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Introductions: Who are we?

Ryan Sarda Octavio Hernandez Jodi List
Sr. Talent Acquisition Talent Acquisition Manager
Specialist: Specialist. North America Safety &
\lorth America recruitment  recruitment lead for Safety =~ Pharmacovigilance
lead for Medical Affairs, & Pharmacovigilance,
TMF Operations, and Study Start-Up &
Site andPatient Access. Regulatory and Site
Contracts.
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What is a CRO?

A Contract Research Organization (CRO) is a service organization that provides
support to the pharmaceutical and biotechnology industries in the form of
outsourced pharmaceutical research services (for both drugs and medical
devices).

Syneos Health provides end-to-end pharmaceutlcal research in Phases I-1V
for many clinical trials in: '

* Clinical Development (TBUS)
* Central Nervous System
» General Medicine
» Oncology

» Clinical Development Services
 Early Phase

* Real World & Late Phase

» Strategic Alliance Management

C
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Who is Syneos Health and what sets us apart from our competitors?

Syneos Health is an end-to-end fully
integrated CRO and CCO (Contract iz
Commercial Organization) that strives to tne pharmarimes imermations) | | Learning Solutions from syneos
bring new therapies to market faster than 3008 Ik bem ol e s | | AT
b efo re List in 2018
flexiobs o a WAY TO WORK

* Product of a merger between INC Research and ARSKD J

inVentiv Health, became Syneos Health in January - .

20 18 Av‘\;aerscle;:ct: :if:: I(esté,nf;)r :;:I::al companies for Work-from-

Award in the CRO category for Anywhere Remote Jobs in the
superior leadership and U.S. in 2018
. 231000+ emp|oyees W0r|dW|de commitment t:oi:;es in 2018 and

» 1,800+ studies worldwide
» 87,000+ sites worldwide
» 553,000+ patients worldwide

AYS 2018 LIST OF

PharmaTimes
CLINICAL

TOP 100
e Anais TELECOMMUTE

COMPANIES
o Only CRO and CCO |n the IndUStry :‘”'“Ple execulﬁ"es Iawardedh Recognized by Virtual Vocations
. . . P armaTimes'.C inic? Rese.arc as one of the top 100
Blopharmgceutlcal Acceleraf[or Model (BAM!) e SRt A A it ot
* Clinical and Commercial work together and Rogg in 2018 2018
constantly share real world knowledge and
insights that lead to getting the job done better,
smarter and faster
S L . .
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Syneos Health: A CRO with atrue global footprint

NORTH
AMERICA

« Canada
< United States
« Mexico

D
Syneos.
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SOUTH
AMERICA

« Argentina
» Brazil
* Chile
» Colombia
* Peru

More than 23,000 employees with experience spanning
Six continents, including trials of any size and scope

Bulgaria ;
-~ “Czech Republic
e Hungary

* France

* Germany

+ Greece ,

* ltaly l‘-

* Netherlands MIDDLE
+ Poland %,\ ﬁ ' EAST
* Romania ‘.

& AFRICA

* |srael
* Lebanon

* South Africa
« UAE

o Ukraine
* United Kingdom
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PACIFIC

» Australia

* China

* Hong Kong
* India

* Indonesia

« Japan

* Malaysia

* New Zealand
* Philippines
+ Singapore
* South Korea
* Taiwan

* Thailand




Syneos Health: Globally Headquartered in Morrisville, NC

""' ‘,7,
Syneos_b
Health

New Morrisville, NC Headqguarters

» Consolidated 4 offices in the Raleigh area and built a
brand new state of the art facility in Perimeter Park

» About 1,400 employees are based in the new
building currently with plenty of room to add more
due to growth and expansion of the organization

* Move to new HQ was completed in January 2019
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Syneos Health is hiring for employees just like you!

meeting was very produc
tive and has brought majoy
changes on Earth. We wil|
visit several places of strate
oic interest and will discusy
pssible collaborations na

ally.
1 also discuss new mea|
ou

NEW OPPORTUNITIES
NOW AVAILABLE

time this meeting was

- Medical Affairs
produf:tive and has
—Medical Directors, Medical Operations, Medical e i it v

les of strategic interest

will discuss possible

S C i e n ti Sts hborations nationally.

ussion for global wa

- Trial Master File Operations B

discuss new measi

global security. L.

