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Pankreas Kanseri: Evrelere gore sagkalim

Evreler Tanida % 5-Yillik
Sagkalim, %

Lokal hastalik 9 29

Bolgesel hastalik 28 11

Metastatik hastalik 53 3

Siegel RL, et al. CA Cancer J Clin. 2017;67:7-30.



Metastatik pankreas kanserinde KT sagkalim
avantaji sagliyor!

Metastatik pankreas ca
= 1. basamakta KT > en iyi destek bakim
= 5-FU vs en iyi destek bakim: OR 0.37, 1 yillik sagkalim %58 vs 70

J Clin Oncol. 2007;25(18):2607.



Metastatik pankreas kanserinde 1. basamak tedavi:
Gemsitabin

= Gemsitabin vs 5-FU 6
— Gemsitabin
— Medyan OS: 5.7 vs 4.4 ay 80 - — 5.FU
(p = .0025); _
¥ 601
— 1-yr 0S: 18% vs 2% w
O 40-
— Klinik fayda orani (agr: + 20
performans + kilo): %23.8 vs
7%4.8 (p=.0022) 0

0 2 4 6 8 10 12 14 16 18 20
Ay

Burris HA, et al. J Clin Oncol. 1997:15:2403-2413.



1. Basamak tedavide Gemsitabin kombinasyonlari



Metastatik pankreas ca Gemsitabin vs Gemsitabin
bazli kombinasyon : Faz III ¢alismalar

Gemsitabine vs Medyan OS, ay
Gemcitabine Comparator
Gemcitabine + cisplatin(!
Gemcitabine + oxaliplatin!?
Gemcitabine + 5-FUE!
Gemcitabine + capecitabinel
Gemcitabine + pemetrexed!®]
Gemcitabine + irinotecan!®

Gemcitabine + tipifarnibl’]

Gemcitabine + erlotinib(8l*

Gemcitabine + bevacizumabl®l
Gemcitabine + cetuximab(1

Gemcitabine + axitinib

Gemcitabine + nab-paclitaxell1?*

Gemcitabine + evofosfamidel23]
*Medyan OS de anlamli uzama.




NCIC CTG PA.3: Gemsitabin + Erlotinib

= Uluslararasi, gift-kor, plasebo- 100- HR: 0.82
kontrolll, randomize faz III calisma Si%ogg) 0.69-0.99;

= (N=569)

_ Istatistiki anlamli olsa da Klinik anlam?@ °* Erlotinib (n = 285)
Medyan: 6.24 ay
— Medyan PFS: 3.7 vs 3.bH ay 401 1-yillik sagkalim:% 23

(p = .004)
— ORR: %8.6 vs %8.0 (p = AD)

204 Placebo (n = 284)
Median: 5.91 mos
1-yr survival: 17%

Probability of Survival (%)

0 §) 12 18 24

Moore MJ, et al. J Clin Oncol. 2007:25:1960-1966.



Metastatik Pankreas Ca 1. basamak Gemsitabin +
Nab-Paklitaksel: Faz IIT MPACT

KPS, bdlge, kc met a gore stratifiye

Gemsitabin 1000 mg/m?/hafta IV +
Nab-Paklitaksel 125 mg/m?/hafta IV

7 hafta, daha sonra 1., 8., 15.gunler 28

Daha dnce tedavi almamis / giinde bir
metastatik pankreas ca , (n = 431) Progresyona
KPS > 70, bilirubin < ULN kadar

\ Gemsitabine 1000 mg/m#/hafta IV 7 hafta,
daha sonra 1., 8., 15. glnler
28 gunde bir

(N = 861)

(n =430)

= Primer sonlanim: OS
= Sekonder sonlanimlar: PFS, ORR, giivenlik

Von Hoff DD, et al. N Engl J Med. 2013;369:1691-1703.



MPACT—Gemsitabin + Nab-Paklitaksel : OS

Gem + Nab-P Gem
(h=431)  (n=430) R(S%CD
0.72 (0.62-0.83)
0.7 P <.001
80 1 — Gemsitabin + nab-paklitaksel
— Gemsitabin
g 60 -
)
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Von Hoff DD, et al. N Engl J Med. 2013;369:1691-1703.

