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The genetic progression of pancreatic carcinoma
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Gall bladder

Duodenum

Inferior vein cava

Portal vein

Pancreatic head and neck

« Weight loss

« Jaundice

« Cholangitis

« Main pancreatic duct
obstruction: post-prandial
pain, bloating, steatorrhea

Aorta

N Celiac artery

Splenic artery

Pancreatic tail

« Epigastric or back pain

« Symptoms from sites
of metastases

Pancreatic body

« Epigastric or back pain







KaTteropus

MorpaHnyHo
Cocya Pe3ekTabenbHbiii pe3ekTabenbHbln HepesekTabenbHbii
BepxHas He BoBneueHa; Onyxonb Npunexur K < 180° Onyxonb npunexuTt K > 180°
6pbixeeyHas HOPManbHasa Xu- (nonoBuHa NN MeHee) OKpPYX- OKPY>XHOCTU
aprepus poBasi NpoC/IonKa HOCTU apTepun; nepuapre-

MeXay ONyXONbH
n apTepuen

puanbHaa NcYepUYeHHOCTb
M ONyxoneBble 0Yaru, BbiNykaom
NOBEPXHOCTLH KOHTaKTUPYHO-
LMe Co CTeHKOW cocyaa (Ha
HeboNbLOM NNoLWaAW), YTO
NOBbLILIAET LWaHC UX yaaneHus

UpeBHblli cTBON/

He BoBneyeHsbl

OxBaT/npunexaHuve K obLiei

Oxear onyxonbk U OTCYTCTBUNE

neyYyeHo4Has neYyeHOYHOM apTepumn Ha He- TEXHWYECKMUX BO3MOXHOCTEn aAns

aprepus 60/1bLWOM NPOTAXEHUN (YaLle PEeKOHCTPYKUMKU 13-3a pacnpocrpa-
B 30HE OTXOX/AEeHUA ractpoayo- HEeHWA Ha YpeBHbI CTBON Ha YpOB-
AEeHaNbHOW apTepun); Xupypr He OTXOXAEHUA Cene3eHoYHon
AONXKeH 6bITb rOTOB K pe3ekumMn | 1 NeBOM Xenya04Ho apTepumn
CoCyAa C nocneayroLieit pekoH- WA Ha NPOKCMManbHbIA OTAen
CTpyKumen YpeBHOro CTBoO/A

BepxHsas Mpoxogumbl OKKNHO31A KOPOTKOro CerMeHTa OKKNHO3U1A 1 OTCYTCTBUE Nepcnek-

6pbixeeyHas C HEU3MEHEeHHbIM COCyA0M TUB PEKOHCTPYKLUUN

BeHa/BOpPOTHas BblLLE W HUXE; N301UpPOBaHHas

BeHa OKKNHO3USA CerMeHTa BeHbl 6e3

MHBa31M BepxHen 6pbixeeyHon
apTepumn AaBNSETCA PeAKOCTbHO

M AOMKHA BbITb ABHO BbipaXxeHa
Ha Bcex cHuMkax KT
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Hepe3ekTaoenbHbIN pak IDK Bcerma

TpeOyeT NPOBEACHUS CUCTEMHON TepaIluu
(HAIIXT):

. Hpe TITOYTHTY Preferred Regimens

* FOLFIRINOX or modified FOLFIRINOX? + subsequent

BCCX BAPUAHT . omoradiation?

* Gemcitabine + albumin-bound paclitaxel + subsequent
chemoradiation®
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Neoadjuvant Therapy is Associated with
Improved Survival in Borderline-Resectab
Pancreatic Cancer

Akhil Chawla MD, George Molina MD, Linda M. Pak MD, Michael Rosenthal MD

Joseph D. Mancias MD, PhD, Thomas E. Clancy MD, Brian M. Wolpin MD & Jipit

Wang PhD™
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Patients in NCDB >18 years
confirmed with PDAC (histology
code 8500 and 8140)
n= 214233

Excluded:

e 43730 whose disease
site was outside the head
and body

Patients with  PDAC of the
head or body
n= 170503

Patients who underwent
pancreatectomy with curative
intent
n= 30982

Excluded:

e 74410 with metastatic
disease

e 64719 who did not
undergo resection

e 966 had >R2 resection

e 500 had missing lymph
node status

e 926 had missing tumor
size

Excluded:
e 14772 who did not have
RPC or BRPC

Patients with either RPC or

BRPC
= [Jpfront Resectable Borderline and Neoadjuvant Borderline and Adjuvant n= 16210

