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Accrual Enhancement Services

Site Identification, Analysis and Recommendation
Accrual Workshops
Medical Oncology Support
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DAVA Oncology Leadership Team

John Eckardt, MD

Chief Medical Officer
jeckardt@davaonc.com
Mobile: 314.614.5124

Mark Levonyak

President

mlevonyak@davaonc.com
Mobile: 214.460.5051

Martin W. Lee, MD

EVP, Clinical Trial Services

mlee@davaonc.com
Mobile: 952.373.1405

Nora Ku, MD

Sr. Medical Director

nku@davaonc.com
Mobile: 305.283.5896

Nicolas Kuehl

VP, Business Development
nkuehl@davaonc.com
Mobile: 314.304.2823

Annemieke DeMaggio, PhD

VP, Scientific Affairs

ademaggio@davaonc.com
Mobile: 972.310.3282

Gregory Pynes, MPA, CMP
Executive Director, Meetings,

Branding, and Partnerships

gpynes@davaonc.com
Mobile; 214.463.6494

——

Four Forest Plaza
12222 Merit Drive, Suite 820
Dallas, TX 75251

www.davaonc.com
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DAVA and CRO Collaborations

L-r COVANCE
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Right where you need us -

A Symbol of Excellence
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Research’

Our Accelerating Clinical Trials team works “ pp”
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as well as their CRO, to assess & overcome trial (-) QUINTILES

challenges, track patients, expedite site opening
& educate investigators & their staff.



http://www.covance.com/index.php
http://www.google.com/imgres?imgurl=http://wwwcache.wraltechwire.com/asset/news/2010/01/25/6878114/QUINTILES_12510-512x176.jpg&imgrefurl=http://wraltechwire.com/business/tech_wire/news/image/6878114/?ref_id=6878110&h=176&w=512&sz=8&tbnid=zwWrEXoXbixxLM:&tbnh=45&tbnw=131&prev=/search?q=quintiles+logo&tbm=isch&tbo=u&zoom=1&q=quintiles+logo&usg=__Igk3wMyP5luByvD2c4geJfAsrOw=&sa=X&ei=eoDyTYKJAob3gAft24y9Cw&ved=0CCMQ9QEwAQ
http://www.google.com/imgres?imgurl=http://www.iconplc.com/icon-files/images/image-bank-component/other/icon-logo.jpg&imgrefurl=http://www.iconplc.com/news-events/mediakit/&h=878&w=2067&sz=414&tbnid=Q31y2v3Fg-JOgM:&tbnh=64&tbnw=150&prev=/search?q=icon+logo&tbm=isch&tbo=u&zoom=1&q=icon+logo&usg=___CIbR7QZC8RfVjMbiazNvs0o7qs=&sa=X&ei=TIHyTd2QForMgQeLpK3TCw&ved=0CDQQ9QEwBA
http://www.google.com/imgres?imgurl=http://www.medcitynews.com/wordpress/wp-content/uploads/PPDlogo.jpg&imgrefurl=http://www.medcitynews.com/2011/05/ppd-is-top-global-cro-in-centerwatch-survey-n-c-cros-take-4-of-top-10-spots/&usg=__B9LS2vxjtqWePwIZtgB40bAY9LI=&h=135&w=150&sz=4&hl=en&start=10&zoom=1&um=1&itbs=1&tbnid=5jGwkSkiIQ5fjM:&tbnh=86&tbnw=96&prev=/search?q=PPD+cro+icon&um=1&hl=en&sa=N&rlz=1T4DMUS_enUS240US260&tbm=isch&ei=hILyTauCOoXWgQea-tGZDQ
http://www.prainternational.com/

DAVAOncology, LP
o ...facilitating successful drug development

Clinical Trial Complications: Slow U.S. Accrual

Delays in trial implementation

a h y fc 8% af potentially eligible cancer patients are ¢ Protocol development

enrolled in clinicali NJA ¢ NatéorakCancer Institute ¢ Site identification
ANot protocol specific
600 A Competing trials
APoor vetting of site potential
500 S Target Site initiati q ic site 8.9
S i ¢ Site initiation (average academic site 8-
400 S Actual months)
AMultiple contracts
AMultiple review processes
300 . .
Slow accrual at sites
200 ¢ Patient volumes
100 A Due to restrictive protocol designs
A Poor site selection
0 _CD DO O O 99 OO O O‘)IDIOIOIOIOIOIOIOIOIOIOIOIHIHI\—!IHI\—II c SlteenthUSIasm

