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Dear Dr Harvey 

20/06/201 1 01 :5 1 PM 

As per your letter of Friday 17th June 2011, please find attached a draft 
PI and Dear HP letter incorporating informa tion on Actos and the potential 
risk of bladder cancer. In addition, Eli Lilly global and Takeda have 
provided a response document outlining their rationale where the PI update 
differs from that requested. A formal SRN will be submitted to the Office 
of Market Authorisation once all of the changes have been agreed. 

With respect to the Dear HP letter, we have included a place holder for 
des cribing the actual PI language once this has been agreed between Lilly 
and TGA. Similarly, we have a placeholder for describing the overseas 
regulatory status and thi s will be added at the end of the week once the 
outcome of the CHMP meet ing is known. The letter has been drafted this way 
to ensure that the overseas information will be current at the time of mail 
out. 

(See attached file: Australia Response Document.docx) (See attached file: 
ACTOS PI_v3.1_20Junll.docx) (See attached file: DHCPL_ for_Au s tralia.docx) 

. Regards 

(Embedded image moved to file: pic29876.jpg) 
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Eli. Lilly and' Company response to'.the .reqµest rec;e!ved·on 17-JUt-1-2011 fron:i the AustraJian 

Gc;nremment Dep!Jrtment 'of Health and Aglng;The.rapeutic.GoodsA,dministration (TGA) for ACTOS® . 

> (pi~glitazone hya~ochloride) . ·,. 
·'· • • j.; •• • • 

E.li Lilly .and Company has received in the last s~veral days, new. inforrriati~n about ACTOS®' (pioglitazone : 

rydrochloridef and the possibilitY'of an increased risk of bladdercancer. Lilly is carefully.evaluating this,. 

new information and is in active discussions.with Takeda - ~harmaceuticais, the '.owner of the pioglitazone 

global safety database, on thist9pic. While this ev~luation is underway, Lilly acknowle~ges th'e TGA's 

requirement for a response by.June 20; 2011 to the T!3A's proposed update for safety labeling and 

.healthcare professional notification received. , .. 

Please see Lilly's comments b~low foJ each ofthe numbered requests: 

J 

· · 1.. Adc;lition of a new
1 
Preca~tion ('Bladder Cancer'-) after t!Je 'Vt(eight G~in1 Precaution and before 

the!Hepatic Impair-men~ Prec~ution 
. . ' . 

. Thesponsor accepts all requested additions ·with the excepti~n of the f.~llowing one-senten~ 
p_aragraph,_ as well ·as the French study results: 

"The conclusion .from these studies of an increased risk of bladder cancer with use of 
< ... • • ~ • • • • • • , 

pioglitazone is consistent with the observation of urinary bladder tumours in rats (s.ee 
'Carcinogenicity; Mutagenicity and Impairment of Fertilityl" .• 

The rationale for our posj tio.n is tftatthe prop~sed f;>ne-sentence p_aragi'aph is a conclusory 

statement, '.Yhile virtually all other statement~ iffttiis section of the la l:fe l appear to bed irect 

statements" from publi~hed documents. " ' . ..,, : '. 

· Th~ rationale for our position regarding the French study is th~t this study and its prot~col have . . . ' .. . ' . ' . . ~ 

· · not yet been thoroughly evaluated byLilly' or by other regulatory agendes, including the FDA 
. .· . ~. . . '· . . . 

and,the EMA/CH MP. 
:~ . . ~-

. , • j ... . • '· • . . .•. • 

·· _Also, the sponsor, w,auldlike to clarify, the seq;i~d sentence of }he· paragraph below to ind.ude · 

'with ~ hiStory ot'b.l~dd~r cancer' . · · · · ' 

' • > '.'" '•L .:•: •,:· ) ' 

''Piog~tazone s~ould not qe used in' patients with oladqer cancer. The risk of bla9der 

· cancer should be considered in the.care of patients with a hi~tory of bladder can~er ;.; 

treated with pi6glitazone': . 

In addition, we would .l!k.e to propose a c!arificatiordprthe epidemio logi~al . data par<igraph that 

the data comes from the Kaiser Permanente North~rn €alifomia (!<PNC} study; therefore, this 
. . . .· t . . 

paragraph was m9ved to the Kaiser: dat_a t!escriptio11: · · 

'. 
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"Based on th'e epi.demiological data, treatment with pioglita-zone for longer than 12 · 
months may be associated with 27 .5 excess cases of bladder cancer per 100,000 
person-years follow-up, COrTIRared tq never J_se of pioglfrazone and this risk may 
increas~ with further duration of therapy. These conclusions have not been tested in 
a purposefully designed prospectiye stu9y." · 

·. . . 

2. Amendment of the Precaution regarding ~Carcinbg~11ic~y, Mutagenicity and Impairment of 

Fertility 
·~ 

The sponsor accepts the requested sentence deletion from the current Product Information 

paragraph. 

3. Addition of informati~n to the 'Adverse Rea9:ions -Adverse events identified from clinical 

trials' section (after the 'Weight Gain' pe1ragraph and befOre the.'Bone Fracture' paragraph) . .. .. ~,. ' . 
. . 

The sponsor accepts the TGA requested addition of information related to bladdercancer. 
• . 1 . 

( ) · 
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. ·. AC110,S~ (pj~glitazonl3· ~ydrochlorip~) 
.; 

· The active ingredient i,; ACT-Os tablets.is pioglit~zo:ne hydrochloride .. Ghemically, 
· pioglitazone hyar9chloride is [(±):'.S-[[4-[2:.(5- h ethyl-2-pyr:idinyl)ethoxyJphenyl]metnyi]-2,4:] 
'thiazolidinedione Jlydrochloride .. .The empiric9I formul~ is C1i:JH20N20.3S:HGI which . · 

.· corresponds to a molecular weightof'392.90 Daltons. . . . 
: .. ·. . . . . : ~ 

• H,CI 

: Th~ CAS number for: pioglitazon~ HCI is 11.2529-15-4:' The CAS number for pioglitazone 
·free ba.se is 111 Q25-46.;8., · · · · 

DESCRIPTION · . 

. f?iogliJazofte foydrochl0~de ' is at:! ~dourless, whi.te crystalline powder: thaOs solubJe:in N,'N­
. dim~thyl,formamic:fe, · slightly solul;)le in an.hydro~s ethanol, very-slightly soluble in acetone 
and acetc:mitrile, practically insoluble in yvater and insoluble iri ·ether.. ·· · .. 

. Eacl:i tabletQ0ntains 15, 30 or45 mg of'ploglitazone (as the h~drochloride). The tabl~t~ also 
.. contain' lactose, Jlydmxypropylcellulq's.e, carmellose Galciurn and magnesiumstearate. ·. . 

· .. · f.\CTo·s is an oral antidiabeti~ iagent tpat a¢ts primarily.by de<i~easin'g ir,isulin resil?.t~'nc~, 
Pharmacological stl!dies indicateth~t'AGTOS improv~s sensitivity to insulin in.muscle ~nd 
adipose tissue and inhitiits .hep~tic g!ucorjeogenesis. ACT OS improves· glyc;aemic •. control 
whjle redu.cing circulating [ris1.,1Jin Jevels. . . . . , · · · · : .. ··· . . 

Fasting .and postprandialgl~caerriig control a~e1 improved in p_atien~s ~ith type~ diab~tes 
. · mellitus'. Th,e d:ecreasedihsulin ·resistan9~e produced by. A'ct©s results in lo'-'.V~r blood · 

glucose concen~rations,' lower plasma in~i.din lev~ls and lovyei; HbA1c value.s ~ ,. 
'. . . . 

Mode' of Action 

. ACTOS is a thiazolidinedione antidiabetic ?Qent that depends on the P.resence of in~ulin f6,r . 
'its unique meehanism of·acti9n. AClPS decrease~ insulin resistance in th,e perippe!Y and in 

. the liveri resulting in increas(3d insulin-dependent glucose disposal and decreased. ti~patic . · 
.. glucose.output. Unlike - sulfonyllire~s; pioglita4one,_is npt an insulin secr:et~gC!gue. < ··. · 
. · Pioglitazone is ,~ potent and, highly selective ag6iiist for peiroxisome proliferator-aciivated 

receptor-gamma (PPARy). PPAR rec;:eptors are toufic:I in tissues importa.ntfor i~sulin,· a·ction . 
such as adipqse tissue, skeletal muscle a.nd liver: Activc;itiori of PRARy. nuclear 'r~ceptors 

• ' . • •· • • •. :•, ·. ·• I--.· ' • 

. . ~ 

. ACT OS® (pio~litazone hydrochloride) P.I v3.~1 20Jufr11 
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. medula~es the transcription ofa number of insulin res'pon§ive. genes:inyolyed' in 'the control 
· of glucoseand lipid metabolism. · · 

In an1mai models Of diab~fes,; pioglitazc:iQe re.duces the hyperglycaemia;· hYP.erin~uJinae.rnia 
and hyr:>eliriglyceridaemia characteristic.of insuliri-resist~nt state~ SLJ.Ch as type 2 d_iabetes. 
The meJabolfo Ghange.s produced, 6y pioglitazone result' in increased respons.iveness .of 
insulin-dependeht tissues and are observea in numerous animal models ofi insulin 
resistance: ., ' . ' ' . ' ' 

Since Rioglitazon~ enhanee~· the effects ofi circulating i,psulin ·(by decreasing insulin 
resistance), it does not lower blood glucose iri animal mod~ls that lack endogenous· insuljn. 
' ' 

Pnarmacokinetics :·.· 

. . . . . 

