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Pankreas Kanseri Evreye Gore Gorililme Sikhigi

Percent of Cases & 5-Year Relative Survival by Stage at Diagnosis: Pancreatic Cancer
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VAKA SUNUMU

47y, erkek hasta, tekstil iscisi

O Bilinen hastalik oyKkiisii yok

O Ailede kanser d6ykusu yok
O 30 yil/paket sigara oykiisii var
L Sarilik ve karin agrisi ile basvurmus

O Yapilan goriintiilemelerde pankreas basinda kitle saptanmis




10/2018 ilk Basvuru Tarihi

Parametre Ad Birim Nc:rmal
Degerler
Ure 25 mg/dL 17 | 43
Kreatinin 0.94 mg/dL 0.7 |12
eGFR 96.16 mlL/min/1.7

CKD-EPI formild kullanilarak hesaplanmistir.

Amilaz 28 Uil = 100

Lipaz 2872 U/ ] 67
40.1 (Eski

Albumin sonuc/birim: gL 35 52
4.01 g/dL)

Kalsiyum 9.7 mg/dL 8.6 |10.6
4 | Sodyum 133 mmaol/L 136 | 145
Potasyum 4.59 mmolfL 35 | 51

Sigara Ogmeyen :
20-39 Ya_ — 0-5.5ng/mL
40-150 yas—-0-6.5 ng/mL

|CEA | 299 ng/ml | 0| 3
Sigara Ocen :
20-39 Ya_ — 3.8 ng/mL
40-150 Ya_ — 0-5.0 ng/mL

Parametre Ad

Sonuc

Birim

Normal
Degerler

RBC 4.72 10e6/ul |4.06| 5.58
4 HGB 12.8 g/dL  [12.3] 159
HCT 39.8 % 39| 43
PLT 32 10e3/ul | 155 | 366
MCV 64.3 fL 61.1| 96
MCH 27.1 pg |27.0] 1.2
MCHC 32.2 g/dL  [31.8| 354

LY M= 1.95 1.09] 2.99
EO# 017 0.03] 0.44
BASO# 0.06 0|08
NEU% 69.3 % 50.01 70.0
LYM% 18.6 % 18.0| 48.3
EO% 16 % 06| 7.3
MONO% 99 % 441|127
BASO% 0.6 % 0|17
MPY 13 fiL 69| 16
PCT 04 % 0.0 399



10/2018 EUS Esliginde Biyopsi




Endoskopik Retrograd Kolanjiyopankreatografi(ERCP)

stent? Perkutan Bilier Sistem Drenajlar1 (PTK)?

National . . . .
Comprehensive NCCN Guidelines Version 1.2019 HOCH Buidelines Index
NCCN ﬁgﬂﬁg’;k Pancreatic Adenocarcinoma Discussion

PRINCIPLES OF STENT MANAGEMENT

= Stent placement is not routinely recommended prior to planned surgery; however, a stent may be considered for symptoms of cholangitis/
fever or severe symptomatic jaundice (intense pruritus), or if surgery is being delayed for any reason, including neoadjuvant therapy.

» Endoscopic retrograde cholangiopancreatography (ERCP)-guided biliary drainage is preferred. If ERCP is not possible, a percutaneous
transhepatic cholangiography (PTC) approach may be used.

= Stents should be as short as feasible.

= Self-expanding metal stents (SEMS) should only be placed if tissue diagnosis is confirmed.

» For neoadjuvant therapy, fully covered SEMS are preferred since they can be removed/exchanged.

» During ERCP, common bile duct brushings may be done if no prior definitive diagnosis, and an EUS-guided biopsy can be done or repeated.

ERCP iLE STENT YERLESTIRME TERCiH EDILMELIDIR. ERCP MUMKUN OLMADIGI

DURUMLARDA PTK TERCIH EDILMELIDIR




10/2018 Tarihinde PTK Takilds

HIZMET ADI - Perkiitan Bilier Drenaj

Perkutan transhepatik kolanjiyografi tetkiki ve perkutan bilier drenaj islemi:

LAA, US ve floroskopi esliinde ince igne ve biliyer ginisim sistemi ile sag bilier sisteme girildi. Takiben
kontrast madde kullanimi ile kolanjiografi elde edildi.

