31044 - Institutional review board

The study was reviewed and approved by the following bodies

1. Institute for Science and Technology in Medicine, Keele University Medical
School: approval for publication (Professor N Forsyth, Director of the
Institute) - Document 1.

2. National Research Ethics Service (West Midlands Ethics Service)
08/H1208/30 - Document 2

3. National Institute for Health Research (Birmingham and the Black Country
Comprehensive Local Research Network), RM&G reference Number 1268 -
Document 3

4. Warwickshire Primary Care Trust (West Midlands (South) Comprehensive
Local Research Network), reference WAR230909 - Document 4

5. Institute of Diabetes for Older People, Beds and Herts Postgraduate Medical
School, University of Bedfordshire (ref: SOP ID: BSP-SOP-040) - Document 5

6. Bayer plc (ref: SOP ID: BSP-SOP-040): funding organisation - Document 5

All the documents quoted above are attached below

Professor Sudarshan Ramachandran



Institutional Review Board Statement:
Document 1

Institute for Science and Technology in Medicine, Keele University
Medical School

The manuscript titled ‘Statin, testosterone and phosphodiesterase 5-inhibitor
treatments and age related mortality in diabetes’ was reviewed by Professor N
Forsyth, Director of the Institute for Science and Technology in Medicine, Keele

University Medical School on the 06.12.2016 and approved for publication.

Professor S Ramachandran (author for correspondence)


https://scholar.google.co.uk/scholar?hl=en&as_sdt=0,5&q=Statin,+testosterone+and+phosphodiesterase+5-inhibitor+treatments+and+age-related+mortality+in+diabetes
https://scholar.google.co.uk/scholar?hl=en&as_sdt=0,5&q=Statin,+testosterone+and+phosphodiesterase+5-inhibitor+treatments+and+age-related+mortality+in+diabetes

Institutional Review Board Statement:

Institute for Science and Technology in Medicine, Keele University
Medical School

Statin, testosterone and phosphodiesterase 5-inhibitor treatments and age
related mortality in diabetes

Original Study: Approved by the West Midlands Research Ethics Committee, R&D committee
(Warwickshire Primary Care Trust)

Extended Audit: Approved by The Institute of Diabetes for Older People (IDOP), Beds and Herts
Postgraduate Medical School, Putteridge Bury Campus, Hitchin Road, Luton LU2 8LE

Principal Investigator: Professor Geoffrey Hackett, University of Bedfordshire, Heart of England
Foundation NHS Trust

Planning of the Study: Professor Geoffrey Hackett, University of Bedfordshire, Heart of England
Foundation NHS Trust

Statistics: Professor Peter Jones, Keele University Medical School, Professor S Ramachandran,
Heart of England Foundation NHS Trust, University Hospitals of North Midlands, Staffordshire
University

Manuscript Preparation:
Professor Richard Strange, Institute of Science and Technology in Medicine, Keele University

Professor S Ramachandran, Heart of England Foundation NHS Trust, University Hospitals of North
Midlands, Staffordshire University

Professor Geoffrey Hackett, University of Bedfordshire, Heart of England Foundation NHS Trust
Funding: Bayer Healthcare (for the independent conduct of the study)
Data Storage: Heart of England Foundation NHS Trust (Professor S Ramachandran)

I have been through the above manuscript and am happy for it to be submitted to the World Journal of
Diabetes on behalf of the Institute for Science and Technology in Medicine, Keele University Medical
School.

& g

Professor N Forsyth
Director of the Institute for Science and Technology in Medicine, Keele University Medical School

e. mail: n.r.forsyth@keele.ac.uk



https://scholar.google.co.uk/scholar?hl=en&as_sdt=0,5&q=Statin,+testosterone+and+phosphodiesterase+5-inhibitor+treatments+and+age-related+mortality+in+diabetes
https://scholar.google.co.uk/scholar?hl=en&as_sdt=0,5&q=Statin,+testosterone+and+phosphodiesterase+5-inhibitor+treatments+and+age-related+mortality+in+diabetes
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Document 2

National Research Ethics Service (West Midlands Ethics Service)

08/H1208/30.
National Research Ethics Service
West Midlands Research Ethics Committee
Oaproy Houso
Abernt Sirest
Fiedanch
Worcesterstire, 597 4DE
anra mecutiough@westmidiands nhas Uk
Chairman Mr Paul Hamilton
Telephoon: 01527 587573
Facsmie: 01527 587501
02 October 2008
Dr G | Hackett
Consultant in Urology (Sexual Medicine)
Good Hope Hospltal
Holly Cottage Clinic
Fisherwick Rd
Lichfield
WS4 8JL
Dear Dr Hackett
Full title of study: Clinical and biochemical Improvement in Type 2 diabetic

parameters in type 2 diabetic men with symptomatic
testosterone deficiency syndrome (TDS). A double biind,
placebo controlled study of depot testosterone
undecanoate (NEBIDO) versus placebo

REC reference number: 08/H1208/30

Protocol number: 23 May 2008

EudraCT number: 2008-000931-16

The REC gave & favourabie ethical opinion o this study on 22 July 2008.

Further notification(s) have been received from local site assessor(s) following site-specific
assesement. On behalf of the Commitiee, | am pleased o confirm the extension of the
tavourable opinion to the new site{s). | attach an updated version of the site approval form,
listing all sites with a favourabie ethical opinion to conduct the research

R&D approval

The Chief Investigator or sponsor should inform the local Principal Investigatar at each site
dmefwwmmdmawwdmmeﬂumdmmwwdhm‘ The
resaarch should not commence at any NHS site until approval from the R&D office for the
relevant NMS care organisation has been confirmed

Statement of compliance
This Committee is recognised by the United Kingdom Ethics Committee Authority under the

Medicines for Human Use {Clinical Triais) Reguiations 2004, and is authorised to carry out
the ethical review of clinical inals of investigational medicinal products
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and the conditions and principles of good clinical practice.
mmummtnmmmmcmmnmma

Resaarch Ethics Committees (July 2001) and comples
Procedures for Resaarch Ethics Committees in the UK.

fully with the Standard Operating

[‘08/H1208/30 Please quote this number on all correspondence

Yours sincerely

Qe MeCe N\
Mrs Anne McCullough
Committee Co-ordinator

Email: anne mccullough@westmidiands.nhs uk
Enclosure: Site approval form
Copy to: Clinical Trials Unit, MHRA

Page 2
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National Institute for Health Research (Birmingham and the Black
Country Comprehensive Local Research Network), RM&G reference
Number 1268.