Gem + Nab-P

(n = 431)

PFS (%)
(@) (@)
~ o

o
N

(n = 430)

S HR (95% CI)

0.69 (0.58-0.82)
P <.001

3.7

— Gemsitabin + nab-paklitaksel
— Gemsitabin

0 3 6 9

*Bagimsiz komite degerlendirmesi.



MPACT—Gemsitabin + Nab-Paklitaksel : Etkinlik

Sonlanim Gemsitabin + Nab-Paklitaksel
(n =431)

ORR, %

Median PFS, ay

Median OS, ay

1-yilhk sagkalim,
%

Von Hoff DD, et al. N Engl J Med. 2013;369:1691-1703.

Gemsitabin
(n =430)

HR (95% CI)

p< .001

0.69 (0.58-0.82)
p < .001

0.72 (0.62-0.83)
p <.001



MPACT—Gemsitabin
analizi

OS

Tum hastalar
yas
< 65 yas
265 yas
Cinsiyet
Kadin
Erkek
Karnofsky performans
70-80
90-100
Primer tumor yerlesimi
Bas
Diger
Kc metastazi
Var
Yok
Metastaz bolge sayisi
1
2
3
>3
CA19-9 duzeyi
Normal
<59 x ULN
= 59 x ULN

+ Nab-Paklitaksel : OS alt grup

HR Olim
(95% CI)

0.72 (0.62-0.83)

—o—i 0.65 (0.53-0.79)

_ 0.81 (0.63-1.03)

—o—i : 0.72 (0.57-0.93)

o : 0.72 (0.59-0.88)

—.—i 0.61 (0.48-0.78)

e : 0.75 (0.65-0.92)

o i 0.59 (0.46-0.75)

—o—4 0.80 (0.65-0.98)

o 0.69 (0.59-0.81)

——e—— (.86 (0.56-1.33)

o ; 0.41 (0.19-0.88)

—.— : 0.75 (0.60-0.95)

—e—H  0.79(0.61-1.04)

—— ! 0.50 (0.33-0.76)

—ieo—i 1.07 (0.69-1.66)

—e—H+  0.83(0.61-1.12)
e

0.61 (0.48-0.77)

Gem + Nab-Pak Lahine

Von Hoff DD, et al. N Engl J Med. 2013;369:1691-1703.

Gem Monoterapi lehine



MPACT—Gemsitabin + Nab-Paklitaksel : advers olaylar

Advers olay, % Gemsitabin + Nab-Paklitaksel Gemsitabin
(n =421) (n =402)
Oliime yol agan ADVERS OLAY
Hematolojik olaylar grade = 3
= Notropeni
= |_Okopeni
» Trombositopeni
= Anemi
Buyume faktoru kullanimi

Febril nGtropeni

Non-hematolojik -grade = 3 hastalarin 2% 5
= Yorgunluk
= Periferik noropati
= Diyare

Von Hoff DD, et al. N Engl J Med. 2013;369:1691-1703.



Gemsitabin disi 1. basamak tedaviler



Metastatik Pankreas Kanseri: FOLFIRINOX vs
Gemsitabin, Faz IT-IITI PRODIGE/ACCORD 11
calismasi

ECOG PS (Ovs 1), merkez,
tdmor lokalizasyonuna (bas vs diger) gore

stratiily FOLFIRINOX
Oxaliplatin 85 mg/m? + LV 400 mg/m?2 +
Irinotecan 180 mg/m? + 5-FU bolus 400 mg/m?,
Daha once tedavi almamis; 2400 mg/m?2 |V 46 st
ECOG PS 0/1; yeterli kiligi (n=171)
rezervi, kc ve bobrek fonk olan

metastatik pankreas ca i
hastalar Gemsitabin 1000 mg/m?2

(N = 342) hft x 7 / 8, daha sonra hftx 3 /4
(n=171)

Conroy T, et al. N Engl J Med. 2011;364:1817-1825.