Kolanjiografide:;

Koledok distalinde ve sag-sol ana hepatik kanal bileskesinde darlik goruldu.

Perkutan biliyer drenaj iglemi:

Ince igne Uzerinden kilavuz tel ve takiben uygun katater kullanimlanyla biliyer sistem disanya kaniilize
edildi. Ancak darlik dedisik kilavuz tel ve kateter manipulasyonlanna ragmen gecilemedi. 10 F eksternal
drenaj kateteri takilarak islem sonlandinldi. Komplikasyon olmadi. Dekompresyon ve cdem ¢ozulmesinden
sonra denenecek 2. gingimle darhidin gecilebilmesi mumkun olabilir.

Islem sirasinda toplam 50 cc kontrast madde kullanildr.

Oneriler;

" Kateter bakimi

" Drenaj takibi

" |lk 24 saat vital bulgu takibi

" Geredi halinde uygun antiemetik ve analjezik tedavi (NSAI disi)

" Oral alimda tarafimizca kistlamaya gerek yokiur



Evreleme Nasil Yapilmali
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CLINICAL WORKUP
PRESENTATION
. No mass or Refer to high-
.gx:;‘:rdeﬁ?:;ig;: diagnosis not |—| volume center
ultrasonography (EUS)" confirmed for evaluation
* Consider MRI as clinically
indicated for indeterminate Resectable Disease (see PANC-2)
liver lesions
N * Consider PET/CT in high-
ot tatic|+ risk paﬁentsd Borderline Resectable Disease
g‘i:e'f’s : 1€/« Consider ERCP with stent see PANC-3
Clinical placement®
suspicion of * Liver function test and i
pancreatic baseline CA 19-9 after Locally Advanced Disease (see PANC-6)
cancer or Pancreatic adeqyate biliarsll drainage.
evidence protocol CT Multidisciplinary * Consider genetic counseling|
of dilated (abdomen) consultation? and germline testing if Metastatic Disease (see PANC-8)
pancreatic (See PANC-A) diagnosis confirmed
and/or
bile duct » Biopsy confirmation, from a
(stricture) Metastatic metastatic site preferred
disease * Consider genetic counseling | , patastatic Disease (see PANC-8)
and germline tr-.-stingf
* Consider somatic testing as
clinically indicated?




PANKREAS KANSERINDE GENETIK

TESTLER ISTENMELI Mi

MSK IMPACT: Germline Testing: N= 1,040

Ovarian Cancer

. =19, 1.8%
Endometrial (iancer Bladder Cancer
- n=25, 2.4% n=16, 1.5%
Biliary Cancer
h=27, 2.6%
: PDAC n =176 (16.9%)
Esophagogastric Cancer
n=34, 3.3%

BRCA1
BRCA 2
CDKN2A
PALB2
ATM
CHEK?2
APC
MUYTH

Colorectal Cancer

n=65, 6.2%
. n=362, 34.8%

Memorial Sloan Kettering
Mandelker, D. JAMA 2017. Cancer Center..

BRCA1 VE BRCA2 TESTLERI ISTENDI




Pankreas Kanserinde Tedavi Yaklasimlari

Comprehensive NCCN Guidelines Version 1.2019 NCCN Guidelines Index

p(elel g Cancer Pancreatic Adenocarcinoma
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Table of Contents
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CRITERIA DEFINING RESECTABILITY STATUS?

Resectability | Arterial Venous
Status
Resectable No arterial tumor contact (celiac axis [CA], superior mesenteric artery | No tumor contact with the superior mesenteric vein (3SMV) or

[SMA], or common hepatic artery [CHA]).

portal vein (PV) or £180° contact without vein contour irregularity.

Borderline
Resectable?

Pancreatic head/uncinate process:

* Solid tumor contact with CHA without extension to CA or hepatic
artery bifurcation allowing for safe and complete resection and
reconstruction.