National Institute for
Health Research
Dr G | Hackett ' = mwx_‘r'? the Black Counry
Cansullant in Urology {Sexual Medicing ) Wi 1, West Wing
Good Hope Hospital frttn of Fessrch and Devalagment
Hally Cottage Hospital Bimingham mﬂm
! v
Fisherwick Road e X
Lichfield B1525Q
WS14 8
Ted: 0121 627 2843
Thursday, 25 June 2008 Fax 0121 627 2178

Wabaite: ¥iixibboubom. oo ub
Emol: BICCLRNG b nhz b

LETTER OF RESEARCH MANAGEMENT AND GOVERNANCE (RM&G) PERMISSION

Research Management and Governance Permission has been granted by the Consortium
RM&G Office on behalf of the Birmingham and the Black Country RM&G Consortium Trusts.
Tha Chief Investigator named In this letter has permission to undertake the followd
research activity in the NHS Trust(s) idantified below,

Chiof Investigator Name:  Dr G | Hackett

Date of lssue: 25/06/09

Project Titfe: Qlinical and biochamical impravement In fyps 2 disketic parameers ity 2 dobei:
men wth sympomanc dafickancy gy (TDS] A doubia dind. placab
controled study of depol sesiosiarone undecannate (NEBIDD) \vorses placcho

Cansartium RMAG Ref 1D 1200

StartiEnd Dutes: Start Dater 2K0609 End date: 311272010

Ciiid Ivetigwioe: Dr G | Hackent

Criat gatoe Employ St Employ

Funding & Funding smoure:  Bayer plo £325 000

Spensor v G | Hackett

Trust Registered. Principal i R h Site

Simngham East and North Primary Care Tnust (BENPCT) Or Robert Focks Manor Practics

Cr Peter Ingham Tudor Medical
Practce
Trust Serviced@iroctorate: Primary Care | GF Practices

Thank you for infarming the BBC CLRN RMAG Consortium of the above rasearch

Confirmation of RM&G Permission
On behalf of the BBC CLRN RM&G Consortum, | am plkease to confern RMAG Permission has
bean granted for the Consortium Trusts) and Research Site(s) as stated above

Conditions of RM&G Permission
This permission is given provided that you comply with the conditions as sot aut In the attached
You are advised Io shudy the conditions carefuly

¥ you require any furthar assistance, plesse call the Consactium RMAG Office stating your RM&G
Reference Number 1268, ¢

Dérectony: Profosscr RODON Stocuey, Profeass Srndin Ouoy
Haosted by Untversdy Hokgtal Borvinsghuem NHS Foundation Trst



Wea wish you on leling your h.

Yours Since

(e/
Susia Fisher

CLRN RM&G Oparational Manager (Consortium)
BBC CLRN RM&G Consorlium

Documents Enclosed:
(1) RMSG Parmission Letis

{2] Bsnderd Conditons of RMSG Prrmession for the BOC CLRN RMAG Consortium & RMAG Reponing Fosn for
Reseawreh InGderns

Scanned copy of Documents sent to:

Or G | Mackett - Chrel
Chris Zishin — RAD Lead for BEN PCT

Pagelat2
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Document 4

Warwickshire Primary Care Trust (West Midlands (South)
Comprehensive Local Research Network), reference WAR230909.

Warwickshire m

Primary Care Trust

West Midlands (South) Comprehensive Local Research Network
CLRN Office

Fourth Floor Rotunda (ADA40017)

University Hospitals Coventry & Warwickshire NHS Trust
University Hospital

Clifford Bridge Road

Coventry

CVv2 2DX

19" November 2009

Dr Trevor Gooding
Atherstone Surgery
1 Ratcliffe Road
Atherstone

CV& 1EU

Dear Dr Gooding,

Project Title: Clinical and Bfochemical Improvement in Type 2 Diabetic
Parameters Men with Sympiomatic Testosterone Deficiency Syndrome (TDS).
A Double Blind, Placebo Controlled Study of Depot Testosterone Undecanoate
(NEBIDO) versus Placebo.

R&D Ref: WAR230909
REC Ref: 08/H1208/30

| am pleased to inform you that the R&D review of the above project is complete and
has been formally approved to be undertaken at Warwickshire Primary Care Trust
Your research activity is now covered by NHS indemnity as set out in 4SG {98) 48,
and your trial has been entered onto the Trust's database.

The following documents were reviewed:

Protocol 23" May 2003

Patient Information Sheet 12" July 2008

Consent Form 12" July 2008

R&D NRES Application Form Lock Code: AB/137541/1 Signed 27" May
2008

R&D Site Specific Information Form Lock Code:
3702/64558/6/832/3257 1/152294 Signed 1* October 2009

NRES Approval Letter Approval letter 5" August 2008

MHRA Notice of Acceptance Approval Letter 9" May 2009
International Index of Erectile Function (IlIEF)[115] Questionnaire
Hospital Anxiety & Depression Scale — Scoring Sheet

AMS Questionnaire

CV Dr Geoff Hackett

CV Dr Trevor Gooding



Your responsibilifies are set out in the attached agreement, which must be signed
and retumed to the R&D Office. You should keep a copy for your records.

