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Treatment Approaches in Advanced PDAC

« Chemotherapy

+ Targeted therapy

« Immunotherapy
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PanCan Clinical Trials Finder — An Amazing Resource...

But Understanding the Trials is Daunting.
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Miles Willing to Travel

70 trials match your criteria

Treatment History: None Search Area
Phase | Study of VS-4718, a FAK Inhibitor, in Combination With ) 0478
Nab-paciitaxel and Gemaitabine in Advanced Cancer Patierts

Phase | Trial Of i in i With -] Update Results
MEDI4736 And Tremelimumab For Patients With Metastatic Melanoma And

Lung, Breast And Pancreatic Cancers

Phase Ib Study of i d Nab in Metastatic @
Pancreatic Adenocarcinoma

Phase | Vaccine and Cl for Patlents With [+]
Pancreatic Cancer

Phase | Study of the CD40 Aganistic Menoclonal Antibody APX005M [+
Phase llb ARQ-761 Treatment With Gemcitabine/Nab-Paclitaxel [+] ™ o
Chemotherapy In Pancreatic Cancer % WE'RE HERE FOR YOU.

877-573.9971 | () Ui

(CANCER CENTER

Phase | Study Evaluating CB-5083 in Patients With Advanced Solid Tumors @




Objectives

- Provide a framework for understanding treatment
strategies in this disease

+ Review state-of-the-art treatments for the different stages
of the disease

> Advanced (Stage IV)

> Locally advanced/borderline resectable
> Upfront resectable

- Discussion
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How Medical Oncologists Think About Pancreatic Cancer

Can the cancer be taken out with a surgery?

Qe

Resectable Borderline Locally Metastatic
(20%) resectable Advanced (53%)
Normal Pancreas
Nz Z
Hepas anery . -Jﬁ VA . ;,

I
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Can the cancer be taken out with a surgery?

Qe

Resectable Borderline Locally
resectable Advanced

Principles of Chemotherapy

Advanced

*Chemotherapy
*Targeted Therapy
sImmunotherapy
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- Since cancer, unlike infections, are “self’” and not “other,” it
is difficult to isolate and attack only the bad cells

- Chemotherapy targets rapidly dividing cells in the body

« The downside is the collateral damage — chemotherapy

side effects

« The benefit is that strong, toxic therapy is delivered to

pancreas cancer cells

« Major advances in the last 5 years

10
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Dawn of a new era: FOLFIRINOX 2010

PRODIGE4/ACCORDL11 Study — [ ez obiectve Responses inhertnonso Tes oputton*
FOLFIRINOX  Gemcitabine
Variable (N=171) (N=171) P Value
Response — no. (%)
. . Complete response 1(0.6) 0
Combination chemotherapy: Partal resporise 30100 16(94)
Stable disease 66 (38.6) 71 (41.5)
5FU + Oxaliplatin + Irinotecan Progressive disease 26 (152) 59 (34.5)
Could not be evaluated 25 (14.6) 25 (14.6)
VS Rate of objective responsef <0.001
No. (%) 54 (31.6) 16 (9.4)
GemCItablne 95% ClI 24.7-39.1 54-147
Rate of disease control} <0.001
No. (%) 120 (702) 87 (50.9)
95% CI 62.7-76.9 43.1-58.6
Response duration — mo 057
H H . Media 59 39
Criteria for enrollment:
95% CI 49-71 3.1-71
« 75 years old or younger * CI denotes confidence interval, and FOLFIRINOX oxaliplatin, irinotecan,
fluorouracil, and leucovorin.
. T The rate of objective response was defined as the percentage of patients who
. Very flt had a complete response or partial response.
1 The rate of disease control was defined as the percentage of patients who had

a complete response, partial response, or stable disease.
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FOLFIRINOX prolongs survival among fit patients

A Overall Survival

Hazard ratio, 0.57 (95% C1, 0.45-0.73)
P<0.001 by stratified log-rank test

FOLFIRINOX

Probability (%)
g

T R o s S o T ey Ea: SO T S
0 3 6 9 1215 13 21 24 27 30 33 36 39 42
Months

No. at Risk
Gemcitabine 171134 8948 28 14 7 6 3 3 2 2 2 2 1
FOLFIRINOX 171 146 116 81 62 34 20 13 9 5 3 2 2 2 2