FOLFIRINOX vs Gemsitabin: Bazal o6zellikler

Ozellik FOLFIRINOX (n =171) Gemsitabin (n =171)
Median yas, 61 (25-76) 61 (34-75)
Erkek, n (%) 106 (62.0) 105 (61.4)
ECOG PS, n (%)

64 (37.4) 66 (38.6)
106 (61.9) 105 (61.4)

Pankreatik tm yerlesimi, n (%)
* Bas 67 (39.2) 63 (36.8)
= Govde 53 (31.0) 58 (33.9)

Bilyer stent, n (%)
= Hayir 144 (84.2) 149 (87.1)

Conroy T, et al. N Engl J Med. 2011;364:1817-1825.



FOLFIRINOX vs Gemsitabin: OS ve PFS

0S PFS
100 100+
S (&9 —— FOLFIRINOX Q 127 —— FOLFIRINOX
< 50- —— Gemsitabin < - —— Gemsitabin
n 0
O LL
25 O 95
O I I I I I I |I I |# O 1 1 1 1 1 | | | 1
03 6 91215182124273033363942 0O 3 6 91215182124 2730333
Ay Ay
HR: 0.57 (95% CI: 0.45-0.73; P < .001) HR: 0.47 (95% CI: 0.37-0.59: P < .001)

Conroy T, et al. N Engl J Med. 2011;364:1817-1825.



FOLFIRINOX vs Gemsitabin: Etkinlik

Sonlanim FOLFIRINOX Gemsitabin HR (95% CI)
(n=171) (n=171)
ORR,* %

Medyan PFS, ay : : 0.47 (0.37-0.59)
P <.001

Medyan OS, ay : : 0.57 (0.45-0.73)
P <.001

1-yilhk sagkalim,
%

*FOLFIRINOX vs gemsitabin:
CR, 0.6% vs 0%;
PR, 31.0% vs 9.4%.

Conroy T, et al. N Engl J Med. 2011;364:1817-1825.



Subgroup

Age
=65 yr
>65 yr

Sex
Male
Fernale

ECOG performance status
0
1

Level of albumin
Normal
Abnormal

Primary tumor location
Head of pancreas
Other

Metastases
Synchronous
Metachronous

No. of metastatic sites
1
2
=3

Hepatic metastases
No
Yes

Pulmonary metastases
No
Yes

Level of carbohydrate antigen 19-9

Normal
Abnormal
Biliary stent
No
Yes
Total

Gemcitabine

FOLFIRINOX

no. of events/fno. of patients

104/121
43/50

92/105
55/66

52/64
95/107

73/84
37/41

55763
92/108

140/161
7/10

41/47
55/59
51/65

17721
130/150

109/122
38/49

17/24
126/142

130/149
1722
147/171

93/123
33/48

81/106
45/65

42/63
34/108

61/82
43/54

49/67
77/104

115/155
10/15

30/44
53/68
41/57

11/20
113/149

101/136
23/33

14/23
108/142

107/144
18/27
126/171

Hazard Ratio for Death (95% Confidence Interval)

H+ 1-T |l e

#e s

T T

r
02 0

1 I 1
4 0608 1012 1416

FOLFIRINOX

:

Gemcitabine
Better

0.61 (0.46-0.82)
0.48 (0.30-0.77)

0.57 (0.43-0.78)
0.57 (0.38-0.85)

0.59 (0.39-0.89)
0.55 (0.40-0.74)

0.55 (0.39-0.77)
0.48 (0.30-0.77)

0.57 (0.38-0.84)
0.56 (0.41-0.76)

0.57 (0.44-0.73)
0.61 (0.23-1.62)

0.61 (0.38-0.99)
0.39 (0.26-0.59)
0.69 (0.46—1.05)

0.30 (0.13-0.66)
0.61 (0.48-0.79)

0.56 (0.42-0.73)
0.56 (0.33-0.96)

0.42 (0.20-0.90)
0.58 (0.44-0.75)

0.56 (0.43-0.73)
0.66 (0.34-1.28)




FOLFIRINOX vs Gemsitabin: Advers olaylar

Grade 3/4 AE, % FOLFIRINOX (n = 171) Gemsitabin (n = 171)
Hematolojik

= Notropeni

= Febril notropeni

= Trombositopeni

p degeri

Non-hematolojik

Yorgunluk
= Kusma
Diyare
Noropati
Artmis ALT

Conroy T, et al. N Engl J Med. 2011;364:1817-1825.