All research must be managed in accordance with the requirements of the
Department of Health's Research Governance Framework (RGF) and to ICH-GCP
standards. In order to ensure that research is carried out to these standards, the
Trust employs the services of an external menitoring crganisation to provide
assurance. Your study may be randomly selected for audit at any time, and you must
co-operate with the auditors,

The duration of Trust approval extends to the date specified in the NRES application
form. Action may be taken to suspend Trust approval if the research is not run in
accordance with RGF or ICH-GCP standards, or following recommendations from the
auditors. Research must commence within two years of the REC approval date, and
within six months of R&D approval.

| wish you well with your project. Please do not hesitate to contact me should you
need any guidance or assistance.

Yours sincerely

(tte Plagts,

Luke Chaplin
R&D Facilitator

Enc: Pl agreement
Cc: Geoff Hackett, Chief investigator
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Document 5
Bayer plc (ref: SOP ID: BSP-SOP-040): funding organisation.

Institute of Diabetes for Older People, Beds and Herts Postgraduate
Medical School, University of Bedfordshire (ref: SOP ID: BSP-SOP-040).

S0P D B5P-50P-040 A :
Geneng Wwanal 1SS Agre Tomplate @ deer HealthCare
Associated Docoment Date: 201 1-Jan-21

CONTRACT
FOR THE SUPPORT OF AN INVESTIGATOR INITIATED NON-INTERVENTIONAL STUDY

between Bayer plc,
Bayer House,
Strawberry Hill,
Newbury,
Berks RG14 JA

{herainafter referred to as ,BAYER")
And
Insitute of Dabetes for Older People (IDOP)
Beds and Herts Postgraduate Medical School
Putierkigr Bury Campus
Hitchin Rd,
Luton LU2 BLE
(heremafter referred to as “INSTITUTION®}
and
Professor Geoffrey Hackett
Holiy Caottage,
Fisherwick Road,
Lichfiald
WS14 9JL

(hereinafter referred to as "PRINCIPAL INVESTIGATOR")

{INSTITUTION and PRINCIPAL INVESTIGATOR hereinafter jointly raferred to as "CONTRACT
PARTNERS")

(all parties to the Agreement hereinafter jeintly or individually referrad to as “Parties” or *Party”)

LELI 1SS Non Inderventians Agreameni! Template Vareion 2 2 — dsted 187 October 2012 Page 1 af 17

Version 1.1 — dated 31* January 2013



SOP 1. BSP.-S0F-(40 .
Gerevic non-erventions! ISS Agreement Templsle @ Bayer HealthCare
Associated Docunert Dale, 207 T-Jan-21

Preamble

WHEREAS, CONTRACT PARTNERS are undertaking, on their own initiative and responsibility, the
following non-interventional study entitled. Clinical Audit in Type 2 diabetes and Hypogonadism
(hereinafies referred to as "STUDY"),

WHEREAS, CONTRACT PARTNERS have requested BAYER to provide support for the conduct of
the STUDY;

WHEREAS, BAYER Is interested in increasing its knowlecge about Nebide (testesterone
undecancate) (hereinafier referrad to as the "BAYER PRODUCT") and has agreed o provikie such
support under the terms and conditions as defined in this Agreement

NOW THEREFORE, the Parties agree as folows:

§ 1 - Subject of the Agreement

The subject of the Agreement is the support rendered by BAYER 1o INSTITUTION for the independent
conduct of the STUDY.

CONTRACT PARTNERS are responsible for the intiation, management and financing of the STUDY,
This includes but i1s not Imited fo all reguiatory obligations there may be in connection with the
performance of the STUDY In particular. this alse comprises responsibilities as required pursuant to
Good Clinical Practice as well as Good Epidemiclogical Praclice, as far as applicable Such
obligations and responsibiities are with CONTRACT PARTNERS entrely.

BAYER will have no role in the planning or conduct of the STUDY other than prowiding the supportive
tasks set forth in this Agreement.

§ 2 - Responsibilities of the CONTRACT PARTNERS for the STUDY conduct

21 The STUDY shall be conducted under the responsibllity and suparvision of the PRINCIPAL
INVESTIGATOR.

22 CONTRACT PARTNERS daclare and rapresant that

« will conduct the STUDY In accordance with the study cuthine-information as provided in
the Assessment Form dated 129 November 2012 attached hereto as Appendix 1
(hereinalter referred to as the ‘Assessment Form'). CONTRACT PARTNERS will
generate a protocol based on the informaticn provided In the 1SS Assessment Form
(hereinafter referred to as the “PROTOCOL"), CONTRACT PARTNERS will conduct the
STUDY in accordance with such PROTOCOL. The Assessment Form and the
PROTOCOL and any amendments thereto will form an integral part of this Agreement,

e the STUDY will be conducted in accordance with (2) the etheal principles that have thair
origin in the Declaration of Halsinki, (b) the principes of ICH-GCP Guideline as amended
from time to time, and (c) the laws and regulations and codes of practce applicable in the
country/countries where the STUDY s performad. Should a participating investigator be
suspected of non-compliance therawith, CONTRACT PARTNERS shal take immediate
corrective action, which may incluce termination of such investigator's participation in the
STUDY.

e for the conduct of the STUDY wil not use the services In any capacity of anyone debarred
by the US Foed and Drug Administreton (FDA) or any other compelent authority.
Furthermore, CONTRACT PARTNERS represent and warrant that neither INSTITUTION
nor its employees, agents or representatives have been debarrad by the FDA or any other
competent authonty, nor that they are currantly, to the best of CONTRACT PARTNERS'S
knowledge, the subject of such a debarment proceeding, During the term of this
Agreement, CONTRACT PARTNERS shall promptly notify BAYER should INSTITUTION
or any of its employees, agents or representatives become subject of such cebarment
proceeding.

