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Pankreatik kanser: Epidemiyoloji

* Ensik 12. kanser olmasina ragmen en sik 6lim nedenleri arasinda 4. sirada yer alir

e 2030’lu yillarda gelismis Glkelerde akciger kanserinden sonra 2. en sik 6lim sebebi
olacagi dngorultyor

* Risk faktorleri:
* Yas
* Sigara

Kronik pankreatit

Alkol kullanimi
Obezite
Diabet

Siegel R, et al. CA Cancer J Clin. 2015;65:5-29.



Evresine gore pankreas kanseri: (SEER Database)

Evre* Tani aninda% 5-Yillik sag
kalim%

Lokalize/ 9 26

rezektabl

Lokalize/ 28 10

Unrezektabl

Metastatik 53 2

*pbilinmeyen: 10%; 5-yillik sag kalim 4.4%

Siegel R, et al. CA Cancer J Clin. 2015;65:5-29.



Rezektabl hastalarda RO rezeksiyon sansi %70-80
ve 5 yillik sag kalim %24

. Cerrahi bagarisizlik (hastalik rekirrensi) sik géralir
AdJ uvan e Hastalarin %80’inde 12 ay icinde progresif

tedavi ve hastalik geligecektir

ted avinin Evrensel kabul edilmis standart bir yaklasim yoktur

Mad nt | gl * Tedavi standartlari bolgelere gore
degismektedir

Hem lokal hem uzak alanlarda hastalik
progresyonu siklikla ortaya cikar

* Adjuvan radyoterapinin roli hakkinda dnemli
tartismalar vardir



Op. pankreas kanserinde yapilmis adjuvan tedavi calismalari

ESPAC-4 (N = 730)!2] Gem/Cape vs. 28

Gem 26 .03
NORWEGIAN TRIAL (N:61) FAM vs. observation ﬁ .01
CONKO-001 (N= 368) Gem vs. 23

Obs 20 .01
ESPAC-3 (N = 1088) 5-FU vs. 23

Gem 24 .39

EORTC (N = 207) RT/5-FU vs.
Obs

RTOG (N = 451) RT/5-FU + 5-FU vs.
RT/5-FU + Gem 20

1. Boyle J, et al. J Gastrointest Oncol. 2015;6:436-444. 2. Neoptolemos JP, et al. ASCO 2016. Abstract LBA4006.




* 7 major randomize calisma yapildi
* Bu calismalara yaklasik 3500 hasta alindi

* Kemoradyoterapi—Kuzey Amerika’da
* EORTC—RTOG--GITSG—ESPAC 1

* Kemoterapi calismalari
e ESPAC 1—ESPAC- 3—ESPAC 4—CONKO-001-NORWEGIAN TRIAL



AdJ uvan * Bir cok kontrolli calisma ve metaanaliz tek
St ratej | | er: basina kemoterapi ile anlamli sag kalim yarari
' oldugunu ileri stirmektedir.

Kemoterapi
tek basina



Kemoterapi vs gozlem calismalari
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CONKO -001

Oettle H, JAMA. 2007:297(3):267.



Adjuvant treatment in resected Pancreatic Cancer
CONKO-001 Trial Design

RO or R1 resected
Pancreatic Ca

N=368

Stratified by:
*ROvR1

« T1/2v T3/4
* N+ v N-

Gemcitabine
1000mg/m? d1,8,15 q28d x6

Observation

Primary Endpoint:
* Disease free survival
Secondary Endpoints:

« Toxicity, Quality of life, Overall survival
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CONKO-001 Trial: R1

Disease-Free Survival in Disease-Free Survival in

100+ Patients With |R0 Resection 100- Patients With |R1 Resection
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No. at Risk No. at Risk
Gemcitabine 145 78 33 21 14 9 6 1 Gemcitabine 34 18 10 4 2 2 2 0
Observaton 148 49 23 9 6 6 2 0 Observation 27 3 ; o 0 0 0

Med surv 13.1 m Gem Med surv 15.8 m Gem

7.3 m Obs 5.5 m Obs

H Oettle et al JAMA 297:267-277, 2007



CONKO-001 UPDATE

@ Disease-free survival ﬂ Overall survival

100 100 -
‘|‘| Log-rank P<.001 | Log-rank P=.01
80 '.‘ 80 - :
o o
60 X 60+
™ "
> 2 I —
£ S \ L. Gemcitabine 22,8 ay
> 40 3 40 -
20+ 20-
0 I I | 1 | 0 I I | | |
0 2 4 6 8 10 0 2 4 6 8 10
Years Years
No. at risk No. at risk
Gemcitabine 179 52 32 26 20 12 Gemcitabine 179 87 47 31 24 14
Observation 175 26 12 11 8 6 Observation 175 70 22 14 9 7

JAMA. 2013;310(14):1473-1481.



