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A Complicated Constellation

» Multiple actors and roles in a clinical environment: site, sponsor,
Pl, CRO, and other third parties (e.g., monitors, logistics

companies, laboratories, etc.) w
* Respective regulatory/product T -
liability/contract positions : e
» The position of insurance companies —A : _//
 Transparency = Partnership | e
D J

Emerging Collaboration Models between Life
Sciences companies and CROs

< Extensive (and growing) Outsourcing ¢ Broad Master Service Agreements

of Clinical Trial Functions _
» Multiple compounds

« Engagement of Global CROs ) )
* Multiple trials

¢ Emergence of Academic CROs

» Performance Metrics

¢ Increasing Partnership
Models/Shared Risks
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Sponsor/CRO:
Several Layers of Potential Liability

* Regulatory:

» Sponsors’ overall liability for
Clinical Trial Conduct

* CRO is sponsor’s delegate

* No transfer of responsibilities

» Co/shared responsibility/exposure?
e Product liability

» Typically with sponsor but can be extended
to contract manufacturer and other actors

» Professional Malpractice
e Criminal liability

CRO - GCP

* A Sponsor may “transfer” some of all trial-related duties to a CRO.
However, ultimate responsibility for quality and integrity of trial data
always resides with sponsor

* CRO must implement quality assurance and quality control

* Delegation must be documented
in writing
e “All references to a sponsor in this guideline shall also apply to a CRO to the

extent that a CRO has assumed the trial related duties and functions of a
sponsor” (point 5.2.4) - S
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Potential Litigation Environments

e Sponsor vs patients
 product liability

* sponsor
responsibilities

e Sponsor vs service
providers (e.g., CROs)

Last Resort

* Why it should be avoided:
* Image price

» Potential repercussions on the trial as a whole in
terms of e.g. reliability of results or continuity of J(m

services m
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Ehe New {lork Times

A lragedy al Rennes and Lthe problem of
drug Lrials

e

EuroPE

6 Hospitalized, One of Them Brain-Dead, After Drug Trial

in France

BYSEWELLCHAN A%, 15,2016

Drame de Rennes : le
protocole de l'essai clinique
en accusation

“ Mots clés +

ai clinique
Par @ Anne Jouan - le 21/01/2016

EXCLUSIF - Le Figaro s'est procuré le protocole du laboratoire
Bial, promoteur de I'essai de Rennes qui a provoqué la mort
d’un volontaire.

Depuis I'annonce de I'accident mortel survenu lors d'un essai clinique 3
Rennes, les agences européennes comme les industriels réclament, au nom de
Ia transparence et de la sécurité sanitaire, que la France communique e
protocole du laboratoeire portugais Bial. Mais I'agence francaise du médicament
(ANSM), qui a validé le protocole de I'essai, sy refuse, arguant, de maniére assez ridicule, le «secret
de linstruction» alors méme qu'elle n'y est pas tenue. Elle peut rendre publiques les pigces qu'elle
désire. (‘essai mené & Rennes par I'entreprise francaise Biotrial pour le compte de Bial s'est soldé
par la mort d'un volontaire sain, dimanche, et par I'hospitalisation de cing autres, dont quatre sont
susceptibles de garder des séquelles neurologiques.

Le Figaro s'est procuré ce protocole et I"a soumis a trois experts renommeés. Le document de 96 pagea
rédigé par Bial est en anglais. Il en ressort plusieurs interrogations gquant au sérieux de I'essai.
«L'ANSM leur a laché la bride», estime un de nos chercheurs. «C'est un protocole assez compliqué qui

ELPAIS 41! N
TNTERNACTONAT.

EURCPA EEUU MEXICO AMERICA LATINA ORIENTE PROXIMO ASIA AFRICA

Muere uno de los ingresados en Francia a
causa de un ensayo clinmico
- Otras cuatro persenas sufren problemas neuronales Graves

L'essai mené 3 Rennes par I't
s'est soldé par la mort d'un v
<ing autres.

CORRIERE DELLA SERA

g‘ John Kay
~

Share Author alerts Print ciip Comments

The sector has to understand it has responsibilities to a wider
community than its own shareholders

The Poniss ere a man died during 2 painkiller iria

SALUTE

_
Test su nuovo farmaco antidolorifico
Un morto, cinque pazicntl gravi

-

Klimagspfel in

A

Franffurter Allgemeine

isscn

a. 28. Januar 2016

Donnera vis

-~

Hirntod nach Medikamententest
Grundec fur starke Nebenwirkungen noch
unbekannl

Siechs gesunde Lreiwillige, die sich in L
Verfiignng gesrellt haben, sind schwer erkrankt. Tine Testperson liegt hirnror
anf der Tnrenaivatarion. Die Griinde aind nach unhekannt.

fiir einen

How to Avoid It

» Key contract clauses/issues

* jurisdiction/out of court settlement

* audit rights

e QOut of court settlement

» advantages/disadvantages (cost and

efficiency vs time)

» chances of acceptance
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Key Contractual Issues

* MSA/Scope of Work: tasks definition (eg CRO MSA) - beware of over-
simplistic MSA “check the box” annexes

* Some functions require professional qualifications/judgment (e.g., medical
judgment): is CRO prepared/equipped to assume that burden?