Absorption: Following oral administration, in the.fasting state, pi~glitazone is ~rst ·· 
measurable in serum within 30 minutes, with peak coricentrationsrobserve.d within 2 hours. 
Steady state is achieved after 4-(days of dosi,ng,. Food slightly delays the time to peak 
serum c<;mcentration ~o 3 to 4 hours, but does not alter the extent of absorption. The . 
. absolute. bioavailability. following or.alradministration .is aRpr,oximately 83%. 

Distribution: The; mean app,~rent volu.me of djstribution (Vd/F) of pioglitazone foll.owing 
intravenous adminis,tratipn is 0.25 L/~g of body weig,ht 

Protein Binding: Piog.litazone is extensively bound to plasma p~otein (> .99 %), principally ~o 
. iserum albumin. The free fraction is less than 2·% an·d independent of concentration in the 

..• range of 34-2000 ng/ml (which fr:idudes the therap·eutic concentration range). ' ' 

Metabolism: Rioglitazone undergo~s extensive hep(itic ·~e~abolism by hydroxylatio.n of 
aliphatic. methylene· groups~ This is pred9m.inantly via cytochrome P450 208. arid 3A4. , 
Three of the six· metabolites fqrmed are active. The major circulating metagolite is M-IV (1-
hydroxyethyl pioglitazone),, which ~ccounts for most,of the drug-:related material,in human 

. plasma.and pmbably accounts f()r much-of the;therapeutic efficacy. 

PicS'glitazone dia not' inhibit' P450' activity when incubated with human P450 liver 
· microsomes. · ,.. ~' ., .. 

C). ' . 

. Eli~ination: Following O,;al •admi~istration of radiolabelled pioglita~one to .tiu~an.s, recove~ea~) 

. label wa~ mainly in fa~ces (55%) and a lesser:Cimpunt in urine·(4S0/o). In animals,· onlya 
small amount of unchang~~ pioglitazone can be detected J~ either urine or 'faeces. Thee · 
mean plasma eliminati<;m h,alf-life of un~h,anged p,ioglitazone in man is 5 - 6 hours a·na for its 

· total active· metabolites, 16 - 23 liours. · · · · ,.. . ; ~ . 
: . . ~.;· 

. ·Special· Populations · 
' . . 

. Renal insufficiency: In .patient$ with renal impairment: plasma concentratiqns of pioglitazone 
and its metabolites are:IOWE?r than those ~een ih 'subjects with normal renal functfon, bl,Jt . . 

. .. . ·with similar oral cle~rance .ofparent drug. Thus free (unbound) pfoglltazone cc,mce1;1tration 
· remain.$ unchanged. Dqse adju~tment i,n patients with renal dysfunction is not 

~. 

.. recommended '(see DOSAGI; AND AQMINISTRATION}. N9 informatiori is ayailable for .· 
patients on dialysis therefore ACTOS .should not be used in. such patien~s. ,.; · · 

Hepatic insuffiCiencv: In subjects with. impaired hepatic f~nction, total' plasma co~centration 
of pioglitazone-is·'un cha.nged; but witll an fncreased volume, of distribution. Intrinsic . . 
clearance is therefore ,reduce·d, co4ple9 with a higher' unbound·tr_adtlon of pioglitazone . . . 

j ACTOS~ (pioglitazone hydrochloride) Pl v3.G-1 20Jun11 
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ACTOS therapy sho1.:1ld . riot be initiat.ed in patients witfJ increased .paseline .liv~r enzyme 
le'iels (ALT >2.5 times the ·upper !imifof rion:nal). · 

~ . ·, . . 

Elderly~ No clinically, significant differences betw~etl:' elderliand you'ng .subjects were 
observed. ·• . 

. Paediatric: Pharmac6kin~ticdata in the paediatrit popula~[on is.nofavailable. '. 
' .· ' . . .. . . . . . . . . . . . . . 

Gender: The m$ari Cmax and AUG values we"re increased 20% to 60% in females. As ~ 
monotherapy and in combination with sulfonylure.a, metformin or insulin, ACTOS improved 
glycaemic·control in both males and females, In.controlled clinical trials, haemoglopin A1c· 
(HbA1c) decr~?s~s from baseline were gen'erally greater for females th~n fQr males 
(average mean-difference in H1?A1c 0.5%). See DOSAGE and ADMINISTRATION, Femat~ 
Patienfs for recommended dosages in women. · . ~ .. ·. . . 

Clinical Trials 
. . _·. . : ··, _,· ·· .. · . 

·q .... · .... · . .. 

Cli ~ical, studi~s demonstrate that ACTOS improves insulin sensitivftY in insulin-resistant 
patients. ACTOS enhances cellular responsivene.ss•to in~ulin, incre.asef) insulin-depengerit 
glucose disposal, improves hepatic sensitivity to glucose and .thus improves dysfunction~! 
glucose homeostasi$. . · · 

Monotherapy · . . . 
Three ran'domis~d ; double blin.d, placebo-controlled tri~:ls of 16 to 26 weeks were CQrid.ucted 

.. · . to study the use of ACTOS as monotherapy in patie~ts with type 2 diabetes. These studies 
. ex_amined: ~GTOS doses from 7.5 to 45 mg[day in 8'65 p_iitients. . 

'. . ,; . . . } ... 

In C! ~6"'.w~ek1 do.s9-ra'nging study, 408 patients with type 2 dtabetes were randomise~ to 
· receive 7.5, 15, 30 or 45 mg of AGTOS, or placebo. Compared with placebo, treatment with 
15 to 45 mg ot ACTOS resy lted in significant ·improvem~nts in HbA1c _and.fasting blood 
gluco?e (FBG) ($e.e Figure 1 ). 

Figure t .. Mean Change from Baseline for FBG .and HbA1c in a.26-VVeek Pl,acebo-
.. Cont~o~led Dose::-R.anging Study · · 

0 2 4 6 10 14 ·· 18 22 · 26 
Waaka 
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The study population included patients not [)reviously treated wfth antidiabetic medication 
(naive; 31 o/o)anc:J pat'i~nts.who were receiving antidiabetic medication atthe time of $tudy 
enrolment(previously treated; 69%). The dat~ for the naive <,ind previously trea,ted patient 
subsets are shewn in Table J. This run-in period was associated with little change in HbA1c 
and FBG yalues from screening to baseline for- the naive patients. However, for the 
previously-treated group, washo1,1t from previous qritidi_abetic· medication resulted. in 

. deterioration of glycaemic control and increases fn .HbA1c and ' FBG. With ACTOS •. while ·. 

ACTOS® (pioglitazone . hyd~ochloride) Pl v3.G-1 - 20Jun11 , 
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ti1C?st patients in 'the previously-treated grqup bad a decrea_se from 6a,seline in Hbf\.1c ·and 
FBG in many·c~se_s the values did not retu·m to screeningdevels' by the end of the study. 
The·Fitudy design diq not permit the, E?Valu~ti9n of patients who switched dfrectly, to ACTOS 
from another antidiabetic agent: · 

Piogl.itazone has been shown to reduce total plasma triglycerides and free fatty acids and to 
iricr.ea,s~ Fl0L-cholesterol levels. LDL-cholesterol levels remain -unchanged. In a 26-week, 
placebo~confrolled, dose-ranging §tudy, mean triglyceride levels decreased in the 15 mg, 30 
mg and 4~5' mg A8TOS dose groups compared to a mean incre~se in the placebo group . . 
Mean HDI,.. levels increased tp a greater extent in the ACT OS-treated patie_nts than in the 
placebo~treated .patients. There were no consistent differences for LDb and total cholesterol 
in ACT0S-treated patient s compared with placebo {Table'2). .. " - /.· · · . : 

ACTOS® (pioglitazo~e hydrochloride) Pl v~.0--1 20Jun11 ·_ 



! 

5 . 

Table 2 Lipids in a 2t;.;Week Placebo-Controlled Dose-Ranging Study . 
. . . . ~ ' . . .. ~: 

Placebo ~ 

· ·Acros -· 
15 mg 
o~ce· 
Daily ·· 

AClOS ' '.'Ac'Tos 
30· rn9: · ·4.? mg 
Once· Once 

· Daily . · .. D.ailr . 
··. rfl9.1ycericies c.nrr1<>111> 
Basel i n~ (mean) 

. _Fi~~cenrfhang.e, from. b.;:lseline (m~~UJL 
HDl. Cholesteroi fmmoliLf ··· 

Baseline (mean) 

·Percent chang~ from base.line (mean) . 

LDL cholesterol (mrf!OI/~) 
Baseline.(mean) 

Pe~cent chan·ge from baseline (mean) · 

Total c·holesterol (mmol/( ). 

Bqseline·(mean) 

Percen~ change frorn b'aseJine (mean) 

N~=79 : 

2.~7 

4.8% 

N=79 

. f.Q8 

8.1% 
N=65 

3.59 

' 4.8% 
N,=79 

5.81 
4.4% 

' N=79 

'3.20 

-9.0% 

N=79 '' 
-1.04 

14".1% 

N=63 

3.41 

7'.2% 
N=79 

5'. 69 

4.6% . 

-:9.6% 

N=83 

1.06 

12.2% 

N=74 

3.51 

5.2% 
N=84 . 

5.76 

3.3% 
. . . . ~ . . . 

