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Re: Actos [SEC=UNCLASSIFIEDJ rl 
Bronwen Harvey to 
Cc: Jane.Cook, Neil.Mitchell, Nick.Simpson 

17/06/2011 05:33 PM --Attached is the letter documenting our request to update the Actos Pl and write a dear Health 
Professional letter. 

~ 
Signed letter to Eli Lilly requesting changes to Pl and HCP letter.pdf 

Bronwen 
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Dr Bronwen Harvey 
Head, Signal Investigation Unit 
Office of Product Review 
Therapeutic Goods Administration 
Phone: 02 6232 8071 
Mobile: 0423 026 409 
Email: bronwen.harve~ 
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Eli Lilly Pty l..td 
112 Wharf Road 
West Ryde NSW 2114 

2011/001638 Rll/296668 

De~-

Australian Government 
Department of Health and Ageing 
Therapeutic Goods' Administration 

Actos (pioglltazone) and bJadder cancer risk- request to change the Produc't 
Information and to write to health professiona1s 

As discussed in our telephone conversation this morning, I am writing to formally request 
that you make amendments to the Actos Product Information (PI) to reflect the accumulated 
evidence of the risk of bladder cancer associated with the use of pioglitazone. 

The following changes to the Pl are requested and suggested text ls provided for each request. 

1. Addition of a new Precaution ('Bladder Cancer') after the 'Weight Gain' Precaution 
and before the 'Hepatic Impairment' Precaution 

An increased incidence of bladder cancer was obseIVed in subjects receiving pioglitazone 
in the PROactive study. In the pioglita.zone arm there were 14 cases (0.5%) and in the 
placebo arm there were 5 cases (0.2%); the point estimate for the HR was 2.7 (95% 
confidence interval [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 were six 
(0.2%) cases in the piogJitazQne arm and two (0.1 %) cases in the placebo arm. 

A five-year interim analysis of a cohort of 193,099 diabetic patients 2:40 yrs of age drawn 
from the Kaiser Permanente Northern California (KPNC) health plan found that, after 
adjusting for age, sex, use of tobacco products, use of other diabetes medications, and 
other risk factors, the hazard ratio for bladder cancer in patients exposed to pioglitazone 
compared to other patients was 1.2 .(95% confidence interval 0.9-1.5). The risk of bladder 
cancer increased with increasing cumulative. dose .and duration of pioglitazone use. The 
hazard ratio for bladder cancer in subjects with 12-24 months of pioglitazone use 
(compared to subjects never exposed to pioglitazone) was 1.4 (95% CI 0.9·2.1). The 
hazard ratio after 24 months of pioglitazone use was.1.4 (95% CI 1.03-2.0). 

A retrospective cohort study using data from the French National Insurance Plan, from 
1,491,060 diabetic patients ~40 yrs of age followed for up to 4 years, found that after 
adjusting for age, sex and use of other diabetes medicines, the hazard ratio for bladder 
cancer in patients exposed to pioglitazone compared to patients exposed to other 
diabetes medicines was 1.22 (CI 1.03-1.43). Exposure to pioglitazone for 12-24 months 
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w~s asso~iai:ed with increa$ed risk (Hll:l.34; 95% CI- i.02-1~75) as was exposure for >24 

. months (HR 1.36,.95% ·er 1.04-1;79). A significantincrease in risk was seen in males but 
not females. · . 

The conclusion from these studies of ·an ··· increased· risk of bladder cancer with ·use of 
pioglit,azone is consistent with the observation of urinary bladder tumours in rats (s'ee 
·c~rcinogenicity, Mutag~idty and Impairment of Fertility'). 

Based on epi\femiological data, treatment with pioglitazone for longer than 12· months 
may be assodated with 27.5 e?Ccess case~ of bladder cancer per 100,000 person-years 
follow-up, comp area to never use of pioglitazone and this risk n}ay increase with furth~r 

, duration' of therapy; These conclusions have not been tested in· a purposefuliy designed 
prospective study. 

Pioglitazone should not be used in patients with bladder cancer. The risk of bladder 
. Ca!lCer should be considere~ fu. the care ofpatjents treated with pioglitazone. . . 

2. Amendment of the Precaution reganJing 'Carcinogenicity, , ~~tagenicity and 
Impairment of Fertility' 

First paragraph: 

Carcinogenicity, Mutagenicity and Impairment of fertility . 
A two-year carcinogenicity study in. mice $hawed no drug-related in~re'!ses in tumour 
incidences1at oral doses up t.o 91 mg/kg/day. Rats dQ$ed or9lly.with pioglitazone at 0.9-· . 
57 mg/kg/day for two years showed increased incidences of subcutaneous benign 
adipose tis5ue tumours (llpomC1$) and urinary bladder transith:mal cell tumours. Systemic 

.. exposure (plasma AUCQ.:.24h) . to total active compounds at the highest dose in both 
studies was 8 times greater than that in humans at the maximum recommended dose. The 

. no-effect doses were not established for either t:umour site~ Subcutaneous benign adipose 
tissue tumours (Jipomas) have been observed in rats treat~d with other thiazolidinedione 
drugs, and are pr9bably related., to the pharmacodynamic activity of'thiS drug class. 

'.' · , ' · ·· .. ; laedeF. t'aafears were .····. t9'Ifaat•. seconda' .· · .. tO. ro'h'aati<m ofID:m:r. ; ·b1cuU· anij; .· . ·.; .;,.;; ; .• •')':·· .. ·~•·•·.- • .. .... ~. 'P::. ... -'"'t •_!X ··':' '"''"'•,}'.~ ... , "" "· '' "•·"···' "'" «·' .. , ... .. . ,. ... l'J - ··· .. ,, I ~~ . . 

3. Addition of information to the 'Adverse Reactions -Adverse events"identified from 
. clfnlCaJ trials' section (after t,lie 'Weight Gabi' paragraph and before the 'Bone 

Fracture' paragraph) · 
., 

Bladder cancer 
An Increased incidence of bladder cancer was observed ip subjects receiving pioglitazone 
in, the P~Oac;:tive study. 'In the pio.glitazo.n~ arm there were .14 cases .(0.5%) and in the 
placebo arm there were 5 cases (0.2%); the point estimate for the .HR was 2.7 (95% 
confid~nce interval [CIJ 0.99-7.6). After excluding patients in whom exposure to study 
drug "Vas less thWi one year at the time of diagnosis of bladder cancer, there were six 

. (0.2%) cas(!s in the pioglitazone arm and tWo (0.1%) cases in the placebo arm (see 
'PRECAUTIONS'). . 

~ dis~ussed at the teleconference, the TGA is aiso requesting a Dear Health Professional (HP) 
letter which should provide in~?rmation addressing: · · · 
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• The changes to the PI .. · . . . . . . . . . . ', 
• . The regulatory actions b~ing undertaken by international regulatory agencies 

, • . That the TGA anA Eli Lilly are. ~eep_ing the qiatter .under review 

We agreed that you \.vould provide your draft PI ch~nges and HP letter to the!fGA on Monday· 
20 Jun~ 2011 with. avieW: to having both, documents finalised by Friday 24' JUne 20,11. 

Yours si11cerely 
. . . . : . . 

:,~ J+~. 
Heag · · " 
Signal Investigation Unit 
Office of Product Review 

17June 2011 
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