When used for anhal‘fistula ;uhgréulosis larger ..
doses should be given increasing it or fo;lqw;ng a scheme more . ...
prolonged. In cases of renal insufficiency the ability to AR
metabolize or excrete chl. can be ‘reduced, and the physician
should adjust the dose consequently. .. el

f 2acking:w Ih ¢ontainers>Wi£h SMcapsulés and ‘in f£lasks of 60 cc.
liguid. i i R ey . T

FOR COMPLETE INSTRUCTIONS ON THE PRESCRIPTION, CONSULT THE e
MONOGRAPHY: AVAILABIE AT REQUEST" FROM ‘THE-pHstCIANS. e o Bt

. pARWE DAVLS
L ‘«L\QQ“Y\@\’G wios ParkeBavu S 4.
‘ MAORLD - N
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Control of Medicines in Spain

14, Control of medicines in Spain asperceived by Mr. and Mrs. Zander after
personal interviews in Spain with two physicians and two officials.,

CONTROL OF MEDICINES IN SPAIN

Our Parke-Davis Compeny in defending 1#s product information on Chloromycetin
vhen it is 801d abroad always etresses that the company follows the rules of the
health regulatory agency of the country in which'it is'selling its product, explain~
ing, however, that. "regulations on sales are less strict in some countries and some o
even limit the labeling", implying that in such countries the health regulatory. .
agency, not ?arke-nevis,,‘is responsible for lack of adequate warnings on their labels,

They also advised us to talk to physicians abroad to get their viéws of Parke-Davis
labels for use of Chloromycetin in their own country, -At the end of September 1973
we spoke to dooto® and health resulatory officials in Spain on the subject. . We chose
Spain because Parke-Davis chloramphenicol labeling in Spain in the past has been
lacking in warnings of fatal aplastic anemia and has meo%ygge‘ d unnecessary use in

' comperison with the company's U,S. Chloromycetin label en \Since 1t now has the new
Parké-Davis Chloromycetin Monogravh of basic product information snd a new label,
& substantisl improvement but st111 inadequately strongin warnings and use restric+
tions, Also,we have the most dooumented materials from Spain since 1t was there
that our deughter may have been given chloramphenicol for tousilitis that may have
been the causeof her death from aplastic snemia, y

Our belief that theParke-Davie Chloremycetin labels most lacking in warnings
and encoursging in unnecessary use were precisely in:those countries with. the ‘weak-
est health regulatory agencies as exemplified in our collection of labels from
various countries, was corroborated in the case of Spain by our talks with physi-

" cians and hep\lth regulatory officials. In the past, at least, 1f Barke-Davis had
pushed to include strong warnings of fatal aplastic snemia and to restrict unnecee--
sary use, especially for relatively trivial, illneaaes)when it was required to do so
in theU.S., we are convinced that i% could have done s0 in Spain,

We first had lengthy conversations with two physicians in Spain who felt so
strongly and were so outspoken to us on the past weakness of their country's health
regulatory agency and the power of strong ph tical panies to do as they "

.~ wished in pushing the sale of their product and also. .the consequent. ignorance of

. Spenish doctors in genersl in presoribing medicines that, considering the present
political oclimate in Spain, ‘we do not think it wise to identify them other than to
say they are well-trained and experienced in the medical disciplines required to
make such judgments, We will identifythem privately but heve a real concern for
their safety because they are so impassioned in ‘their criticiem of their country
in this respect. Attached are some notes on these conversations written immediately
afterwards with identifying 4tems hopefully. removed, These physicians had detailed
documentation of the insdequacy - and worse = of the ‘information on use of their
products given to the medical profession. by the ph n tical panies.

Then we had a cordial interview with the Director of the Division of Antibiotics
and the Director of the Division of Chemical Anslysis of the Spanish Centro Nacional
de Parmacobiologia ( Control of Medicines), They also said that in the past the
problem of control of medicines in Spain had been severe due to lack of funding
and manpower so that powerful ‘pharmaceutical companies aid more or less as they

qualified directors of Health and of ONDF which was being thoroughly reorcanized,
glven more funding, and a four or five-fold inorease in stafe, Indications of the
change are seen in their new chloramphenicol basic information that is much more
restrictive of use, the requirements for all companies producing it to comply toitl
these basic idepsin their labels ( not sure they are able to carry this out mly),
their beginning to use the Vorld Heelth Organizations Adverse Reactions reporting”
system, the beginning of & drop in use of chloramphenical, However, they st1ll do
not have:the manpower and are powerless to control advertising and promotional
materials of the pt tical panies including their Spanish publications
comparable to our Bhysicisns Desk Reference, and to recall old-labeled medicines
when the label is changed ( five years for chloremphenicol), Attached are notes
on the conversation with these official. : .

Both the physicians and hesal th regulatory officials to whom we takked in Spain
gave us. the distinet impression that in “the paatlat least, there has been very little

tica.

effectiveregulating of the pl tical companies and hence we benwﬂifmﬁﬁgg‘ggﬂm
8 A n n.

Parke-Davis itself that was responsible for themany years of inadequate
|
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15, Notes on conversations with two Spanish Aph;f/sicians , September 1973.