N=17 
1.05 

19.1% 

N;::62 

'3.28· 

6:0,% 

N=77 

5.53 

6.4% 

· ln' a separate 24".'week study, 260 p~tients with. type 2 diabetes.were randomi~ed to one of 
· two forced".'.titration ACTOS.treatment arms (fih€11 doses ~o or 45 mg), qn a mo.ck titration 

placebo arm. In one ACTOS treatment group, patients received' ar:rinitial.dose of 7:5 mg · 
once daiiy .. After fou( weeks, the dose wa~ increased fo 15 mg once daily and after another 
four weeks: the dose was increased to 30 mg once daily forth~· remainder of the. study (16 
weeks). In the second ACT OS treatment group, patients received an initial dose of 15' mg 
once~ daily ·~':ld were titre;lted to 30 m~ one~ tjaily.and 45 mg once daily in:a s!milar m~nne,r. 
Treatm~nt with AeTOS, as described , groduced statistically significant improvements in 
HbA1'c and FB'G at endP,oint compareci_'with placebo (~ee Table 3). . · 

1 • . . . - .. 

Table 3 Glycaemic Parameters in a 24-Week Placebo-Controlled Forced-Titration S~udy · 
. . . . ~ 

· Total Ropulatidn · 
~ ' H 

HbA.1c (.%) 

. Ba~elin,e (mean) , 

Change from baseline'(adjusted mean++) 

Difference from pl.ace!:>o.(adjusted mean++) 

:.... 'ff ~ -~ • ... ... . 

ACT OS 
Placebo ... 3o m~{ 

· ... N=83 

· 10.·a 

' o.~ . 

· ·::·.: 

.o~ce De1ily 
. '.'. 

N=85 

.10.3 

-0.6 
; .. ·. 

-1.5* 

"< .' ' · .. 

' FBG (mmpl/l:.) N=7a . N=82 

13.,as~liQe (mean) . . 15.50 . · 14.89 

Cha.nge. from baseli~e (adjust'ed mean++) 1-::.00 · -2A4 

Q.iffer~r'lc~ frpm,pla.qebo (acjju!?.tecj mean++) .. ~ -3.44* 
· ' Final dose ln 'forced titration .. . . . . . · ·· · · · . c· . 

· ++Adjusted for baseline; pooled centre, and pooled centre by.treatment inteiraq_tlon 
* p < 0.05 vs .. placebo . · . · · ·.·. · · ·· .· · · 

' I ACTOS® (pioglitazone -hydrochloride) Pl v3'.Q-1 20Jun11 
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45mg+ 

Once' .Daily 

N=85 
.· ~ 

~Q, 8 

-0.6 

-1.5* 

N=85 

15.61 

-2.77' 

-3.77* 

.... 



0 

· For patients who had not been previously treated with. antidiabetic medicatio'n (24%), mean . 
. v~lues at screening were 10.1 % for HbA1c and 13.22 1'}1mol/L for FBG. At baseline, meari 
. HbA1c was 10.2% and mean' FBG was 13~5 mmol/L Compared with placebo; treatment with 
ACTOS titrated to a final dose of 30 mg and 45 mg fesulted in reductions from baseline in 
meari HbA1c of 2.3% and -2.6% and mean FBG of 3.5 mmol/L ana 5.28 mniol/L, · 
respectively. For patients who had been previously treated with antiaiabetic medication 
(76%), this medication was discontinued _at screening. Mean values· at screening were 9.4% 
for HbA1c and 1?. mniol/L for FBG. At baseline, mean HbA1c was 10.7% arid mean FB~ was. 
1"6.11 mmol/L. ,Compared with placebo, treatmerib,with ACTOS titrated to a final· dose of30 
mg ~nd 45 mg resulted in reductions from baseline in. mean HbA 1cof1 ~3%: and 1.4% and 
mean FBG of 3.06 mmol/L and 3.33 mmol/L, respectively. For many pr~vi9usly-treated 
patients, HbA1c and FBG had not returned to screening levels by the e~d of the .study. 

In a 16 week study, 197 pati,~nts with type 2 diabetes were randomised to treatment with 30 
· mg ACTOS or placebo once daily. Compared w!th placebo, treatment with ACTOS resulted 

in sign.ificant reductions in HbA1c ai:-i9 i=BG (see Table 4). . ' 

T~ble 4 Glycaemic Parameters in a 1&.Week Placebo-Controlled Study 

Total Population 

HbA1i: (%} 

Baseline (mean) 

Change frQ.m baseline (adjusted mean+) 

· Difference from placebo (adjusted mean+) 

Placebo 

N=93 

10.3 

0.8 

F~G (mmol/L) · . · N=91 . 

. Baseline {mean) . 15.00 

. ~ Change from baseline (adjusted mean+) . 0.44 · 

ACTOS 30 mg 
Once Daily 

~=100 

1°0.5 

-0.6 
-1.4* . 

N=99 

15.17 . 

-2.78 

,,11J •· . ..... 

C) pitteren~e tr9,m placebo <adjusted m~c;in +) . . . . . ;.·_ . ·~ . :.3~22~ . 
i) Adjustt;ld for baseline, pooled centre, arid 'pooled centre. by treatment interaction 

* p <_0.05 vs. placebo:: ·.. · · ~ · · 
.. 

Fer patients who had not been previously treated with antidiabetic medicati~m (40%), mean 
values at screening were 10.3% for HbA1c and 13.33 mniol/L for FBG. At baseline, mean 
HbA1c '-'.\fas 10.4% and mean FBG was 14.11 ml'}1ol/L. Compared with placebo, treatment 
with ~~TOS 3.0 mg .re.suited in reductions from baseline in mean HbA1c of 1.0% and mean 
FBG of 3.44 mmol/L For patientswho had been previously treated with antidiabetic 
medication (60%), this medication was discontinued at screening. Mean val.ues at screening. 
were 9A%.for HbA1c and 12 inmql/L for FBG. At baseline, mean HbA1c: was 1,0.6% and 
mean FBG was 15~94 mm61/L Compared with placebo, treatment with ACTOS 30 mg 
resulted in reductions from baseline in mean HbA1c of 1.3% and mean FBG of 2:56 mmol/L. 
For many previously~treated patients, HbA1c and FBG had not returned to screening levels 
by the end 9f the study.: 

ACTOS® (pioglitazone hydrochlori~e) Pl v3.G-1 20Jun11 
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.•. Dual . thera·12M: . . .... 
. ·Three f6-week, rflridomised, _doubl.e-blihd ,· placebo:..controlled . qlinical studies were · · · 
co'nducted to.' evalu~ite the effects of A€'fOS on glycaemic control ih patients with type 2 

·.· diabetes-who were 'inadequc1tely. controlled (HbA1c · ;;iEJ 8%) oespite sulfonylu'rea, metfqrmin 
" ·.or i11s.ulin therapy: Previous diabetes treatrpent maY,.have been mon.otherapy·or co'mbination 

. therapy. : · · 

In one com~in,ation study, 560 pat ients on a. sulfonylure~· either ·~t1one o~ combined wi.th. 
another antidiabetic agent, were.randomised to receive .ACTOS 15 .. mg, ACTQS ,30 mg or 
placebo in additio_n to their sulfonylure·a regimen-. Any other. aritidiabetic agentw~s. . 
withdr~wn. Compared with, placebo,. tne adCJition qf ACTOS to the sulfonylurea signifi~~ntly 

·. reduce<:J the mean HbA1c o:9% and 1.3% for the 15 and 30 mg doses, respectively~ In 
adaition; compared with placebo; ACTOS decreased FBG by 2.17 mmol/L (15 mg dos.e) 
ana 3·.2.2·mmol/L (3b mg dose); The therapeu~ic . effect of~ACTOS in combiri~tion with a 

·sulfonylurea wasobser\ted in patients regardless of whether the patients were receiving . 
· low, medium, o.r ~igh doses of sulfonylurei:l(< 50%, 50%, or> 50% ot.tre. recommended 

maximum daily ,dose.): ' . . . . 

ln,.a second cqrnbination stu'dy, 328. patients with type'- 2 cjiab~tes on metformin either alolile 
qr comoined with another antidiabetic agen,t,. were randomised to receive either ACT OS 30" 
mg or placebo in addition to tneir metformin. Any other antidiabetic agent was withdraWf"!. 
Compared with placebo;' the addition of.ACTOS to metformin significantly reduced the mean 
.HbA1c 0;8% and FBG.2.11 .mmol/t.:. .'The therapeutic effect of ACTOS ·in combination With 
metforrnin was obs,erved in patients regardless of whether the patients were receiving lower . 
or higher doses of metformin (< 2000 mg per day or ~poo m~l per day)._ · 

.In. a third combination -study, 566 patients with type 2 diabetes receiving a median of 66~5 
units/day .insulin, either alo11e or combined with ~mother antidiabetic agent, were r~ndomiSe<;l 

· ta, receive either AOTOS 15 mg, ACJOS 30 mg or placebo in addition to ,their insulin. Any 
other. antfdiabetic agent was dis:continued. Cqmpared with treatment with . placebo, treatment 
with ACTOS in:addition to insulin s'ignificantly reduced,both HbA1c 0.7% (15mg do~e) a·na 
1 .. 00% (30mg dose.),and FBG . 1 ,~4 mmol/L (1.5 mg dose)'and 2;72 mmol/L(30 mg dose). 

. . The therapeutic effect-of ACTOS in combination with insulin ~as obser\ied in patients 
. regardless of whether the patients were receiving lower-or higher doses of Insulin(< 60:5 
. units per day or ~60 .,5 u_nits per day). .; · · . .·· ' · ·.. . 