A Physician interest

A Lack of research staff
Over 60% of cancer patients are not even told

A common scenario: Accrual is below expectations,
about clinical trials due to the increased number

significantly delaying trial completion
of standard treatment options AThreatens development timelines and commercial viability
Alncreases development costs and decreases profitability
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Biopharmaceutical Development is Burdened with High

Attrition and Rising Costs

Despite advances in technology and use of genomic data,

the problem is worse than it was 10 years ago

Phase |

m Phase Il
Phase 1l

I

) .- . ) s

SUCCESS
RATE

Phase | Phase Il Phase Il
Mean Out-of-Pocket Cost for Approved Compounds S15.2 M S41.7 M S115.2 M
Total Cumulative Costs (includes sunk pre-clinical R&D costs) S670 M S755 M S857 M

Sources: Kola and Landis. 2004. Nature Rewv. Drug Discovery 3, 711. Big Pharma small molecule experience, 1991-2000; Parexel’s Bio/Pharmaceutical R&D Statistical Sourcebook 2007/2008,
Pfizer’s Dr. Peter Corr; DiMasi, Hansen, and Grabowski, “The price of innovation: new estimates of drug development costs,” Journal of Health Economics 22 (2003) pp.151-185.

Reasons for Failure in Drug Development

M Lack of Efficacy

M Adverse Effects in Man

B Commercial Reasons

Animal Toxicity
Pharmacokinetics

Miscellaneous

Source: Nature Reviews, Drug Discovery 2, 665-668, (2003); Reasons for failure in drug development.
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Deployment of Our Clinical Trial Team

DAVA builds personal relationships with each site & investigator and
engages them to increase awareness, interest, and accrual

A DAVA Medical Oncologists

Provide U.S. medical support for the trial and direct contact with the
investigators

A DAVA Project Manager

Primary contact for the sponsor and responsible for development of
DAVA tactics

A DAVA Clinical Trial Specialists
Engage participating sites through peer-to-peer interactions with the
oncology research nurses and clinical trial coordinators

A DAVA Clinical Trial Analyst

Responsible for the deployment coordination, communication, and
performance metrics for the trial




Site Identification, Analysis and
Recommendation
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Site Selection and Recommendation

Site Selection is a critical step in the timely completion of a clinstady

Site Selection Criteria:

1 High caliber sites that are dedicated to clinical research

2 Track record of high patient enrolilment

3 Committed to an accelerated opening timeline
4 Excited about the study rationale

5 Significant patient population

10



0 DAVAOncology, LP
o ...facilitating successful drug development

Choosing the Right Sites & Investigators

oviare e v e $90 2 O

Identification

Use DAVA physician database to generate comprehensive
potential site list based upon study criteria, our experience
with the sites and DAVA MD relationships

Analysis

DAVA MDs analyze sites and evaluate their qualifications,
capabilities and potential enroliment through site specific

e} questions. DAVA MD contacts site MDs to discuss study rationale
e and any potential hurdles to the protocol

Site Recommendation Performance

DAVA Involvement Sites Recommen ded

=ca « July 2010 - December 2010 * 20 Sites DAVA recommended had
[ * 48% of the 69 selected sites have previously declined

| been recommen ded by DAVA * 17 Sites DAVA recomment ded were
| — 2 previously unresponsive

20

Recommendation

: B DAVA MDs obtain site interest. Once interest is expressed, Clinical
i I . I Trial Specialists contact sites to complete site documents. DAVA

gains commitment from qualified sites and discusses
recommended sites with the sponsor

11
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Success Story: 70% Increase in Site Commitment

Recruited Sites DAVA Site Recommendations

w Previously unresponsive
to sponsor

22 (46.8%)

w Previously declined to
sponsor

22 (46.8%)

w Were not contacted by
sponsor

3(6.4%)

A 47 uncommitted sites out of 67 total sites
were recommended by DAVA.

APersonal medical oncology calls and visits with
t LQa YR NBaASFNOK adl
means of enlisting support for the trial

Utilizing a direct physician-to-physician approach to engage potential investigators is effective in
generating interest and commitment at the site level. This model reflects a finding by Coomis et al

OW hyO tNXO® HaadT pY Lppnd GKFIG Tx: 2F 208
interest in the scientific rationale of the study. White Paper 2011

12
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Accrual Workshops

Medical Oncology Support
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Accrual Workshops

crual Workshop

Hilton Manhattan East
MNew York, NY

Friday, October 21, 2011
6:00-9:00 pm

Meetings designed to engage investigators and
research personnel in interactive, case-based
learning activities