Canversations with two Spanish physicians in Spain September 23, 1973t

Health, in Spain, is considered of a lower level of importance than in the United
States as reflected in the fact that the nationsl health agency, Direccion General
de Senidad, is only a section under. the Ministry of the Interiocend not a ‘department |
of ite own, Also it has in the pagt been and still largely is inefféctive and |
worse, having been headed: by politicel appointees, such as Pranco's daughter's S i
obstetrician (?) - rather than the best. trained and bestwqualified men. Also & -
money interests and downright curruption - (brivery) have .controlled the health .. i
agency and in particular the Centro Nacional de Farmacobiologie (Control of. detoinn)
which corresponds to our FDA and which, in Spain, has been "just like the Mafia",
The big moneyed ¥ tical. panies cen get past laws and prevent laws and.
rules being passed by thetr- power and bribery. Money rules, absolutely. - E
: However, e year ago :(for the Pirst time a good well=qualified man, Dr.
Pederico Bravo Morate, was appointed as Director of Health and another fine man, ]
Dr. Marmuel Reol Tejade, was appointed as head of the Centro Nafionsl de Farmacobiologia.
So there may be some changes but the dootars:we interviewed beliye these two: with the
‘best will in ‘the world cannot buck the entrenched powerful interests which have held . o
sway so long and which fit into the whole miliue of Franco Spain. It was the super i
capitel ists, the very rich,fighting the socialists = not Commnigs - in the . Civil .
War annd they won, Spain has been ruled for their benefit ever since, in & very tight S
dlctatorial system. There has been some easing up or he could not have been tal king !
to us in this menner or doing the writing he.is. DBut also theré has been clamping v L c
down agsin recently, such as in the selection -of the University presidents’ = .. '~ i
In this setting, the sale and use of medicines in Spain is ghastly. -Anything
to meke money, both vhen some drug ‘conpanies Jnow what they are doing by omitting |
warnings, directly lying, and denying adverse effects, pushing use of dangerous - Gy
drugs for all sorts of uses, meking Rghotgun" combination medicines of up to eight - il
different drugs in one £ perfectly incredible things all ‘well -dccuitented by one of |
these physici-ma,) and also when they don't know'what.they are doing and -through EERR R
ignorance some companies, stich as smaller "kitchen" drug companies s putting out - .
potent mddicines without goarcely any informstion on use. Advertising in )"ﬁ'oely A
distributed pharmaceutical companies "journals" fits the pattern of no waranings, L
even direct lies, push, push, push sales. *he whole medicine picture he described !
is so awful it makes one afreid to put one_self in the hands of & -doctor in Spein. i
ind the worst of it is, that from these two physician's point of viewy it is all
done because of greed. As one of the doctors said, only a few people they ¥now in- -~ ]
Spain, their close friends, think of money as what 1t should be "just a help to e
1iving"; to all the rest, nearly everyone, money is everything. - s
The difference in Spain compared to America, in their opinion, is that in
the United States we still believe something can be done about 1t even though money - :
18 getting so powerful there ( in U.8.) too, wi'j{é make changes, Here in Spain, : a
it is impossible, One of -the doctors .says he is not a.cynic.when he sounds 80 w i
hopeless; he is a stoic about the Spanish situation, ST a0 &
He seid that Spaim Hes no Public Health but it does have a National Health ‘
Service for all the people. -However, there 1s.much better private health care for. . .
" those who can dPfard it. ~Two systems end that for the poorer people is definitely !
inferior. He cited an example of a distant velative of his who in the: National = it
Health Service was dimgnosed as heart failure () but when hé finally went to & . &
private doctor, it was diagnosed as aplastic anemis ‘from whi e died. ~ He maid:
when National Health Service is as unreliable as this, 1% isobvious one cannot
obtain reliable reports of incidence of aplastic anemia in Spain,. . I
He mentioned a bare possiblity of a change for the bettor beceuse he has heard - .
that the big phermaceutical companies are asking for stricter laws in labelinz. ok
He figures this:is an effort to drive out the competition of 1ittle businesses . ° ¢
‘but it may work %o the good in terms of better labeling.
E He said Parke-Davis's new Chlorcmycetin Monograph and label are good compared
to the &wful low Spanish stendards in labeling but still not good enough for the bed
heakth of the people: of Spain. When asked Af the new label is "appropriate” for Spain,
they said "gppropriate” fovSpain is hot the right word since the Monograph end label
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is "appropriate" to the present situation in Spain and in snother sense it is not.
They said the Monograph should be s'ronger, more like the United States label for
the best health for the Spanieh people. : % :
The health regulatory agency does not Tequire: i/ recall of old-labeldd etpok,-
Brhro nor does it require warnings on advertising. He showed
us horrible examples of such advertising which: the health regulatory sgencyi:is
unable to control, i il iy
: One of the doctors also yread to us an incredibly long 1ist of all sorte of
forms of presentation of a m;ﬁ*(?) product as an exemple of g;very Wad product,
greatly pushed, and very much used, He spoke also of another *Yy poor and dangerous
pro(luetifor the right to sell it, he knew that bribery had been inyolved, having
heard certain orders given over the phone, -~ . :
One of these doctors we interviewed has done a very painstaking study with
many cherts graphically portraying the inadequacies - and worse-of much of the
product information:supplied by the pharmaceitical companies,By going into this
#ore fully in theenotes, we are afraid that we might identify the author of this
study and in the -~ ' rolitical climate of Spain at the present (March, 1974)
e have some concern for his safety since he is so outspokenly critical, Even in
eptember when he thought the politicel situation had greatly improved in Spain,
he said he could not testify publicly on.these matters when he vieited United-
States as it would not be safe for him in Spain -afterwards. He is vitelly interested
" in the problem of the low quality of the information #given to doctors on use of
medicines and has made a serious study of the situation, He has presented some
of his findings to ‘the fine.new director of the Centro “acional de Parmacobiologia
who is a friend:of his and who welcomed his documented information. He translated - .,
.for us a description of chl henicol in & textbook which he had written and ht
had good strong warnings and use restriotions but this has not been typical of
irformation on chloramphenicol in Spain. He'also took down. the book most widely
used by doctors in Spain d by 111 with r ded medicines for
each illness and after "'tonsilitie", there was "chloramphenicol", He says it is
routinely and very widely used Qar tonsilitis and in his own mind feels sure that"
Judy must have been glven it for tonsilitis when she was in Spain, that 1t would - .
be the most- likely ‘thing she would be given, Waen we protested that he was supposed

to be a Umiversity doctor, he said that would not make any difference, ;
"The education of doctors in ueqof. medicines in Spain is very poorly done by
the pharmeceutical ies. - The education of doctors in medicine in general.
even in the Universities shows great need for improvement. ' It is a pig problem,
He maid, though, the blggest problem is the doctors.. They don't know and they
don't care! If every doctor demanded full education in medicine, it would make
the di fference. He stresses that the dogtor#in Svain are at fault as well as the
pharmaceutical companies or more so, )
He gaid we could fry to see officials in “adrid, the Director of Health and
. the Director of Drugs but that we: should not expect anything to happen. But he
feels our vpersonal story mey add a bit to the Possibility of some 1ittle change.
One of the doctors said it would not be -g00d- for him to write an article just
singling out chloramphenicol,  that the' proader problem is maore importeant and a
more effective way of attacking the problem. b . .
Referring to a book by Weinstiwn, a top expert on infectious diseases in. U.S.,
he said that in his discussion of aplastic anemia, he #ivides aplastic anemia into
two types: one the hypersensitivity aplastic anemia, the other the toxic type.
Yhen he went on to say ‘the-hypersensitivity is just a theory but he feels there is . 3
something to 1% since chloramphentcol induced fatsl splatic anemia ts not. dose i
related, appears longz after. the 'dsu (1ong “time lapse), and has femilial characteritics
Yo a degree. This is what Parkes'avis and others refer to as the genetic theory. Bl
Our _Bpanish physician thigksthe gerftic theory explanation can be used as an excuse
by thept tical companies for not giving apleic anemia possibilities their due.
He .aa‘yé\it is just a theory but even 1f 1t should prove corpect, there stil) should be
full warnings &tc. He said there may be scmething to the race" 'genetic . theory.
Anglo-Saxons seem more susoeptible than Yedite: though ¢ ded the .effect on
apparent incidence due to more or less adequate reporting and records. He said certainly
Spain has cases of aplatic anemia and cited his'distant relativie. Spain has quite a

nunver of cases due to use of benzine in mamifacturing.
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16. Notes on: interview with Chief ot Antibiotic Division and Director of = b
Division of Chemical Analysis of the Centro Nacional de Farmacobiologia i
(Control of Médicines), Madrid, September 1973 SN0 AR

hﬁrvigw yi.th i, Martine# Arroyc, Ghlef of the Antiviotios Division of the
- Dentro Macional de Fermaccbiologia and Dr. Gargia Perrdndis, Director of Division
of Chemical Anslysis of theCentro Facional de Parmacobiologia: on September 28, 19731

The interview withDr. Martinez Arroyo andDr, Perrandiz was very cordial and
conducted in Fnglish which may have occasioned some dight difficulties in under-
standing since it was not their mother to . The basic impression they left
with us was that in the past in Spain the problem of control of medicines has been
very severe. The Centro Facional de Parmacobiologia ( Control of Medicines) has
been very wesk, headed by political appointees with inadequate backgrounds, undexr~

funded, understaffed. In this sl tuatiolr the powerful pharmaceutical companies
aid more or less as they wished and the physicians prescribed more or’less as they .
wished, The ONDF just did nothave themanpower and funding to control the sivations SR

However, " at this moment" everything is changing: the new Director of Healthy =
Dr. Pederigp Bravo Norate and the new Director of the CNDP, Dr. Jose Manuel. Reol ;
Tejads are very: well= trained people, apparently for the first times. The ataff of -
CFDP has been increased four or five-fold and there has been & total reorganization

. and they are moving to a much larger. building. They sound very excited and Hopeful
of the future, readily ad mitting that though they have many improvements in the
works at present, there are many things that they still canmot do all at.omce. . -

We were given a copy. of the World Healtn onisations Circular of the United
States FDA-required Chloromycetin label and two brief statements of the CNDF's
new basic position on use of chloremphenicol which, we believe, are used as &
basis for the new chloramphenicol labels of all pharmaceutical companies. They
are surprisingly restricted in the indications for use, much like our label,
Ysurprisingly’considering past chloramphenicol labeling in Spain but they do not .
have strong and full enough warnings of fatal aplastic enemia (pexrhiapg; because .