Number at Risk__| 0 12 24 3 a8 60 Excluded:

ey e 5524 patients with RPC
Upfmnt res'ectable 7729 6337 3852 2272 1464 986 and 976 patients with
with neoadjuvant 8 ;
and/or adjuvant BRPQ who did no} receive
Borderline with | 890 741 432 231 135 74 neoadjuvant or adjuvant
neoadjuvant chemotherapy
Borderline with 1092 775 385 196 130 87
adjuvant only

Patients with RPC who Patients with BRPC who

underwent resection and

received neoadjuvant or

adjuvant chemotherapy
n=7730

underwent resection and

received neoadjuvant or

adjuvant chemotherapy
n= 1980
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Neoadjuvant Therapy is Associated with
Improved Survival in Borderline-Resectable
Pancreatic Cancer

Akhil Chawla MD, George Molina MD, Linda M. Pak MD, Michael Rosenthal MD,
Joseph D. Mancias MD, PhD, Thomas E. Clancy MD, Brian M. Wolpin MD & Jiping
Wang_PhD ™

* IIporno3 mus mamueHToB ¢ omepadenbHbiM  PDAC
TPAAUIIMOHHO CYHMTACTCS Jy4YIIMM IO CPaBHEHHUIO C
nanyeHTaMyu ¢ norpaHuydHo-ornepadenbHbiM PDAC. Onnako
IIPEACTABIICHHBIE 31€Ch PE3YJIbTAThl JEMOHCTPUPYIOT, YTO
NAalMEHThl C  I[OTPAaHWYHOM  omepanyed, MNOIy4YaBIINe
HEOQIbIOBAHTHYI0  TEpalvi0, II0Ka3aJd  BBDKHUBAEMOCTD,
AHAJIOTUYHYIO0 manueHtaMm ¢ onepadenbHbiM PDAC, HecMoTpst
Ha 00Je€ arpeCCHBHBIC XapaKTEPUCTUKHM B KOTOPTE C
norpannydHoi onepanuent — Akhil Chawla MP et all.



Neoadjuvant-modified FOLFIRINOX vs nab-paclitaxel plus

gemcitabine for borderline resectable or locally advanced
pancreatic cancer patients who achieved surgical resection

Adam R. Wolfe, Dhivya Prabhakar, Vedat O. Yildiz, Jordan M. Cloyd, Mary Dillhoff, Laith Abushahin,

Dayssy Alexandra Diaz, Eric D. Miller, Wei Chen, Wendy L. Frankel .ASee all authors v

First published: 16 May 2020 | https://doi.org/10.1002/cam4.3075
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Heoa/br0BaHTHAS Tepamid MECTHO — PACIPOCTPAHEHHOr 0
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Product-Limit Survival Estimates
W Nomber of Subjects ot Risk

ogeank pe0 1062
Median 05

All Patients 32.7 mos (95% C1 21.5-43.8)
FOLFIRINOX 33,3 mos (95% C1 22.2-44.3)
Gem/Abraxane 27.1 mos (95% C117.9-36.2)
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Median PFS

All Patients 17.8 mos (95% CI 14.4-21.1)
FOLFIRINOX 18.3 mos (95% CI 15.7-20.8)
Gem/Abraxane 14,6 mos (95% C110,3-18.8)
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Product-Limit Survival Estimates
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0grank pe0.0419
Median DMFS
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Outcome urvival, [95% CI) Survival, [95% Cl)
08, year P —
1 96.1 [091;1.01) 70.0 [0.50;0.90])
2 60.3 [0.47;0.74) 50.2 [0.26;0.74)
3 458 [0.31;0.60] 28.7 [0.06;0.52]
PFS, year
1 735 [0.61;0.86] 73.0 [0.50;0.96]
2 33.0 [0.19;047) 139 [-0.09;0.37]
3 18.9 [0.07;0.31) 0.0 NA
DMEFS, year
1 756 | [064;088] | | 73.0 [050;0.96]
2 496 | [035;065] | | 139 | [0.09;037)
3 39.2 [0.23;0.55] 0.0 NA