Metastatik Pankreas Kanseri: 1.basamak Rejimler

Ozellikler
Medyan yas, yil (aralik)
Erkek, %

Bolge (kuzey amerika/bati avrupa/dogru
avrupa/Avustralya), %

ECOG PS/KPS (0/100, 1/80-90, 2/60-70), %
Tumor yerlesimi (bas/govde/kuyruk, %
Medyan metastatik bolge tutulumu, n

ORR, %

Hastalik kontrol orani, %

Median PFS, ay

Median OS,ay

1. Conroy T, et al. N Engl J Med. 2011;364:1817-1825.
2. Von Hoff DD, et al. N Engl J Med. 2013;369:1691-1703.

FOLFIRINOX vs Gem Nab-Pac + Gem vs Gem
(N = 342)1 (N = 861)!2

61 (25-76) 62 (27-86)
62 57
0/100 (Fransa)/0/0 62/9/15/14

37/62/1 16/76/8
39/31/26 43/31/25
2 2.5
32vs 9 23 Vvs 7/
/0vs 51 48 vs 33
6.4 vs 3.3 5.5vs 3.7
11.1 vs 6.8 8.5Vvs 6.7




Ilk seri FOLFIRINOX vs Gemsitabin-Bazli
Tedavi: OS (Retrospektif Analiz- yas ve
performansa gore diizenlendikten sonra )

— FOLFIRINOX 1.Basamka tedavi \ Median OS,
1.0 — Gem-bazl tedavi Mos
Gem + nab-paklitaksel EOLEIRINOX 666
0.8 .
Tek ajaanem ya da 1567
gem + diger kt*
< 0.6 Gem + nab-paclitaxel 189
; *tek ajan Gemzar, n = 1141.
O 0.4-
= US Oncology Network
0.2 :
(Haziran 2010 —Kasim 2013)
0

Cartwright T, et al. ASCO 2014. Abstract 4132.



Yas ve performansa gore ilk basamakta KT
¢imi

Metastatik pankreas kanseri




Metastatik pankreas kanserinde ikinci basamak
tedaviler



Ikinci basamak tedavide Oxaliplatin-5FU/LV

Faz III calismalar

CONKO-003I1]
PD on gem tx (n = 160)
5-FU/LV
(n=84)
3.3 mos

Pts (N = 268)
Treatment OFF
(n=76)

OS, median 5.9 mos

HR: 0.66 (95% CI: 0.48-0.91)
P=.01

2.9 mos 2.0 mos

HR: 0.68 (95% CI: 0.50-0.94)
P=.02

ORR, median NR

PFS, median

1. Oettle H, et al. J Clin Oncol. 2014,;32:2423-2429.
2. Gill S, et al. J Clin Oncol. 2016 Sep 12. [Epub ahead of print].

PANCREOX!?]
Previous gem tx (n = 108)
MFOLFOX6 5-FU/LV
(n=54) (n=54)
6.1 mos 9.9 mos

HR: 1.78 (95% CI: 1.08-2.93)
P=.02

3.1 mos 2.9 mos

HR: 1.00 (95% CI: 0.66-1.53)
P=.99

13.2% 8.5%




Nanolipozomal Irinotekan (MM-398)

= Nanolipozomal irinotekan

— Gemsitabin bazli tedavi sonrasi progresyonda metastatik pankreas
Kanserinde 5-FU/LV ile kombinasyonu FDA onayli

— Irinotekan: topoisomerase | inhibitori

— Lipozomal formulasyonu tumorun kt maruziyetini artiriyor

— Uzun yari omur, artmis AUC, yavas atilim

Roy AC, et al. Ann Oncol. 2013;24:1567-1573.
Drummond DC, et al. Cancer Res. 2006:66:3271-3277.