* Solid tumor contact with the SMA of £180°

+ Solid tumor contact with variant arterial anatomy (ex: accessory
right hepatic artery, replaced right hepatic artery, replaced CHA, and
the origin of replaced or accessory artery) and the presence and
degree of tumor contact should be noted if present, as it may affect
surgical planning.

Pancreatic body/tail:

* Solid tumor contact with the CA of £180°

* Solid tumor contact with the CA of =180° without involvement of the
aorta and with intact and uninvolved gastroduodenal artery thereby
permitting a modified Appleby procedure [some panel members
prefer these criteria to be in the unresectable category].

+ Solid tumor contact with the SMV or PV of >180°, contact of
=180° with contour irregularity of the vein or thrombosis of the
vein but with suitable vessel proximal and distal to the site of
involvement allowing for safe and complete resection and vein
reconstruction.

* Solid tumor contact with the inferior vena cava (IVC).

Unresectable®

C

* Distant met ding non-regional lymph node metastasis)

ncinate process:
* Solid tumor contact with SMA >180°
* Solid tumor contact with the CA >180°

Bo :
* Solid tumor contact of >180° with the SMA or CA
* Solid tumor contact with the CA and aortic involvement

Head/uncinate process:
* Unreconstructible SMV/PV due to tumor involvement or

occlusion (can be due to tumor or bland thrombus)
* Contact with most proximal draining jejunal branch into SMV

Body and tail:
* Unreconstructible SMV/PV due to tumor involvement or

occlusion (can be due to tumor or bland thrombus)

aAl-Hawary MM, Francis IR, Chan ST, et al. Pancreatic ductal adenocarcinoma radiology reporting template: consensus statement of the Society of Abdominal
Radiology and the American Pancreatic Association. Radiology 2014 Jan; 270(1):248-260.

b3olid tumor contact may be replaced with increased hazy density/stranding of the fat surrounding the peri-pancreatic vessels (typically seen following neoadjuvant
therapy); this finding should be reported on the staging and follow-up scans. Decision on resectability status should be made in these patients, in consensus at
multidisciplinary meetings/discussions.



Pankreas Kanserinde Tedavi Yaklasimlari

Courtesy of R Wolff, MD
-




DOGRU SINIFLANDIRMA DOGRU TEDAVI NEDEN
ONEMLI

Dogru yapilmayan Duodenum
Evreleme

RO yapilmayan tam >
cerrahi sagkalima faydasi - Superior Mesenteric V.

yoktur | e Superior Mesenteric A.

Tumor

-

Aorta

Inferior Vena Cava
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10/2018 PANKREAS PROTOKOLUNDE BATIN BT

Hastanin Tim Batin Multidedektér Spiral BT incelemesinde,

inceleme Oral yoldan kontrast madde verilmesini takiben VKM &ncesi ve IWKM sonrasi arterial ve portal fazda 8mm kalinhkta
kesitler elde olunmusgtur.

Karaciger normal sekil ve boyuttadir. Konturlan dizginddr. Parankim dansitesi homojen ve tabiidir. Karaciger segment 44" da
subkapsiller yerlegimli @ mm gapl, erken arterial fazda yo@un kontrastlanan, portal vendz fazda kontrast tutulumu devam
eden, geg vendz fazda parankim ile yakin dansitede izlenen lezyon dikkati gekmektedir. Belirgin wash out géstermeyen
leryon ilk planda benign karakterde olarak degerlendirildi. Ancak pankreatik Kitlesi bulunan olguda Dinamik MRG ile tetkik
uygun olacaktir. Vaskiler yapilar tabiidir. Splenik ve portal venlerin geniglikleri dogaldir.

Safra kesesi hidropiktir (transvers duzlemde gap 44 mm).

Karaciger sad ve sol lobda intrahepatik safra yollan belirgin dilatedir.

