
o9 .) 

0 
·Q) 

··l 

\ . ,. . • r~ IL 
f!J"A. , . :~ 'Iii 

j:' 

~,I 
E~ Lilly Aust~ali: Pty Limited· . 

1 

O l 
!. ' .\ :• 

. ·-.: 

' . . PS 1000895 
112WharfRoad ' · , . ! 
West Ry~e NSW 2114 C'<) i ! 

Credit Ca~ Retained by OF . 
. ABN 39 000 233 992 ·• 

...... ........ , !' 
Phon~ 1021 932s 4444 

r . , ..• .! · - ., • 

RECEIVED TGA/Finance 
~~- June 2011 Client lD ..... ....... ~9..-::.t .. ~ ...... .. ... . 

A.M. 

The filiiector . , INV '·· ... 2..'.)Pi~c%~~ ... 
· Office of Market Authorisation . PMT ..... : .................. :......................... · 

Therapeutic Goods Administration $ L:b.S .. a ........... 21--- -·~-:=""1 · 

~~gii;.1ogc; 2606 . . CODE:::::::::: .. :,e. .. f?.$s:;" j ····;·;~~~c;~17 I 
P '.'.) \ · · Ip " \ 1i 01r:ce "1 M"°...,...,t Aur~~n:.•w,,. ! 

Pear Sir/ryladam 
f"'0. -cx.O 1 \ ~0 (Cl 1 d_ L. <C. 3pod-...J · .. •••• .;.;..:."':..,..1 

RE: . ~_AFETY 6ELATED NOTIFICATION (2011JOOt SBR11/296668) ..• 
ACTOS® (pioglitazone hydrQc.flloride) '15 mg, 30 mg and 45 mg tablets 
(AUST R 7646~:/64~ and 7~;f 4' respectively) · 

We hereby submit a safety related notification to update the P,roduct Information (Pl) 
for'AE;TOS~. (pioglitazone hydrochloride) 15 mg, 30 mg and 4·5 mg blister packs . 

. (AUST R 76462; 76463 and 7.6464 respectively}: · 
. .. . 

/
As :per your letter of 17 June 2011 and subsequent discussion via email, the · 
followi~g a<;iditions h,ave been made tp the ACTOS Pl: 

Precautions ~ Bladder Cancer, . , 
An ·inyreased incidence of bladder caQcer was observed in subjefcts :receiving, pioglita.., 

. zone in the PROactive study .. 1,n the piog!itazone arm there were 14 cases (0.5%) arid 
. in the pla.cebo arm there 5'cases (0.2%); the point ~stimate for the hazard ratio (HR) 

was 2.} (95% confidence interval [Cl] 0.99-7.6). After excluding patients in whqm ex­
posure to study drug was less than one year at the time of diagnosis of bladder can­
cer, there were six (0.2%) cases in tne pioglitazone arm ·arid two (0.1 %) cases iii the 
placebo ami. · 

A five year interim analysis of a cohprt of 193 099 diabetic patients ~40 years of age. 
· drawn from the KaiserPermanente Northern California (KPNC).health plan found that, 
after adjusting for age, sex, 1,1se of tob~_cco products, use Qf other diabetic medications, 
and other risk factors, the hazard ratio for bladper cancer in patients exposed to piogli­
tazone coh1pared to othen patients was 1.2:(95% Cl 0.9-1.5). The risk of bladder can­
cer increased with increasing cumulative dose anc:! duration of pioglitazon~ use. The 
HR for bladd~r cancer in subjects witli 12-24 months of pioglitazone use (compared to . . 
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subj~cts never exposed to piog!itaione was 1.4 (95% Cl 0.9-2.1 ). The HR gfter 24 
months of pioglitazoneuse was'1.4-(95% Cl 1.03-2.0). · 

· Based on epidemiological data, treatment with pipglitazone for longer than 12 months~· 
niay be associated with 27 .5 excess cases of bladder cancer per 1 oo .000 person- · 

.. years follow up; compared to never use ofpioglitazone and this risk may increase with 
. further duration of therapy. These conclusions have not been tested in a purposefully 
designed prospective study. · 

Pioglitazone shoula not be used iri patients with bl8dder cancer or· a history of bladder: 
cancer. The dsk of bladdE?r cancer'should be considered in the care of all patients 
treated witn pioglitazone. · · 

Adverse E~ents Identified Fforri .CUnical'Trials .~ .. Bladder.Cancer, . 
An increased incidence Of bladder cancef was observecfin subjects receiving piogl ita­
zone in the PROa,ctiv~ st~dy. In ~he pioglitazon~ armth~rewere f4 cases (o·:s°lc:l)' and 
ih the placebo·arm' there were 5 cases (0.2%); the point 'estimate ~for ttie HR was·2.( 
(95% 81 0.99-7.6); After exqluding patients iri whon:i exposure to s,tudy d~ug was IE*)s 
than one year at the time of diagnosis of bladder cancer; tfiere were six (0~2%) cases 
in the pioglitazone arm and Mo (0.1 %) tjlses in the placebo arm, (see PRECAUTIONS; · 
!?ladder Cancer). · · 

Amendment of the Pl by de{etion of the sentence beloyv (shown in sfrikethro~gh ... ·. 
·text). has alsobeen._ included. · · 

. • '1<. · • • .... • • • ' .=: ·:. . . 

Carcinogenicity,; Mutagenicify: and Impairment of F-ertility . ·. . · . . · 
·A tWo::.year~cafoih99~i]iciff~}ui:Jy, In. mig_e shg~e~ rio prug:.telated Jncr~9~e? in t~mpur ~ 
incidences at oral doses up to 91 mg/kg/day. Rats dosed orally,wit,h Rioglit~zone at 
0:9-57 mg/kg/day for f.Wo years showea increased. in~idences of subcutan~ous·be,nign' 
adipose tissue tuni9urs (lipomas) .and urin~ry bl~dder transitional cell tumoµrs. · · 

•. System.ic exposure (plasma AUC0-24h) to total. aGtive· compounds at the highest dose· in 
l{oth studies was 8 times greater than that in humans atthe maxirnum recommended 

· dose,\The no-effect doses were not established for either tumou site. Suocutaneous 
benign adipose tissue tumoyrs (lipom9s) have been observed in rats treated with o~her 

.·.. thJazolidinedione drugs~ and · are probaQly related to the pharmaqqdynamic activity of 
· .· ttiis· drug cl~~s. ~tf5¥!5' P.l~~tq9f:!Q~.QYJ'§'S\i~,m:p.rtib~l5,1y;,~c;o.npaFYi·t~feqnatJen::of 
· · . µFinaiy~oal.cafl; ~anc;f a.FC .. Y.elikelyt'~Jioso:a·:s.a.rcii)ol;J~n j.cf i=f~~Jfl b',~f1.l,;~ffl~- · · · . . . . ,• ' ·. . . 
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Please find enclosed a copy of the revised ACTOS Pl with the safety related 
changes highlighted in each of the updated sections. Also enclosed is a clean copy 
of the Pl with the changes implemented. 

r/we make our assurance that no other changes have been made to the Pl and that ve have in our possession, supporting data for these changes. . 

Please also find enclosed a credit card authorisation for $1350.00, being the 
processing fee for this notification. 

~fL ~ VVIJ--e_ 

cJ,.fic;~>J vv(~ 
Yours sincerely, 
ELI LILLY AUSTRALIA PTY. LIMITED 
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