_ the Spanish officials themselyes think that the Spanish people are no asubject to. oo

. this reaction, though in the past they hawe not kept records. ey believe the - .. i
fatal type is genetic and northern Buropean. e oples, ‘especially Anglo-Saxons, ere
more subject Yo it. (yet they have 32,000,000 tourists each -year, mainly from .

: no'tthem;l!um,po)‘- ~ However, they have just begun with WHO record keeping of: adverse .
reactions to medicines so fhat eventuslly there may be .evidence to eupport or
dlscredit their belief that Spaniards are:not as subject. to chloramphenicol=
related aplastic anemias s . R .

They readily agreed- that ehloramphenicol hes beet too widely used in Spain
with much umecessary use but eaid that use is bginning %o go down, ‘especially
with the new medicines coming Mlomg, like smpicillin, They estimated tagt 8ok
of chloramphenicol in Spain is prescribed by physicians in the “ational Heplth j
Service with the. other 20% private and 8old over-thewcounter with mo presoription. :

©.0 . hbout our own Poxke-Davie Oompany, they sald that it is ome of the smaller - |
_conpanies in Spain in selling ita own product but said that Parke-Dawis manufactures
"tons" of chlorvamphenicol %o sell to other Spanish pt tigal companies. to
market in Spain, They agreed that Parke-Pavis Chloremycetin is & good quality’
medicine. They ssid the new Parke-Davis Monograph and label 18 , of course, not
the seme as the U.S, FDA-required label and indicated that they personally would |
‘1ike sn even stronger label. ey aleo said that they would not want United 1
States companies to Ve required the U.S, govermment to have the same labels im L
Spain as in the UsS. (the proposal the Project for Corporate Responsibility tried .
unsucgessfully to have adopted by the five major U.S. exporting _pharmaceutical
firms) but: would want to require indluding fatal weenings etcs ‘themselves.. Parke-
Davie has stressed that labels should be different in undeveloped end developing

countries than in the United States tut we had not thought Spain was in this category |

with countries like Columbia which Parke-Davis officials cited as an example. -
However, these Spanish health regulatory officials said that Spain healthwise - . o

© actusdly was a developing county and impiied it still is to & certain degree 8
today while they are in this process of change. However, they did not go on %o
say that this justified past labeling of chloramphenicod, rather that it explained '

. the poor labeling in the past in terms of the weakness of the health regulatory agenc.ye
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d the CNDP dges require the same warnings and use restrictions on all
foxm‘noui‘y .‘:%dicﬂfm mrko_%os by'a ::-pday vhen the basic labe) is changed as in the
oase with the P s Chloxomycetin label ch this past year although we bought
Parke-Davis. chloramphemicol products of differentt forms of presentation while we
were in Spain whose labels varied considerably, y explained this as due to 0ld=
labeled producte st(11 being available which were 8till withik the five-year duration
of effectiveness. In otherwords, they do mot require the companies to recall their
old-labeled madicines, They explained even now they still Just ¢ not have the
BaRpowe: Q! ch.a_reguls . : . B

The gn;"fa’:ipo"-uu Eatde 0" contro1 sdvertising and promotional materials of .
of pharmaceutical companies for the same n, lack of manp god the
Parke-Davis promotional materisls Yf«shond them were bad, upooians theChlorostrep
ad and letter to doctors elthough L believe they were strep is not

irre-

trying to say
Rearly as potent as Chloromyoetin eince only 20% is absorbed . (However, the
versible fatal aplastic anemia 1s not dose-related and can ke triggered by very small
d0ses as well as large dqpses,) They ssid the ph tical ies just put
out suoh promotional materials without CNDP's Inowledge and they do not have the
manpower to mondtorit. o .

The CHBP efficials also said that the Vi comparable in Spain
to our : e s widely n-ﬁ by %um and pus out by the
pharmaceutical companies,isn't at all 1ike our PIR nor up to it at all, ' But they
s81d no other coumtry has snything like the qualiity of the United States PIR snd
asked so how could Spain be expected to have scmething comparable? :The gross
inadequacy in warnings and use tmstructions of the product information in the
Vademecun Daimon has been fully documented by a Spanieh dootor, : ‘

They flatly stated that they do reguire all other companies to have the same

and use restrictions on all forms of their product as are on’the original
medicine that was changed, such as Parke-Davis's Ohloramycetin, In the past.at a
leagt,we are not sure this was so as there is quite a wariation in the ohloremphenicol
labels of other Spanish companies. At least checking our labels, we sare sure it
was not and 18 not required verbatim ae in the U.S. labels for chloxamphenicol
products but apparently they do believe in the principle. Whether it is adhered to
end they can enforce it is another: question which we did not ask,

Dr, Martinez Arroyo and Dr, Perrandiz were very cordial and friendly, interested
in any information we had as well as freely answering our questions even though the -
manner in which their heel th regulatory agency in the past handled the labeling of
medicines by ‘ghe pk : tical panies could have been embarraseing., They were #6 -
happy and hopeful of the change in the fortunes of their agency that they looked ;
oonfidently toward a better future in thisrespect in their country. This optiwlsm,
though, was not shared by the physiciane that we talked to earlier who felt that
however good the new men are,that they will not be able to Yuck ‘the powerful momied

“interests in the end. ey 414 say, though, that there is some hope 1f a imor that
they had heard is true; that ie, that the larger pharmeceutical companism in Spain :

_were ng to demand stricter labels ( I presume P wvis would be one of them)
snd that they had hopes this may have a good effect evenr though they felt the reason
for the demand was to drive the smaller competitors out of business,
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17. Centra Nacional de Fa.rmacobiologia (CNDF('s new statements on chloramphenicol
used as a basis for new labeling of chloramphenicol prnducts of Parke-Davis

and other companies in Spain.
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# % W HLORAMPHENICOL
6 Spe Eifi? ;gd;l:catg 6;; ' ) ; ‘
.1°.  Acute infections caused by Salmonella Typhy (it is not
indicated for treatment of the bearers). - |

2°. Acute infections caused by diverse salmonellas, H_influenzae ;
(specifically in meningitis infections), Ricketsias of the . |
linphogranuloma-peittacosis group, ,Gram negative bacteria
" causing meningitis or bacteriemia and. finally, other
rganisms sensitive}wres;stant to all the rest of the {

an ;-macrob:.al agents .

sification: To the ‘proper indicatioh of the specialty,
K the followinq paraqraph shoulﬂ be added- . ) '

"The ‘daily dose for adulte s’bo 14 ot be over two grams, . B
neither should ,\be administérbd “for more than 'ten. daya"

Secondary Effects: : . it E - :
After high dose and lcng treatments, chloramphenicol can
give way to leukopenic, granulocitos and a{ gmia, there- |
fore it is very opportune to have %3162 made i
during treatment. ; |

In some cases it can also provoke- neurolog:.cal reactions :
V. of” intolerance or. hyperergias. E

dd\iﬁgez;ndgcagiona
Renal insufficiency and women in the first three months |
of.gestation. i St T L
For newborns and premature babies dos!s over 25 mg/ls mg/kg/day
are  ‘absolutely counter-indicated (respectively).. The" administration
should be made via intramuscular and in one single dosﬂﬁ
i

CAUTION‘ i
Its use should be reserved exclusively for the above mentioned‘

-indications.