- Document Management, Regulatory Records il g

¢ interes|

pr changes on Earth. We 5 possiblg
. visit several places of Jonally.
° Slte Start_U p egic interest and will
Juss possible collabora- slobal warm/|
b nationally. orism  issues|
bng other things will has brought major CHAWSessseSIEDorations nationally. r things wil]

- Site Contracts, Regulatory Documents

- Patient Engagement
- Site Intelligence, Patient Recruitment

- Safety and Pharmacovigilance

- Safety Data Coordinators, Safety Submissions
Specialists, Safety Specialists, Safety
Physicians)
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Pharmacovigilance

Overview

Jodi List RN, BSN, Manager Safety &
Pharmacovigilance




Agenda

- Definitions

- What is Pharmacovigilance

- Event Assessment

- Determining Reportability

- Identifying and Describing Safety Signals
- Post-Marketing Surveillance
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Definition

- Pharmacovigilance:

—Involves all scientific and data gathering activities relating to the detection, assessment,
and prevention of adverse effects or any other drug related problems.

- The goal of these activities is to identify adverse events and understand, their nature,
frequency, and potential risk factors.
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Definitions

-What is an AE?
- An Adverse Event (AE) or Adverse Experience is defined as:

“Any untoward medical occurrence in a patient or clinical investigation subject
administered a pharmaceutical product and which does not necessarily have to
have a causal relationship with this treatment” (ICH E2A: Clinical Safety Data
Management)

- What is an ADR?

- An Adverse Drug Reaction (ADR) is “any response to a drug which is noxious
and unintended and that occurs at doses used in man for prophylaxis, diagnosis
or therapy’.
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Definitions

- What is an SAE?

- A Serious Adverse Event (SAE) or Serious Adverse Experience is any untoward
medical occurrence that at any dose:

—Results in death

—Is life-threatening

—Requires inpatient hospitalization or prolongation of existing hospitalization
—Results in persistent or significant disability/incapacity

~Is a congenital anomaly/birth defect

—Is an important medical event.

- Serious vs Severe:
- A headache can be severe but not require hospitalization (non-serious)
— A mild heart attack could still be life threatening (serious)
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Definitions

What is a SUSAR?

- ASUSAR is a Suspected Unexpected Serious Adverse Reaction or

- A Serious Adverse Event that is suspected to have a causal relationship with
the medicinal product under investigation, the severity is not consistent with
information in the relevant product literature (such as the Investigator’s Brochure
or Patient Information Leaflet) and is considered to be unexpected

- SUSARs must be submitted in expedited manner to
- Regulatory Authorities

— Ethics Committees (ECs)/ Independent Review Boards (IRBS)
—Investigators

- Reason: To provide new important information on serious adverse reactions

) |
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What is Pharmacovigilance?

- The decision to approve a drug is based on having a satisfactory balance of
benefits and risks within the conditions specified in the product labeling.

- The knowledge related to the safety profile of the product can change over time
through expanded use and the number of patients exposed to the product.

Phase |
Test size 20-80
Condition « Healthy

« Determine
drug’s basic
safety data

Objective
of test

Typical * 6 months to 1
duration year
« Comprised of
numerous

clinical trials of
short duration

Syneos.””
Health

Phase Il

Several hundred to
several thousands

Phase Il
100-300

« Have particular
condition

+ Meet other trial
requirements

« Have particular
condition

= Meet other trial
requirements

« Dose ranging
studies

« Determine drug’s
relative safety and
efficacy at different
doses

« Significant safety
and efficacy in
comparison with
placebo or
standard of care

« Generally last up to
3 years

= Average of 1 to
2 years

« Comprised of
several longer
duration
clinical trials

© 2018 All rights reserved | Confidential | For Syneos Health™ use only

Phase IV
TBD

« Have particular
condition

+« Meet other trial
requirements

« Monitor long-term
risks and benefits

+« Evaluate different
safety and efficacy
parameters

« Conducted after
drug approval

« Post-marketing
surveillance
required by health
authorities
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What is Pharmacovigilance?

- Once a product is marketed, new information will be obtained, which can have an

Impact on the benefit-risk balance of the product.

- In collaboration with regulatory agencies, the new information should be

continuously evaluated in order to ensure that the product is safe to use.

Lack of Off label
/ \ effect use S
/ = Foodand
Abuse \ Meclllc_al —\/ drug
/—". /
/ COIBLREE / \)\ interactions
/£ / \
/ \ / Medical ‘-\
( Misuse device
incidents
Suspected
Counterfeit transmission
drugreceipt / Cuekdase > of infectious
/ Pregnancy agent
Medication oruse \
error during

74 A\ breast- /
/4 \ = / N\
/' Exposure as \\ feeding /  Divested/

//' D
/
tan? ne‘?in a resultof ) withdrawn b
P 9 occupation / products /
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What is Pharmacovigilance?