LSU IS8 Mon Infervenyonal Agreemant Templals Version 2 Z - daded 18" Ocfober 2072 Page 2ol 17
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&y tequialoey of legs sulhonzations necassary for the performance of the STUDY will be
obiained picr 1o the commencemant of the STUDY snd that the performarce of the
STUOY fuly compies wh any and al authorizations.

* The BAYER PRODUCT supphed by ar throogh BAYER if any, s excusively used for the
STUDY. The CONTRACT PARTNERS are sccountsble for the use of the BAYER
PRODUCT and must ensuré 1 keep & up lo cale written record af the BAYER
PRODUCT supplied

CONTRACT PARTNERS shall use their bast effoma 10 cormence the STUDY (Trs! patent

first vsit) within three months after the effectve date of B35 Agreement. BAYER shal have e

nght to serminale this Agreement by gharg writien rotioe 1o tha CONTRACT PARTNERS in

cate this el 18 not met in accordancs with the jermination saction below.

In case the STUDY is not or nal solely performed on the INSTITUTION'S oan premises (eg

In muli-cantre stuckes), CONTRACT PARTNERS e responsbia for the involvemant of the

certars parhcipating In the conduct of the STUDY (parbcipating centars and invashgators

hersnafier jontly referrad to as "PARTICIPATING CENTER/ST), cocrdinaton betaeen them

?Em;;;mmofm resuls of the STUDY generated at the PARTICIPATING

It applicable, CONTRACT PARTNERS shall be responsila for the contracting of e
FARTICIFATING CENTERS as wel 85 clnical research organizations or other third parties
involved to support the STUDY (hereinafter jointly referred to as “CRO), If any CONTRACT
PARTNERS shal require the PARTICIPATING CENTERS andior CRO to comply with equal
termes as st forth herewn, including without imstaton regardng confidentiatty, publicabon and
rights 1o resuls. To enswre this. CONTRACT PARTNERS shall erder inlo & wiilten agresmant
wih each PARTICIPATING CENTER andlior CRO What (8] contans oblgatons of
corficentialty not less protective of BAYER's CONFIDENTIAL INFORMATION as set focth in
Section 8, (b) containg terms requeng such PARTICIPATING CENTER anaior CRO to assign
ownership of deiverablies 10 CONTRACT PARTNERS or BAYER in & manner consistent with
the terms set forth in Secton 7, and () contains erms requinng such PARTICIPATING
CENTER andlor CRO 1o comply with applicable reguisicry requirements CONTRACT
PARTNERS shal be réesponsitie foe enswing compliance of the PARTICIPATING CENTER
wmcaowmmwwm(a)no(c)manamanmmhuwumw
In the event that the PRINCIPAL INVESTIGATOR resigns from his job at the INSTITUTICN,
INSTITUTION shal prowda written nobce %o BAYER immediately upon gaining knowledge
hereo! 3nd shall desgnale a duly qualilied raplacemant. The new prncipal nvestigator snall
be reguested 1o agrea 10 tha terms and condtions of this Agreement In writhg. In he evenl
BAYER does not approve af the new principa Invastigator or such new prncipal mvestoator
does not agres 1o the terms of +is Agreement in writng, BAYER may terminate this
Agreemant in accorcance wih the termination secton belfow

§ 3 - Support of the STUDY by BAYER
Pravsion of Francal Support
BAYER will support the STUDY with a total amount of £80,000 (fifty thousand GBP).
The abave amount wil be pad 1o INSTITUTION as foliows:
o The Srst payrment £25000 (twenty five thousand GBP) upen receipt of & faly
exeruted agresment;
¢ The secord payment €20.000 no sarier than January 2014 and afer hvee practices
complels dala antry.
« Tha third and fnal payment £5,000 {Ave thousands GBP) upon receipt of a final ztudy
repartipublization as described n this contract
The fsst migsiona s axclusvely meant 1o cover start.up costs actually incurred by s
CONTRACT PARTNERS. CONTRACT PARTNERS agree %0 provice BAYER with detaled

LEU 153 Mow danventonal Agreement Taoliy Vierson 7 7 — dwing! 18 October 2012 Page Tof 11
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documentation shonly after ha conclusion of e Agreams=nl on how the first miestane
payment 5 or has Deen used

A3 far 35 the fest MiGstoNd paymMant 6xceecs tha coals actuslly ncumad for the start-up of the
STUDY, CONTRACT PARTNERS wil ncafy BAYER without delay and either pay back the
exteeding amount o st it off agarat the next milesione payment.

M 8 miestane has not been fuly resched when the Agreement, for whatever reason,
temmnates, BAYER shall not be oblgad o any furthsr milsstone paymeris

BAYER wil pay the due support 1o INSTITUTION wthin €0 deys upon recaipl of & proper and
undisputed vakce or simiar writlen documantaion 1o the following sccount of INSTITUTION
PR COUR. cyeres o HOIOTR: e irromrrvesemmrmmreress .