S el B
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INDICACIONES ESPECIFICAS:

10,5 Infecciones agudas por Salmonells Typhy (no estaﬁdn;indiég'

do para tratamiento de portadores).

Infecciones graves por diversas cepas de salmonellas, H in

fluenzae (especificamente en infccciones meningeas), Ricket

. tsias del grupo lxnfogranuloma-psdtacos;s, bacterias Gram -

negativas causantes de meningitis o bacteriemia y, finalmen
te otros orgonismos sensibles que sean: resistentes a todos
los demés agentes ant;mieroblanos.,

DOSIFICACION: Se afadird a ‘la propia de lu especialidad el 8i--

guiente pdrrnro:

"Ln ‘dosis diarLa en adultos, ‘no debe sobrepasar los dos -
gramos, ni prolongnrse nds de dfez d{as LR

EFECTOS SECUNDARIOS ¢

N
A dosis elevadas y tratam1entos prvlomgadow el cloranfeni
col pucde dar lugar a ‘leucopenia, R granulocitosis y ane--
mia por lo que es oportuno realizar controles hemdticos du
rante el trutamiento.

En algunos casos puede provocar reaccxones neur016glcas, -
de 1ntolerancla ] h1perérg1cas.

S

CONTRAINDICACIONFQ. lf”

Insuf;c1enc1a rennl 'y nujeres gestantes durante el prlmer/
trimestre del embarhzo.

En recién nacxdos y premoturos estdn absolutamente contrain

dicadas dosis superiores o 25 mg.- 15 mg./Kg. dfa, respecti
vamente. La administracidén serd por via intramuscular y en
una sola dosis.

ADVERTENCIA.

Debe reserwnrse su uso exclus1vamente para las 1nd10uc1ones
especificas resefladas.
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- CHLORAMPHENICOL o

The laboratory must justifythe use of Chloramphenicol
in this specialty since this is a useful but dangerous antibidﬁi&,

due to the incidence and seriousness of its secondary effects.
. N S el .
. Therefore.it should be reserved for serious infections, for - - hﬂ
i : ; ; ] : ‘hazgu\rfdou’a;? b
germs:sensitive to its action, when other less;effICLent;agents

are counter-indicated.. . - L g it : Horrit]

Its specific indications are:

. Acﬁté infections caused by salmonella typhi (it isthpt indi-
cated for persons suspected of disease bearing) LA

2. Serious infections by different groups of salmonella, H.
influenzae (specifically meningitis), Rickettsia, the
group of lirphogranuloma psittacosis, ‘gram negative
bacteria responsible for meningitis and bactegremia.
Finally,~against’oth%r‘sgns;tive organisms which are ; i
resistant to 411 the other ‘antimicrobial agents. [

1t is counter—indicated for individuals Qith+hyper~sehskibity
history or toxic reaction to the same and should: ot be used.in.
cases of minor infections, colds, flu , throat infections or =
as_a proph?lactic to avoid bacterial infections. = - ‘
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CLORANFENI COL

SSmmasoosmm—

_ El- Laboratorio debe justificar el empleo de Cloran
fenicol en esta especlalzdad, Yya que éste es un antibidtico
ﬁtll, ‘pero peligroso, debido a la incidencia Y gravedad de

sus efectos secundarios, por lo cual debe reservarse para -
;gfechones graves, por gérmenes sensibles a su aceidén,cuan

do otros ‘agentes menos peligrnsos’ son ineflcaces o estén -
contraindicadoa. ‘

Sus indicacignes especificas son:

192 - Iﬁfedciones agudas por salmonella typhy (no -
estando 1nd1cado paxa tratamiento de portado~
res)

20 n Infecciones graves por diversas cepas de sal-
monella, H. influenzae (espec{f1camente en in
fecciones menfngeas), Rickettsia, grupo del -
linfogranuloma-ps1ttac031s, bacterias gram-ne
gativas causantes de meningitis y bacteremia
Yy finalmente, otros organ1smos sensibles que
8ean resistentes a todos los demds agentes an

txmxcrob:anos.

Estd gontra1ndlcado en 1nd1v1duos con antecedentes

de h1persen51b111dad o reaccién téxice al mismo y no_debe -

usagse en infecciones leves, resfrlados, gripe, infecciones.

de garganta ni como profildctico Dara evitar infecciones -

bacterxanas.
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CERTAIN WORLD HEALTH ASSEMBLY ACTIONS RELATED TO PRODUCTION
AND USE OF DRUGS

-Pharmaceutical advertising -

Resolution WHA 21.41 (1968). Pg. 144 = Handb§ok of ReSolutiongfand
Decision = BTkt avs Seub R Crtbma St Phammawm et MW1W7'
: : v i o

Yprinciples of Pharmaceutical Quali;y,Con;rol" and "Good Practices in

- the Manufacture and Quality Control of Drugs (Technical Reports

Series No. 418 and WHO Official Record No. 17( Antex 12, part 1)
Resolutions WHA 22.50 (1969), WHA 23.45 (1970), WHA 24.56 (1971)
Handbook of, Reso%utions and Decisions: pgs. 133 .and 134

Mo 1 1HA 2865 01075) o/ Ta chunicn Bopinl e 447,

Evaluation of the safety and efficacy of drugs - . -

Requests Member States to communicate immediately to WHO: "a) any
decision to prohibit or limit the availability of a drug already in
use, b) any decision to.refuse the approval of a new drug, and c)
any approval for general use of a new drug when accompanied by restric-
tive provisions; when these decisions a), b) and c) are taken as a
result of serious adverse reactions. They ‘are also requested to
include in thecommunication as’far as possible the’reasons for the
action taken and the non-proprietary and other names, and the:chemical
formula or the definition.

Resolution WHA 16.36 (1963) - Hanﬂbbok Resolutions éﬁd\Deciéion, pg. 139

See also Res. WHA 17.39 (1964) = Handbook Resolutions and Decision; pg. 140

"Monitoring of Adverse Effects of Drugs"

Resolutions: WHA 18.42 (1965), WHA 23.13‘(1970). Handbook of Resolutions

and Decisions - pgs. 140 and 141.
Technical Reports Series No. 498 - Role of naticnal centres in inter-

national drug monitoring.