» Assumption of Key Regulatory Obligations - an increasing trend. Examples:
* CRO to assess sponsor’s legal and regulatory compliance infrastructure
* CRO to notify client of legal/regulatory changes affecting their operations

* CRO to lead interactions with key stakeholders: eg as regards PV and
associated reporting obligations
JONES

DAY
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Key Contractual Issues

» Performance of key regulatory functions.

1
) E .
xamples:
CONTRACY P

TERMS OF AaREEmMENT

» Subject recruitment

T e e B g e e e g e e
PRSI S ——

* Monitoring

» Parties to CTA/Negotiation of CTA

* Personnel Training

» Use of Affiliates: check liability of each

actor in the chain J(m
DAY
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Key Contractual Considerations
* Monitoring/Auditing

» Compliant Practices with Health Care
Professionals/Patient Organizations

 Indemnity/Insurance:
» Sponsor liability often strict liability

* Insurance requirements precisely defined by
the local law

* |nsurance contracts often allow insurer to take
control of litigation: potential conflicting goals
between insured and insurer

- N JONES
e Termination/Transition
13

Case Study 1

March 2006: six healthy volunteers receive drug

* Firstin human trial — 6 subjects were administered the study
drug almost contemporaneously

« All six subjects suffered severe reactions (multiple organ
failures) within hours and were treated in intensive care

* CRO and Sponsor highlighted that they had complied with
regulatory requirements and conducted the trial according to
protocol which had been approved

* Press reports mentioned that the trial recruitment procedures
emphasized monetary compensation and downplayed risks

* Regulatory authority initiated an investigation on the trial

procedures
and ethics
* Independent expert group appointed to investigate the case ‘]%NPENS

14
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Which entities involved?

e Sponsor (GCP inspected)

* CRO (GCP inspected)

» Hospital (GCP inspected)

» Confidential party (GLP inspected)

JONES
15 DAY
How did it end? No Litigation but...
» Sponsor “wiped out”
* CRO was the natural target left
* Inits SEC filings covering the period up to the end of 2007,
CRO reported having spent 1.8 million USD in legal fees
and other costs. They also reported that their insurance
was potentially insufficient to cover their exposure
* Press sources indicated that CRO ended up settling for
millions of GBPs out of court
JONES
16 T
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Case Study 2

» SAE and alleged GCP violation involving Study team

* US sponsor/European patient
* Issues to consider:
» Level of potential claims: striking differences

* Venue(s) for Dispute: what is the likelihood to bring the case
to the US?

* Need 2 lawyers teams: beware of different rules on privilege
« Notifications to regulators:

— when necessary and when sufficient for sponsor to I
investigate and take appropriate action (audit) JONES

DAY
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Dynamics between
Sponsor/Site/Pl/Patient/Insurers/Monitors/Auditors/CRO

e Sponsor Insurer/Sponsor

e Focus on level of claim and likelihood of success
(Insurer)/Focus on reputation effects (Sponsor)

* Right to take control of litigation but absence of sector-
specific knowledge (Insurer)/Full understanding of
dynamics at site and applicable legislation (Sponsor)

* Counsel cooperation: keySponsor/Site

e Contractual audit rights of sponsor
e Sponsor/Monitors-Auditors/CROs: independence is key

e Sponsor insurer/patient insurer (Government insurance
body) ]ONES
» Data Protection Concerns Dﬂ

18




15/06/2016

Transparency = Partnership
Key Messages
* Nobody wins litigating in this
area (with exceptions)
» Transparency/Partnership is key

» Be clear on capabilities and
expectations, and draft well

» Know the law but no “boxed”
approach: no hiding behind
legalistic constructions

» Choose well who you are
dealing with

19

Thank you!

Cristiana Spontoni
cspontoni@jonesday.com
+32/2-645.14.48

"Any presentation by a Jones Day lawyer or employee
advice on any individual matter or circumstance. The
information purposes only and may not be quoted or
proceeding without the prior written consent of Jon
discretion. The distribution of this presentation o
does not constitute, an attorney-client relationshi

the authors and do not necessarily reflect those of
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should not be considered or construed as legal
contents of this document are intended for general
referred to in any other presentation, publication or
es Day, which may be given or withheld at Jones Day 's
r its content is not intended to create, and receip  tofit
p. The views set forth herein are the personal view s of
Jones Day. "

JONES
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