Account owner. ... Unwersty Mam Accout

Account No_. ......B1276380........... oo

All amounts under this Agreement are ret of value-addec-tax (VAT) If any payments are
subject o VAT by law, BAYER wil pay the relevant amount subject to the receipt of an invoics
which maets the raquramants of the compedant 1ax SuUthorty. Any ofher Lax with respect 1o the
payments under this Agreement wil be borne by the CONTRACT PARTNERS,

BAYER shall be entitied to decuct and wehhold from the amount payable the tax which
BAYER is lable under any provisions of tax law.,

CONTRACT PARTNERS shall be responsible for Ihe remuneration of Ihe PARTICIPATING
CENTRES anglor CRO, # any, with megard to ther Involvemant in tha STUDY and
CONTRACT PARTNERS agree %o indemnify ancd hold harmless BAYER against any clams
for ramumaraton for ther participation in e STUDY

The above agreed-upon firancal suppart of the STUDY is all the financal support granted by
BAYER %0 CONTRACT PARTNERS for the STUDY. I, In the couse of the STUDY, the
CONTRACT PARTNERS request fram BAYER futher financial support for the STUDY.
CONTRACT PARTNERS will expiain the need for such suppart in wrbng and wil lay cut n
detad the reasons why the ritially sgreed-upon payments ‘were insufficient

lovoicing

Invoices refatng Io this contract and subsaquent amendments must quote owr Purchase Order
number 2210226212, Mnvoices which da not display a valid Purchass Order number cannot
be processad for payment and will De returned as Gaputed

To expecite payment Bayer supgest that you send your invoices slectranically. To do this you
must first register by sending an e-mai to yendors ukfiteye:.com

Onee your regisiraion 8 confirmed your invoices may be sent in an unzpped POF formal (1
mvoice per emsll) 1o involce.bayorpicfibayercom A copy must aso be sent to
Iinvoices.bayer.picfEbayer.on

& local.study.unit@bayerhealthcare com

You m;ytunoahrdoow of your Invaice to our Accounts Payatie depariment at
Bayer

C/A0 Ewrcaervicns Bayer S.L

Department Accounts Payadie

PO Box 1074

L5U 185 Non dfivieeodana) Agroament Tomoll Vamion 2.2 - daled 18° Oclober 2072 Poge 4o 11
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0E080 Barcelona, Span

A cOopry Of this INVOICE must aiso be semt 1o
Locad Study Ung

Bayer plo
Bayer Mouse

Strawberry Hill
Newbury
RG14 1J4

Furthar support granted by BAYER

BAYER takes on futhar 19eks 10 suppont the STUDY sclely (o the extent snd &= explicitly set
forth i the Responsibiity Matrix attached bereto a5 Appendix 2 Appandix 2 foems an ingegral
part of this Agreement.

CONTRACT PARTNERS will use the support recerned from BAYER excluswvely for the
performance of tha STUDY.

§ 4 - Pharmacovigilance

CONTRACT PARTNERS are respoasble for al pharmacovigiance obligations and safety

18pOring pursuant 10 the applicable laws and reguations i the country'countries where the

STUDY & parfarmed.

Additionalty, CONTRACT PARTNERS zhall immediately within 24 hours al the latest reped o

BAYER by fax and'or g-mail

Electronic Mailbox:  phdsgulfBbayer.co.uk

Telaphonse! 01635 563500

Fax: 01635 563706
Non Safety ISS: 3l Serous Adverse Reactions with a potental relstionship w0 BAYER
product(s).

s any other relevant safety miornetion nciuding bul not limded %o reports on pregnency and
Isctaton nciucing their outcoma, drug Interaction. ovardese, crug abuse or misuge, ang
Isck of dnug effect (LODE) occuring &t any tme during e reatmaent phase; and

« communization cancerning sadety refated nformaton of & Bayer product including but not
limied to:

ary other safety related reports, (ssues and quanes that are either ramed by of
communicated o reguiatory authocities or ethics commitiees,

« Non Safety IS5 annuat line listrg of & Serious Adverse Reactions wen a polentiaé
relationship to BAYER productis)

CONTRACT PARTNERS commil 1o pramply respond to any query from BAYER ragarding
adversa avent documentaton

§ 5 - Audits and Inspections
BAYER retzing the night to audit CONTRACT PARTNERS's records and any other
decumantation and scilties relsting 10 the STUDY &t sy time dunng or fodowing the STUDY.
CONTRACT PARTNERS agress to maintain accurate and detaded records of information
periaining to the STUDY and agrees to gramt access % BAYER (or s nomirees) &t
INETITUTION = anc any ather STUDY related facdity upon request Such auditfa) wil require
regsonable pnor writken rotice by BAYER. As such aud? would potentially include direct

LSV 1S5 Novn twresadigon) Agy T ‘e 2.2~ dated 12 Ociober 2012 Page i/ 11
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61
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65

access to STUDY subject data the rformed comsent ctlanad from the STUDY subject must
caver this svanbuabty, if feasiok

Shoud any health authorty conduct or give notice of intent to conduct any inspection &t any
invastigation ske, or & M2 Site of INSTITUTION, or take a0y othar acton with respect to the
STUDY. CONTRACT PARTNERS wil prompdy gwve BAYER notice therecf. and supply all
informabon pertinent thereto Far repectons at any investigason sisa, BAYER may suppon
such inspechons.

§ 6 - Provision of Data & Reports

In case the PROTOCOL is not yet finalzed 2t the time this Agreement (s signed, CONTRACT
PARTNERS will send the dralt and the final verson of the PROTOCOL 1o BAYER for
informaton.

CONTRACT PARTNERS shall transmi % BAYER within two woaks of knowiedge the
following informaton redased to the STUDY

o A copy of the first approval far the conduct of the STUDY fSom e ralevant regulatory

authonty, including the applicadle identfier of he STUDY, # appicable;

*  Acopy of the man athics approval letter within the UK

o  The actual date of the firs! patiant recruitment;

* Any significant plarmed changes to the design and conduct of the STUDY. ndliding
protocel amendmeants. In case BAYER, in s solé discretion, dosms that in respect of
such changes it does not wish to support tha changed STUDY any longer, BAYER has
the right 10 termingte Tis Agréemant In accordance win the termination saction =1 rth
below,

« The actual date of compleban of the STUDY {last patiant |ast wsil),

»  The sctual number of patiants racnatad In tha course of the STUDY

CONTRACT PARTNERS shall inform BAYER within 24 howrs upon galning knowledge of any

issues, posifve of negatve. raised by the regulatcry authotifies o elhics commiltacs with

regarg to the STUDY

CONTRAGCT PARTNERS shal mform BAYER of any canfirned case of misconduct of an

inveshgator at any PARTICIPATING CENTRE mmediately upon gaining knowiedge thereot