Study on: a) the feasibility of an international system providing
data on. the scientific basis and the conditions of registration

and withdrdwal ‘of individual drugs; b) practicable minimum’ requirements

and on other efforts to develop+a comprehensive approach to ensuring
the quality, safety and efficacy of drugs, ineluding ‘the feasibility
of implementing Article 21 (d) and (e) of the WHO Constitution..
Resolutions: WHA 25.61 (1972) , ‘Handbook of Resolutions and Decisions
pg. 143; "and WHA 26.30 and WHA 26.3l. WHO Official Records No. 209
pgs. 14 and 15 and No. 210 pgs. 294 to 307. o

WHO Constitution -

Article 21 - The Health Assembly shall have authority to adopt
regulations concerning: :

d) - standards with respect to the safety,. purity and poterncy
of biological, pharmaceutical and similar products moving in inter-
national commerces; . ek e s

] d) - advettiéing and labeling df,biological, pharmacéuticai?and
similar products moving in international commerce. . e '
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[From the Lancet, June 22, 1974, page 1281] -

fGHLORAMPHENI}COL

* S1r,~The indiscriminate use of chlcramphenicol in
many countries has been the subject of much concern
and attcntionVRyric et alNAvarned particularly agzinst
‘the dangers of¥chlorampiicnicol being dispensed without
piescription in Spain-and reported the case of a wornan:

- who died of aplastic anmmia, some time after treating
herself for a minor respiratory infection with a botrle of
medicine containing chloramphenicol bought from a
chemist’s shop.  This sad story cleaily illustiates the
danger of unrestricied dispensing, and even prascribing by
the chemist’s shop attendant, of chloramphenicel-containing
dirugs, but docs not otfer what could be called a quantitative
view of the problem. Inorder to evaluate this, the following
ecaprineai was pecformed. . . .

30 pharmacies in Barcelona were selected at random but
in areas of ‘different ‘socinl class. A 32-year-old woman :
walked into each of these pharmacies and told the following -
story: - ““ My. 7-year-old boy has-been ill with a fever of
38°C since yesterday. FHis throat is sore and there are

~white spots on his tonsils. . What couid J give him?*
The attendants at 2 of these shops refuséd to indicate any
treatnent and suggestad-that she should cail a physician,
In the remaining 28 sorne type of remedy was-prescribed,
and scld. The most commonly dispenscd remedies were:

(1) 11 cases: chloramphenicol, 100 mg.; plus sulphadiazing,

150 mg.; plus sulphamerazine, 150 mg.; plus aminopyrine,
75 mg.; plus camphocarboxylic acid, bismuth salt, 50 mg.

These ingredients were present in a brand of suppositories,
to be used every twelve hours. In 6 cases; two-days of treatment

- were recominended, while in 5 other cases four days of ‘tréat-"
. ment weré indicated. - In 1 of these cases -ampicillin (750 mg.
dajly for three days) was-also given, . i K

(2) 6 cases: chloramphenicol, 250 mg.; plus quinine sulphate,
120 mg.; plus phenylbutazone, 120 mg.; plus methampyrone,
250 mg. : t ) .

This was also a fixed-dose drug combipation presented as
suppositories (to be used every twelve hours). In 4 cases a four-
day course was prescribed and in the remaining 2, two days of
treatment were indicated. In 1 of the Jast cases a further 700 mg.
per day of aminopyrine was recommended; and in ‘the other,
800 mg. of retracycline ;phosphate complex daily, for two days,
wits also prescribed. A . e

(3) 4 cases: chloramphenicol, 150 mg.; plus sulphadiazine,

- 100 mg.; plus sulphamerazine, 100 mg.; plus sulphamethazine,

100 mg.; plus camphocarboxylic acid, bismith salt, 125 mg.;
plus aminopyrine, 150 mg.; plus-dexamethasore, 0:2 mg.

These were the ingredients of 2 brend of. suppositories dise
pensed-to bie taken every twelve hours for two days. In 1 of these
cases 750 mg. per day of an oral preparation of phenethicillin
was recommended simultanzously.  In another, extra tablets of
aminopyrine were also sold.

1. Lancet, 1972, ii, 1298, . 3

2. Dunnc¢, M., Herheimer, A, Newman, M., Ridley, H. ibid., 1973, ii,
781. . , : .

3. Verwilghen, R, L., Verstraete, M. ibid. p. 1217, )

4. Ryrie, D. R, Fletcher, J., Langman, M., J. S., Daniels, H, B. ibid,

1973, 1, 150,
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(4) Suppositories containing * different “mixtures . of chlor-
amphenicol plus sulphonamides, tetracyciine, and aminopyrine,

as well as other components, were sold in 4 other cases, the

suggested duration of treatrient ranging fromn one and a’half to
.+ three days. Inone of these cases oral ampicillin, 750 mg. per day,
. was also prescribed for three and a half days. . i

(5) In 1 of the remaining 3 cases oral ampicillin was dis-

- pensed (750 myg. per day for three and g balf days) and in the
othcr» Z_}ctracyglméi phosphite complex was given to be taken L
- orally at q'dmr:{of 375 mg. daily for two days, e
. The resulis of these experiments - hardly nced ‘éhy -
comment. However, we cannot. refrain from specifically
: mentio;xing the irrationality of the mixturcs dispeneed, and E
~theé-presence in them of potentially dangerous drugs, such
Looas chloramphenicol, aminopyrine, and phenylbutazone, to
- mention only a few. Morcover, the insuﬂ”xcicnéykof the
doses: and the short duration of the treatment, as well a3’
the inadequacy of the route of admix1ist‘rntion;’coixl;(! buitg
only littls therapeutic benefit, while the danger of srvious
side-etfects remained. . Finally, the fact that all these -
remedies were unrestrictedly sold, while almost two-thirds
of them carricd a “ dispensed by preéc'rip,tidn ” sig’n,f
deserves consideration. L B
et e'Far.:ultad dc‘ Medicina, S.ERILL
Universidad Autonoma de Barcelona, P. Du S élﬁ <

" Avda San Antouio Ms Claret 167, G
“ .. Rarcelona 13, Spain. J. A. GARCIA-SEVILLA,

Bt

M“‘w PR
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[From the Waghi#gton Post Travel Section, M_a‘rchf'137 1977] ‘
- Rx for Tourists: .

Beware the Foreign

l\- ‘A
Ve

; t % ey s ;i-:w",‘ e o E. 2
RIS R A N T A
o J 2

‘ _ ‘especially -
- 'V those heading " for - Latin
- "America, Southern Europe,

.- Asia, and Africa, have long

e . "“been accustomed to getting

B . . adMonitions like these: i’

~ *Don’t drink the water. - 7. S

. -*Don’t eat uncooked vegetables. - Al

' eAvoid ice cream, whipped : cream

_and jothier products that may have

. been made from unpasteurized milk.®

.. Now a new and perhaps far more -

+-Important warning should be added: .

. 'eBeware the (thsician' who ‘pre-
scribes drugs,‘and also the pharmacist
who may both prescribe and dispense

. them, who may be unaware of the lim-
ited value of these products and of

their potentially harmful or fatal side-

effeets: 0 ool -
Last year, after a long, in-depth

. Study in Mexico, Central America and
South America, it was disclosed that.

* some of these health professionals are
giving out a potentially deadly anti-

* biotic to patients suffering from such
trivial infections as tonsillitis and lar--
yngitis. - - . et

Some have treated depression witha - -

.. combination of drugs that can interact ,
tocausedeath. . o oo

. -Some are keeping patients on ster- .