 Kiratif rezeke edilen 61 hastada
. * 6 klir FAM tedavisi gozlem kolu ile karsilastirildi.
Norweglan e Sag kalim ---23 ay vs 11 ay
trial: * Ancak 3 yillik sag kalim --%30 vs %27
e 5yillik sag kallm %8 vs %4




ESPAC-1 : Adjuvant chemoradiotherapy and
chemotherapy In resectable pancreatic cancer: a
randomised controlled trial

ProfJP Neoptolemos, FRCS, JA Dunn, MSc, DD Stocken, MSc, J Aimond, PgCE, K Link, MD, H Beger, MD, C Bassi, MD, M Falconi, MD, P

Pederzoli, MD, C Dervenis, MD, L Fernandez-Cruz, MD, F Lacaine, MD, A Pap, MD, D Spooner, FRCP, DJ Kerr, FRCP, H Friess, MD, MW
Btichler, MD

The Lancet

Volume 358, Issue 9293, Pages 1576-1585 (November 2001)
DOI: 10.1016/S0140-6736(01)06651-X



Adjuvant treatment in resected Pancreatic Cancer
ESPAC-1

| Pancreatic or amnullarv adenoacarcinoma, R0 or R1 |

v 4
Observation Chemoradiation Chemotherapy h G Tt: ad
N=69 N=73 N=75 chemotnerapy
N=72
| | | |
.
Treatment comparison
v 2
Chemoradiotherapy Chemotherapy vs.
vs. no CRT no chemotherapy
(144 vs. 145) (142 vs. 147)
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ESPAC 1 calismasi sag kalim verileri

Havuzlanmis analiz

Hasta (N)
Median OS 19,7 ay 14 ay 0,005

2x2 analiz

Sayi
Median OS 20,1 15,5 ay 0,009
2 yillik OS %40 %30

5 yillik OS %21 %38



ESPAC 1
calismasi

Yorum: Kemoterapi alan ve almayan gruplar arasinda
anlamli sag kalim farki var. (19,7 ay vs 14 ay)

Ancak postop. kemoradyoterapi alan ve almayan
gruplar arasinda anlamli sag kalim farki yok (15,5 ay
vs 16.1 ay)

Kemoterapi alanlarda almayanlara gore 2 yillik
analizde sag kalim %40 vs %30 ve 5 yillik analizde
sag kalim %21 vs %8 daha iyi bulundu.

Kemoradyoterapi alan ve almayanlar arasinda 2 yillik
analizde sag kalim %29 vs %41 ve 5 yillik analizde sag
kalim %10 vs %20 anlamli fark bulunmadi. Hatta
kemoradyoterapi bir miktar detrimental bulundu.



Hekim ve hasta istedigi calisma kolunu secti

Hekimlere kemoradyoterapi veya kemoterapi
kolunu secme izni verildi.

ESPAC-1
calismasi ile
Ilgili elestiriler:

Kemoradyoterapi dozu 40-60 Gy arasinda hekim
tercihine birakildi.

Kemoradyoterapi grubuna radyoterapi sonrasi
adjuvan kemoterapi alan hastalar dahil edilmedi




ESPAC-3

JAMA. 2010:304(10):1073-1081.



ESPAC-3(v2) Trial Design

Patients with ductal adenocarcinoma undergoing ‘curative’resection
Target N=1030*

l

~ RANDOMISE |
5FU/FA GEMCITABINE
Target N=515 Target N=515
Actual=551 Actual N=537

N pd

3-monthly follow-up to death




Overall survival

Fluorouracil

+ folinic acid
------ Gemcitabine

Survival, %
Cn
T

Log-rank y° = 0.74; P=.39;
HR, 0.94 (95% Cl; 0.81-1.08)

I 1

0 12 24 36 48 60

Time From Resection, mo

No. at risk
Fluorouracil 551 413 249 109 36 15

+ folinic acid
Gemcitabine 537 415 251 103 42 13

Progression-free survival

Log-rank x° = 0.40; P =,53;

75
HR, 0.96 (95% CI; 0.84-1.10)

50 1

Survival, %

25

Time From Resection, mo
551 296 160 64 23 11

037 319 162 68 22 11

JAMA. 2010:304(10):1073-1081.



ESPAC-3:

1088 hasta , RO-R1 rezeksiyon sonrasi
MAYO vs gemsitabine

Sag kalim --- 23 ay vs 23,6 ay (sadece 20 glnlik
fark)

Ancak grade 3-4 toksisite MAYO ile daha fazla
Yorum:

Tedaviyi 6 aya tamamlayan hastalarin sag kalimlari
tamamlamayanlardan daha iyi (28 ay vs 15 ay)

Tedaviye cerrahiden sonraki 8-12 hafta icinde erken-
gec baslamada hic fark yok

Hasta tedaviyi 6 aya tamamlamali



ESPAC-4



ESPAC-4: opere pankreas kanserinde adjuvan
GEMCAP vs GEM

RO R1 rezeksiyon
yapilan pankreatik duktal
adenokarsinom,
WHO PS <2, (N=730)

N\

—> Her 3 ayda bir takip

* Primer sonlanim noktasi: OS

* Sekonder sonlanim noktasi: toksisite, RFS, 2-ve 5-yillik
sag kalim ve yasam kalitesi

Neoptolemos JP, et al. ASCO 2016. Abstract LBA4006.