B Progression-free Survival
Hazard ratio, 0.47 (95% C), 0.37-0.59)
P<0.001

Probability (%)
8

Conroy et al NEJM May 2011

Gemcitabine
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No. at Risk
Gemcitabine 171 88 26 & 5 2 0 0 0 0 0 0 ©
FOLFIRINOX 171 121 85 42 17 7 4 1 1 0 0 0 0
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Dawn of a new era: Gemcitabine-Abraxane 2013

Tablo 2
nab-Paclitael Gemcitabine Hazard Ratio
Aone or R te

Eficacy Variable N=431) (N=430) 195% €l PValue

— “‘“MPACT” stud

Survival rate — % (9% C1)

International

soow  zoem G
woem  sem s
2Umo 9(6-13) ap 002 .
e +  10% of patients were
Median progression-free survival — mo (95% CI) $.5(45-59) 37(36-40) 0,69 (0.58-0.82) <0.001
Raeof progression e sl 36 5% 1 older than 75
6mo. 44 (39-50) 25 (20-30)

12me 16012-21) 9(5-14)

(- «  7-8% of patients were

Rate of objective response

Indmind i less “fit”

No.of patients with a response £ u 310 (L18-466) <0001
% (95% C1} 23.019-27) 75-10)

Ivestigator recsew
No. of patients with a response 126 £l 381(266-5.46) <0001
9% (95% C1) 2025-34) 845-11)

Rate of disease control
No. of patients. 206 1 146 (123-172) <0001
% (95% 1) 48 (43-53) 33.8-7)

Best response accarding to independent review —
no. (%)

Compiete response 1) 0
Partslresponse 8@y e
Stable disease ns@n ey
Progressive disease 3600 110 (26)

Could not be avaluateds 128 (30) 167 (39) VonHoff et al NEJM Oct 2013

. bo foe death i p ogression or death s provided for progressionfee survwal
wih  hazard 3t of less than | vorieg e nab-pachtunel—gemcitabine group. The response.rae raios ae provided for the response raes,
wihs The o spome rae ratios

s ;.:E: i tothe sympite 95% confidence inerval of the relatverik I the nabpacitasel-gemcitabine group, 5 corn MASSACHUSETTS
161 Fincluded con esponse and stable dsease for 16 weeks o more. GENERAL HOSPITAL
an(hdc'::rlﬂh::vrmx (17%) in the 5 wroup and 87 (20%) in the g E have an assess. —
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Gemcitabine-paclitaxel improves survival too.

A Oversl Survial

Wm0 9 4
R A

Von Hoff DD et al. N Engl J Med
2013;369:1691-1703
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Nal-irinotecan (MM 398) — new kid on the block

- Phase lll study, in -
patients previously 32
treated with E
gemcitabine based i
treatment ol

HR 067 (95% C1043-0-92)
P=0012 (unstratifed log-rank)

3 3 L

+ Nal-iri + 5FU improved

outcomes over 5FU
alone c Wang-Gillam et al.

— Nanoliposomal

o Lancet Nov 2015

folinic acid

HR 0-56 (5% C10-41-075)
P=0.000 (unstratified logerank)

+ First second-line study
showing survival
benefit

Progresion-free survival ()
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An important benefit to our new choices

- Incremental addition of multiple lines of therapy leads to much, much
better outcomes

- In pancreas cancer, choice of options can also lead to SEQUENCING
of options.

- Common path in fit patients with metastatic disease:
1) FOLFIRINOX
2) Gem-Abraxane

3) Clinical trial
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Treatment Approaches in Advanced PDAC

« Chemotherapy
+ Targeted therapy

« Immunotherapy
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Targeted Therapy in Stage IV Lung Cancer

MAP2K1 NRAS
AKT1 ROS1 fusions
PIK3CA KIF5B-RET

fusions\

Pao et al. Nature

Medicine 2012
MASSACHUSETTS
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Targeted Therapy: The Pancreatic Cancer “Genome”

hoiers (R *4"‘

&)
sl JO—Yomne
5 p—
2 cl gy
Rapatoas —— (CHEEEEDD PD0GZS01
v
Eank| Jasions Hanrahan et al.
H )| Cancer Discovery 2012
1%
PDA
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BRCAZ2 (inherited mutation) as target for therapy