Triple:·Therapy · . . . . . , .. 
A. 7 month, rando111ised, double-blind; placeoo controlled study was conducted tO evaluate 
the effiqacy and .safety of pioglitazoneversus:placeoo in combination with metforhlin and a 
sulforiylur~a in patients yAth type 2 diabetes~ To qu'alify fol'. study selection, p,atients m_u.st 
ti?ve been diagnosed with type 2 diabetes mellitus for more than 2 years, · have been treated 
for more than 3 months· with metformin and sulfonylurea, be aged 30,years or qlder and . 
have. HbA1c between 7.0% and 9.5%.within 3·rnonths prior to the triaL Patients treated witt.i 
irisl,Jlin'or a r~ingle , oral : antihyperglycaemic agentor more than 2 antihyperglycaemic agents 
were 'excluded from partic)pation. ·.. . . . 

·Following a run-in period_. 2~9 patients v{ere ,randomis.ed t9 receive.either pi9glitazone 30 
. mg o_r: pl~cebo for 3 months while cohtinu.ing gn curr~nt doses of sulfo~nylurea and . 
· metformin. At the end of 3 months, deperiding, on. HbA 1 c resylts, patients ·rec:eived eithe_r 
pioglitazorie 30 mg or 45 mg or placebo,30 mg or 45 mg for 4 months. More.thah 92,% of 
patie.nts ·had thei r dose increased .to 45 mg. The dose of ~ulfonylurea could 'qereduced 

. during the trial in case of symptomatic hypoglycaemia. Changes in the metformin qosage . 
were strictly.prohibited. .· •· . . ' . · , , . ·· • .· · 

1 

. • : •. · .• .· .· 
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· Th.e ~<:fju~ted (for baseline HbA1c) mean change Wq~ -0.90 ±. 0.06.% in the pioglitazone-group 
· and 0:28 :± 0.08% in the placebo gro_up: The djfference betWeen t~e two groups (-1.2 ± . . 
Q.11 %) was statistically significant (p<0.001) anq ih favour of tlie pioglita?one, group (see 
Table 5). A decrease of H~A1c level of ~0 .6% or a level. of HbA1c le~s than 7% was obtained . 

·. in 65% of pieglita:z:one patients compare.a to only 10% hthe placebo group. 
. . . .. . .- . 

A significant effect of pibglitazone compared to placebo (p<o~ o1) · was also observed on . 
fasting plasma glucose wi.tli an aajusted mean change of-2.17 ± ·0.18 mmol/L in the . 
pioglitazone group and 0.39 ± 0.18 mmol/L in the placebo group; 

Table 5 Change in HbA1c in patients receivin~ triple therapy 

P1~·ceb9 ACT OS 
.. ~. . . . .. 

Hb!\1c n HbA1'c n 

0 easelim~ {mean) _ 8.14 147 . 8.18 142' 

t) 

' . 

3 month visit 

Observed value (mean) 

. Change from baseline 

Final vi~it · 

Otiserved value (mean) 

. ·_changefrom ba~eline 

· Adjusted M.eii!n Change pioglitazone .- R!acet?.o 

. INDICATION'S 

~t01 

-0.13 .. . 

; 

8.42 

+0.29 

..,1.2 

.. 
147 7.50 ·1:41 

147 -0 .. 68 .141 

141 ·7.27 '135 

141 · ~b .. 91 1·35 

p < 0.001: 

Tr:eatment of ty,pe 2 diabetes rnellitus if1adequately controlled:by diet and exercise: 

as monotherapy . 

·as· dual; therapy to improve glycaemic control 
-· · iii combination with metformin or sulfonylurea 
- in combination with insu,lih · 

as trfple therapy to improve glycaemic control 
in combination wit~ metformin and sulfonyl1,Jrea 

CONTRAINDICATIONS 

ACTOS i!? contraindicated In pat~ents· with k~ovyn hypef,sensitivity or allergy·to ACTO§. or, 
any of its excipients. · · 

· ACT OS' is nofreco~mmended in patients with sym.ptc;>1y1ati~ he~rt failure. l nitiati~n of ;\eras 
(like oth~r thi(lzolidinediones) is contraindicated in patients with N'(HA Class II, lll ·or ·1v 
heart failure (se~ PRECAUTIONS). , . . 

Because of its mechanism of action, ACTOS is only active in the presence of insulin. 
Therefore, ACTOS should not be used in -type·t diabetes or for the treatment of diabetic · 
ketoacidosis. · · · · 
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PRECAUTIONS 

f:iypoglycaeniia . . . . 
Patients receiving ACTOS-fn combination With insulin· or oral hypoglycaen:tic .agents may oe 
at risk f~r' hypoglycaerlJip:.'A ·reducticm i!1 the d_ose of the. concomitarit ~ge'nt may be · 
riecess·ary. · 

Cardiac . . . . . . 
ACT OS-should not l:>e prescribed to lower the risk of cardiov~scular disease such a~ .. ,. 
myocardial .infarction and stro.ke or to lower cardiovascular mortality. . . 

}\CTpS, like other thiazolidinediones, ican: cause or exac~r~ate co~gestive h~art failure 
(CHF) in some patients . . In post-marketjrig .experienc13 with piOglitazone, CHF has bee:t1 

.· reported in p~tier:its both· with a'n'q without pre-existing cardiac disease. After initiation of 
.. ACTOS, ahd after dq~e increases, o_bserJ~ pc;ltients carefully for signs and sympfoms of 

. · heart failure {including excessive, rapid weight gain, dyspnoea,· and/or oede!'lla). If these 
signs and symptpms develop, ACTOS should be discontinued. The patient's~ heart failure 
should .be ~evaluated and managed according to' the curr~nt standards of care .. 

. . . . ·. . . 
·. . . .· . . . .· . : . 

Patients with-New.York Heart'Association (NYHA) Class Ill and IV cardiac status were 
excluded from initial clinical trials: Therefore, AC'f.OS is not indicated in- patients with NYHA 
Class Ill or IV cardiac statu·s . . -· ... ·• . 

ACTOS shou.ld be initiated at the lowest approved dose in patients.with type 2 diabetes and 
._ systolic heart fqilure (NYHA Class I). If s.u,bsequen"t .dose e.scalation is necessar)I, the dose 
should be. increased gradually orily after; several months of treatment with careful monitoring 

. f<;:>r weig~t gain, oedema or cQngestive, heart failure exacerbation. · · · , • 
,· 

l_n on,e 1.6-wee,k U.S. double t;iliria, placebo-controlled Clinical trial .involving 566 p~tients with 
type 2 diabetes, AeTOS at doses of 15'mg and 30 mg in_ combipation with insul!n 'were · 
compar~d to insulin therapy alone. This trial i~cluded · Ratients with long-stanqing diabetes 

. and a high prevalence of. pre-existing meaical .. conqitioris as Jollovrs: arterial nyp~rtension 
(57.2%), peripheral neuroRathy,(22.6,%),· c~m)nary he~rt disease (19.6%) •. retinopa~hy . 
(13.1 %), myocardial infarction (&.8%), vascular disease (6.4%), angina pectoris (4.4%), 
stroke qnp/or transient ischa~mic attack (4.1 %); and congestive heart failu~e (2.3%). . . •: 

.·. In this·study two of the 191 p~tient$ recejvingJ5 mg,ACTOS plus insulin (1.1%) and two of 
the.188 P.~tients receiving 3o mg ACTOS plus insulin (l.1%) developed congestive heart . 
failur~ ~onipared· with none of the 187'patients on insulin therapy alone: AU four of these 

-patiE;mts bad previous hi'sto]ies of _cardiovascular conditions,induding coronary art~ry 
. disease, previous CABG procedures, and myocardic;il infarction. Analy~is,_of data from this 

·' 

study did· not id~ntify s~cific factbrs that predict increased· risk of congestiv·e heart failure · ,' 
on combination therapy with insulin. ·. · 

A24-week post-marketing. saf~ty study was performed to.'compare ACTO's (nf292) to 
. glibenclaniide (n=256) in uncontrolled diabetic patients (mean HbA 1 C 8.8% at baseline) 
with NYHA Class II and· Ill heart failure and ejection fraction IE)ss than. 40% {mean gF 30% · 
at baseline). Overnight hospitalisation for congestive heart failure·.was reported in 9.9% of 
patients· on ACTOS compared .to 4..7%.of, patients on glyburide with ~ -treatment.difference 
observed from 6 weeks. This · adver~e eyeor assodated with ACTOS was mo~e mark~d in 

·,. .· 
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· patients using insulin at baseline ~nd iri ·pati'ents over64 years ofag_e. No differen9e ih . 
card_iovascul~tr ·mortaJity between the treatment group,s was observed. 