NAPOLI-1: Nanolipozomal Irinotekan + 5-
FU/LV vs 5-FU/LV

* Faz lll calisma

Nal-IRI 120 mg/m?

Gemsitabin bazli tedavi / 3 haftada bir(n = 151)
sonrasi progrese 5-FU/LV
metastatik pankreas > 2000/200 mg/m?/hafta x 4

kanserli ha%alar, KPS = \ 5 haftada bir
(N =417) Nal-IRl 80 mg/m?2 + 5-FU/LV*

2400/400 mg/m? 2 haftada bir
(n=117)

*guvenlik verileri saglandiktan sonra kombinasyon kolu eklendi.
5-FU/LV kolundaki hastalar kombinasyon kolundaki hastalar igin
kontrol kolunu olusturdu

Wang-Gillam A, et al. Lancet. 2016;387:545-557.



NAPOLI-1: Nanolipozomal Irinotekan + 5-FU/LV
vs 5-FU/LV—Sonuglar

Tumor Cevabi ve Kontrol Nal-IRI + 5-FU/LV 5-FU/LV
(n =117) (n =119)

Median PFS, ay 3.1

(95% CI) (2.7-4.2)

ORR, % 16

(95% CI) (9.6-22.9)

CA19-9 da azalma, % 36

Wang-Gillam A, et al. Lancet. 2016;387:545-557.



NAPOLI-1: Nanolipozomal Irinotekan + 5-FU/LV
vs 5-FU/LV—0S

Nal-IRI + 5-FU/LV Nal-IRlI

1.0' 10-
0.9- — Nal-IRI + 5-FU/LV 09- Nal-IR|
07 .y 07 .
;@ 0.6 ;\3 0.6 1
~ 0.51 ~ 0.5
3 0.41 3 0.4
0.31 0.3-
0.2 7 0_2 -
O.l ., 0_1 -
O | | | | | | | | | | | O | | | | | | | | | | |
0] 3 6 9 12 15 18 0] 3 6 9 12 15 18
Mos From Randomization Mos From Randomization
Median OS: 6.1 vs 4.2 mos Median OS: 4.9 vs 4.2 mosS
HR: 0.57 (95% CI: 0.41-0.80; P = .0009) HR: 0.93 (95% CI: 0.71-1.21; P = .5545)

Wang-Gillam A, et al. Lancet. 2016;387:545-557.



NAPOLI-1: Nanolipozomal Irinotekan + 5-FU/LV
vs 5-FU/LV : advers olaylar

Hasta guivenlik populasyonu

AO, % Nal-IRI + 5-FU/LV
5-FU/LV Kontrol
(n =117) (n = 134)
Herhangi Grade 3/4 Herhangi Grade 3/4
derece derece

Diyare
Kusma
Bulanti

Istah azalmasi

Yorgunluk
Notropeni
Anemi
Hipokalemi

N NP BN WO WD

Wang-Gillam A, et al. Lancet. 2016;387:545-557.



Metastatik pankreas kanserli hastalarda tedavi
senaryosu

Gemesitabin bazli kombinasyon
(gem/nab-paclitaxel) FOLFIRINOX
Kotu PS: Gemsitabin

Birinci
basamak

(PS 0/1): Nanolipozomal PS 0/1: Gemsitabin-bazli
irinotekan + 5-FU; tedavi (gem/nab-paclitaxel,

okzaliplatin -fluoropirimidin gemsitabin)
PS 2: Tek basina PS 2 : Tek ajan Gemsitabin ya
Fluoropirimidin ya da BSC da BSC

Ikinci
basamak

PS 0/1: Platinum (??)-based
regimen if no prior exposure or
BSC

Ucuncu
basamak

*Qutside of a clinical trial.