m Sporadic cancer
= Familial unknown) & "
PARPinkiitor BRCA mtion
= BRCAZ Base cucivion I Hy ™ ‘ ¥
repair recambisaiion S -
u COKNZA {,"‘.«,..,""‘ 2 1 cesiienien |
- STKIT - -
g e ol
= MLH1, MSH2, MSHG ',:"u [ AV .V % VL Py
= APC - ‘ ‘
= PALBZ Pai of DNA st bre " > Cildests
« PRSST, SPINKI e 1 Sche i f PARP 3 BREA mediaed DA epae I el whoutexposur 1 PARP hibhor a0 BRCA matatio (4. and
et (£) [12]
= CFTR
Figure 2: Familial Pancreatic Cancer—All cases of pancreatic cancer, with proportionate
delineation of genes known to comprise part of the familial subset, are shown. Data from:
Hahn et al. ) Natl Cancer Inst. 2003 [7]; Lowenfels et al. J Natl Cancer Inst. 1997[23]; Rebours
et al. Am J Gastroenterol. 2008[24]; Sheldon et al. Br J Cancer. 1993[25]; Couch et al. Cancer
Epidemiol Biomarkers Prev. 2007[60]; McWilliams et al. Eur J Hum Genet. 2011[61]; Witt et
al. Nat Genet. 2000[62]; Rittenhouse et al. J Gastrointest Surg. 2011[63]; McWillliams et al.
Cancer. 2010[64].
Schrader et al
Oncology 2012
MASSACHUSETTS
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Targeting the Tumor Microenvironment

Angiogenesis inhibitors
Collagen inhibitors

Hyaluronic Acid inhibitors

Pursued—T colls
stromal compon nay
microenvironment could enhance the delivery of targeted therapies and cumently used chemotherapeutic agents
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Weinberg et al. Oncology Nov 2015 m

Treatment Approaches in Advanced PDAC

» Chemotherapy

« Targeted therapy

« Immunotherapy
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Immunotherapy: Vaccines

Randomized Phase Il study at Johns

Hopkins:
LS B Patients randomized to GVAX alone
v e A L N
s a2 versus combination with Listeria
v o, s vaccine, CRS-207.
v »

The two vaccine combination doubled
the survival time of a small group of
Activated patients with advanced pancreatic
Dendritic Cell cancer.

Tumor antigens

First positive study that suggests
immune therapy has a potential ROLE
in pancreas cancer!
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Immunotherapy: Checkpoint Inhibitors

Priming phase . ER— a
4 A R
AT Q > Q *J & |- AnticTLA4
4 o~ . Anti-PD-1
+ Anti-PD-L1

Tested as single agents
and in combination
in pancreas cancer
in ongoing trials

N
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Immunotherapy

Adoptive T Cell Transfer

T cells are removed

{ »
\ 3 ]

[ ’ T cell

[ (@ |\
| (@@

| \

| @) Enhanced I'

| immune \

‘ response ||

| \ '

) ' o Patient receives

madified T cells

25

from patient

o

LI/
0
»

Madified
gene

Genetic
madification
of T cells

MASSACHUSETTS
GENERAL HOSPITAL

CANCER CENTER

Clinical Trials in Advanced Disease — let’s classify

3 panerenti Canter e r— Nl o ke scven ., % |+

70 trials match your criteria
Diagnosis: Adenccarcinoma - Stage IV, Diagnesed at Stage IV

Treatment History: None

Phase | Study of VS-4718, a FAK Inhibitor, in Combination With [+]
Nab-paciitaxel and Gemcitabine in Advanced Cancer Patients

Phase | Trial Of With (4]
MEDI4736 And Tremelimumab For Patients With Metastatic Melanoma And
Lung, Breast And Pancreatic Cancers

Phase Ib Study of Palbociclib and Nab-Paciitaxel (Abraxane) in Metastatic @
Pancreatic Adenccarcinoma

Phase for Patients With [+]
Pancreatic Cancer

Phase | Study of the CD40 Agonistic Monoclonal Antibody APX00SM (]
Phase i1b ARG-761 Treatment With Gemcitabine/Nab-Paclitaxel (4]

Chemotherapy In Pancreatic Cancer

Phase | Study Evaluating GB-5083 in Patients With Advanced Solid Tumors @

306 "% FNCE S - S

26

Miles Willing to Travel

1m 20"