Successful accrual enhancement tool to simplify
the protocol, identify eligible patients, and
accelerate enrollment to oncology clinical trials

Benefits
A Peer to peer interactions
Learning best practices
Site education
Potential patient identification

o To Io Do

Discussion about accrual challenges and
solutions

[ Strategies lCase StudiesJ[ Scsi?grt)i}‘ic J[ Agenda lRecruitment

T

Site feedback about clinical trial

15
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Accrual Workshops

Site Recruitment

A Target an even distribution of accruing &

non-accruing sites
A Personal invitations by a DAVA MD or

Clinical Trial Specialist

Recruitment

Agenda

Story

Scientific

Strategies to Accelerate Accrual
A Accrual goal & commitment
A Sharing best practices

The objective is to obtain feedback from the investigators
on how to increase the accrual at individual sites and gain
a commitment to accrual in the future

Case Studies
J

Strategies

16
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Case-based Learning

= 12:00p.m.— 12:30 p.m.  Lunch
= Networking time
S 12:30p.m.— 1:00p.m.  Intreductions: (q0]
) Welcome
&') Goals and Objectives DAvAMD -O
Site introductions and overview C
1:00 p.m.— 1:20 p.m. Overview of Her-2 Positive MBC: GJ
Choice of chemotherapy Investigator
Unmet clinical needs C)
1:20 p.m. - 2:20 p.m. Advancing HER-2 blockade in MBC
Protocol rationale Company MO/ Clinical <
Clinical trial issues (eligibility, imaaging, etc.) Ops
Adverse event management
2:20p.m.- 2:35 p.m. Break
With refreshments
> 2:35p.m.-4:30 p.m. Case Presentations and Discussions:
e} ' Discussion of cases related to appropriate patient selection, Case StUdy
n | Eghrglrlli"gsﬂgschallenges, adverse event management and any Case #3: 70W with ER-/HER-2+ MBC progressing after trastuzumab
i
4:30p.m.-5:00 p.m. | Strategiesto Accelerate Accrual: History  * 70yr women initially presented with a positive mammogram
| Communicating with potential referring physicians * Biopsy demonstrated ER-/HER-2 Positive IDC
j Newideas, leaming, sharing of best practices and take away « MRM on 6/17/06 demonstrated a 3.5 cm mass with 3/12 +
g points LN
—
1 * Treated with TCH x 6 then 1 year of trastuzumab ending 7/07 n ? g
- E s A ©
1 s LR
Recurrence « On 10/08 she developed pain in the back. !
| Bone scan demonstrated wildly metastatic :
| disease with biopsy confirming HER-2 + MBC.
4 |
% 1 * Treated with 10 cycles of paclitaxel and
Q o o o o o o o o e e e e e e e =) trastuzumab then developed increase RUQ
T pain and CT demonstrated new liver N
=] metastasis.
(%))
* Would you continue trastuzumab and change the chemotherapy?
* For this patient, when would you discuss the study trial?

Case Studies
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Accrual Workshops Impact

35
L6% 85% Cumulative
o INCrease
30 69% Increase - Accrual Increase
S 86% Increase !
25 +— - ’ . .
! : 6 AWs in multi-center
I | 73% Increase .
20 +— : phase Il trial
s | | o Dallas, TX ¢ 15 sites
' : 0 Boston, MA ¢ 15 sites
ol : 67% Increase o Philadelphia, PA ¢ 11 sites
! 0 LosAngeles, CA ¢ 21 sites
200% Increase i . .
s ' o Chicago, IL ¢ 6 sites
: o New York, NY - 13 sites
0 T T T T
AW | AW I AW I AW IV AW V AW VI
67% 69% O Average of 20 pts accrued

after each workshop vs. 12
pts before workshop

120 day accrual pre-
AW vs. post-AW

16%

AW BAWI TAWII AW IV BEAWYV EAW VI 18
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Presenting a Compelling Scientific Story

Treatment Landscape

A Brief introduction on the current treatment
guidelines, actual treatment patterns and shifting
treatment paradigms

A Analyze the ongoing competing trials and how
those might affect the accrual at each site

A Discuss the efficacy and toxicity of the study drug
and how it differs from competing drugs

NSCLC Histology

Squamous
cell

21% s% G » Large cell 3
L carcinoma

Squamous

4% ; 24% Adeno o .

