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~d Dear HP Letter 
- to: Bronwen.Harvey 27/06/2011 02:57 PM 

History: This message has been forwarded. 

/ . 
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Dea r Bronwen 

Please f ind a t tached our final version of the Dear HP l etter with the 
overseas regulatory secti on completed for actions relating to t he US and 
EU. 

(See attached fil e: DHCPL_for_Australia_ v 2.1_27Junll.docx) 

I have al so jus t learned this morn ing that t he Japanese Health Authority 
have announced changed to the PI for pioglitazone containing produc ts (see 
blue text below) . We did not include this i n the Dear HP l etter to avoid it 
becoming ove r complicated and lengthy. 

We now await your decision on when the PI upda te can be implemented, onc e 
approved / acknowledged we can then proceed with mail out of the letter. 

Importan t Precaution.s 

In epidemi ological studies conducted overseas i n patients with diabetes 
mell itus, potential increased risk o f bladder c ancer was observe d in 
pat i ents wh o received pioglitazone. The risk tended to increase with 
long-term use. Therefore, c a ution should be exercised for the following 
points (See Other Precautions ). 

ACTOS@ Tablets should not be administered to patien ts with 
active bladder cancer. ACTOS® Tabl ets should be administered carefully 
to patients with a prior history o f bladder c ancer, by fully t aking 
into account the benefit and risk of p ioglitazone. 

Before initiat i ng treatment, the patient or his/her family 
should be given a full explanation of t he ri sk o f bladder c ancer. The 
patient must be instructed to immediately consult a physician when any 
s i gn or symptom of b lood in the urine, urinary urgency , pain on I 
urination , etc. i s observed. 

Periodic examination, such as urinalysis, should be performed 
during t aking ACTOS® Tablets. Appropriate measures should be taken 
when abnormality is observ ed. Also, c areful observation should be 
continued after stop taking ACTOS® Tablets. 

Other Precautions 

In an interim analysi s of an epidemiol ogical study conducted overseas in 
pa t i ents with diabetes mellitus, full analysis did not show a significant 
diff erence in the risk of bladder cancer (hazard ratio 1 . 2 [95%CI 0.9 -
1.5]), however stratified analysis indica ted a signific ant increase in 
the risk of b l adder cancer fo r pa t i e nts who r e ceived pioglita zone fo r 2 
years or longer (ha zard ratio 1.4 (95%CI 1.03 2 . 0)). 
Also, in ano t her epidemiological study , the risk of bladde r cancer was 
s ignificantly increased in patients who were taking pioglitazone (hazard 
ratio 1 .2 2 [95%CI 1.05 - 1.43] ) . In addition, there was a significantly 
increased ri sk of bladder c ancer in patients who received pioglitazone 
for 1 year or longer (hazard ra tio 1 . 34 [9 5%CI 1 . 02 - 1.75)). 
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Kind Regards 

(Ewbedded image moved to file: pic01842.jpg ) 

Medical Division 
Eli Lilly Australia 
112 Wharf Road West AOSTRALIA 
Ph: 
Fax: 
W : ' www. il y.com.au (Embedded image moved to file: pic00288.jpg) 
Sig Lg fullc Red (Embedded 
image ~oved to file: pic30106.gif)lilly logo 

In the i nterests of PATIENT SAFETY if your email relates to an adverse 
event or a cl i nical trial adverse event, please contact the Product 
Safety department as soon as possibl e at AU_Drug_Safet~or phone 
+61 (0) 2 9325 4676. 

CONFIDENTIALITY NOTICE: This e-mail message from Eli Lilly Au::; LL'ctlict Pl y 
Limited (including all attachments) is for the sole use of the 
intended recipient(s) and may include confidential information. Any 
unauthorised review, use, disclosure, alteration or distribution is 
strictly prohibited. 
If you are not the intended recipi ent, please contact the sender by reply 
e-mail and destroy all copies of the original message. 
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Dear Healthcare Profes.sional, 

In agreemen.t with the Therapeutic Good.s Administration (TGA), Eli Lilly and Company . 
would li!<e to .. inform you of important n'ew safety information regarding the use .of · · 
ACTOS® (piogHtazone hydrochloride) and the potential risk of bladder:_carn;:er: 

sH.m.matt 

The PROactive st4dy was a, lc;irge, placebo con.trolled cardiovascular outcom~s study that 
involved over 5200' patients. An i~creased incidence of bladder cancer was observed in 
subjects receiving pioglitazone in the PROactive study. In the pioglitazone arrnthere 
were 14.cases (0.5%) of bladder ~ancer reported compared to 5 · ~ases (0.2%) in the 
placebo arm; the point estimate for ttie hazard ratio (HR) was ~.7 (9S0/o confide.nee 

 interval [CI] 0.99-Z.6). After excluding patients in whom exposure to study drug was less 
than one year ,at the time of diagnosis of bladder. cancer, there were six (0 .. 2%) ca~es in 
the pioglitazone arm and two (0;1%) cases .in the plac~bo arm. 