Search Area

02476

=
'WE'RE HERE FOR YOU.
877-573-9971

MASSACHUSETTS
GENERAL HOSPITAL

(CANCER CENTER

13



Clinical Trials in Advanced Disease — let’s classify

T e [ T £ | TR oS
€a sk pancinsny ocla fEe DI ae =

Phase Ib Study of Single Agent Idelalisib Followed by Idelalisib in
Combination With Chemotherapy in Adults With Metastatic Pancreatic
Ductal Adenocarcinoma

Phase 1b Study of CCX872-B in Patients With Pancreatic Adenocarcinoma @

Phase | Alisertib and Combination Chemotherapy in Treating Patients With @
Gastrointestinal Tumors

Phase Ib Recombinant EphB4-HSA Fusion Proteln With Standard

Chemotherapy Regimens in Treating Patients With Advanced or Metastatic
Solid Tumors

Phase | Body Dose in i )
Cancer

Phase I/IB Afatinib Dimaleate and Capecitabine in Treating Patients With @
Advanced Refractory Solid Tumors, Pancreatic Cancer or Biliary Cancer

Phase | Combining MLN8237 With Nab-Paclitaxel in Patients With [+}
Advanced Solid Malignancies.

Phase | Trial of Gemcitabine, Abraxane, Metformin and a Standardized @
Dietary Supplement in Metastatic Pancreatic Cancer

Phase | study to evaluate PD-1 immune checkpoint inhibitor OPDIVO [+
(nivolumab) with ABRAXANE® for multiple cancers including metastatic MASSACHUSETTS
pancreatic, breast, and non-small cell lung cancer G RAL HOSPITAL

CANCER CENTER

Can the cancer be taken out with a s

Resectable Borderline Locally Metastatic
resectable Advanced

Figure 1C: Pancreatic Tumor—Com-

ment of the posterior wall of the superior
I ) 'l

near-total encasement of the superiol
mesenteric artery (yellow arrow) by tu
mor (red arrow). Image courtesy of Giles
Boland, mo.
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Superior Response Rates of both Gem-Abraxane and

FOLFIRINOX

Table
T e e Table 2. Objective Responses in the Intention-to-Treat Population.”
plus Gemeitabine ‘None or Response Rate Ratio

Efficacy Variable (N=431) (N=430) (5% cip PValue FOLFIRINOX  Gemcitabine
Overal surivsl Variable (N=171) (N=171) P Value
Median overs!l survival — mo (95% C1) £5(79-93) 67(60-72) 072 (062-083) <0001 R = %
Survival rate — % (95% C1) esponse — no. (%)

émo o627 55 (50-40) <001 Complete response 1(06) 0

1ae 03 agkn) samL Partial response 53 (31.0) 16 (9.4)

1m0 16012-20) 9(5-12) oo0s

2Umo 9(6-13) ) 0w Stable disease 66 (38.6) 71 (41.5)

P Progressive disease 26 (15.2) 59 (34.5)

Median progression-free survival — mo (95% CI) 55(45-59) 37(3640 0,69 (0.58-0.82) <0.001
Rate of progression.free survival — % (95% CI) Could not be evaluated 25 (14.6) 25 (14.6)

Sene sy s (0-30) Rate of objective responsef <0.001

12me 16221 905-14)
Response No. (%) 16 (9.4)
Rate of cbjective response. 95% Cl 5.4-147
Indopendent evicw
No. of patients with a response n 318 @18-466) <000 Rate of disease control <0.001
R 184 No. (%) 120 (70.2) 87 (50.9)
vestigator revew

No. of patients with a response 126 ] 381 266-5.46) <0001 95%Cl 62.7-769 431-586
% 95% 1) 20 25-34) 85-11) Response duration— mo 0.57
Rate of dsease control .
No.of ptients 206 1 146 (123-172) <0001 M ] o
% (95% C) 48 (43-53) 33 28-97) 95% Cl 49-7.1 31-71

Best response sccording ta independent review —
no. (%)

R G @ *Cl denotes confidence interval, and FOLFIRINOX oxaliplatin, irinotecan,
fluorouracil, and leucovorin.

Partia esponse 98 3) nm : r )
S g v { The rate of objective response was defined as the percentage of patients who
A e iy had a complete response or partial response.

Could not be evaluated§: 12830 16 9) 1 The rate of disease control was defined as the percentage of patients who had

a complete response, partial response, or stable disease.