Koledok izlenebilen proksimal ve orta segmentte dilatedir (Cam en genis yerinde 2 cm). intrapankreatik kanal pankreas
bag ve boynu dilzeyinde daha belirgin olmak iizere dilatedir (gap en genig yerinde 6,5 mm). Pankreas bas diizeyinde ¢ift
kanal bulgusuna neden olan, yaklagik 35x29 mm boyutunda diizensiz lobiile simirh Kitle izlendi. Cevresinde yagh planlarda
heterojenite ve multiple milimetrik lenf nodlan mevcuttur. Kitle superior mezenterik arter ile 180 derece komguluk
gostermektedir. Aynca portal ven ve superior mezenterik ven ile de 180 derece komsgulugu izlenmekte olup komsgu
duzeyde ven kalibrasyonlannda hafif incelme eglik etmektedir.

Dalak normal sekil ve bOylklOkte olup, konturlan muntazamdir. Parankim dansitesi dogaldir.
Heriki sdrrenal gland normal goranamdedir.

Bilateral bdbreklerin boyutlan, kaenturlan, parankim kahnliklan, parankim dansiteleri ve pelvikaliksiyel yapilan normaldir.Tag ya
da obstriksiyon bulgusu saptanmadi. Fararenal ve perirenal alanlar normaldir.

Mesane konturlan muntazam olup, l0men ici dolum defekti saptanmadi. Duvar kalinhd normal simrlardadir. Perivezikal yad
dokusu tabiidir.

Prostat glandi santral dejeneratif kalsifikasyonlar igermektedir. Prostat, bilateral seminal veziklller ve rektum normal
gérinlmde olup, cevre yagh planlar aciktr.

Abdominal aorta ve inferior vena kava normaldir. Paraaorik, parakaval, parailiak, obturator ve inguinal zincirde patolojik bayutta
lenf nodu saptanmadi.

Batin ici serbest weya lokille s kKolleksiyonu saptanmad.



10/2018 PET-CT

PET-CT UZAK METASTAZ YOK. PET-CT; METASTAZ iCiN YUKSEK RiSKLi HASTALARDA iSTENEBLIR.
BORDERLINE TUMORLERDE, PRIMER TUMOR YUKUNUN FAZLA OLMASI,LENF NODU METASTAZI

OLANLARDA, CA19.9 DEGERI COK YUKSEK OLAN HASTALARDA ONERILEBILINIR.




BORDERLINE PANKREAS KANSERINDE TEDAVI YAKLASIMLARI

National . . . I
comprehensive NCCN Guidelines Version 1.2019 NCCNEE;S?;}"S&:{S"?:
NCCN ESaitaei Pancreatic Adenocarcinoma fableorsonens
BORDERLINE RESECTABLE" NO METASTASES TREATMENT
See Adjuvant
Surgical Treatment and
Consider resection’ Surveillance
staging (PANC-5)
laparoscopy
if not
previously
performed Unresectable
Consider atsurgeryio —~ SeePANC-4
Biqpsy ERCP
* Biopsy, pogitive |with stent
EUS-FNA placement®
preferred!P ) See
Borglerline * Consider Disease Locally Advanced
resdctable | staging progression » [(PANC-6)
laparoscopy! - preclud1ng or o
* Baseline \Blnpe(_l surgery Metastatic Disease
ositive PANC-8
CA 19-97 ancer not Repeat P {PANC-8)

LAPAROSKOPIK EVRELEME ,METASTAZ iCiN YUKSEK RiSKLi HASTALARDA iSTENEBLIR. PRIMER TUMOR
YUKUNUN FAZLA OLMASI,LENF NODU METASTAZI OLANLARDA, CA19.9 DEGERi COK YUKSEK OLAN

HASTALARDA, KASEKSi VE SIDDETLi AGRI SEMPTOMU OLANLARDA ONERILEBILINiR. SITOLOJI + HASTALAR
M1 HASTALIK GiBi TEDAVi EDILMELIDIR




Lokal ileri Pankreas Kanserinde
Neoadjuvant FOLFIRINOX

Resection
Stage rate Path CR RO resection

Katz et al* 22 Borderline 68% 13% 93%
Blazer et al 43 Borderline/ 51% — 85.7%
locally advanced
Hackert et al 575 Locally advanced 61% 5.3% 41%
Kushman et al 51 Borderline/ 25% 2% 70%
locally advanced
Borderline
Petrelli et al 253 resectable/locally 43% — 85%
advanced
Suker et al 325 Locally advanced 25.9% — 74%

* Prospective study

Katz et al, JAMA Surg, 2016; Hackert et al, Ann Surg 2016;264:457-63; Blazer et al, JCO 32 suppl 3, #274; Kushman et al,

Pancreatology 15 (2015) 667e673, Pancreatology, 2015, 667-73; Suker M et al, Lancet Oncol 2016; 17: 801-10;
Petrelli Pancreas 2015;44: 515-21.