CONTRACT PARTNERS snall repert 1o BAYER at any bme upon BAYER's reques!, at least
every quarier, on e state of advancement of the STUDY. CONTRACT PARTNERS shal
send BAYER a3 fing! wntten repart summarzing any &nd all resuas of he STUDY within &
months upon compietan of the STUDY (ast patiert &st visi) This alsa apples In case the
STUDY has been terminated before its anginally scheckiled and The follomng spacifics shall
spply 16 such epart
*«  Summary of Baselne demographc data

o Age

o Duration of diabetes

o Peccentage maka /

o Etwmicily
*  Summary of the Saflowing oulcomes.
HbATc
Tetal chalastaral
HOL cholesterol
LOL cmlestaral
Trgiycendes
Advgrse avants
EMI

00 090 900
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« Inaddbcn BAYER would ako be inferasted i tha folowing outcomes if colected as part

Treatmant changes aver Ima (0.5 msulin dose)
Resource use (8.9 numbar of hospitaisations, heelthcare visits noiuding teslephone
consulabans

o Smoking status

¢ #Acobal consumption

o Comardd risk factors je g LVH)

<
o Hypogm:aunu ratas
<
=}

§ 7 - Rights to results
A5 far 35 not otherwse sat forth harein sl data and imetectual prope naegmramn
oonnection with the perfarmance of the STUDY {herenafter raferred to as the *RESULTS ) wil

telorg to CONTRACT PARTNERS BAYER and its AFFILIATES shal have a noorexclusive
perpetual, imevocable, sub-icensabla, royaity-free, worktwide right o access, transfer and
use, wihout Imitason in ary manmar in 18 discretion, the RESULTS

“AFFILIATE" in this Agreameant shall mesn sny enbly or cornpeny which drectly ar indirectly,
m@umgh ona of Mmana intermedianies, contra’s, 8 controfed by or & unger common control with
a

The intelectual property In any patenlabie RESULT that relaies to the BAYER PRODUCT, or
= derived from propretary réormation provided in relation %o it by or on behalf of BAYER or an
AFFILIATE of BAYER, (hererafter referred to as  “INVENTION') will belang to BAYER.
CONTRACT PARTNERS ansura that afl INVENTIONS wil ba rotifiad o BAYER in writing
without delay. The CONTRACY PARTNERS hercby assgn in advance all nght, 1%e ang
marest in any such INVENTION and agree 1o eecule or procure the ewscution of any
documant required ta vest in BAYER (or its nominea) the il kagal ane tenaficial title n and,
at BAYER'S expense, to apply for and 10 obtain patants 19 any INVENTION

Each Party will remain the owner of any propnetary nghs or inventions made pror 10 the
commencement of the STUDY. The CONTRACT PARTNERS wil rnfarm BAYER prior %0 the
cammencement of and durng the STUDY of ary proprietary nghts o inventions cwned by
INSTITUTION andier PRINCIPAL INVESTIGATOR (callecively “INSTITUTION ##7) i such
INSTITUTION IP |5 ralated 10 1 Lse of the RESULTS. in tha event and to tha axdant thiat the
use of the RESULTS requires a license under the INSTITUTION IP, CONTRACT PARTNERS
herety grant BAYER and its AFFILIATES a perpetual, imrevecable, woridwide, sub.lcensable,
royally-free non-exclusive right 10 accees, lraneler and use, without Bmilstion i any manne!
and in its sola discreton such INSTITUTION IP a5 contained In the RESULTS in accordance
with the lerms of this Agreament.

CONTRACT PARTNERS wil furtharmore 12 the bast of ther knowledge inform BAYER pror
0 the commencement of and during the STUDY of any propnetary nghts or imvenbians cwned
by tire Panes if such rights ane relatad 1o the use of the RESULTS

Except for, and imited 1o, the ng o usa for the conduct of the STUDY, BAYER grants
CONTRACT PARTNERS no axpress or imphed intellactus propany i the BAYER FRODUCT
or in any mehods of making or using the BAYER PRODUCT

§ 8 — Coafidentiality

The Parties shal reat all mformetion recened by o on banaif of the disciosing Parly or any of is
AFFILIATES relating to the STUDY or the BAYER PROOUCT and al RESULTS |herenafter called
‘CONFIDENTIAL INFORMATION®) strctly confidental The Parties shall use the CONFIDENTIAL
INFORMATION only for the purposes of the conduet of the STUDY snd shall not disciasa such
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CONFIDENTIAL INFORMATION to any thind Party witnout she disclosing Farty S peor withan conssnt.
Such abligations of confidentality and non-use shall nat apply %0 CONFIDENTIAL INFORMATION
which {a) s published in acoordance with the lerms set forth in section 9 hereof, () the receiving Party
has the right to use parsuant to the tarms of this Agreement, (¢) the recaving Party can demanstrale
was gready in its possession @1 the sme of its disclosure 10 1L (d) $ o bacomes public knowledge
other than by an a2t or omission on the part of the recening Parly, {e) is jegally acquired by e
receiing Party from @ third perty ndt tound X the dsclosng Paty by any express or implied
obligation of sacrecy, {f) e receiving Party can prove was daveloped independently by it withou!
referance o or use of the CONFIDENTIAL INFORMATION,

Furthamore the recaning Party may dsclose CONFIDENTIAL INFORMATION ip the extent thet such
disclosure = requied to comply wih law or an enforceadle judcial order, provided, hawever, that the
recening Party shal give ressonatie sdvance nobice 1o the declosing Parly and, 21 ils request. shal
cocpecate with the diclesing Parly 1o seek 8 protective order or other approprate remedy. The
recewing Party will use reasonatie efMorts 10 secuwe confidential lreatmert of ary CONFIDENTIAL
INFORMATION that wil be dsclased

