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strnal eycle, including occasional inter~menstrnal bleeding and spotting: and
sometimes with the period being missed. entirely,. may. occur. Thus, ;the. aph
proved labeling certainly. indicate that: gome -of the ‘earliest pogsmle” signs
of pregnancy may bhe false ones” w’hieh do_not. justify discentinuance “of. the
medication. Accordingly, a Warnmg to the physician to discontinue the drug
at; the. “earliest possible”. signs of the condition the drug. is meant' to prevenh
is'not consistent with the approved labeling; i

. Under. these circumstances, we see no Just1ﬁcation for any: attempt to predx»
. eate a criminal prosecution in the factual situation above described.

Your, letter states that “contraindication for psychic depression in “the apw
proved’ lebeling is directed to patients with a history of: psychic depression\
and not just to.those with presently observable psychic depression,” However, !
the language used in the labeling approved by the Food and Drug Administra«‘
tion is not that :clear or unambiguous, The labeling stated under “contraindi-| .
eations” that “patients w1th a history of psychic depression’ 'should be. carefully {
“observed, and the drug is digeontinned it depressmn Tecurs to.a ;marked degree.” |
The ?dverhsement stated that the drug was contraindicated in “severe depres—
sion;,

Thus, the labeling ‘does not say the drug should not be used. in. patients Wlth :
o history of psychic depréssion or .even that it must be discontinued if that |
condition should appear, Its use. is ‘contraindicated only if the c¢ondition reap- |
pears to a marked degree. The advertising statement contraindicating the drug

“jn‘the event of severe depression, therefore, does not significantly differ from !
that of ‘the labeling, Its terseness is not a viee, indeed, a “brief summary” not .|
a verbatim quote of the. labeling is all that the Aet requires. . 1
- Tt -will be observed that'it is also arguable that the flat’ contraindwation ot '
the advertisement may be.considered to be more restrictive than the permissive |
and rather ambiguous wording of the labeling.

While the labeling of - the ‘drug might well have included under the heading
“side effects™ a warning about:the blood clotting possibilities ‘of the drug, the
fact is that it did not. The Food and Drug Administration approved labeling
which “treated’ it-in-another. fashion, and many courts and - juries would. con-
sider it manifestly unfair for-the: Government to attempt- to- impose -eriminal
sanctions for the failure of the subject to.set this condition out as a side effect’
without having first. been advised of the necessity so to do. .

Addltlonally, the agency’s position is considerably weakened by the fact
that in the labeling the coupling of the reference to blood clotting with the fayor-
abie comment of the Ad Hoc Advisory Committee has the effect of minimizing
the potential threat to the patient. This circumstance would also.tend to dimi-
nish the seriousness of the: failure to. list the condition as a “side effect.”” . . .

Much of the same objection. applies to the contention relative to. the failuré

to set forth as a- side effect a statement found in the Jabeling under a‘different . |

heading relative to the effect of estrogens on’ealcium and: phosphorus: In: addi-
© o to- the ‘questionable fairness' of ‘a prosecution:in thege cireumstances, the:
labeling ‘statement does not refer to a definite knowledge that the drug has a-
deleterious efféct on ‘calefumm’ and phosphorus-inetabolism but only to.a general
medical legining - that estrogens are:'known to-have such. an: influence. The
complaint ‘therefore, seems ‘to relate to a ‘failure to list as a side éffect of the
drug-aimatter. ofmedical learning which is applicable to estrogens.: Thus, the
information does not seem-to relate to a side effect of the drug:advertised, and
for'that:reason a prosecution based upon this omission is not seund. '
- Nor do we believe that.the failure of the advertisement to include the speciﬂe

details relitive to the : length of 'experience” with -the -drug forms & bisig for
“eriminal wetion. Such information ‘wag-not ‘Yequired as a part.of the'statenient
.iri the:labeling - -concerning gide: el‘fects, and: the advertisemerit did, by inference
a{ least, inform the physmlan that “prolonged observations" had not; fﬁkeﬁ
plaee;: 2

S That portion of: 4he’ advertlsement which speaks of the low incldence of side
eflects does not : appear - to constltute a violation -of ‘the statute. In'our view,
the’ advertisement does ot falsely: reépresent the’ incidence of 'side. effecty which
a‘ttends the uge of the drug. ‘Although we think it is at least debatable ‘whether.
the advertisement claitmé a superiority over: other. products in connection with
the incidence of ‘side effects, 'such statements are: within’ the srea of ‘allowable:
promotion of the drug. The statute is, in our opinion,. oriénted toward. requiring
truthfulness in thé area pertaining to safety and effectiveness, We do not read’
the:legislative. h1story as indicating that the statute is designed to prevent the .
usual effort' to’ convinge consumers that the advertiser’s’product’ is superior.to. .
oth@r almiost ‘identical products s0 long . as the' factual statements are true.