Courtesy of Philip A Philip, MD, PhD




BORDERLINE PANKREAS KANSERINDE TEDAVI YAKLASIMLARI
RADYOTERAPININ YERI

MDACC Neoadjuvant Experience in Clearly

Resectable Disease

Study

Regimen

Laparotomy

Resected

Evans et al

Gem/RT

73

64

Varadhachary
et al

Gem/cis/
RT

62

» 28%-43% were not resected (early progression?)

52

« About 12% who “looked resectable” undergoing laparotomy
after preop treatment were not resectable

Evans DB et al. J Clin Oncol 2008;26(21):3496-502.

Varadhachary GR et al. J Clin Oncol 2008;26(21):3487-95.




BORDERLINE PANKREAS KANSERINDE TEDAVi YAKLASIMLARI
RADYOTERAPININ YERI

Overall Survival After Neoadjuvant Therapy

Study All patients Resected Not resected

Evans et al (n = 86) 22.7 mo 34.0 mo 7.0 mo

Vel izlutla Al 17.4 mo 31.0 mo 10.5 mo
(n = 90)

Ko et al (n = 25) 13.5 mo

Evans DB et al. J Clin Oncol 2008;26(21):3496-502.
Varadhachary GR et al. J Clin Oncol 2008;26(21):3487-95.
Ko A et al. Int J Radiat Oncol Biol Phys 2007 ;68(3):809-16.




BORDERLINE PANKREAS KANSERINDE TEDAVI YAKLASIMLARI
RADYOTERAPININ YERI

PREOPANC-1: Phase lll Trial Design

Eligibili N = 248
= ty ( ) Explorative laparotomy —>
* Resectable or - standard adjuvant
borderline resectable chemotherapy

pancreatic cancer

WHO performance :
Chemoradiotherapy™ >
status 0-1 explorative laparotomy —>
standard adjuvant
chemotherapy

* Preoperative chemoradiotherapy consisted of 15 times of 2.4 Gray (Gy) combined with gemcitabine,
1,000 mg/m=2 on d1, 8 and 15, preceded and followed by a cycle of gemcitabine

* Primary endpoint: OS in ITT population

= Prior to randomization, patients were stratified by resectability and institution.

Van Tienhoven G et al. Proc ASCO 2018;Abstract LBA4002.




BORDERLINE PANKREAS KANSERINDE TEDAVI YAKLASIMLARI
RADYOTERAPININ YERI

PREOPANC-1: Survival in ITT population

1.0 -
0.8

0.6

Explorative laparotomy (n = 127)
- === Radiochemotherapy followed by explorative laparotomy (n = 119)
P-value stratified logrank test: 0.0742

0.4
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Median OS = 17.1 mo

Median OS = 13.7 mo

o}

T
18 24

30 36 42

Months since randomization

Survival

Radiochemotherapy
(n =119)

Explorative laparotomy
(n =127) HR p-value

Median DFS

9.9 mo

7.9 mo 0.71 0.023

Median DMFI

18.4 mo

10.6 mo 0.71 0.013

Median LRFI

Not reached

11.8 mo 0.55 0.002

DMFI = distant metastases-free interval; LRFI = locoregional recurrence-free interval; NR = not reached

Van Tienhoven G et al. Proc ASCO 2018;Abstract LBA4002.