4

» Responsible for facilitating the collection of data in order to monitor the

Collate safety of patients enrolled in clinical trials and during post marketing

<

» Analyse the data to provide constant assessment of the benefit-risk
ratio/profile of the medicinal product in clinical trials and post marketing
Analyse

» Report individual cases and other reports and assessments to regulatory
authorities and justify both benefit-risk profile of the product and the safety
system assessing it to all competent authorities

<

Report

4
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Responsibilities of Key Parties

§ Sponsor shall”®:
Investigator shall”®: - Keep detailed record of all AEs which are

- Report serious events immediately reported by the investigators

) " " - Report Serious Unexpected Suspected Adverse
Report AEs/Iaggfrgg(/);yvgﬁjr;(:iron:]al|t|es SR Reactions (SUSAR) to Regulatory Authorities
- (RA), Ethic Committees (EC)/Independent Review
- Supply additional data as requested Boards (IRB) and Investigators

Unless delegated to CRO

| Responsibilities |

Clinical Research Associate must review

safety data for: Safety and PVG must:
- Correct terminology - Record serious events in detail
- Consistency - Review all safety data
- Accuracy - Ensure SUSARs are reported to RAs, EC/IRB,

and Investigators
- Context g

- Compliance in filing safety reports

)
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Adverse Event Assessment

- The expectedness of an adverse event is determined by referencing the current
product labelling (such as the Investigator’s Brochure or Patient Information
Leaflet).

- Adverse events listed in the current labelling are considered expected.

- Adverse events are considered unexpected if they meet any of the following

criteria:
1. The eventis not listed in the current product labelling.
2. The nature of the event differs from the information in the current product labelling.
3. The event differs in specificity as described in the current product labelling.
4. The event is reported with greater severity than described in the current product
labelling.
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Determining Expectedness

Examples:

1. Hepatic necrosis would be unexpected if the labelling only referred to elevated
hepatic enzymes or hepatitis.

2. Cerebral thromboembolism and cerebral vasculitis would be unexpected if the
labelling only listed cerebral vascular accidents.

3. Even though pulmonary embolism is listed on the product labelling, a pulmonary
embolism that resulted in death would be considered unexpected if the labelling did
not specifically indicate that a patient could die as a result of the event.

L
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Determining Reportability

The reportability of a case is based on the seriousness and the expectedness
of each adverse event reported.

The regulatory authorities guidelines for seriousness and expectedness are
applied for each adverse event (FDA, etc.).
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Determining Reportability

- After evaluating each adverse event for seriousness and expectedness, the

type of report is determined and the timelines for submission are applied as
follows:

-~ 7-Day Notification

- 15-Day Alert Reports

—  Serious and expected reports

- Non-serious and expected/unexpected reports

SyneOSm © 2018 All rights reserved | Confidential | For Syneos Health™ use only 21
Health



ldentifying and Describing Safety Signals

- In assessing case reports, the FDA suggests that sponsors evaluate the causal
relationship between the product and the adverse event, including:

- Occurrence of the adverse event in the expected time
- Absence of symptoms related to the event prior to exposure

-De-challenge and Re-challenge (what happened when the drug was stopped/what
happened when the drug was re-started)
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Sources of Safety Information in Post-Marketing

Spontaneous Reports \ Post-Marketing Studies \

Sources of

Literature Review / .
N / Patient Support ,
Regulatory Authorities '\1 Programs, Surveys and | Safety
| Registries ! Informationin
’ Post-Marketing

Digital Media 1
Legal/ Business Partners

Other Pharmaceutical
Manufacturers

Market Research
Compassionate Use

Important: Unlike clinical trials, all employees, contractors and affiliates of the
marketing authorization holder/manufacturer are obliged to report all safety
information they became aware of anywhere (including IT, cleaning staff etc).

23
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Maintaining Patient Safety

Project
Management

Safety & |

|
Regulatory

Sponsor

C
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When asked what
| do for a living, |
always tell
people:

“you know those
little leaflets you
get inside a box

of Tylenol, that
lists the possible
side effects

team collects and
reviews the data
that is used to
write those.”

C

Syneos.
y Health

—GIASBERGER)

“It relieves watery eyes, runny nose, aching head,
and scratchy throat. Side effects include runny eyes,
watery nose, aching throat, and scratchy head.”
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© Randy Glasbergen. www.glasbergen.com
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Any Questions?
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Shortening the Distance
From Lab to Life™
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