.~ 0id hormones for such prolonged peri- -

ods. that some have' suffered from

- bone-softening, pressure fractures-of

.“the vertebrae, psychotic changes and

. flare-ups—sometimes fatal--of latent

..tuberculosis and other infections. -

(3
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Uy TR e
~ “yesulting in'serious or le
. the blood-formin, tﬁsﬂ‘e

. These and- similar’ pre
.ders, now thoroughl,

" dosages of potent anti-arthritis drugs,

Some have administered excessive

ing
um,

Latin American hematoloj

- ogists and other experts, do not mean
_"that Latin American physicians: and
" pharmacists.are poorly.trained, poorly
“motivated or unable or ,unwﬁling, to
."keep upto-date. Some of the health
' ‘care rendered in the Latin Anierican-

k "countries-is fully comparable tothe-

- the worst pragticed:

% omitted. 7 Y

best medicine prdcticed in. Washing:

ton, Boston, London or Stockholm. On .

. the other hand, some medical careren- -,

dered in Latin America is as poor as.,
in;‘tbe United

‘States.

M fstead, this misuse of drugs in Latin *

‘America— and also in such other -
. countries as Spain, Egypt, India an(
Taiwan —appears to bea reflection of’
.. the astounding drug promotion and

* drug labeling disseminated to physi-;

Patient? i

- are minimized, glgsg

~warn:the physician, g m
- produce nose ;sﬁuf{inesmahﬂﬁ failin

.cians and pharmacists by much of the -~ "

pharmaceutical industry. In this “edu-
cational” material furnished by many

f 7

“drug companies, the efficacy or useful-

ness of the drugs is toa often grossly

eexaggerated, and the, possible ‘hazard
ver or 1of

Or, the promotion ma}i‘; - essentially

drug ma

ention, “This drug may Kill yo
In our investigation’ we compared
the promotional material furnished to -

" physicians ‘in the United States and’

Laiin America oo 26 wellknowm,
widely used prescription drug ‘prod:

_ucts ‘marketed ;under 40 ‘different” -

brand names by 23 global pharmaceut-
ical firms. Some of these companies

R re based In the United States, Ot '

‘ers had their headquarters in Switzers™

:“]and, France or West Germany.

#

Drug Administration (FDA), each cont- Fow
pany is required to limit its claims of
usefulness: to: those that can be sup-

ed by substantial scientific evid-
ence. All potential hazards must be
clearly disclosed, and ‘occasionally

“FDA ‘requires; ‘the warnings ‘to “ﬁlge -

‘printed in extralargetype. - ol
In* the Latin American countries, ..

however, a different situation prevails,
and the companies generally say what-
everthey wanttosay. "~ . .°°
One of the most notable cases has in-
volved the antibiotic chloramghenicol., )
marketed in many countries'by many.

“different companies.

sts, pathol-

Tn the United States, where drug
“promotion. and labeling is under ‘the -
“strict control of the U.S. Food ant

i
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» In the United States, it is descrthed
as indicated only for such life-threat-
ening infections. as’; typhoid ' fever, -

- Rocky Mountain spotted fever, a.rare -
form of meningitis in children and a
few other conditions in which it is con-'
sidered clearly the drug of choice, -
_ Physicians in this country are warned
that it may cause infrequent but seri-
ous side-effects, including,a blood dis- .
- 'order known as: aplastic anemia that, - -
in some cases, carries a mortality rate "
of 30 to 60 per cent, The drug, the la- .
bels say, should not be used for trivial
infections. . . . et Ll e
But in Latin America, somé compa-
nies have recommended ‘chloramphens-
fcol for laryngitis, tracheobronghitis;”:;

%

"pneumonia, gonorrhea, syphilis,ab-*
- scesses and other diseases in which,
~.other andsafer drugs can'be used, In
“those countries, the warnings andécon- .
-traindications are minimal or entirely "
+* When this situation was ealled to the'
‘attention of 'the drug companies con- :
cerned, the responses included such ~ —
explanations as these: . L
- “Latin American doctors don't need L
Aany warnings. They already are aware
of the dangers”~an ‘explahation that
infuriates medical educators and other
experts, . .oc o
“Things are different in Latin Amer-
‘jca"—a view that seems to suggest that
drugs are far more effective and safer '
southof theRioGrande. ; ' ..
“What's involved here is an honest™
- difference  of .opinion—we : feel ; we:
have enotgh -evidence to show that.
Jour drug is acceptably: safe, but we .
can't convince the Food and Drug Ad- .
ministration.” . . . . :
+ . This last explanation: would proba-- -~
bly be more palatable if the company.,
- said one thing in the United States,.
where its statements are under the
heavy hand of FDA, and something .
-different in all of Latin America,
wheretherulesarelessrigid. -~ = '
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oy ! " company, - detail .

N g S
; T
R .

' '9But,” said one Colombian health of-
' fic;al,;*"when'we find the company -
. tells one story here in Bogota, another
“in Quito, another in Brasilia and still |
 another {n Mexico City, that isdifficult §
L ly, drug:companies have putup:
. agethelr: maj§r~ defense, “We're mot |
- breaking any laws.” They claim that {
“shéir foreign subsidiaries or affiliates’
~swe managed by nationals of the coun- -
“tty who know the laws and regula- {
"'tions, and who obey them scmp_ulous-fl

ly. e £
" "'uir survey, including an examina- §
‘tign of Latin American- drug laws,
;;lshowed that this defense was valid in

. Jsome countries. The companies were

- because no such laws were in exist-
ence.. In others, the ‘

BLEMS IN THE DRUG INDUSTRY 15571

i not violating any drug promotion laws § R
were in

e, L o the laws difficult to an- f :

lyze. But in at least four countries—§

Colombia, Honduras; El'Salvador and §§

: _.Panama-Jlaws controlling' ‘drug pro-§
" motion areon the books, and compa- &
+ nies were breaking those laws. ;

. So far as we can determine, nomeof §

o f.;{thes;e practices can be ‘controlied .
chusiaws.
omplicating the situation are other
Cftactors: . oo
" Most Latin American physicians are ¢

, demployed by the government aod pai!
- {0 grelatively low salaries. In contras?,

\dgre?u pfammthgk “ 1
. . physiclans--are employees of ¥ ‘
industry, usually paid at Jeast party by &
b cornmissions, -and not  tockined . e X
,:knockthelnowndmg&ﬂmdm
P detall men have had ooly a high sehavt
education.. : ;
Alttiough' many
-quire a prescription.
sician, this requ

£

e ¥ A d B
: morphine_and ‘its- relatives, and 10T -
 ;some tranquilizer: .is frequently ig- -~
&noged,i In_miost pharmacies; 2 ‘patient.
“ean get a prescription product merely
- by asking for it. Or the patient can.de-- ..
~ scribe his symptoms to the pharmacist, <
~ “and the pharmacist will then diagnose,’
_ - prescribe and dispense. 7 fis
»_. If a patient is injured by serip- - <.
“drug, the company, the physician. -
the pharmacist are, generally safe
tributio e sally

“product liab
“'countries.’ . "