BORDERLINE PANKREAS KANSERINDE TEDAVI YAKLASIMLARI
RADYOTERAPININ YERI

PREOPANC-1: Subset Analysis of OS in
Patients After RO/R1 Resection

Explorative laparotomy (n = 91)

- = = = Radiochemotherapy followed by explorative laparotomy (n = 72)
P-value stratified logrank test: 3e-04

p < 0.001

Median OS =42.1 mo
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Van Tienhoven G et al. Proc ASCO 2018;Abstract LBA4002.




BORDERLINE PANKREAS KANSERINDE TEDAVI YAKLASIMLARI

RADYOTERAPININ YERI

National . . . L
comprehensive NCCN Guidelines Version 1.2019 NCCNng;gihfngg r:?edneé
NCCN Il Pancreatic Adenocarcinoma Japegeonens

PRINCIPLES OF CHEMOTHERAPY

General Principles:
« Systemic therapy is used in all stages of pancreatic cancer. This includes neoadjuvant therapy (resectable or borderline resectable),
adjuvant therapy, and first-line or subsequent therapy for locally advanced, metastatic, and recurrent disease.

* Goals of systemic therapy should be discussed with patients prior to initiation of therapy, and enrollment in a clinical trial is strongly
encouraged.

* Close follow-up of patients undergoing chemotherapy is indicated.

* For regimens where RT or chemoradiation is included, see Principles of Radiation Therapy (PANC-G) for more details related to radiation
delivery, including recommended technique and dose.
* To optimize the care of older adults, see NCCN Guidelines for Older Adult Oncology.

Neoadjuvant Therapy (Resectable/Borderline Resectable Disease)

* There is limited evidence to recommend specific necadjuvant regimens off-study, and practices vary with regard to the use of chemotherapy
and radiation. Subsequent chemoradiation is sometimes included. When considering neoadjuvant therapy, consultation at a high-volume
center is preferred. If neoadjuvant therapy is recommended, treatment at or coordinated through a high-volume center is preferred, when
feasible. Participation in a clinical trial is encouraged.

Preterred Reglmens Other Recommended Regimens
+ FOLFIRINOX/modified FOLFIRINOX? * subsequent chemoradiation® * None

* Gemcitabine + albumin-bound paclitaxel * subsequent chemoradiation?

Only for known BRCA1/2 or PALB2 mutations:
» FOLFIRINOX/modified FOLFIRINOX? £ subsequent chemoradiation?
» Gemcitabine + cisplatin (22—-6 cycles) * subsequent chemoradiation®




09/2018 Tarihinde Tedavi Baslandi

J FOLFORINOX
J GCS-F ile primer febril notropeni profilaksisi yapildi
J Kemoterapi tedavisini iyi tolere etti

 Bulanti disinda belirgin yan etki goriilmedi

1 Doz azaltmaya ihtiyac olmadi




LOKALILERI PANKREAS KANSERINDE

TEADVI SECENEKLERI

Which neoadjuvant regimen would you likely recommend for an otherwise
healthy patient with pancreatic cancer that is deemed by the surgeon to be...

* Unresectable but may become resectable with tumor shrinkage?
* Resectable?

What is the likelihood that significant tumor shrinkage will occur in response to
neoadjuvant chemotherapy to improve the chances of achieving resectability?

NEOADJUVANT TX: NEOADJUVANT TX: LIKELIHOOD OF SIGNIFICANT
NEEDS TUMOR SHRINKAGE RESECTABLE SHRINKAGE WITH NEOQADJ TX

Locally adv: 10% - 30%
? TANIOS BEKAII-SAAB, MD Borderline resect:
50% - 80%

- JOHANNA C BENDELL, MD FOLFIRINOX 300/
- : (or mFOLFIRINOX) °
: AXEL GROTHEY, MD mMFOLFIRINOX MFOLFIRINOX 30%

]