*Tho izied b fordoth b prvied for ovwall s and thehaond oo ropeselon o s provded G

less th e,
-— responseae ato ofrcee tham  fooring the b ,,.dnmu.mm.u roup. The 95% confdence intervl fo response-ate raios

va hcdund oot syt woun. s com- MASSACHUSETTS
1 Disease. mmvd’fﬂ( Juded confirmed complete response, confrmed partia resporse, and u.m- drsease for 16 weeks or more. GENERAL HOSPITAL
Lot e 72 poets (7% eabin oy and 85 ) . A

‘ment afte the baseline vise
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“‘Neoadjuvant” FOLFIRINOX in Borderline disease

Preoperative FOLFIRINOX followed by CRT and surgery in
borderline resectable PDAC (Alliance A021101)

Treatment Schema

P
R
E- i F
Patient with L8 N o
BLR PDAC 3 R L
(Intergroup Gl el L
Definition) S S o
T N w
E
R
» Real-time centralized review of all radiographic studies and enrollment criteria
+ Prospective QC of all treatment modalities
SUIGES ARE THE BROPERTSY OF THE AUTHOR. PEASISSION RCOURED FOR RIS mesonar ASCEY A':'U\'&i‘..‘._fr
MASSACHUSETTS
GENERAL HOSPITAL
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Giving neoadjuvant chemotherapy — MGH Clinical Trial in

patients with UPFRONT RESECTABLE disease

| Informed Consent and Registration |

/N

FOLFIRINOX x 4 cycles

Gemcitabine/MNab-paclitaxel x 2 cycles

FOLFIRINOX x 4 cycles

| | Gemcitabine/MNab-paclitaxel x 2 cycles

Proton of Photon XRT with Capecitabine

Proton or Photon XRT with Capecitabine

Surgery

Surgery

31
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PanCan Clinical Trials Finder for Locally Advanced Disease

Study of Neo-adjuvant RO7009789 Alone or Neo-adjuvant RO7009789 Plus Nab-Paclitaxel and Gemcitabine
Followed by Adjuvant RO7009789 Plus Nab-Paclitaxel and Gemcitabine for Patients With Newly Diagnosed

Resectable Pancreatic Carcinoma

Phase | study of Intraoperative Radiation Therapy for Resectable Pancreas Cancer

Phase | Dendritic Cell Vaccine and Chemotherapy for Patients With Pancreatic Cancer

. Phase | Study of the CD40 Agonistic Monoclonal Antibody APX005M

. Phase | Stereotactic Body Radiotherapy Dose Escalation in Pancreatic Cancer

. Phase | Study Gemcitabine, Nab-Paclitaxel, Radiation Therapy, Sorafenib, Vorinostat in Previously Untreated

Pancreatic Cancer Patients

. Phase | Study of Nab-Paclitaxel Plus Gemcitabine with Concurrent MR-Guided IMRT in Locally Advanced

Pancreatic Cancer

. Phase | Trial Using Single Dose PEGPH20 and Cetuximab in Pancreatic Adenocarcinoma Prior To Surgical

Resection

. Phase | Pilot Trial of Neoadjuvant Paricalcitol to Target the Microenvironment in Resectable Pancreatic

Cancer

. Phase | Pilot Study Using Neoadjuvant FOLFIRINOX and Stereotactic Body Radiotherapy (SBRT) Followed by
Surgery in Borderline Resectable Pancreatic Cancer

32
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Conclusion: Current Clinical Trials

(e

Resectable Borderline Locally
resectable Advanced

\‘ l / Chemotherapy

Neoadjuvant chemotherapy, radiation, targeted
therapy, and immune therapy along with surgery to
improve outcomes

Metastatic

Targeted Therapy

Immunotherapy

Combination Therapy
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Meeting PanCan’s Mission

VISION OF PROGRESS / $200 MILLION BY 2020

OUR VISION: DOUBLE
PANCREATIC CANCER
SURVIVAL BY 2020

Of the major cancers, pancreatic cancer has the lowest survival

rate.

In 2010. our organization declared a bold and aggressive

vision: Affter seeing too little prog

g i pancreatic cancer
survival in over half a century. the Pancreatic Cancer Action
Network put a stake in the ground to double pancreatic cancer

survival by 2020.

This is our Vision of Progress

MASSACHUSETTS
GENERAL HOSPITAL
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Thank you for your participation.

If you have questions, please contact our Patient Central at
(877) 272-6226 or e-mail patientcentral@pancan.org.

www.pancan.org

PANCREATIC
CANCER
ACTION
NETWORK
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