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B. The Interactive Teleconference held on or about October 2, 1996, by Dr, Gary D, Tollefson,
Vice President of Lilly Research Laboratoﬁes_‘;'is misleading in the following particulars:

1.

L A : Ts -
Dr. Tollefson states that the therapeutic effects of Zyprexa are maintained over at least
one year. The approved Jabeling states the effectiveness of the product was only
established in shori~term (six week) studies. Therefore, for any use over six weeks, the
physician should periodically re-evaluate the long-term effectiveness of Zyprexa.
However, this cautionary information for the indication is never presented in the
teleconference.

The possibility of tardive dyskinesia, the fact that it is in the Warnings section and its
incidence as a frequent adverse event, as discussed in the approved labeling, is minimized
by Dr. Tollefson’s staternents, such as,.”... we’ve been able to show that there is a
statistically and significantly lower mmdence of this neurological side effect with Zyprexa
than with conventional drugs.” Thus, Dr. Tollefson’s statements are misleading becanse
he does not go on to discuss the incidence of tardive dyskinesia, which is listed both as a
Warening and as a frequent adverse reaétion in the approved labeling, or discuss other
extrapyramidal symptoms, such as akathisia; with Zyprexa These symptoms have an
extensive discussion in the approved Iabelmg
ke o
Dr. Tollefson states, “We are very pleased that the'labeling the U.S. will show by
objective rating scales that both Parkifsons-like side effects and restlessness, or akathisia,
the incidence across all doses of Zypreia was comparable to placebo.” This statement is
misleading because the table in the appfoved labeling that lists adverse effects shows that
the incidence of both Parkinsonian symptoms and akathisia increase well above placebo as
the dosage increases. "
S T 4

Dr. Tollefson states that, “... Zyprexa is# unique molecule in that it is 2 compound with
very, very low risk of drug/drug interactions. And'this is somethmg that will be featured,
or highlighted in the labeling.”, ‘While thé labeling states there is little risk of drug
interactions, and few have been observeéd in clinicalitrials, the labeling cautions that
coadminstration of diazapam or ethandlwith olanzapine potentiates orthostatic
hypotension. This drug interaction préé4ution is not discussed, nor is orthostatic
hypotension discussed, in any form durmg the preséntation.
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5. When asked a question about welght gam, Dr ’I‘ollefson $ response misleadingly tumed an
adverse event mnto a therapeutic benefit. He states, “So we went back and analyzed our
data and saw that the vast majority.of-weight gain reported initially as an adverse event, in
fact, was weight gain occurring in patiénts who had baseline before starting treatment, had
been below their ideal body weight. So'we really look at this, with the majority of

1 patients, as being part of a therapeutic recovery rather than an adverse event. And

that data, X think is fairly compelling; because it was included in our Iabeling.

(Emphasis added)”

)

The information on weight gain was indeed included in the approved labeling, but as an
adverse event, not a therapeutic benefit. Since the product was approved at the time of
this teleconference, Dr. Tollefson knew or should have known what mformation the
approved labeling contained and in what section it appeared I-Bs statements were
therefore, false and misleading, L g
R v "
6. Dr. Tollefson states, “So the routine startmg dose ‘on day one will be ten milligrams.” He
made no mention of the possible neéd £ starting it a lower dose, or what populations
might need caution when initiating thcrépy as described in the approved labeling. He did
not discuss the possible need for dosage‘ fiteation i in certain populations.
. «gﬁ .o %
These promotional labelmg pieces and the teléconference are considered to be false and
misleading and i violation of the Act. DDMAC requeésts the following act:ons
P ow i
1. Immediately discontinue the use of all promotional labelmg pieces, and cancel all
advertisements containing any of the false and/or misleading statements diseussed
above. e oew ¥/
0 Ltﬁ ST 'i . ,{;
2. Provide DDMAC with a conplefe listing of all advertisements and labeling pieces
that will be canceled, and those'that will cozmnue in use. Also provide copies of
these various pieces to DDMAC“ ‘ s -

3.  Provide DDMAC with a hsmngé 6‘f‘a11“ state fOHnulary commxttem, health care
groups’ formulary or therapeuti’é%*commmees hospital therapeutics or formulary
comumittees, or any other body engaged in the selection for inclusion or exclusion
of drug products from their resf)%énve formitlaries or drug lists, that Lilly provided
information similar to that discussed above.
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4. Provide a written statement th_ fLﬂIy wxll agres to number 1 - 3 above, no later

than November XX, 1996

If Lilly has any questions or comments, please contact the unders:gned by facsmule at (301) 594-
6771, or at the Food and Drug Administration, Division of Drug Marketing, Advertising and
Communications, HFD-40, Rm 17B-20, 5600 Fishers Lane, Rockville, MD 20857. DDMAC
reminds Lilly that only written oonmxumcanons are cons:dered oﬁic;al

In all future correspondence regarding this. speclﬁc issue, please refer to the MACMIS YD # 4782,
in addition to the NDA, number. v i

Sinc@;rely,
B ¥ ¥
Kenneth R_ Feather
v Semior Advisor
* Davision of Drug Marketing,
% 4 : Advertising and Communications
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