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Response to Notice of Non—Acceptance for a Clinical Trial Application

PF-00446687 200 mys Powder for Oral Selution
Fudrad(CT Number: 2007-001036-321

Protocol WNumber: AS361011

Tntermnzl SAN number: 4748

Protocol Title: A 2-Cohort, Multi-Centre, Randomised, Double Blind (3™ Party Open),
Placebo Controlled <t-Way Crossover Study to Assess the Efficacy of Single Oral Doses of
PF-0O0446687 on Erectile Function in Wien Suffering from Erectile Dywshimmction, using 100
mg Sildenafil as the Positive Control.

Following receipt of the INotice of Non-Acceptance for the Clinical Trial Appilication
suppoerting protocel A8836101 1, please find below the sponsor™s responses 1o the grounds for
non-acceptance raised by the NMIETR A

TFhe prorocoel shonld stipufate fia?, for three rmmornths affer tfre fast dose, o barrier mrethod of
corracepfior shounld be used, if ersgagirig irn sexual activity withr worner: of clrild-bearirng
Poferitial

The protocel and informed consent document have been amended as requested 1o stapulate
that for the duration of the study and till three months after the last dose. a barmier method of
contraception should be used, if engaging in sexual activiey with women of child bearing
potential. A copy of the amended protocel has been appended to this response.

Tr is gssearnned that, irn the abserntce of srability data, the drug suebsionce is tested to arnd
corpliics with ifs specificafiorn prior (o mse ir manisjfoctiure of tfze dricg prodsict.

THIS DOCUMENT CONTAINSG CONFIDENTIAL AND/OR TRADE SECRET INFORMATION THAT IS DISCLOSED
ONLY TN CONMNECTION WITH THE LICENSING ANDVOR REGISTRATION OF PRODILICTS FOR PFIZER INC OR

ITTS AFFILLATED COMPANIES., THIS DOCUMENT SHOULD NOT BE DISCLOSED OR USED., ITN WHOILE OR N
PART, FOR ANY OTHER PURPOSE WiITHOUYT THE PRIOR WRITITEMN COMNSENT OF PFicER IMNC_
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It is confirmed that PF-00446687-01 drug su.bstanc_ was tested to and

complies with its specification as detailed in Table [: Batclf Analysis for PF-O0LI46687-01.,
_ and therefore has been assessed as snitable to use in the manufacture of

the drug product.

THIS DOCUMENT CONTADLNS CONFIDENTIAL ANDYOR TRADE SECRET INFORMATION THAT IS DISCILOSED
ONLY IN CONNECTION WITH THE LICENSING AMNMIDVOR REGISTRATION OF PRODUCTS FOR PFIZER IINC OF.
ITS AFFILLIATED COMPANIES. THIS DOCURNMENT SHOULD MNOT BE DISCILOSED OR TSED, TN WHOLE OR IIN
PART, FOR ANY OTHER PURPOSE WITHOL I THE PRIOR WERITTEN CONSENT OF PFIZER INC.
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Table 1. Batch Analysis for PF-o042466837-01 . I

Eatch Wumber:

sames Clinical

Site of Manufacture Samdwich

Eatch Size (Active): S S Egs

Date of Manufaciare February 2007

Test Name { Acceptance Criteria

IDescription

Appearancc

Solution Clarity

Identification
Tdentity (FT-IR)

Identity {(Chiral HPT.C)»

A Ss Iy
PF-GO446687 (HPLAL)

HC1 counter—ion

Imnpuarities

Residue on Ignition
Hea~w Metals

Water

PrF-0OB47127

Individoal TUInspecified
Impurities

Total Related Tmpurities
Isopropylchloride
Residual Solvents
2-Iviethyletrahyvdrofuran

Propan-Z2-ol
TIHAT = Mot more than

THIS DOCUNMENT COMNTAINSG CONEFIDENTLAL ANDYOR TRATDE SECRET TNFORMATION THAT IS DISCLOSELY
ONLY N CONNECTHON WITEH THE LECENSTING ANDYVOR REGISTEATION OF PRODUCTS FOR PEFIZER INC OR
ITS AFFILIATED COMPANIES. THIS DMOOGOUMENT SROULD™NOT BE DISCLOSED OR USED, IDN WHOLE OR 1IN
PART, FOR ANY OTHER PLURPOSHE WITHOLUT THE PRIOR. WRITTEN COMNSENT OF PFIZER INC.
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Since the merfiod of prodactiorn is considered fo be manisfaoctere, a copy of the M AIREE)
For the sites of mranufacinre of tfie oral active arnd placebo sofrtiorns showid be provided,

The MA(IMP) licence for each of the clinical sites is attached. Please note that, at present. the
licence for MIDS Pharma Services (GB Limited comntains a nurmber of discrepancies and has
been retizrmed to the WIHR A for amendment. MID'S Pharma have been in contact with the
MHRA and the licence is currently being amended. The amended version authorising mon-
sterile production is expected to be available by May 25" and before the start of study
AB3IG101 1. Attached is a deciaration from the MDA Pharma Services Qualified Person
confirming that DTS Pharma Services 1s legally authorized by the hMHR A to dose prepares
for the A8361011 study.

I hope the responses provided saitisfactorily address the grounds for non-acceptance.
Howewer, if yvou require any further information, or clarification on any matter, please do not
hesitare to contact me.

AT e
W orldwide Regulatory Strategy — ELT

Encl.:
13 Aamended Protocol

Z3y Copies of the manufacturing aunihorisations for the sites of manufacture of the oral
active and placebo solutions & OQFP declaration for MIDS Pharmnma Services

THIS DOCUMENT CONTAINS CONFIDENTLAL AMNDOR TRADE SECRET INFORMATION THAT IS DISCL.OSEDY
COMNLY IN CONNECTION WITH THE LICENSING ANDAOR REGISTRATION OF PRODUCTS FOR PFIZER NC OR
ITS AFFILEATED COMPAMNIES. THIS DOCLTMENT SHOULD ™NOT BE DMNSCLOSED OR USEID, TN WEOLE OFR I
PART, FOR ANY OTHER PURPOSE WITHOUT THE PRIOR WRITITEN CONSENT OF PFIZER IINC.
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