A ,recent five-year interim analysis of a cohort of 193,099 diabetic patienfs ~40 yrs,of 
age ,drawn from the Kaiser Permanente Northern California (KPN(:;) healtti plan f,aund 
t~at, ·aft.er adjusting for age, sex, use of tobacco prod1.:1cts, use of other diabetic 
medication~, and other risk factors, the hazard ratio for bladder caricer in patients 
exposed to pioglitazone compared to other patients was· 1.2 (95% Cl 0.9.:.1.S). The, 
incidence. of bladder cancer increased with increasing cumulative dose and duration 9f 
pioglitazone use. The hazard ratio for bladder cancer in subjects with 12-24 months of 
'pioglitqzone use (compared to subjects never expos~d to piqglitazone) was l.4 (95°/o GI 
0.9'-2;1). The hazarc;I ratio after 24 months pf pioglitazone use was i.4 (95% CI L03-
2.0). Based on these 'datg, treatment with. P.ioglitazone for !anger than 12 months may 
be associated with 27 .. 5 excess cases of bladder cancer per 100,000 person-years foll6w­
up, compared to never Lise of pioglitazone apd this ris.k may. incre~se with further 
duration of ttlerapy. The conclusions from these studies have not been tested in a . 
pur:po$efufly designed prospective study. _ 

Pioglitazone should. not be used''in patients with bladder cancer or a histor)' of,.bla.dder 
. cancer. The risk of bladder cancer should be cons.idered in the care of all patients treated 

with pioglitaz6ne. 

·updates, to AYstra'uan
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The following information has been added to the Australian ACTOS® '(p i ogli~azone) 
product information : 

Precautions section 
Bladder Cancer 
An increased incidence of, bladder cancer was observed in subjects r~ceiving pioglitazone 
in the PROactive study, In the pi.oglitazone arm there were 14 cases (0 .5%} and in tqe 
placebo arm there 5 cases (0.2%); the poi~t estimate for the hazard ratio (HR) was 2.7 
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(95% confiden~e interval [CI] 0.99-7.6). J.\fter excluding patients in whom exposure to · 
study drug was less than one year atthe ~irne of diagnosis of bladder cancer, there were 
six (0.20/o}cases in·the pioglitazone arm and two (0.1%) cases in the placebo arm. 

A five year int.erim ana_ly?iS of a cohort of 193 099 diabetic patients ~4,0 · years of ~ge 
drawn from the Kaiser, Permanente Northern California (KPNC) health plan found that, 
after adjusting for age, sex, use o( tobacco products, use of other diabetic medications, 
and other risk factors, the hazard ratio for bladder cancer in patients exposed to . 
pioglitazone compared to other patients was 1.2 (95% CI 0.9-1.5). The risk of bladder 
cancer inc.reased with increasing cumulative dose and duration of pioglitazone use. The 
HR for bladder cancer in subjects with 12:-24 months of pioglitazone use (compared to 
subjects never exposea to pioglitazone was ·1.4 (95%CI 0.9-2.l:). The HR after 24 
months of ploglltazone use was 1.4'·(95% CI 1.03-2.0), 

. Based on epidemiological data, treatment with piogHtazone for l9nger than 12 months 
may be associated with 27.5 excess.cases of bladder cancer per 100 000 person-years 
follow up, compared to.never use of pioglitazone and t.his .risk may inc·rease with further 
duration of therapy. These conclusions have not been tested In a purposefully designed 
prospective study. · · 

Pioglitazone should not be. use~ in patients with.· bladder cancer or a history of !:>ladder ;
cancer. The risk of_ bladder cancer .should be considered in the care of all patients treated 
with pioglitazone. 