Randomized phase II/III trial of neoadjuvant
chemotherapy with gemcitabine and S-1 versus

upfront surgery for resectable pancreatic cancer
(Prep-02/JSAP0O5)

Fuyuhiko Motoi !, Tomoo Kosuge 2, Hideki Ueno 2, Hiroki Yamaue 4, Sohei Satoi >,

R/BR-PV pancreatic cancer planned resection
Aged 20~79 years old, PS 0-1

v

Randomization(1:1)
Institution, CA19-9 (> or <370U/mL)

4 ¢

Experimental Arm:
Neoajuvant Chemotherapy

Control Arm:
Upfront Surgery

within 3 weeks after randomization
Gemcitabine 1g/m?/day, Day 1, 8
S-1 80, 100, 120mg*/body/day, Dayl-14
repeated every 3 weeks for 2 cycles

at most within 8 weeks after randomization

followed by Surgery

at most within 6 weeks after last administration

v

Adjuvant: S-1 Adjuvant: S-1
within 10 weeks after curative surgery within 10 weeks after curative surgery
80, 100, 120mg*/body/day, Day1-28 80, 100, 120mg*/body/day, Day1-28

repeated every 6 weeks for 4 cycles repeated every 6 weeks for 4 cycles




ASCO Meeting Library

Results:

From January 2013 to January 2016, 364 patients were enrolled in 57 centers (182 to NAC-
GS and 182 to Up-S). Of these, two were excluded because of ineligibility, therefore 182
patients in NAC-GS and 180 in Up-S constituted the ITT analysis-set. The median OS was

36.7 months in NAC-GS and 26.6 months in UE-S; HR 0.72 (95% confidential interval 0.55-
0.94; p=0.015 [stratified log-rank test]). Grade 3 or 4 adverse events frequently (72.8%)

observed in NAC-GS were leukopenia or neutropenia. However, the resection rate, RO

_
resection rate, and morbidiy of the oeeration were eguivalent in the two groups. There

was no perioperative mortality in either group.

Conclusions:

This phase Ill study demonstrated the significant survival benefits of NAC-GS treatment.
Therefore, the results indicated that neoadjuvant chemotherapy could be a new standard
for patients with resectable PDAC. Clinical trial information: UMINOO0009634.

-~

Michiaki Unno et all.,2019
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AOQbLIOBaHTHasA
XUMmoTepanua: Korga n uem?

. National
Comprehensive
. \(®O\l Cancer
- : _ Preferred Regimens Network®
AXT pexomeH;10BaHa:

Gemcitabine/capecitabine RESECTABLE DISEASE
z H_AHXT He HpOBO THIach Modified FOLFIRINOX

- HATIXT Menpme 6 Mec. 2 AXT Tak, 4T00bl  Other Recommended Regimens
00mas mpooTKHTeTbHOCTh X T COCTABHIA
6 Mec. (Te :Ke TpemapaThl)

- HATIXT npooiach; o3HTHBHEIH

Kpaﬁ PE3eKIHH Rl Continuous infusion 5-FU (CI 5-FU)
- 00HapyKeHEI MeTaCTa3bl

Gemcitabine

5-FU/leucovorin

Capecitabine



[lporpeccupoBaHue, mts.

ECOG: 0-1
National
Comprehensive
(6@ Cancer
Network®

* FOLFORINOX
e [eMIuTabOMUH + nab-makaIuTaKce

INPEAITIOYTUTEJ/IBHBIE PEXKUMbE
RESECTABLE DISEASE

JNPYI'NE PEXXUMBI:

 [emMumTaOMH + DpIOTHUHUO

e [ eMIIMTAONH

e [emuTadbud + Kamnenurabuna

* GTX (I'emuradbun+/lonerakcen+KanenuraOuH)
* 5-DY + oKCaAIMNIIATHH
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[ eMIIuTaOMH

IHPEJIITIOYTUTEJIbBHBIE PE;
RESECTABLE DISEASE

- Kanrermutabun

 5S-(pTopypanui
OCOBBIE PEKUMBbI

 [IleMOpomm3ymad (mymavyuu mismatch
penapayuu, MUKpOCameiumHast
HecmaobulbHOCHb)