A cardiovasculai outcome stu.dy qt ACTOS has qeeh performed in patients with type 2 
diabetesmellitus and pre existingmajormacrovascular di~ease ·(PROactive). ACT8S qr 

. pl_acebo wa~ aqded to existing antidiabetic .and cardiovascular tt:ierapy for: up to 3:5 years. 
This study showed the expected increa·se_ in repqrts of serious heart failure (an average of 
16 p~r 1 ooo treated patients); however this did nqt lead to an increase in mortality. in this 
~~~ . . 

Oedema •· ·· · · ' · . · .--
.As thiazo.lidinediones can cause fluid retention, ACTOS sl'lould b~ used wi.th caution in • 
patients-with oedema. In placebo controlled clinical trials oedema was reported more . 
frequently in patierits treated with k.CTOS than -in placebo treated patients; 

Weight Gain. ·. . . . . . . __ ·. . . 
Dose rel~t~ weight gain· was seeit:l with ACTOS alone and in combination with other 
tiypo"glycaemic agents (Table 6). The· mecna·nism.of weight gain is unclear but probably 
involves a combination of fluid retention and fat accumulation: 

Table ·~: Weight C.hangE!S (kg) from Bas~line during Dot.ible-Blin~ . Clinical Trials with ACTOS 

. ·r..., 

Monotherapy 

control , -··· 
ACT OS ACT OS ·Group 

. (Place~o 15"1~. 0" • ··- 30,mg 
Median Median . Median 

(25th175th (25th175th (25th/75~h . 
_, ercentile- ~ • ercenti(e'." -. erceoti_le . _· 

_,, .. ... _..;,;; · 

ACT OS 
45mg 

-1.4'' (~2. 7/0.0) 0.9 (-0.5/3.4) 1.0 (-0.9/3.4) 2.6 (0.2/5.4) 
.. rn=Z5J5 . a,b,~ . _ ..... :.n:::~9 a. .... .. . .. n=.t as a,c , · n:;::79 c ._ ... . 

Combf~ation · S Ii 
1
' . ·d- ' -0.5 (-1.8/0'.7) 1'.'c) (d:27~ :2) ' ~:7(1 :~1/4.5) .. ~ . . NlA 

Therapy : u ony urea n=187 n~183 · n='186 · · 

a Study PNFP-001 
. !!.'.study PNFP-010 

· Bladder Cancer: 

Metfoqnin8 

l'nsulinf 

.. .:1A" (:-3.2/0_~:3) ... ~. , N/A · : . ·104 (-9
1
9/3.d)._ -. 

n=160 .·- . . . ... . ·-· .. .. n=167' 
N/A 

N/A 

Study PNFP-012 . . "study PNFP-026. 
0Study PNFP-027 tstudy PNFP~014 

. An increased incidence of bladder.cancer was observedJn subjects,.receiving{bioalitazorie in 
. the PROactive study·. th the piogfitai:one arni there were 14 cases ( 0.5%.) and fn the placebo 

... arm.there'5.cases.:(6.2%}: fn'e 1ioirit estimate fo{the'_hazard' ratio.'{HR) ,was 2.1 (95~%.:· W• . -~ . 

. . confidenc~ interval [tlJ 0.99:: 7.~Y After excluding patients inwhom ext}osurn t() st~dM drLlfL 
: was less,than one,yearat.the time of.diagnosis of bladder cancer;:. there·were six (0 ~2%), 

.. i"'·"· . ti, .... _ .. r.: .,. .. 1 ~ . ' )' ' : . · .... - :-:-.. .. ; • , 3; • ~ ... -:-1' .. "." ·~ '\ . . · '. y•.' . ·. . ~ · 

cases in the pioglitazone·arm and. twoJ O. t%J c'ases.in_ the;ptacebo arm., · · 
. . . . 

A.five #ear inte~iin analysis o(a cohort: of 193 099 diabetic•·patients ~ff-years of age drawn. 
frorri '.the K~iiser Permanente Northern California·ckR~CJ.nealth pla'n ·found tha.C afier · · "· 
adjustin~j,for age, sexi' use of tobacco .products. use of other diabetic medications~ and other 
risk .factors, ttie hazard: ratio for, bladder.cancer in .patients exposed to piog litazone, ' . , 

,,conio'ared'}o other: oatients~was 1.2 (95% CL 0.9-1.5L The ri'sk of bladder cancer)ricreased, 
with increasing· cumulative: dose a·nd duration otoioJft!litazone use: The HR tod)ladder 
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... , cancer; in subjects with:.12,.24 ma~·ths oflSiddlitazor:ie use. foom(lared to subjects .. never: . 
· -. . exposed .. to pioglita:iorie .was 1)1. (95% ~CI . o.9-2: ft'. fheJffR after 24. months.of piog iiiazone 

•: .use ~as~ .4}95~ Cl ~ .o~~.2:ql':. . · · "' · 

•· Based on ePidemioid'gital data;. treatment with.pidglitazone for lonf:.ier than .. 12 .mmith§ .. mav~ 
- ·. ~be . associated with 27.5 excess cases of bladder cancer per 100 ooo ·person-years'follow . 
. : LiQ~· c6mpareff-to.n'e\.leir.i7se-of ploglitazont3 <mdfnis nsk ma~/increase~with' further · duratio·n of . 

' ' ' · if'~ -,. ... ~_.~ ·•·' · '~·' ~ • ";: .. ~ . .-... ·~ . · ·~rt: 'S,.~;J.t:" -... ' · ~ -1: · · • ' ,." J A····- . ~· ·~·' 

· therapv. These conclusions have not b'een te'sted in a purposefullY,'desighed. l))tqspective 
·study. ·· · · · · · ·· · · - - · · · · · ·· 

. . . . . . 

' Piofillitazone should not oe used i~ : patients with bladder cancer. The risk of,bladder eancer . 
slfou1dj )e considered..ln :the. care~ at.' patients. with arhistorv of bladder cancer treated with 

· · pioglitazone·~ ·· ·· · · · · ... · · · ". 

Hepatic lmpairmerit 
In clinical trials worldwide, over 4500 patients have been tr~ated with ACTO$ .. There was no 
evidence of drug-ihduced hepatetoxicity. · · 

Therapy·snquld not be initiated· i'f the Ratient e}(hibits clinical ewidence of active liver dis~ase 
. or increase~ transaminase leve!s (ALT> 2.5 times the upper limit of normal) at the start ·of 

therapy. Existing ACTOS therapy.should be discontinued if ALT level~ are persistently 
higher than 3x the upper limit of normal, and symptoms suggesting hepatic dysfunction 
should cause the. liver enzymes to be checked. Pending the results of laboratory . 
investigations, the decision as to whether p,ioglitaione therapy should continue must be ,. 
based on clinical judgement; in.the presence of jaundice, drug therapy should be · 
disyontinued. · · · ·· 

. Liver function tests should be pe.fformed at bas~lin~ . and everj two months for the first 
twelve months and periodically thereafter, and if a patient develops symptoms suggestive of 
hepatic dysfunction, lfver enzyme levels should be checked. · · 

Bone Fracture : . 
An increas.ed incide,nce in bone tractur~~ in. women-wa·s seen Jn a pooled an~lysis of 
adverse event reports of bone fracture from randomi~~d, ~ontrolled, double blind clinical 
trials ·in over 8100 pioglitazone<and('400 comparator (excludiryg thiazolidihediones) treated 

· patients, on·treatmentfor up to 3.5-years. Fractures were obseiv:ed iri2.6% ofwgmen ... 
taking ploglitazone compared to 1. 7% of women treated With a comparator. No increase in 
fractur.e rates wa-s obs~rvecj in men treated with pioglitazone (1.3%). versus· comparator 
(1.5%). The· fracture ineidence calculated·was ~.9 fractures p·er 100 pqtient years iii women; 
treat~d - with pioglitazone and 1.1 fractures per ·106 patient years in women treated with a 
comparator. The observed excess·risk of'fractures for worrlen in this dataset on pioglit~zone 
is therefore 0.8 fractLJres per 100 patient ye~rs· of use. . · · 

_In the 3.5 year cardiovas.cular risk PRQactive ~tudy; · 44/870 (5.1 %,; 1.0 fracture~ per 1.00 · 
pati.ent year:?) of pioglitazone-treated female patients experienced fractures ·compared to 
23/905 (2:5%; 0.5. fractures per 100 patient years) offemale patients .treated with 
comparator. This difference was noted . afte·r the first year of treatment and r~mai.ne~ during 
the eourse 'ofthe ~tudy~ No increa~e in .fracture·rates was observed in men ~reated with · 
pioglitazone (1., 7%) vers.us comparator (2.1 %). 

The risk of fractures should, be considered in the long term care of women treate·g with - ~ · 
pioglitazone. · · · · · 
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Ovulation . . . . . . .. · . 
lri premenopausal anovulatory patients with insulin re$istance, trea!ment with ,· . 
thiazolidinediqnes, inCluding ACTOS, may re$ult in resumption of qvulation. These patients 
may b~ at risk of pregnancy. · · , 

. . .. 

Patie~ts with polycystic ovarian syndrome niay resume ovulation after pioglitazone, 
treatment, as a consequence of enhanced .insulin action. Patients should therefore be 
aware of. the risk of pregnancy; if the patient wi$hes to become pregnant or if pregnancy 
opcurs, the treatment should be· discontinued . 

. Carcinoderiicity, Mutat1enicitV' arid . lnipairmentoff;ertility· 
A two-y_earcardriogeniclty' study in mice's h,owed ncrdrug-relate_d ir:icreases ir.i tumour . ., 
incidences at oral d9ses up to 91 mg/kg/day. Rats dosed orally with piogJitazone at 0.9.:57 
mg/kg/day for two years showed incr~ase.d incid~nces of sul;>cutaneous benign adipose 

·tissue tumours (lipornas) ana urinary bladder transitional cell tumours. Systemic exposure 
(plasma AUC0.24h) to total active c0mpounds at the hi'ghest dose in· both studies was 8 times 
greater than that in h_umans at tne niaximu m ·recommended do?e. The no-effect dosE2s were 
