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The European Agency for the Evaluation of Medicinal Products
Human Msdicines Evaluation Unit

TELEFAX MESSAGE
PATE: 21 September, 1998 REF: OF —PSUR 3 (O/2)
EMEA-H-AH-njin-28499-1958

TO: M3 Jenny Shaw-Stewurt PHONE: 01276 85318

Lilly Research Centre Limited FAX: 01276853378
FROM: Mr Tony Humphreys PHONE: +44.1714)8.8583

Senlor Scientific Administrator  FAX: +44.171.418.3551
RE: OLANSEK/ZYPREXA. - Third Periodic Safety Updats Report covering the

petiod from 26 Septenber 1997 to 31 March 1958

CC: D1 Toivonen
Ms Priya Bahyi, BMIZA Pharmucovigilance Scctor

Number of Pages (including cover sheel): 2

DMessage:

Dear Ms Shaw-Stewarl,
We refer to the documentation svbmitted for Olansek and Zyprexu concemimg:

« Third periodic safery update weports covering the period from 26 September 1597 to 31
Murch 1998.

Wp inform you that the CPMP, during its meeting held from 15 — 17 September 1998,
conchuded that the areus of concem after the first two PSUR 'y (venticular arrhythmias,
hremerological toxicity, liver toxicity and interactions) give no new signaly or cancemn in the
present PSUR. Based on the present PSUR. the risk/bencfit remains unchanged.

A Type 1l Vanation application should be submitied to include “fever” under the section
5(” ’ Undesirable effects in the SPC and PIL.

D'u] Fourth PSUR:
Hyperglycasmin und disorders in glucose tnetabolism should be clozely monitored and eposted
W}L in the forthcoming PSUR’s. In addition, the tirne schedule For submltting the planned In-
1 ® depth review of cases related to disorders of blood glucosc metabolism should be provided
\‘M withiout delay. The full anulysis should be submitted befors the fourth PSUR.

All serious reactions should be described adequately and not oaly guoted in the body systern
review. The incidence of scricus unlisted adversc reactions ghould be compared with
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1 experience bused on previous PSUR's, especinlly for the arzas of concern {glycaemic disorders,
blood dyscrasias, heputic effecis, cardiovescular wffects, Nevroleptic Malignant Syndrome).

_. The mechanisms for the reported cases of coma (n=7) should b2 ¢lucidated upon.

roported. Paediatric use and adverse ceactions should be monitored closely for the next PSUR

and justifications for treatment should be provided.

)03“"’ Olanzapine is not authorised for use in children, However, twenty adverse reactions have been
Ll

o1
! 2 L 3 ¢ 5
w Neuroleptic Malignant Syndrome, coma, blood dyscrasiay, alopecia, fever and peiapism should
also be manitored closely for the next PSUR as well as the contimued close monitorlng of
V)“( ~ cardiovascular adverse events, cspecially regarding corrested QT intsrval prolongation,
w arrhythmias, syncope and sudden death.

Additional Studies:
The analysis of effects of olanxapine on QT included in this PSUR should be extended to

include:
1. The percentage of patients with absolute QT greater them 500 myec; / ‘W 5 Bnfaten

2. The percentage of patients with individual increase in QT, between 30-60 myee and > 60
msec;

3. QT dispersion: dispersion > 100 msec and change in dispersion of morc than 100%. The ~ fh’w w3
analysis should be accompanied by full sdy reports related (o electrophysiological effects.

Due (o inconsistent effects on repolarisation and QT interval observed in the in vitro and in
vivo animal studics and clinical studies, the CPMP have requested a study of the effects of 5! h
olanzapine and metabolites on human myocardial ion thanmely u¢ outhned in the “Points to At
Consider: The aseessrent of the potential for QT interval prolangation by non-cardiovascular

ruedicinal products”™ (CPMP/386/96),

Ag with the requcst concernlng blood glucose disarders, you are asked to supply the time ﬂmﬂﬂk’_’,
schedule for submitting this extended analysis including full study reports together with 2 -
time schednlc and pretocol for the myocardial ion channcl study without delay, 5 'PME”’L)

If you have any quecrics regarding the above, plense do not heyllare to contact s, or the
Rapporteur Dr Marklca Toivonen.

Yours sincerely,
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