SRS
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~ -~AS an example of what can happen.
<in this complex situation, we observed:
-the case of a woman—thin, nervous,-
Jittery—who went into a lar%e .phar-
Txacy in Costa Rica and asked by name -
for a potent tranquilizer.. The clerk:
.Said he had something far better, and
50ld her a supply of what we recog-
Jized as a powerful but dangerous thy-
oid drug. Tt may have-been the appro-
“Piate drug for her. But ‘What made -
;;tpp.,ev,e‘ng'memorable‘is that we were
:unable to tell whether the clerk —who
“acted without consulting any -of . his .
_Colleagues:-was aged 14,13, 0r12.- - - !
*-- Since these findings were published "
o May of 1976, and simultaneously
“Presented in testimony before the U.S.
“Senate. Sy Qmmittee on -MondoFoly, -
ere have be‘en'f"sxgns* he sTuE-
on may be"corrected ‘more swiftly
than had been:aa'ntjéipated':i.“;;i SN
.. -*The findings were widely reported
throughout Latin America by newspa-
- Ppers, radio and television. - S U
*In a number of global drug compa-
nies, some officials—especially ‘those
concerned with research and medicat .
affairs—are urging their firms to fol-
low the same promotional policies they
use in the United States in all their for-
. €ign promotion. [ e e e b
- *The United States d legation to.the
‘International Federation of ‘Pharma-
‘ceutical Manufacturers has «called for
-standardized‘ drug - promotion, ‘world-
wide, with full disclosure of hazards. i
. *At least one major drug company -/
.in this country has already changed its
promotion in Central America, limft-
mg'thejclaims?,fq‘r its products. and dis-

.Closing their dangers. "
- Until all companies ¢
however, ‘many physicia
macists in many countr
tinue to be. unints:
formed, and’ travelers
forew;u‘)ned, T S -
" Milton Silverman, Ph.D, is.q phar-
macologist-and biochemist, lecturer in
-pharmacology, School of Pharmacy,
.and senior faculty member, Health
Policy Program, in the School of Med-
icine at the University of California,
San Francisco. He ‘is the author’ of
' "The Drugging of the Americas.”
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. Préscription Drug Checklist
g Wi ol medesian

‘gvolding‘dapggrous use of prescription

© Reméniber the‘drugs fo'which you
are—or think you may be—allergic.-
‘Before you start your travels, consult
. your own physician on ‘which drugs—
especially those for the control of pain
and diarrhea—are;both effective and
relatively: sate. Note that many pain- -
~killers and antidiarrhea agents popu-
“larly prescribed and used in-other E T i
_countries are considered ineffective er R : o
unsafe and accordingly are not permit-. Sl ey
ted on the United States market. -
" Insist that a physician prescribing a:
drug for you abroad must tell you the
possible serious side-effects, and which' .
‘warning: symptoms-to keep in mind.’
‘Use:caution in taking a prescription” .
drug recommended, by, anyone other’
' than a physician who prescribes it spe- .
Ccificallyforyomiy o #h e
If you are on long-term medication, . -
take along an adequate supply. It you
- may need to replenish your supply & =,
while you are out of the country, have .
your own physician or pharmacist give
_you the generic (or internationally ac-
~ cepted) name of the drug. In many for- .
eign countries, the product may Dé e, s R !
marketed under a different brand . . . . e

\name. v ; . : ,
It a physician plans to prescribe ai. g i
drug for you, tell him what other g Lo e

drugs—prescription or over-the-counts -
_er—you are also taking. Drug-drug in-
teractionscanbelethal. . . =
© 1t anyone—physician, pharmacist or
fellow tourist—tells you that a particu-’
- lar.drug is perfectly safe, don't believe e
" him. With few if any ‘exgpﬁ0m, any- e

. drug that is effectiv also be harm- - -

*ful and, in some conditions, ca
SN g rme 3 .
~Milton Silverman.
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[From the Washington Post, March 20, 1977
DnUG Firms SOFTEN SALES PrrcHis To GEN'mAL AMERICANS.
i : (By MowroN Minrz)

Major mulﬁnaﬁonal pharmacg"tlcﬁl?
i Al

fon suveama‘ n, a" mve’;mw"'& a1i
forna drug special?st ‘who,, ‘compared
‘what 15 global’ compames—Amencan."*, :
Swiss and French--were tellinzm Cen-:.
‘tral ‘American doctors in 1973 “with!
what they began'to tell thém in 1976.
" Silverman, who Arevieweg 26 wxdel
seddmgs, gave, this summary ”f

! For “hine medmmes, the m;:ﬁuf
L% narrowed claiths ‘ of eﬁ'ective-ﬁ B

ucts, the producers. . -
' ‘;easonably full

dxsclosure m’1973 and have contmued
todoso”"“~‘. w0

£16 ? e ortotally ignore the poteny “, L
o tmnjr serious’ or fatal side effects.”

., For fodr drugS, the anufactur- ;
elécted to solve the *roblem by

: the expealent of “not pu I,Shing
thmg in 1976 about them o

f rm to sayf
tructlons
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4 = . " : ink -
. “to the blood digease. & o 1
% In Datin America in 1973, Silverman -
eDavis’ was contradicting
ewyi AR

£l - |

The labelirig also’ warns of

A

Tal el NG A S 2 i J
giving in the United

the advice it was

States by trecommending - Chl romy-
_ cetin' for disorders including silli-

tis, pharyngitis, eye and éar infec/
Itions, abscesses and pneumonia. It did
“not disclose potential adverse reac- !
“tions including the blood disease, nor |
© give, thé medical condition§'in which :
# thie drug should fiot beused: v )
* By 1976, -however, Parke-Davis was ‘ S
" telling .Central American physiciang. -
" virtually the same thing it was telling -

 physicians here, Silverman said. s
“i’¢ He based his findings on the 1973
and 1976 entries in the Central Ameri-

* " uDjctionary .of Phar
cialities.”” | 3
. Thisis aw

a\

e . ) “ “éan Spanishlanguage_ edition of ‘the’
; ceutical - §pe— ‘

1

[

idely. used reference 'vog-'

7 -ume that carries entries exactly ay

companies want them and

t 1s distrib-

"1 Vited annually to every doctor in'Costa’~

* Rica, El Salvador, Guatemala, Hondu-
ras, Nicaragua and Panama, along,
" \yith the Dominican Republie. ="

"The 1976 edition -was ‘published

" Sept. 30, four months after the Uni:

versity of California Press published:

Silverman's book, “The Dr

Gstified before’ the Senate Select,
Small. u’s;iness Monopoly Subcommit: :
tee. ol g LRt :

Fho :an&' tesﬁmon \
on a firsthand by Silverman
andtwo assogiates, who compared the

“1abeling ‘of 40 drugs’ provided by 23 in- .

-, ~ternational .companies in. the United
* States with the Jabeling they provided
ont the same ‘products in" 11 Latin

American countries.” . o

Although some c‘ompah’ie‘s ﬁefexideé it

)

the legality of overstating " benefits:

and understating risks outside: of the .