not established for either tumour site. Subcutaneous benign adipose tissue tumours. 
(lipomas),,have been o.bserved in rats tr~ated ,with o_ther thiazolidinedione. drugs, and are ~J 
probably related to,,, the pharmacodynamic activity of this drug class. Urinary blad_der 
tiJmauf§··-" ·· ;a '' rooae1~-~""'b~ • ·aacy· ~e· formati~na ·.· · · ·1c"'lf 'a!:'·.:i-a· r.e'uooke1h~+6 ~"'"'"' "'' ..... , ..• .. ., ... ... ,, :~ .. f'.l ._ .. ~ ..•.. ~~- , . . ·"' .. .. i:c.. . .... . .... ...... f.}'iSa"'"" ,,. 1·:.~ ... :. . ~· 
eatein~niqii~K',itJ:hLI.m~p. . · , 

Pioglitazohe was not mutageniC' in a battery of tests for gene mytation in baeteri<:l and 
mammalian cells in vitro, in assays for chromosomal damage.in vitfo·and in vivo, anc;f in ~:tn 

. assay for DNA damage'(unscheguled' DNA synthesis in rat hepatocytes in vitro). 

No adverE!~ effectS 'on fertility· were observed '_ in male andfemale rats at oral doses up'to 40 
mg/kg/qgiy. Systemic· e~posure (plasma AUC0-24h) to total C:]cti_ve compound_s at 'the highest 
dose was about 7 times greater than that in humans at the maxi~um recommended dose. 

~ 

Use in Pregnancy- Pregnancy Categorw83 . . . 
'A study in -pregnant rats showed. that pioglitazone and its metapolites cross the' placenta. 
l?.ioglitazone was not teratogenic i,n rats or rabbits atora_I doses up to 80 and-:1 60 mg/kg/day ' 
respectively. Systemic exposure '(plasma AUC0-24h) to total active compounds at the highest() 
dos~ was a,bout 12 tim~~ (rats) and 7 times (rabbit~) greater than. that in humans at the · 
maximum recomm~ndeddose. Empryotoxicity (increased post-implantation loss) was 
observe.d in botli animal speci~s. and foetotoxic effects (reduced foetal weight ~nd retarded 

· development) we·re seen iri rats. Administratior:i of pioglitazone during· the p~riod of 
organogenesis also cau~ed - suppression of gostnatal gr9wth in rats. Administration of 
pioglitazone to rats throughout gestation c,md lactation caused retardation in postnatal . 
growth an·d devel9pment, and impaired fertility of the offspring. The no-effect dose for 
. retardation of postnatal growth and development in rats was·3 mg/kg/day and systemic · 

. exposure to total active. compounds at this dose was similar: to that in humans. ·There are no 
adequate and well controlled studies in pregnant womeri. ACTOS should be use.d during 

·pregnancy only if the potential benefits justify the potential risk to the foetus. 

Use in Lactation - . . 
Pioglitazone is se:creted in the milk of lactating ·rats. 'It is not known whether AQTOS is 
secreted· in human milk. In reproductive_ studies in rats, oral administration of pioglitazone 
during_ late gestation and laptation· caused ~dverse effects on postriatal ~urvival, growth, 
development and fertility of the offsprin~;J. The no-effect dose o.n retardation of postnatal · 
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. . growth aria development was 3 ~g(kg/day'and s~stemlc exp0si.Jr~ ;to totatactive .• . . . . . : .· 
9ompo.unds at this dose was similar tc»that in.humans. ACTO.S should-nofbeadministereg, 
to lactating wonieri. i . - . .. . 

. : ~ . . < . : .. · .. ·• . . . : . 
Effects on.the: ft..bility to.Drive and Use Machines . . . . . . . 1 

. Tfie "etre'cl ofACTOffonthe abilityfo di"iveand·use maQhinery has not been studf~d but 
based on its pharmac6dynamic properties,· ACT©S monotherapy is unlikely to·affect this ·. · 

· ability. \Nhen dnving vehicl~s or operating maehinery it should be taken i nto ·account'th~f tlie · 
Hypoglycaemic effects of sulfonylureas an'd insµlin may. be ex.acerbated1upon com.bination 
therapy with ACTOS. . . 

Paediatric Use .·. . . · · · · .. · . . . 
Safety and effectiveness in paediatric patient~ have net oeen estaplished, · 

· · .. · ·Elderly Use · · · . · ·. . . . · • . · 
·· · .. Approxir:nately 500 patients iri. placebo-:coritrolled: clinical trials qf ACT OS were 6.5 and' over~ 
· No significant differences· in safety an~d efficacy were observed betWeen these patients and 

younger patients. . · · · 

lnteracti0ns with other E>rugs. . 
The:cYtoE;~rome · 1?450 isof9rms. CYP2C8 and CYP3A4 are partially responsiole fofthe . 
metaboiism of pioglitazone. Interactions with suhstances metabolis~ by. thes~ enfym,es 

·e.g. oral contraceptiv~s. cyclosporine, calcium channerblockers, and HMG. CoA reductase 
.· inhibitors are not tb be expecte.d. Inhibitor~ of.CYP2C8.(such as gemfibrozil) may increase• 

· the AUC of pioglitazohe, a decrease iri the A.UC of piogl,itazone may, oc~urvyhen · 
·administered in gombination with CYP2C8 induc~rs '(such as rifampicin). ·· 

Gemfibrozil: Coadministration of ACTos· and geinfibrozil is reported to result·i.n a 3-fold 
increase in the ·Al.JC of pioglitazone. Since there is a potential. for dose-related adver$e 
events· with pioglitazon~. _a d~cr~~se in the do~e of piqglitazone may be needed wt:ien 
gemfibro~ll is concornitantly·administered. . . .·. . . 

'Rifarrmicin: Coadministratior.l of ACTOS and rifampicin is report~d to resull iri a 54o/o 
decrease in the AUC of. pioglitazone. The. qose of ACTOS. may need to be increased oased · 

.. on clinical reSP.On~e when nfampicin is concomitantly administ~red . . · 

Oral Co~tr:aceptives. : Administration of~- similar thiazolidinediorie with an pral· ·. 
·contraceptive containing -ethi_nyl ·oestradiol and l')orethindron~ reduced the plasma 
concentrations of .both homiones by approximately. 30%. This eo4ld result in loss of . 
contraception. Therefore, :a higher' dose of otal contraceptive or an alternative method of' 
contrace'ption should be Gorisidered. · ·· · -~ · 

Glipizide~ Goad ministration of ACTOS anq glipizide does not alter the steady state 
pharmacokinetics ·of glipiziqe. · · ·· 

.· · Digoxin: Coadministration of AGTOS with dig6xiJ1 does not CJlter the steady-·state 
pharmacokinetiGs· o.f digoxin~ · .· · - · · 

. . . . 

. Warfarin: ~oaqminis~f~tion of ACTOS with warf'.arin does not alter the. ~~eady-state 
pharmacokinetics of.warf;;,tnn: In addition, t\GTOS .has noc::linically signifieant effect on · 

. prothrombin time when administered to patients receiving chronic warfariri therapy. . . . . 

~ ... 
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· Metformin: Coagministratio~ of f.\CTO$ with metto·r~in dqes notalt~r the' st~ady.:st~'te 
· pharrn(lc,okihetics of mettormirt .. ·. · 

Adverse events:identified 'from clinical'trials:. . 
t he overafi lndcfence1 arid types of adverse 'events reportea in placebo c0ritroiled clinical 
trials ofACTOS:monotherapy are shown in' Table 7. In pooled, double blind, placebo 
control!ed trials in 862 .patients taking pibglitazorie and 431 patients taking placebo, 
withdrawal due to advers.e events occurred in 3.6% ofpioglitazQne patients and in 4.6% of 
patients on placebo. Table 7 shows the 12. week cumulative if!cidence at>2% of patients · 

·with pioglifazone when this wa·s in excess of placebo. . · 
" 

. Table 7:. 12week cum~lative incidence of Adve~~ Events at >2% of ACTOS-treated atients 

,1;, · 

2 .. 3·· ,.•" . 3.·2 
~.,. ·.· ~· ., . 

. 0.6 .. ·.· ·· · · ~.... . -·-- 3~2 

2.3 - . 3.;1' 

1.5· . 2.6 
' 2.4 ' 2.5 

· Talile a·: Adve..Se Events by Frequency: Events Occurring at i:fi°/o in ACTOS duartherapy* . 

Pfaa·+ T-PIC!ceBo ~ . Pioa ·+ 
SU~ or Mete SU15 or. Mete Insulin 
_· r:r=1479 .. _.,,-~, · n=1292 · .h=631: · 

*lntegratea Safety'Surrirriary: all ccinipleted doubiecblind studies available in th'e TGRD clinical trials database as ofAugust 2008 • • . ··· :a·'• ;:;.: b ~ ·: · c ' · · · · .~~ · 
· PIO = pioglitaz9ne . - · SU = sulfonylutea' , Met = Metformi11. . . · · · · .. 

Tabte·9: Adverse·Events occurring in,?:2% of ACTOS-treated patients iil triP.le therapy qlipiqal trials 
' . . ' .. "'·· .: .\ . - .. . . :. . ' . . . ' 

.t 3,·. · ,, , .. 
7.1 
-2.0 

Q.7 . T - .""~' • • 
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I, ACTOS® (pioglitazone hydro~hloride) Pl v3:(}..1 20Jun11 



0 ·~~ 

~1 . 
. '·~ 

. ·.·. . 15'' 

. . .;. .. ~ . . . 

0.0 , , . I 
2.0; 
2.0 

: ..... ...... . 
.: .. , 

he ta I .•J.. 

2.0 
1.3' 

0.7 _ 
. . 

In the PROactive stuay, which involved a high risk population of gatients with pre'."existing 
. macrovascular disease, treatment.emergent adverse events.thGtt occurred more often in the 
AClOS group compared. to placebo group were oedema (26.4% aiid 1l5.1 % respectively)~ 