' mBAC — mmfesxasacavﬁrylesnomn
Small cell 3 proximal bronchus associated
43% / with the use of unfitereg
1 ~——
i
H —
| : ‘\

Aoens oar . -’ ] Adenocarcinoma
ocarcinomas occurin -

peripheral locations within o
the lung and arise from t '}g :‘?

bronchial mucosal glands

Subdividing NSCLC:

Different approaches for different groups

EGFRmut EML4/A
LK

EGFR THls Crizotinib

Platinum-combo or

single agent CT

Eligible for chemotherapy

Squamuus Nen-sguamous
Avvastin Avvastin
ineligible eligible

£S5 .

Switch maintenance or
continuation maintenance
Single agent CT

inil Pemetrexed
Single agent C
Docetaxel Pemetrexed

Erlotinib

5L

Best supportive care

.

Study Protocol

In-depth discussion on:

A Study rationale

A Inclusion/exclusion criteria
A Dose modifications

A Adverse event management

20
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Site and Referral Network Interactions

MD & CTS Calls MD to MD Site Visits

ACall and visit underperforming sites to troubleshoot accrual
challenges and raise awareness of the trial

AEncourage ongoing patient accrual at high performing sites and
Identify best practices

AOngoing evaluation of site-specific accrual barriers, such as new
competing trials or staffing limitations

Aldentify champions to visit and/or host teleconferences with
regional sites

Engage, educate & motivate!

21
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|
Site Specific Enroliment Plan

A Clinical Trial Opportunities &
Challenges
b Evaluate protocol to develop key
messages and use these insights
to provide an initial framework
for engaging investigators

Principal Investinaior  MD #1
California
11/9/2009

CHALLENGES

Patient Flow

THE CANCER CENTER

A Enroliment Plans & Site-Specific
Solutions

Radiation

Observation

THE CANCER CENTER

b Leverage relationships and i
insights to develop a site-
specific approach to successful _”
enrollment
A Accelerating Clinical Trials oy i

Sub-investigar g

b Utilize the enrollment plan to g O
measure performance, Patient Flow & S g
commitment and strategies for | Key Personnel 2
accrual z

a””’
1””
Performance Goals &
Responsibilities

¢ Eight week window remains a major issue for— -
the site as patients are referrad mmmme
info the gight weeWindow.

"Referral network is not as developed as would
like; potential referring surgeons have not been
engaged regarding the referral of potential
patients for the study.

* Site is adtive with the competing study.

Site Profiled
Challenges & Solutiong

’_—-~~
~

Biopsy, sh: EVEJDW’ME&H

=
Primary Care \
Physicians 1

Specialist

ey |
Physicians Surgeon I
Surgeon
> Primary Care
------------- Physici:
PPPPP % pEmt
el LN DRy —!:mrgs Specialist

Performance Goal - Q2 Action ltems Responsibility

Target # of screened patients — 5 Ideniify & call specific dermatologists and JE/OP
syrgeons in the community and educate

= them regarding the study.

,{CQ” surgeons and educate them
~ -~ regarding the study.
Saw —_

Schedule a sponsor dinner targeted at JB

the Cancer Center.

22
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Accrual Tools

Additional services available with Medical Oncology Support

E-Newsletters

Conference Calls wHighlight top performing sites to Protocol Quick Notes

winvestigators, sub-investigators give recogn|t|_on anc_l . wProtocol Quick Notes will be
build/maintain motivation

and research staff are invited to distributed at site visits and accrual
attend wEducational case study designed workshops

wDAVA team promotes conference to h'gh“ght _pro_tocol L CHITUE e wHighlight trial design, key inclusion
exclusion criteria

calls and recruits participants and exclusion criteria and MOA of
wShare trial status update with sites the specific drug

wDAVA medical oncologist facilitates
the conference call e wHandy booklet to make decision on

Bhedy Vpmra Tha Mokt 8 Lits S prsrarais £ Santis 5l Hartrmssten, Eniaga o

wPrepare conference call summary patient eligibility faster and easier

Open Label, Single Arm, Phase 3 Study of Drug X Plus Drug Y in
Subjects with Relapsed/Refractory DLBCL Eligible for Autologous

Stem Cell Transplantation

(Protocol: 7524-2011)

Primary endpoint: ORR after 3 cycles of Drug X with Drug ¥ in r/r DLBCL

PR/SD
Continue up to 3 more cycles
(max 6 cycles)
FD Off Study
CR/PR
HD chemo with SCT

_
ffu 1 year
AV}

......... 23
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Communication with the Sponsor

Monthly Site Interaction Summary

9 MD Calls, 47 CTS Calls, 7 Additional Sites Interested Reporting: (tracking, forecasting and managing

DAVA Team Member September 8- September 14 enroliment information)
A Weekly teleconferences to highlight accrual