- United States, Silverman testifl

that they were violating laws in four -
countries—Honduras, Panama,: El Sal- -

vador ‘and Colombia—that. required

full disclosure of hazards to. physi- "

cians. <

- Com g s
News reports on the Senate-hearing B

were widely published in Latin Amer-
ica, Silverman said. ¢ R A

At the time, C. Joseph Stetlet, presi-,”

_dent of the Pharmaceutical Manufac-
~ turers ‘Association'in Washington, ac-

‘knowledged " “the importance -of the
: ] ; D

, R P T e & S

said he intended to haveé them’ dis-

‘cussed by the International Federa:

tion ‘of -

1 of- rmaceutical
ers. % ¢ LAY

-Manufactur
R e e

REK TR Y

tn ‘author

questions raised” in the hcaring and
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Three weeks latér,” Stetler went be-
fore a meeting of the federation in..‘
London‘ with an : unprec dented
proposal to adopt a resolution calling :

. upon’ the world’s drug compames to
adhere to'standardized drug labelinz‘«
and to make full disclosure of haz-
ards.”." .-

Stetlem said recently that he ra:sed B
the issue in part because of the-Sen..
ate hearing and, fn an apparent refer- -
ence to the publicxty; “in part because ¥
of recurring concern expressed i in var—
ious other quarters.” ... ... . o )

. The’ federation reJected Stetler's ’
ptroposal asking him instead to pre-

~ pare’d policy statement. As adopted.«
- by the federation at a méeting 1n No- '
‘vember, the resolution said:’:

® “That labeling and entries ln pre-
scribing - guides’ for -a prescription’
drug “should be’ ,consistent with the..
body of scieutxtic and medical evi- »

dence pertaming to that product‘\tal' -
ing into account good ‘medical prae-
“tice and the’ x'eqmrements of each gov-
ernment’s regulatory au{éhorities s g
" ®. That' a‘rﬁcularr care should- be
‘ taken ‘that SSential information as’to
medica‘;l products' safety. contramdica
—tions and side effecth i‘s_ approprxiately
. e ;; Lol "‘: {i. : X ﬁ“ ‘l@
. ’I'hat each“of the' more n 40
member ?ssocxaﬂons “encourage coms™
pliance among its memb r_companies*
i with this pa'oposal nond A
i " Sjlvérman’ commented .
“eration, “unhappily‘ ,.f»did noi pro-
pose ahy method to’implement the
move.” He said that a body such as -
the World Health Organization could:
“set up guidelines and mamtain sur-
veillance.” He added: : -
" “If remains to be seen whnther the .
.chapges instituted by some global-
drug’ companies.. ih GCentral . America
will be applied ‘to, ;all theil . ‘products
throughout the world ‘and whether .
théir lead will be {?ollowed b other»
s 3
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Senator Gaylord Nelson.
Chalrman, U.SiSenate ;
“Small Business Committee °
4ol Russell Senate Office Building
Washington, D.C. 20510

Dear $ena€or Nelson:

I am sure you will recall that, with a number of my ¢olleagues,
I was pleased to respond to your invitation and to testify
before the Subcommittee on Monopoly in May of 1976 on the
manner in which global pharmaceutical companies were label=
‘ing and promoting thelr products to physicians in Latin :

Amgrica. :
As based on whatwmanyvof these companies were stﬁting to l
. Latin Americansphysiclans in 1973 editions of standard
reference volumes, this was the situations: . .

1. In most Inatencées, the Latin Anerican claims for

“the values of these products were grossly exaggerated.

‘2, In most instances, the warnings, contraindications, and

potential serious or lethal adverse reactlons were
minimized, glossed over, or totally ignored. L

‘3. Regardless of the protestations of the companies~thétj

they were fulfilling their ethical and moral responsis»
bilities, and were not violating any laws-in the Latin

+4ing natlional laws in at least four of those countries.
I am now glad<£0\respond to yourﬁrequest'to bring thiswihfo
athon up to date. o : : . -

Within theffiret tHree weeks after your heariﬂgs,ftheifindings
of our study were extenslvely reported in major newspapers,

American countries involved, most were ‘actually break-

rm-

radio, and television throughout Latin Amerlca. Various Latin

Americen embassies in Washington; DeC., requested additional,
information, which we were happy to furnish, ~On June 16, i
London, ‘the United states delegation to the International

‘Pederation of Pharmaceutical Manufacturers Assoclations (IFPMA)

urged standardized labeling and promotion of drug products, |
worldwide, with disclosure of hazards. ’ !
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During the summer of 1976, we were pleased to reply to requests
for additional information from numerous medical, pharmacy,
economic, and legal organizations and research centers and ine- .
dividuals in Mexico, Central America, South America, the United
Kingdom, France, Belgium, Canada, and the United States.  Similar
requests were received from individual pharmaceutical firms, and
representatives of some of these companies visited ug in San
Francisco to consult on aspects of the problem, . ;

On November 11, at its meeting:in Bermuda, -the council of the

IFPMA adopted & resolution~formally introdsasd. by the United
States delegation--calling upon-every drug company to see that
labeling "should be consistent with the body-of scientific and
medical evidence pertaining to that praduct,” and that "particular
care should be taken that essential information as to medical

N products! safetyﬁ contraindications and side effects is appropriate-
! ly communicated. : .

It is my understanding that this resolution has been informally
brought to the attemtion of the World Health Organization,

Perhaps most significant, however, are steps taken even earlier
by & number of multinational drug companies. Tt hag reécently
been possible for us to study the.1976 issue (published in Sep~

. tember 19761 of the Central American edition of the Dicelonario -
de Especialidades Farmeuticas and: compare the promotIonal State~

v menbs made to physiclans In 1973 (when we began our research)with

- those made in 1976, For 26 products, marketed by 15 global -com=

panies~~United States, Swiss, and French--~these developments ‘were
evident: : . g :

-=For 9 produéts, the companies‘have;éleéted fo,tone down
thelr claims and present warnings comparable to those
they give to physicians in the United States, .. .

- For 2 products, the companies were already making reasonably
full disclosure in 1973 and have continued to do so0. -

~ For 11 other products, the companiess~in some cases in
violation of Central American laws--are continuing to. .
exaggerate the clinical values of the drugs: and “to minimize,
gloss over, or totally ignore:the potentially serious or
fatal side effects., : R e - .
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-=For 4 products, the .companies have elected to solve
the problem by the expedient of not publishing any
prgmgtional material about the drugs in the 1976
edition. e : ‘ :

Perhaps the most striking change involves Parke=-Davis!
chloramphenicol, an’important antiblotic marketed under the
name of Chlowomycetin. In the United Stateés, the company
has told physicians that 1ts uwe should be.restricted to-a
1imited number of serious or life-threatening dlseases, sich '
as typhoid fever, in which practically no other and safer S
product is as effective. It should not be used in "trivial - ‘
infections,™ ' Physicians are warned that its demonstrated !
hazards inclade the possibility of producing a highly lethal . |
aplastic anemia:or other blood dyscrasia. R

In the Central American countries and elsewhere in Latin - |

America, however, the description of Chloromycetin in 1973 wEE
_included recommendations for its use in tonsilitis, pharyngitils, i

eye and ear infections, pneumonisa, and abscesses. In the 1973 .
Central Ametrican reference volume, not one contraindication, |

warning, or potential adverse reaction was disclosed. . . g
In the 1976 Central American edition, however, Parke-Davis said = °
' Chloromycetin should be used only in serious conditions and | -
never for "trivial infections," There is virtually complete
disclosure of contraindications and dangers, including he f
possible appearance of aplastic anemla. |

~_Although much remains to be accomplished, I trust you will =
share in our gratification that some changes have come about.
. It is concelvable that some lives will be saved. . ; L

- I trust also that you are aware that my colleagues and.I are

~ grateful to you personally and to other members of: your Sub= -

~ committee for the-constant and courageous ‘support you have
givén us over the past years and 1o Mr.Benjamin Gordon: for
his unfalling assistances Without such help, much of-our i
work would have been impossible. . S GaE

Cordigly yours,
?’1i:?ijis;53(va—___ﬁe, o

Milton Silverman, Ph.D.

O : . ‘ .