DROD

HOWARD S HOCHSTER, MD MFOLFIRINOX 209
= FOLFIRINOX
' § HEINZ-JOSEPH LENZ, MD (or mFOLFIRINOX) 30%
M ccrrHoNEIL MD FOLFIRINOX FOLFIRINOX 10%
\ ' (or mFOLFIRINOX) (or mFOLFIRINOX)
FOLFIRINOX Locally adv: 5%
PHILIP A PHILIP, MD. PHD (or mFOLFIRINOX) Borderline resect: 50%

i,

D

mMFOLFIRINOX = modified FOLFIRINOX Research )
To Practice®



01/2019 /6 KUR FOLFORINOX
KT SONRASI

o Normal Onceki
FaamerEAd Sonue Sl Degerler  Sonuc Parametre Adi

Glukoz 95.8 mg/dl | 74 | 106 Grafik.
Ore 301 maldl | 17| 43 ik WBC 6.29 10e3/ul [ 37| 101
Kreatinin 0.77 mydl [0.7] 12 |  Grafik RBC 4.37 10e6/ul |4.06 5.58
eGFR 108.06  |mL/min1.7 Grafik HCB 121 gdl  [129] 159
CKD-EPI formilli kullanilarak hesaplanmistir. HCT 372 % 39 | 49
PLT 141 10e3/ul | 155 | 366
MCV 85.1 fL 611 9%
MCH 217 pg 2710|112
Total Protein TrEskibim:| o) Teq| 83 | Guafik ROV 134 % [115] 145
7.70 g/dL) - ! . 5
36.7 (Eski NEU# 491 163| 6.96

Albumin birim: 3.67 glL 35| 582 Grafik.
gldL) LY Mg 0.86 1.09 299
T R  RA E. 032 03[ 04
Total Bilirubin 0.81 mgdl | 0] 12| Gaik MONE 0.36 0.24] 0.79
Kalsiyum 9.6 mg/d. |8.6(106 | Grafik. - '

Sodyum 138.1 mmol/L [136| 145 Grafik.
% Potasyum 343 mmolll [35] 51 | Grafik LYM% 13.7 % |18.0) 483
EQ% 19 % 06| 73
MONQ% 57 % 44127
BASO% 06 % 0|17
MPV 12 fL 69| 16
0.17 % 0.01]9.99

e wi U 0 5 e APOW %62 [ R puup]




01/2019 /6 KUR FOLFORINOX
KT SONRASI

6 kiir FOLFORINOX ILE KISMi GERILEME MEVCUT. TUMOR KONSEYINDE SMA > 180
DERECE SARDIGI iCIN OPERASYONA UYGUN GORULMEDI




BiR SONRAKI TEDAVi SECENEGI

J SABRT+/-Capecitabine
] SABRT+/-Gemcitabine
(d FOLFORINOX 4-6 kur eklemek

(] mFOLFORINOX ile devam etmek

J Nab-paclitaxel+gemcitabine




LOKAL ILERI PANKREAS KANSERINDE
DEVAM EDEN CALISMALAR

Select Ongoing Neoadjuvant Trials for Pancreatic Adenocarcinoma

Trial identifier

Randomization

SWOG-S1505
(NCT02562716)

mFOLFIRINOX - surgery 2 mFOLFIRINOX
Nab/gem - surgery - nab/gem

NEPAFOX
(NCT02172976)

/11

FOLFIRINOX - surgery = FOLFIRINOX
Surgery = gem

ESPAC-5F
(ISRCTN89500674)

Surgery

Gem/cap > surgery
FOLFIRINOX = surgery
Cap + RT - surgery

Nab = nab paclitaxel; gem = gemcitabine; cap = capecitabine

www.clinicaltrials.gov. Accessed May 2018; http://www.isrctn.com/ISRCTN89500674




LOKAL ILERI PANKREAS KANSERINDE
DEVAM EDEN CALISMALAR

Select Ongoing Phase lll Trials in the Adjuvant and Locally Advanced
Settings of Pancreatic Adenocarcinoma

Trial identifier Setting Randomization

Nab paclitaxel + gemcitabine

APACT (NCT01964430) Adjuvant o
Gemcitabine

CSPAC-010 Second line, - Nab paclitaxel + gemcitabine
(NCT02506842) gemcitabine refractorv | .  Oxaliplatin/folinic acid/fluorouracil

PANCON*5 Cocall advanced | MPOLFIRINOX + SBR1
(NCT01926197) ocally acvance mFOLFIRINOX