Adverse reactions identified,from Oinical Trials section 
Bladder Cancer . 
An increased incidence of bladder cancer was observed in. subjects receiving pioglitazone 
in the PROactive study. In the pioglitazone arm there were 14 cases (0.50/0) and in the 
placebo ann there were 5 cases ·co .. 2%); the point estimate for the HR was 2.7 (95% CI 
0.99-7.6). After excluding patients in whom exposure to study drug was less than one 
year at the time of diagnosis of bladder cancer, there w,ere six (0.2%) case~ .in the 
pioglitazone arm and two (0.1 O/o) eqses in t_he placebo arm (see PR.ECAUTIONS, Bladder 
Cancer). · · 

The following infofrnation (slfown as strikethrough . text) has been deleted from the · . 
product information as it is no longer accurate., ba?ed on the new data. 

Carcindgeni!'.:i t\'.'.'~ Mutagenicity and Im·pairrnent of FertilitY'. 
A two-year carcinogenicity' s'tudy iri .. mice showed no drug-related increases in tumour 
incidences at oral doses up to 91 mg/kg/day. Rats dosed orally with pioglitazone at 0.9-
57 mg/kg/day for two years showed increased incidences of subcutaneous benign . '" 
adipose tissue tumours (lipomas) and urinary .bladder transitional cel(tumours. SystemiC 
exposure (plasma,AUCo-24h)'to total active cornpou'nds at the highest dose in both studies 
was 8 times greater than that in h_umans at the maximum recommended dose. The no­
effect doses were not established for either tumour site; Subcutaneous benign adipo~e 
tissue tumours (lipomas) have been observed in rats treated with. other thiaz61idinedlone 
drugs,· and are probably related to the pha'rmacodynamic activity of this drug class. 
~a~;,~'J~~~~~~~::: , ~ ''.:; ··~>•':· ~ - j " ~~-·0 ' ¥.:H .. , : ·~ ,~:- ::'·:;:~,. ·; :: :.~: '!fn~tJqf1 Of ijfi_tj,p~-fQl~IJ~ 'ana·~t~ 

To better understand any pqt~ntial relationship between the use of ACTOS® (pioglitazone 
hydrochloride) and report_s of: adverse events, Eli Lilly will continue to carefully monitor 
adverse events through ongoing surveillance and analysis, in addition to ongo!ng 
epidemiologic investigations. 
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The US Food .and Drug Administration (FDA) ar:ip '. the European Medicin~s Agency (EMA) 
are also reviewing information relating to pioglitazone and bladder cancer. The FDA has 
issued a statE;!ment Indicating tl}?tt use of pioglitazone for more than one year may be 
associated with an increased risk of bladder cancer, and caution prescribers against use · 
of pioglitazone containing products in patients with active bladder ca·ncer or a ·history of 
bladder cancer. 

The EMA is currently reviewing data from multiple sources to assess the association 
between pioglitazone and bladder cancer risk. The E:ommitte for Medicinal Products for 
Human Use {CHMP) hc;ive· noted that thr~e in.terim r~ports from the KPNC study have not 
confirmed a clear association between the use of pioglitazone and the occurrence of 
bladder cancer but that. there is a signal of a potential increased incidence in those with 
longest exposure ·and highest cumulative dose. CHMP have reviewed additional 
epidemiological data and have concluded that there .are still additiona,I factors that need 

 
to be considered before it can form an opinion. A(:fditional scientific advice will be sought 
with the CHMP's opinion expected in July 2011. Regu l,ators in France and Germany have 
suspended use cif pioglitazone containing rnedic:ines pen.ding the out:c~me of the EMA' 

 
review. 

Call for Reporting 

Healthcare professionals are reminded of the need to report any adverse reactions · 
suspected to be associated with the use .of ACTOS® (pioglitazone h.ydrochloride) to Eli . 
!,.illy Australia Global Product Safety by phone (02) 9325 4676, or facsimile (02) 9325 
4320: 

In addition, adverse .events may be reported~ fo the TGA, via fax at 02 6232 a392, e-mail 
at adr.report · , by po~t ~o TGA, P.O. Box 160, Woden, ACT, 2606, by 
telephone (fr.eecall" within Australia) a't 1800 044 f14 or. reported onllne at 
www.tga.gov,au . . 

(::ominu~jcation . Inf~rmation . 

Please contact your Eli 
. 

Lilly Representative 
~ 

or th~ Medical Information Department on 02· . . . 

9325 4622 if you have questions or if you wish tci receive further information. A copy-of 
t _he' updated Product Information document can be obtained by contacting Eli Lilly or 
downloaded from the TGA website (www.ebs'.tga.96v.au). 

Yours Fa.ithfully, 
George Labib MD 
Medical Advisor, Dipbetes Business Unit 
Eli Lilly Australia Pty Limited 
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