hypoglycaemia (27.2% and, 18.8% respectively) and 'cardiac failur~. including serious and 
non.-:serious .cases (12.6% and 8.1% respectively). .. . 
'/ 

Cardiovascular System . . . . - . _. .. . . 
In in.sulin colllbinatfon -studies a small number of patients' with previously existing cardiac · 

. di~ease developed congestive lieart failure when treated with pioglitazon~:The incidence of 
congestive heart failure is increased in patients with uncontrolled diabetes~ NYHA Class 11 or 
Ill cardiac status and _ejection fraction 1.ess than-40% when treatec;:f with pioglitazone-(se~ 
PRE8AUTl©NS, Cardiac). . - . . . 

In one 16:-week clir;iic;;c:tl trial of insulin pl!;JS ACT0S combination therapy, more patients 
oeveloped:congestive heart failure on combination.therapy (1.1 %) compared to nor:i:e on 
in~yliri alone (see PRECAUTIC?NS, Cardiac). ·· ,. 
. . 

. -lr:i the' PR0aetive study, the ra.te of serious heart failure was. higher for patients treated with 
A8TOS (5.7%) .than for patients treated with placebo (4.1 %) and the incidence of death 
subsequent to a report of serious t1ea[!l failure w~s 1.5o/o in patients treated with ACTOS and 
1.4% in placebo-treated p~tie11ts .. In patient.s treatea with arf insulin-containing' regi.me!i at 
baseline, the incidence of serious heart failure was 6:3% with ACT OS and 5.2% with · · 

·· plac~bo. F9r thqs~ patients treat_ed with a sulfonylurea-c6ntaining regimen at baseline, the 
incidence 0fserious heart failure was 5.8% with ACTOS and4.4% with p~acebo. 

. Hypoglycaemia,. .. 
Although ploglitazorie-does not ch~ange the safety profil~ of sulfony!ureas an·d insulin, the 
combination may increase the risk of developing hypoglycaemic ~ymptoms. . ' 

0~ema. . _ _ _ 
In comolnatiori therapy studies, oedema was reported for 7.2% of patients treated with 
ACTOS and .·sulfOnylureas comparE?d to 2.1% of patient,s on sulfonylureas alone. In_ 

. comoination therapy studies with metformin, oedema was reported ii') 6.0% of patients on 
combination_ther<?PY compared to 2·.5% of p.atients'on m~tformin alon13. In coml?,ination 
therapy-studies with Insulin, oedema was reported in 15.8% of patients on combination 

, therapy compared: to 7.8% of patients on'insulin alone (see PRECAUTIONS, Oedema). 
Most of tli,ese events were consid_e.red mild or moderate in intensity. In a stu,dy of triple 
combination therapy with ACTOS, metforriiin and sulfonylurea, peripheral oedema was 
reported .in 3.45% of piogl,itazone treated. patients compared to 3.25%·receiving placebo. 

Weight. Gain 

. . 
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lri. all clinical tri.als, ~eight increased proportionately as the HbA1c decreased suggestiog thaf . 
weight gain vyas .associated. with_ iri1Jiroved ·glyc~emic control, Occasional transient 
increases in creatinine phosphokinase w~re noticed in patients taking pioglitazone. 

• " ,<.; ·,' 

Bladder eancer 
An increased . incidence of bladder cancer was observed in subjects receiving pio@litazone in 

'.thePR©ac tive sfod~. In the pioglitazone ·arm' therewere.14 .cases f 0.5P£ql and .in.the 'Placebo: 
arm there-were, 5 cases (o.2%>i the :pointestimafe for"'the ffiR-was 2:r(95% cro;99;7~ ·6)'L :··,,.,., 
After exctudinG1t.oatientsdnwhom ex112osure to . ~tud;I.drug was Jess than one year at the time 
ofdiagnosis ofbladder-cancer. there were .six CO.i%li €ases.in.the piocilita'zone arrri and tWo' 
~(o.· 1 %I1cases in the Ii?lacebo arm f see PRECAUTIONSi· Bladder Cancer}; ·- ·· ~.-, 
·~ ...... , .............. .. .. ,~·-·· . ,..~ .. · .. ~ .. ··· -· ··· ······· . .. . · ··· · 

Bcme Fracture · 
A pooled · analysis was conducted ofadverse event repo,rts of bone fractures'from . 
randomised, comparator controlled (excluding thiazolidinedione.s), double. blind clinical trials 
in over 8100 ·patients in the pioglitazone-treat.ed groups and 7400 in the comparator-tre~ted 
groups of·up to 3.5 years, duration. A higher rate of fractures was observed in women taking. 
pioglitazone (2.6%) v~rsus comparator Ci. 7%). No increase i,n fracture rates was oq~erv.ed 
in men treated with piog_litazone (1.3%) versus comparator (1.5%) (see PRECAUTIONS, · ·(''\ 
Bone Fracture). ! , J 

In tb.e 3.5· year PRdactive study, 44./870 (5 .. 1%).of pioglitazone-trea~ed fem~le patients 
~xperien~ed fractures compared to 23/905 (2.5%) of f~male patients tre~ted with . 
comparator. No incre~se in fracture rates was observed .in men treated With pioglitazone 
(1-. 7,%) versus.ccimparafor (2.1 %). · · · · · .. · 

l.!~~or~tory Test Abnormalities 
Haematoiogic: ACTO~ may cause decreases in haemoglobin and ha.ematocrit. Across all 
clinical studies, mean haemoglobin value~ declined by 2% _tq 4ofo in patients treated with 
ACTOS. T.hese changes generally occurred within the first4 to 12 weeks of therapy and 

·· remainecf relatively sta51e thereafter. The'se changes may be related t<;> increased Rlasma 
volume associated, with ACTOS th~rapy and have not been associated with any significant 

· haematologic clinical e~ects. · · · · 

· Serum Trails<1minase le: er.;: ·6un ng ;lacetio-contro II,.;, cli ~i cal trial; in the U, $., 'a Iota! "of.) 
4 of 1526 (0.26%) patients treated with ACTOS and 2 of 793 (0.25%) ·Rlacebo-treated ' · 
pgtients had ALT Values '2 3 times the upper limit of normal. During all clinical studies in the;; 
U'.S., 1-1 of 2561 (0.43%) patients treated with ACTOS had ALT values~ 3 time~s the upper · 

· limit of .normal. All 'patients with follow-up values had reversibl~ elevation~ in ALT ., lh the 
·population of patients treated with ACTOS, mean values foJ pilirubih, AST, Al-T, alkaline . 
·p.hosphatase; and GGT were decreased at tlie final visit compared wit~l. baseline .. Fewer 
th,an 0.12% of patients' treate_d with ACTOS. were withdrawn frQm cliDlcal trials in .the U.S. 

, ·due to abnormal liver function tests. In pre-approval clinical trials; there were no cases o.f 
' idig syncratlc drug reactions leading'to hepatic failure (see PRECAUTIO~S. Hepatic· . 

Impairment). · 

CPK Levels: During requif.ed laboratory testing in clinical trials, sporac;iic, transient 
elevations in .creatirle phosphokinase levels (CPK) were observed. 'A single, isolat~d 
elevation to greater than 10 times the upper limit of normal (values of 2150 to 8610 IU/L) 
was noted in 7 patients. -Five of these patients continued-to receive ACT OS and the other . 

. . tWo patients had coh1pleted receiving study medication at the time of tt:ie elevated value~ 

ACT OS® (pioglitazone hydrochloride) Pl v3.0-1 20Jun11 



"· ""'" 

·These elevat.ions :resolved without any, ~pparent Gli nical· seq0elae·. The relationship of these 
events to ACT OS. therapy is unkriowf1. · · · ' · 

· Adverse events identified from ~pontaheous'post marketing surveillance: . 
~-~"'t , .. . "' • f':;f. " ~ .:·· • • ' . "· . • ' ' .. -· ·~-· ~· ·. . •.• • . .. . :;,'.'). .. • -.·q•_:_·'": 

Cardiovascular· System . . . . . . . . . 
·. GardiacJailure:, l_n,post-marketing experience witt,l pioglitazon,e, ~ongestiv~ heart failure1 has 
Hee·n 'reported very rarely (0:9110-000 patienfyears) in pati ents both with and without pre­
exfsting cardiag disease. In clinical' trials, heart failure wa~ reported niore frequently when 
pioglita.zone wasJised in combination with insuli.n or in patients wi) h a history of cardiac 
failure (see CONTRA! NDICATIONS and· PRECAUTIONS, Cardi~c ). 

Digestive, System · . 
. Hepatocellular dysfunction: In post-marketing experi~rice with pioglitazone, reports of " 
hepatitis"'and hepatic enfyme eleVf1tions to 3 or.more times th.e upper limit Of normal have 
been received. Very rarely, these have inv9lved h¢patic failure with· and without fa~al .. ·· 

' outC9me, although cau$aiity has not beer:i established. :. . ' . . •. . 
-: ... 

. . -.. ::·:· 
Eye Disorders 
Very rarely, postmarketing reports of new onset Q·r: ~orsening ( diat;>eUc). rnacular oedema 

· wjth decrea~ed. visual ~c:11ity hi=tve beeh reported with. the u~e of thiazolidjnedfbnes,· 
including pioglitaz.one. It i's unknoVi{n whether or; not there is a causal relationstilp between 

· pioglitazone· and macular oedema. PhysiCians shQufd consider the possibility of macular 
·.' oedema if a patient.reports decreased vi~ual acuity . . 

. . .· 

El.OSAGE. AND ADMINJStRAIION~ 
• ¥~ : • • 

. . . 