A — Stes meramed: 7 performance at each of the sites and identify

emerging issues that may affect accrual

A Monthly report of enroliment performance,

TS rrcctons Cals: 47 including acceleration strategies and action items
A Conference call action items, meeting minutes and

_ | Quarterly Performance Summary A g’:]'gc‘)"i’n‘éppmgress reports
MERCKV212-001 Trial Interest  Open & Enrolling Site (2) i .
sopenberi a0 s | oo senese | | A Track detailed call log between DAVA and sites
= = | ; + Christiana Care Health
[_ @ ~vocan [ Xe DAVA Sites Recommended 20 47 | services
DAVA Sites Pending Selection 17 7 ‘ = YrEnE Py
Sites (1) |
Recommended Sites Dropped 0 7 " ,é\tatBates Summit Medical .
DAVA Sites Selected 3 33 | P::eenris Randomized (4) | Quarterly Reportlng
MERCK Stes Selected “ - e e A Quarterly report of study enroliment
Total ites selected - w . Services performance, including acceleration strategies
Open & Enrolling Sites W 0 2 and aCtlon ItemS
open Nom Enroling st B : : A Update individual site enrollment plans
Patients Randomized 0 4
Accrual Goals Dec 2010 Jan 2011 Feb 2011
Monthly Goals 3 8 16
Cumulative Goals 3 12 28
Cumulative Enrolled: 4




0 DAVAOncology, LP
o ...facilitating successful drug development

Overall Interaction Summary

2 Investigator

Site Interactions '
. Meetings » ‘
San Diego, CA “
G.

TOTAL # OF

s .l l .
INTERACTIONS 970 Miami. FL THE AMERICAN SOCIETY OF HEMALOTOGY;

527 %NUA‘L MEEIN

DEGEMBER 2010

Site Engagement

MD Interactions 226 ASH Orlando
Accrual Workshop
GBI EEIChE 642 9 MDs, 2 research staff
Site Visits 3
Accrual Enhancement DAVA Site Visits
MD Interactions 34 462 MD and CTS
Phone

CTS Interactions 51 e Interactions

Accrual Visits 3

6 Accrual Visits

Accrual Workshop
Attendees

25
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Results ¢ Medical Oncology Support

180 -
Accrual trend before Accrual trend after
o | DAVA intervention DAVA intervention
(1-6 months): (7-19 months):
o 3 pts/month 12 pts/month
120 - v
T g Accrual Increased
g by 283%
w0 - -
- : from 3 pts/month
“ S’ to 12 pts/month
= — Accrual trend after
- g DAVA intervention
=¥
2 - == Accrual trend before
DAVA intervention
o

T T T L] T L L] L] L] L] L] L]
1 2 3 4 5 B T B L 10 1 12 3 1a 1z 18 17 18 15

Months

26
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Results: Randomized Phase Ill Sarcoma Trial

DAVA Supported Sites

70

60 -
50 -
40 -

DAVA Initiation

Enrollment (Pt/S/Mo)

Period 1

Period 2

30
20

10

= /

80

1 2 3 4 5 6 7 8 9 10 11
SiteS e Actual e=—Trend

Other Sites

12

13

14

15

16

70

60 -
50 -
40 -
30 -
20

DAVA Initiation

0.296

0.204

10

1 2 3 4 5 6 7 8 9 10 11
Sites == Actual =—Trend

12

13

14

15

16
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Our Promise

To improve patient care by realizing the full potential of oncology drug development.

Why DAVA Oncology

DAVA has worked with over 30 companies, from big pharma
to small biotech, on over 160 projects

Our team is led by five medical oncologists with decades of
clinical oncology experience

Proprietary investigator database for proper study
placement

Significant investigator relationships

0 Frequent educational interactions drive trial enthusiasm
and enrollment

Peer-to-peer clinical interactions

0 Investigators, sub-investigators, referral physicians
0 Research nurses, coordinators

Proven track record

ASCO White Paper 2011: cClinical trial site
engagement and commitment through direct
physician interaction with investigators® &

ASCO White Paper 2011: dlmpact of direct
physician-to-physician contact on accelerating
Oncology clinical trial accrual in multiple tumor

types.£

ASCO Poster2009:a ¢ KS A YLX SYSy i
physician-to-physician intervention resulted in a
measureable improvement of between 50-300% in
0KS Y2y iKte | OONMzr t 27

ASHPoster2009:a L YLJ OG 2tF LIK@ 3

physician interactions utilizing case-based learning
g2NJ aK2LJa G2 | OO0St SNI

www.davaonc.com