PANKREAS KANSERINDE YENI AJANLAR



Pankreas kanserinde hedefler

DNA-Methylierung

Histon- Histon
modification o
\ L/ o

Shh
TGFR, Smad ™

Hyaluronan

Transmembran reseptor proteinleri (-)

Ras yolagi: Mek inhibitorleri (-)

Kanser kok hucresi: Notch/Jak inhibitorleri (-)
PI3K/AKT/mTOR yolagi: Akt inh,mtor inh (-)
Tumor mikrogevresi: Hyaluronidaz

DNA tamir mekanizmalari: PARP inhibitorleri

Immunoterapi



Stromal inhibitorler: Hyaluronan yikimi

n P E G P H 2 O re CO m b | n ant | n S an ‘ Desmoplasia reduces effective drug delivery

The chemical structure of hyaluronan

nyaluronidaz

= Hyaluronan yikimi

juawpedwod Jowny

— Tumor cevresindekKi interstisyel = § §
basinci azalir, KT ulagimi wy [ e
A R T A R \\ \‘ | ( : : ﬁ’<— Hyaluronan

<— Other ECM proteins:
~ (e, collagen |, IIl, SPARC)

jusuodwod XuUlen

Fibroblasts/myofibroblasts

Supplying blood vessel

uswpedwod [ewois

Infiltrating immune cells

Reprinted from Cancer Discovery, 2011, Volume 1/Issue 4, pp 291-296, |
CJ Whatcaott, et al., Targeting the tumor microenvironment in cancer: why
hyaluronidase deserves a second look, with permission from AACR.



Faz || HALO-109-202: Metastatik Pankreas Ca ilk
basamak tedavide Gem/Nab-Pac+ PEGPH20

Gemsitabin 1000 mg/m? +
Nab-Paklitaksel 125 mg/m?

Daha 6nce tedavi almamig Evre / 1 x/nft 3/4 hit/kit Progresyon, olim
IV pankreas ca,, KPS = 70% ya daintoleransa

_ —_— kadar
(planlanan N = 279) AN PEGPH20 3 pglkg IV 1. kiirde
2x/hafta sonra haftada bir +

Gemsitabin 1000 mg/m? +
Nab-Paklitaksel 125 mg/m?
1 x/hft 3/4 hft/kir

= Primer sonlanim: PFS

= Sekonder sonlanimlar: ORR, OS, guvenlik
)

ClinicalTrials.gov. NCT01839487. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/oncology

ASCO Meeting Library

Events/Total, n
Median PFS, months

HR
Population (95% CI) P value

TE olaylar

Efficacy Evaluable 100/139; 6.0 65/92; 5.3 0.73 0.048 0

(n = 231) (0.53, 1.00) (PAG 14% vs AG
10%) (enoxaparin

HA-High 24149, 9.2 2/35; 5.2 051 2 profilaksisi+)

(n = 84) (0.26-1.00)

ORR HA-High pts : 46% (PAG) vs 34% (AG).
OS HA-High pts 11.5 ay (PAG) vs 8.5 ay (AG) (HR 0.96, 95% CI 0.57-1.61).
Periferik 6dem, kas spazmlari, notropeni ve myalji.

Faz Il HALO-109-301 ¢calismasi: gem/nab-P * PEGPH20 sadece HA-yuksek hastalarda yurimekte

1. Hingorani SR, et al. ASCO 2017. Abstract 4008.

2. ClinicalTrials.gov. NCT02715804.



Pankreas kanserinde Immun mikrocevre

T';‘; o Pathological cancer with
VEGF IFNy - immunosuppressive
CXCL12 L2 microenvironment

@ Tumor-promoting Interactions @Tumor-promoting Interactions ® T,cells
W80\ Fibroblast ‘ Cancer cells Endothelial — PD.L1 | PD-1 receptor

[ Myeloid Derived Suppressor Cells (MDSCs)

g

® Tumor Associated Macrophages (TAMs)

infiltrat ¢ok daha

belirgin

Fibroblastlar

Tiimaor iligkili makrofajlar

Myeloid-derive supresor h.ler

T reg ler
Aktive sitotoksik CD8+ T-hiicreler
ve NK hiicreleri az
Timoér mutasyon yiki diger
kanserlere gore diisiik