A~T0S should be taken ~nee daily with 'or without food. · 

After initiation ofi\CTOS or with dose increase, patients should be carefully monitored for 
adverse events related'to fluid retention (se? P,RECAUTl9NS). 

~ . . 

F_emale Patients· , .· . . . , .· , 
· · · ~edema has been reported more often in women. Dosage should start at 1.5 mg and be 

increas$d' ¢'autiousfy,, P?Ying attention to the develQpment of oedema. . 
. ' .:. . . . ... ~ ' 

Monotherapy . 
· ·. The recommended dose of ACTOS is 15 mg or 30 mg1 once daily, iflcreasing after four· 

Weeks, if g'(eater therapeutic effect is needeq, to 45 mg on'ce dally. · · 
. . 

. . 

.· Dual Therapy . . ·' . . , 
; Th'e recommended dpse of ACTOS'is .. 30 mg once daily ill combination with 'sulf()nylureas, 
insulin or metformin. It may b~ possible to ach.ieve metabolic contr9,I ata reduced .dose ~f 

· the .sulfonyh,Jrea; insulin or metformin. If.there (s a particular risk of hypoglycaemia, · 
. pioglitazone can· be intro'duceg at a dose of 15 mg~ For-patients plr.eady on insulin, . 
pioglitazone should be introduced at a dose of 15 rng once daily. Dosage can then be 
incre~sed cautiously. ·· · ·; · · .· 

Triple therapy . · . · . .. . . ·.· 
· The recomm-end~q· dose of ACTOS i$ 30 mg cfoce daily in combination with sulfo.riylurea 
and metf6rmin. lfrnay b'e possible to ·achieve metabolic control at a r~duc¢d dose of the 
sulfonylurea pr metfbrmiri. · 1f there is a particular risk of hypoglycaemia, pioglitazone can be . . . . .• . . . . ·. .., , 
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introduced at a dose of 15 mg. If g~eater therapeutic effect is needed, the dose may pe 
increased to a maximum of 45 mg once d_aily. · 

Maximum Recommended Dose 
The dose of ACTOS should not exceed 45 mg/day sinc.e doses higher than 45 mg/day have 
nqt been·studied. in clinic.al trials; · 

Patients .. with. R~llalJnsufficiency . . . 
0ose adjustment' in 'patients with renal insuffiCien<;y i$ not recommended (see 
PHARMAGOLOGY, Pharmacokinetics). No information is available for patients on dialysis 
therefore A~TOS shiiuld not be u~ed in such' patients, 

. J.>atie.nt~ ~~th He~at!<: lmpairme~~, · 

The intrinsic clearance of pioglitazone may be reduced in patients with·he:patic. disease. 
Dosage should start at 15 mg and be increased cautiously. ACT0S therapy should not be 
initiated in pajients with increased baseline liver ~nzyme levels (ALT >2.5 times the upper 
limit of normal). 

·ovERDOSAGE 

During clinical trials, one case of overdose with ACTOS was reported. A patienttook 120 
mg/day for four days, then 180 mg/day for seven days, The patient did not report any 
clinical symptoms: 

1. l ' 

Hypoglycaemia would hot be expected with ACT0S alone but may OCCUI' in combinati_on 
with sulfor:tylureas or insulin. Symptomatic and general supportive, measures should be 
taken in case of overdose: · . . . 

PRESEN;r ATl~N· AND STORAGE CONDITIONS . . 

ACTOS 15 mg and 30 mg tablets are available in packs of?, 28, so· and98·. 
ACTOS 45 mg tablets are available in packs of i, 28, 5Cf and 98·. · . 
ACTOS tablets have a three year shelf life when stored below 30°C .. ... . . ... . 
Not currently marketed fn Australia .·. . . 

NAME.AND ADDRESS OF SPONSOR\ 
Distributed in Aqstralia b£' . .. .. . . . ... ·.-. . . .. . :· ... , 

Eli LilJy AustraJia. Pty. Limited 
112 Wharf Road, V'test Ryde, NSW 2114 

Distributed.inNew Zealand ,bY: · 

Eli Lilly and Company (NZ) Limited 
Level 3, AXon House 
4'14-422 Khyber Pass Road, Newmarket 
PO 89x 109 197; Newmarket 
Auckland 
NEW ZEALAND . 
T~le;phone (09) 523 9300 
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IMPORTANT SAFETY INF0RMAIJON QN, ACTOS® umtantazone hYdrochlo[idel 
~~1· • - . .. ... ...... ....... "' ' :"""•"""•" ' .•.. ,~ ' ....•. ~ - • .;. · • • -~ . •'·. ·~- .,. · .... ,. --~ ,.,, ~ . . •• . • • .• 

Dear Healthcare Professional, 

In agreement with the Therapeutic Goods Ac;lrri i_ni~tration (TGA), Eli Uily and Company 
would like to inform you of, important new safety information regarding the Jse of · 
,e..cros® (pioglitazone hydrochloride) and the ·p-otential for increased risk of bladder . 
cancer: 

The PROactive study was a large, placebo controlled cardio'vascular outcomes study that' 
involved over 5200 patients. An increased incidence of bladde_r cancer was observ.ed in 
subjec:ts receiving piogtitazone in the PROactive study. In the pioglitazone arm th~re 
were 14 cases (0.5%) of b!adder cancer repqrted compared to 5 cases (0.2%) in the 
placebo arm; the point estimate for the hazard .ratio (HR) was .2.7 (95% confidence '" 

. in.terval [CI] 0;99-7:6). After e~cluding patients in wh~m expo!;!tire to study drug was less 
. than one year at the time of diagnosis of bladd.er cancer, there were six (0.2%) cases in 

the pioglitazone, arm and two (0.1°(o) cases in the placebo arm. 

A recent five-y~ar interim analysis of a cohort of 193,099 d·iabetic patients ~40 yrs of 
age drawn from the .K.aiser Permane.nte Northern ealifornia (KPNC) health plan found 
that, after: adjusting for age, sex, us~ of tobacco products, use of other diabetic · ·• 
medjcatiolis, and other risk factors, the ha4ard ratio for bladder cancer in patients' 
exposed to p'loglita~or:ie compared to other patients was t.2 (9.5% CI 0.9-1.5). The risk .· 
9f bladder cancer increased witti increasing cumulative dose qnd duration of J?i9_glitazone · 

. use. The hazard ratio for bladd~r cancer in subjects with 12:..24 months of pioglitazone 
use (compared to subj~cts never exposed to pioglitazone) Was 1.4 (95% CI 0,9-2.1). Tl:Je ··• 
hazard ratio after 24 months of piogljtazone use was 1.4 (9S% CI 1.03-2.0). Based c;m 
these data, treatment with pioglitazo11e fop longer th.an 12 months may be associated · 
with 27~5 excess cas~s of bladder cancer per 100,000 person-years follow-up; compared 
to never use of pioglitazone and thi~ risk may increase ·with further duration of therapy. · 

~ . . . . .. l . ' . . . 

The conclusions from th~se studies: have not been· tested iii a purposefully designed . 
prospecti ve study. , 

.. ::: 

Pioglita?one should not be used in patients .with bladder can<;er. The risk of bladder· 
cancer should be considered in the care of patients .with a history ofb.ladder cancer 

· treatea with pioglitazone. ' 
..... . ·=· .:: 

-: ·.' 

.updates -to Australian ACIOS® fpit}gUtazone bgdro'chloride) tfroduet inforinationc .. 
' ' ' · ' • ~. • ~. • ' • · - .. • • ••• ' • ~- .... . ~ • • • ' ~ ' - · • c • •• • -

.NOTE: This section will be completed with final fabel language · · - · 

The foliowing information has been· ~dded to the. the Australian ACTOS® '(pioglitazone) 
product information: · 

Precautions section · 1 

CZardnogenicity, Mutagenicity, and Impai.rment of Fertility '.section 
t· 
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Adverse r~actions identified}rorn ciinical Tr.ials. sectron 
' ' ' 

. Tobetter understand any potential ·r~lationship. between the use of ACTOS® (pioglitazone 
hydrochloride) and rep.orts of adverse events, Eli Lilly and, Company will continue t,o 
carefully moni.tor adverse events through ongoing surveiil?Jnce and analysis, in additiof! 

· ·to ongoing epidemiologic investigations. · 

'.Jhe @gulaforv:actfons·:bein·q· undertaken.DY internat ional regulatot;y agencies 
NOTE: This section will be completed· with cur~e~t 

1

~egu·l~t~ryi, Mforrnatio-~ ...... -.... . ···· ... 

' . 

Healthcare professionals are reminc_led of the need to report a11y adverse ~eactioris 
suspected to be associated wit.h the use of ACTOS® (pioglitazone hydroc;:hlo°ride) to Eli " 
Lilly Australia Global Product Safety by phone (02) 9325 4676, ori facsimile (02f9325 
4320. . • 

In addition, adverse events may be reported to the TGA via fax at 02 6232 8392, e-mail 
at adr.re,port~ by post to.TGA, P.O. Box 100, Woderi, ACT, 2606, by 
telephone (fr'eecall within Australia) at 1800 044 114 or reported online at 
w.ww.tga.gov.au . · · · · · · 

.. Communication Information ., . ':;., -·. . . ....... ·· • . ·.. . ' . 

··. Please contact your Eli Lilly Representative or the Medical Infonnation Dep~rtment on 02 
932S 1622 if you have qu.estions orif xou wish t_o receive further infonnation. 

Yours Faithfully, 
. [Naming of Signing Authority] 
[Title an9 Division]. .,,. .• 
Eli -Lilly and, Company · 

- ..... ~ · 