Tha obigation of secrecy and Nan-uise provided harguncer shall survive for & pediod of ten (10) years
upon early termination o expiration of this Agreement

§ 9 - Publication

an BAYER acknowiedges the interest of CONTRACT PARTNERS %0 pubdsh the findings of the
STUDY and = supporive towards such activey.

a2 To eraure agoinst inacdvertent dissiosure of unprotected INVENTIONS ana CONFIDENTIAL
INFORMATION, the CONTRACT PARTNERS agree lo comply with the folowing lermns on
pubiication

921 CONTRACT PARTNERS ghal provide % BAYER any proposed publcation of orsl
presantation reaking 10 the STUDY or the BAYER PRODUCT of !e RESULTS {hereinafter
called "PUBLICATION") at wast sty (50) days prior fo the nisndac submision or
presentation of the PUSLICATION in arder 1o alow BAYER o review 1. BAYER has the nght
10 terminate this Agreemeant in scoordance with clause 142 if tiis declaration of supoort is nod
neidad

It BAYER doas nat notify CONTRACT PARTNERS wihin sy (50) days of BAYER'S recapt
of the intanded PUBLICATION. CONTRACT PARTNERS shall be frea to publish.

922 BAYER may recommend any changes to the PUBLICATION ¢ reasonably befieves are
necessary for scieilific purpcses. CONTRACT PARTNERS agree that the imgementstion of
SUCh recommancad changes shall net D8 LVeasanably refused,

923 Il BAYER infarms CONTRACT PARTNERS !at such PUSLICATION could be expected to
have an adverse aMect on the confidentaity of any of the CONFIDENTIAL INFORMATION,
CONTRACT PARYNERS shall prevent the PUBLICATION, uness the CONFIDENTIAL
INFORMATION can be deletec fram the PUBLICATION without detriment effect on the
saentfic comectness af the PUBLICATION.

924 It the PUBLICATION could in BAYER'S view have an aduerse affact an the abilty to oblan
patent protecton for any INVENTION, BAYER may request & delary of the PUBLICATION for a
reasonsbie panod of tima n arder to permit the prapgsrstion and Ming of any desined patent
appfication by or on behall of BAYER, such pericg. howaver not %o exceed £0 days

925 CONTRACT PARTNERS shall inckude & statement in any PUBLICATION nat creation of the
data was supported n part by BAYER and shall refer to BAYER's suppord whensver they write
of speak in pubiic aboul @ mater that Is tha subject of this Agreement BAYER has tha rignt to
leominate tis Agreament N accordance with clawsse 12.2 If ths declaration of suppart is not
nouded

93 Tha obigations set forth in Sachan 92 hereof shal sirvive for 8 pedod of en (10) y2ars upon
carly termmabon of expiration of this Agreement
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§ 10 ~ Results Posting
As far a5 CONTRACT PARTNERS are not argady odiged by law 10 post tha results of the STUDY,
BAYER encaurages CONTRACT PARTMERS 10 past the resuits of the 5TUDY
In the later case, BAYER encourages CONTRACT PARTNERS to post tha STUDY within twelve
mords of completion of the STUDY as dedned in the PROTOCOL. In case of a premature termination
of the STUDY, resuks should be posted wilhin tweie manihs after the date of the jast cbeervation of
e last patienl who remaing enroliad in e STUDY or after ha date the decision has been mads 1
arminate the STUDY, whchavar happens first. Has the STUOY been pramaturaly lerminatsad due w0
safely reasans, information descring reasons for serminating the STUDY, especially noting any
discernabie threat (not praviousty disdosed on the [abel] 10 patient health should be posted withn 30
days after teemington of e STUDY,
The sumenary of the posting ahould cordorm 0 ICH EJ principles. Tha summary of the posting shoukd
ako refiact nct only tha generc and brand names of the BAYER procuct(s) Involved, but aisa & Isting
of 3l aiases under which the BAYER product|s) may be known at e tme of pasing, ncludng serial
numbers, code names and chemical descriptions.
CONTRACT PARTNERS shal give BAYER the opporttunity to review the pasting poar o ifs
publbications and grant BAYER the opportunity 1o comment.

§ 11 ~ Liability, ndomntfication, Insurance

111 Tha Parties acknowledge and agree that BAYER shall not be he'd respansible or liabie for the
planning, performance andior conduct of the STUDY or study-related obigstons or clsms
ansing from of In felation hansto, axcapt 10 the axtent thal BAYER has specificaly assumed
the rasponsibdty of ceran STUDY related functions under ths Agreement and s
Appendices. If BAYER has pravded BAYER PRODUCT %o CONTRACT PARTNERS for the

of tha STUDY. BAYER shal be responsitie for any ceviatons from the BAYER
PRCDUCT S agread upon specifications

112 CONTRACT PARTNERS represent and warant that tiey wil hold adequate inswrance as
required by the ‘ocal renuremants. BAYER s rot responsbie andior lable for the insurance
pramium. nor for any other costs or Saims n relabon 1o the insurance.

1.3 During and after the period of this Agreement CONTRACT PARTRERS will defend, indamnify
and hald harmiess BAYER, its AFFILIATES and heir respective divectors, officers,
amployess agents, succetson, ond asEgns Trom and agsnst any and b labilnes. clainms.
suls damages costs Aand expensas, ncluding reasonable egal fees (herenatter ‘Loss’)
resuiting f#om the conduct of the STUDY, which resull from the pesformance of the STUDY
save 10 the exient that such Loss = caused by the negligent or withy beeach of contract or
“alutiory dutes by BAYER.