1. Clark CE, et al. Cancer Res. 2007:67:9518-9527.
2. Alexandrov LB, et al. Nature. 2013:500:415-421.



Metastatik pankreas kanserinde immunoterapi
calismalari

Kategori Ajanlar Faz

= Algenpantucel-L—Faz |ll IMPRESS c¢alismasi —adjuvan tedavit (OS

AVANTAJI yok!) Negatif
» CRS-207 (mesothelin-expressing Listeria) + GVAX vs GVAX- metastatik

hastalar OS avantaji var
» Reolysin—KT(Carbo/pakli) ile kombine ilk seri de -->Negatif

Immun Kontrol = Anti-CTLA-4 antikorlar (eg, tremelimumab, ipilimumab)

noktasi = Anti—-PD-1/PD-L1 antikorlar (eg, nivolumab, pembrolizumab,

Inhibitorleri atezolizumab)
» |DO inhibitorleri-indoximob+gem-nab : ORR %37

Anti-CD40 mAbs = Multipl ajanlar
CAR T-cells » EpCAM, HER2, mesothelin, and MUCL1 hedefli yaruyen calismalar

ClinicalTrials.gov.



Pankreas kanserinde Immun Kontrol noktast
inhibitorleri

u FaZ I/” antl_CTLA'4 ve antl'PD' Target Lesion Measurements
1/PD-L1 calismalari: minimum
yanit m Gastric
1001 B Ampullary
= Pankreas ca: ~% 1 dMMR/MSI-H) Small bowel
50+ B Pancreatic

— Faz Il : pembrolizumab 10 mg/kg ® Cholangio

2 haftada bir, bu hasta grubunda
2/4 hastada Objektif yanit

<

a1
<

-100-

Change From Baseline SLD (%)

1. Humphris JL, et al. Gastroenterology. 2017;152:68.e2-74.e2.
2.Le D, etal. ASCO Gl 2016. Abstract 195.



DNA tamir hasari ve PARP inhibitorleri

= Pankreas kanserinde germline ya da somatik BRCA1/2 mutasyonu : %9
= BRCA ya da PALB2-mutasyon tasiyicilarinda anlamli objektif yanit

— Rucaparib: ORR 3/19 hasta (16%)!!1-  sadece pankreas ca | hastalar,
faz IT

— Olaparib: ORR 5/23 hasta (22%)!%)- karisik solid tm |i hastalar, faz II

— Veliparib: ORR 0/16 hasta, ancak %25 hastada 4 ay lzerinde stabil
hastalik [3)- sadece pankreas cali hastalar , faz IT

1. Domchek SM, et al. ASCO 2016. Abstract 4110. 2. Kaufman, et al. J Clin Oncol. 2015:33:244-250.
3. Lowery, et al. ASCO 2015. Abstract 358.



Pankreas kanserinde molekiiler tipleme

= Major mutasyonlar: KRAS, TP53, SMAD4, CDKN2A
= Gen Ekspresyon analizi : histoloji iligkili 4 molekiler alt tip

— Skuaméz, pankreatik progenitér, immunojenik, aberan
diferansiye endokrin/ekzokrin (ADEX)

HENUZ KLINIK YANSIMASI YOK

__Le[e

Bailey P, et al. Nature. 2016;531:47-52. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/oncology

Sonu¢

= Metastatik pankreas kanserinde halen kemoterapi standart
tedavidir.

= Tedavi se¢iminde yas, performans ve ek komorbiditeler onemlidir.

= Sorumlu pek ¢ok mutasyon olmasina ragmen halen sitotoksik
kemoterapinin oniine gegen hedefe yonelik tedavi yoktur.

= Diger timorlerin aksine, pankreas kanserinde timor
mikrogevresindeki immunsupresif hiicreler ve desmoplazi nedeniyle
immunoterapi etkinligi dismektedir.

= Molekdler alt tiplerin oturmasi ve klinige yansimasi i¢gin zamana
thtiyag vardir.