CONKO-007 Locally advanced, |- Gemcitabine or FOLFIRINOX - chemoRT
(NCT01827553) unresectable - Gemcitabine or FOLFIRINOX

NEOPAN Locally advanced - FOLFIRINOX
I (NCTN2539537) ! -  Gemcitabine
- __________________________________________________________——

www.clinicaltrials.gov. Accessed May 2018.
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A021101: A Phase Il Study of mFOLFIRINOX —>
Capecitabine-Based Chemoradiation for
Borderline Resectable Pancreatic Cancer

Eligibility (n = 22)

- Adenocarcinoma of the pancreatic head or uncinate process
- Borderline resectable pancreatic cancer

Capecitabine . .
M M
Restaging

Katz MH et al. JAMA Surg 2016;151(8):37:e161137; www._clinicaltrials.gov. NCT01821612
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Neoadjuvant FOLFIRINOX versus Chemoradiation
for Borderline Resectable Pancreatic Cancer

: M
|—; FOLFIRINOX Surgery

FOLFIRINOX —{ R

Courtesy of Dr Margaret Tempero.
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Phase Il Trial of Neoadjuvant Chemotherapy for
Resectable Pancreatic Cancer

m

| Gemcitabine and

nab paclitaxel

Endpoints: pCR rate, R1 resection rate, DFS, OS

Courtesy of Dr Margaret Tempero.
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Phase IB: Cisplatin, Gem, Veliparib
RECIST: gBRCA(+) vs gBRCA(-)
" SHCA Postive * Germline BRCA(-):

S OS 11 months
(95% Cl: 1.5 - 12.1)

10
10 8
I I 11
LB N L
O ! - .
28 45 43 B
67
143

* Germline BRCA(+):
OS 23.3 months
(95% Cl: 3.8 - 30.2)

Best Target Response (%)
Go ~ @ & B w o =

* Predictive vs
Prognostic effect

Patient

d Memorial Sloan Kettering
p Cancer Center

O'Reilly, EM. Cancer 2018 (In press).
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Single-Agent PARPi Trials PDAC: Completed

| Olaparib | Veliparib
N 23 16 19

Germline (15)/

BRCA Type Germline Germline Somatic (4)
Lines of Therapy Mean =2 Mean = 2 1-2
Prior platinum 15/23 (65%) 13/16 (82%)
Response Rate 5/23 (22%) - 3/19 (15%)
. 4/16 (25%) 4/19 (21%)
Stable D 8/22 (359
able Hisease /22 (35%) 4,4,10,11 m 1 CR: 14 m+

Kaufmann, B. JClin Oncol 2014. Lowery, M. Eur J Cancer 2017. Domchek, S. J Clin Oncol 2016 (34):4110 [abstr].

d Memorial Sloan Kettering
p Cancer Center
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CanStem111P: Phase lll Trial Schema

Trial identifier: NCT02993731

Estimated enroliment: 1,132 Napabucasin ora"y, twice daily

+ nab paclitaxel 125 mg/m2 IV

Eligibility 3 out of 4 weeks

« Treatment-naive, + gemcitabine 1,000 mg/m? IV Disease progression
metastatic pancreatic 3 out of 4 weeks based on RECIST
adenocarcinoma or unacceptable

* No prior cytotoxic or toxicity

investigational therapy Nab paclitaxel 125 mg/m2 IV
for metastatic disease 3 out of 4 weeks

+ ECOG PS 0-1 + gemcitabine 1,000 mg/m? IV
3 out of 4 weeks

Primary endpoint: OS

Bekaii-Saab T et al. Proc ASCO 2017;Abstract TPS4148; Bekaii-Saab T et al. Proc ESMO World Congress
G/ 2017;Abstract LBA-002.
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Response to Pembrozilumab in Mismatch
Repair-Deficient Non-CRC GI Cancers

= 17 patients with non-CRC GI cancers (pancreatic cancer
n = 4) deficient in mismatch repair, treated with pembrozilumab
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Le D et al. Gastrointestinal Cancers Symposium 2016;Abstract 195.