114  BAYER shal oaferd, indemnify and hold harmiess INSTITUTION &nd Rs dirsctons, officers,

agents, successcrs, ord assigns fom snd against any and all Loss resuibng from
{) e fact that the suppled BAYER PROQUCT does nrat meet the agreed
spoacdcaticrvquality, o [il) the breach of any covenam, representation or waranty made by
BAYER under this Agreamen), or (i) any regigent acl or gmssion, breach of contract or
statutory duty an the part of Its servants, soants or employees. In all cases excluding liabilty
for consequantial ksses or ioss of business.

§ 12 ~ Term of the Agreement
This Agreemeant is effactve won signature of the Partles hereunder ard ends upon the later of (a)
complation of the STUDY. or (b) recaipt by BAYER of ab data and reports pursuant 1o Section 6 above
from the CONTRACT PARTNERS. or (c) the payment of the last instalimenl by BAYER

§ 12 - Termination, Termination effects
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Noswithstanding any other termnation rgnt set forth harsn, BAYER reserves the right to
ferminate this Agreement at any bme by writien nobce o the other Parties.
Ether Party may terminaie this Agreament by giving written natice 10 Iha cthar
= If that cthar commits any matérial o répeated breach of ths Agreemeant which if capable
of remedy, has rot boen remedied within 30 days aMer recapt of & writlen rotice
identifying the breach ard requinrg # o ba remedied; or
* (fthat other becomes bankiupt, goss inlo iquidation; suffers a mesling of its creditors, has
ay sot of truslee, Tecalver, S0MINSUalr, adminisiralve receiver or simvar officer
appointed in respect of any of £5 assals; Is Unabla to pay &5 debts, ceases of threatans Lo
cease to carry an business; suffers any judgment ar execLeion which remains unsseshied
for 10 days; oc anything simiar or analogows to any of the foregoing In any relevant
jurisdiction, or
« It the STUDY i not approwed Dy the relavant athics committear’s andlor e relevant
regulatory authorities or such approval is fully or partially ravoked. #f appiicabie
I BAYER terminates this Agreement pursuant to tha termnation nght sat forth in Section 2.3,
the CONTRACT PARTNERS wil (#) pery back to BAYER ary payment recsived under ths
Agreement. and (b) retum any BAYER PRODUCT suppliad by BAYER under this Agreemeant.
The Partics acree that BAYER wil not lose ?e termingtion right pursuant 1o 23 due 10
delsyed assertion, especialy if BAYER kad inguied regulary about the prograss of the
STUDY betore.
Qther than in cases of lerminadon for breach of s Agreement by CONTRACT PARTNERS
or PRINCIPAL INVESTIGATOR, BAYER shat make &l payments cua hereunder which have
accrued up W the cate such termination notice 1= recemed Should INSTITUTION have
receved higher payments than the payments dus accerding to the work already performed,
INSTITUTION shall ramburse (e balance 1o BAYER. In cases of ternination for breach af
e Agreement by CONTRACT PARTNERS or PRINCIPAL INVESTIGATOR, no further
payments shall be due
In case of any eary terminaton CONTRACT PARTNERS wil provide 8 raport of the
previously gained knowladge and RESULTS, BAYER PRODUCT and othar matanals,
documentation or CONFIDENTIAL INFORMATION made available by or on beha¥ of BAYER
or any of its AFFILIATES are to be relurned 1o BAYER o, on BAYER'S requeast, destroyed
according 1o the Instructions 1o be provided by BAYER afer completon or tesmination of the
STYUDY, such  destruction %0 be confrmed o writing 1o BAYER, with the excepbon of
documentstion which much be relaired with the CONTRACT PARTNERS to fuifill the STUDY
documentation retenton requiresnents of Good Clinical Practice
The righly and culigations of BAYER and the CONTRACT PARTNERS, which by rdent o
maaning have vaildity bayond such termination {Inchiding without limistion nghts with respect
o owrership, patents, confidentiality, liablity and indemnification) shall survve the early
lermination of expiration of ths Agreement

§ 14 « Miscellanoous

The Panes acknowledge that this Agreemant 15 not condtoned on any pre-existing or fusure
business relabionship between BAYER and the CONTRACT PARTNERS. It = also not
conditionsd on any business of other decisons the CONTRACT PARTNERS have maoe or
may make relahng to BAYER or Rs products or sy AFFILIATES and their products and
BAYER neitner seess nor expecls the CONTRACT PARTNERS ar thase with whom they
practics 10 prescrbe, supply, sdminsier, racommend, buy or sl &y BAYER peoouct 88 @
resul of this Agreement

Each Party to this Agreement shall act as an Incependaent contracter and shall not te
construed for any purpose as the partrer, agent employee of representative to the omer
Party

BAYER shall have the nght to assgn thes Agreement to any of its AFFILIATES upon prior
writien notice to the CONTRACT PARTNERS Notwithstanding the foregeing, nether Party
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shall assign its rights o duties under this Agreament 10 anceher withou!l prior written consant
of the cther Party

The mvaidity of & perticular provision of this Agreament shal not sfect the vaidily of the
ramaning provisions. The Pames shall replace the invakd pravsion with a vald provision that
cemas closest 1o affectuating the intent of the Parties at the tima aof the Agreements
execLtion

The wawer or acquiescence by any Party or the fallure of any Party o claim & breach of sny
peovizion of this Agreement wil nol be deemead 10 conslitute & waner with raspect 1o any
subsequent braach of any peovisicons hereof

Amandments end extensions 10 this Agreement snall not ba effesive unless in written farm
&nd signed by all Pates

This Agreement Is subject 1o the laws of England and Wales. Each party hereby sudmils o
the axdusive jurisdiction of the English courts.

Dr Owen Colins
an behalf of Bayer Pic

- ’1/.1/13

NSTITUTAON. Professor Atan Sinclar

oo 1/ 203

PRINCIPAL INVESTIGATOR, Profassor GeafMray Hackelt

Appancex 1 Assessmant Form
Appendic 2 Responsbiity Matrix
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