« JIJapoTpekTeHn0, DHTPEKTUHUO (Mymayus 6
ecene NTRK)
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KEYNOTE-158. Pornib MMMyHOTepanuu
B flIe4eHUU pacnpocTpaHeHHOoro
aka noaxenyao4vyHowu xenesbl

» OuenuBanach 3pGHEeKTUBHOCTh NeMOponu3ymada B 103e 200 mr/3
HEJIeNIM /151 HEKOJIOPEKTAJIbHBIX OIyX0JieH ¢ nedeKTaMu B

cUCTeMe dKCIM3noOHHOU perapanuun(MSH1, MSH2,
PMS2 MSH®6) . Aurelien Marabelle et. all

o JI11s1 paka IOKEIyI0OUHOM JKeIe3bl 4acTOTa 0ObEKTUBHOTO
otBeTa - 20%, 4TO SABIISICTCSA HAUXYAIINM II0KA3aTEIEM CpEau

BCEX OILIECHUBAEMBIX B UCCJICAOBAaHUM JIOKAJIN3AIUN



CR, PR, Median PFS, Months Median 08, Months Median DOR, Months
Tumor Type No. No. No.  ORR, % (95%Cl) (95% Cl) (95% Cl) (range)
Endometrial 49 8 20 5122007120  257(4910NR) NR (27.2 0 NR) NR (2910 27.04)
Gastric 24 4 7 4H8(20610672)  110Q211NR) NR (7.2 to NR) \R (6.3 0 28.4+)
Cholangiocarcinoma 22 2~ 7 409 (20.7 t0 63.6) 42 (2.1 \NR) 24.3 (6.5 to NR) NR (4.1+ to 24.9+)
Pancreatic 2 1 3 1820520403 21(191034) 40211098 1348110 16.0+4)
Small intestin 19 3 5 421(2031066.5) 9.2 (2310 NR) NR (10.6 o NR) NR (4.3+ 0 31.3+)
Ovarian b 3 2 333(118t6L6) 23(191062) NR (3810 NR) NR (4.2 t0 20.7+)
Brain 30 0 0000247 110071021) 56 (1.5t 16.2) -
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Maintenance Olaparib for Germline BRCA-Mutated Metastatic Pancreatic
@3 The NEW ENGLAND Cancer

'’/ JOURNAL of MEDICINE

Talia Golan, M.D., Pascal Hammel, M.D., Ph.D., Michele Reni, M.D., Eric Van Cutsem, M.D., Ph.D., Teresa Macarulla, M.D., Ph.D., Michael |. Hall, M.D., Joon-Oh Park, M.D.
Ph.D., Daniel Hochhauser, M.D., Ph.D., Dirk Arnold, M.D., Ph.D., Do-Youn Oh, M.D., Ph.D., Anke Reinacher-Schick, M.D., Ph.D., Giampaolo Tortora, M.D., Ph.D., et al.
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POLO - study

Study design

216 weeks 4-8 weeks Follow-up

First-line chemotherapy Randomization ~ Maintenance treatment  Discontinuation

Key eligibility criteria e
Metastatic pancreatic cancer Olaparib

Deleterious or suspected Randomized 3:2 tablets Until investigator-

deleterious germline BRCA1 300 mg bid ‘ assessed disease

or BRCA2 mutation No stratification progression or
e : or ol
216 weeks first-line platinum- factors unacceptable toxicity

based chemotherapy with no limit

to duration, without progression

CR, PR or SD)* )
G uflions) Talia Golan,

: ; : M.D et all.,
38% of gBRCAm patients had disease progression,
were ineligible, or declined randomization 2019

*There was no maximum limit to the duration of first-line chemotherapy. bid, twice daily; CR, complete response; PR, partial response; SD, stable disease

mesenreoar: 2019 ASCO #ASCO1 presenTeo ov: Hedy L Kindler
NUAL MEETING

Siides ore the property of the outher,
ANN permission required for reuse.
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Synergistic activity of agents targeting growth
factor receptors, CDKs and downstream signaling
molecules in a panel of pancreatic cancer cell lines
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 [emunTabuH

* AdbaTtnHmno (EGFR)
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