ESPAC-4: Sag kalim

100 -

90 | Gemcitabine I\/Ied?an S(t): 25.5 ay
20 - Gemcitabine-Capecitabine Median S(t): 28.0 ay
701 HR: 0.82 (95% CI: 0.68-0.98)
s 601 x2 (1): 4.61; P = .032
\U-)/ 50 e | by, W
O 40-
30 -
20 1
10 -
0 . . . . . .
0) 10 20 30 40 50 60
Pts at Risk, n Mos From Randomization
GEM 366 302 207 109 61 27 9
GEMCAP 364 328 219 139 83 50 19

Neoptolemos JP, et al. ASCO 2016. Abstract LBA4006.



Tedavi
secimi—
kemoterapi
vermenir
kanitlar

Avrupa ulkeleri CONKO-001, ESPAC-1 ve EORTC
calismalarini referans alarak tek basina
kemoterapinin verilmesini savunmaktadir.

CONKO-001 calismasinda kemoterapinin sirvi
katkisi var

EORTC calismasinda kemoradyoterapinin
survival katkisi gosterilemedi

ESPAC 1’'de survival Gizerine kemoradyoterapinin
zararl etkileri gosterildi



Kemoradyoterapiyi savunan Amerikan
yaklasiminin savunmalari:

1. Rezeksiyon sonrasi yiksek oranda lokal

Tedavi secimi— basarisizlik riski
|<emoradyotera p]??? 2. Yuksek oranda pozitif retroperitoneal sinir

3. GITSG calismasinda kemoradyoterapinin sag
kalim yararinin gésterilmesi

4. ESPAC-1 calismasinin ciddi dizayn hatasi



GITSG trial(1L985)

First prospective RCT in Ca Pancreas

=_rrmes MViedian Survival

Sx — Obs (Nn=22) 10 months

Sx = CRT(n=21) 231 months (p=0.03)
(SFU based Split course RT)

-Opere hastalarda gozlem vs RT+bolus fluorourasil sonrasi
idame FU

-Sadece 43 hasta alinabildi.

-Sag kallm 10 ay vs 21 ay

-2 yillik sag kallm %10 vs %20



RTOG-9704 calismasi:

RANDOMIZATION

5-fluorouracil Gemcitabine
280 mofmEfday 1,000 mofme wee kly
for 3 weeks for 3 weeks

Radiotherapy (20.4 Gy)
plus
S-fluorouracil (250 mg/m=/day)

5-fluorouracil Gemcitabine
280 mofmEfday 1,000 mofm< wee kly
for 12 weeks for 12 weeks




All Patients

Log-rank P=.34

40
30
20-
104
D ] I ¥ T i
0 i 2 3 d 5
Years From Randomization
No. at Risk
Chemoradiation + gemcitabine 221 152 a7 b8 35 21
Chemoradiation + fluorouracl 230 160 80 49 36 16

Patients With Pancreatic Head Tumors

= (hemoradiation + gemcitabine
====== Chemoradiation + fluorouraci

Logrrank P= 09

-------

0 1 2 3 i i

Years From Randomization

187 134 Il 49 30 18
20 139 68 40 28 12

JAMA. 2008;299(9):1019-1026.

20,5 ay
17,1 ay



RTOG 9704 UPDATE

Annals of Surgical Oncology
May2011, Volume:18 (5)
pp 1319-1326
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https://link.springer.com/journal/10434

EORTC CALISMASI

Ann Surg . 1999 Dec; 230(6): 776.



Tum hastalarda sag kalim

100
S0
80
70
60
50

40
30

20
10 Logrank P = 0.208

1 T T T T 1 T — (years)
O 1 2 3 4 5 6 T 8

O N Number of patients at risk :

Observ

(6)
N

72 103 67 37 27 17 8
63 104 74 42 27 16 11 7 3 Ritx5FU



100

90 4 1'-
80 5, Pankreas basi kanserlerinde sag kalim
1
70 - -
60 - 1".
50 - oA
45 .
3D 1 —
20 - S :
10 - Logrank P = 0.099 l :
1
T T 1 T T —  (Years)
0 1 . 3 4 5 6 7 8
O N Number of patients at risk :
45 54 29 11 7 5 1 1 1 Observ
41 60 39 17 g 6 3 1 0 Rtx5FU

Figure 2. Duration of survival in eligible patients with pancreatic head cancer.



Table 4. SURVIVAL DATA BY TUMOR
AND TREATMENT ARM

Observation Treatment
Eligible Patients 103 104
Number of deaths L2 63
Median duration of survival 19.0 24.5
Lo o~ =\
oSy
Survival estimates (85% Cl)

2 years (%) 41 (31-51) 51 (41-61)

5 years (%) 22 (12-32) 28 (17-39)
Relative risk (5% Cl) 1.0t 0.8 (0.6—1.1)
Log-rank p value 0.208
Pancreatic Head Cancer 54 60
Number of deaths 45 41
|T\/ledian duration of survival 12.6 |

(roae)
AW AS
Survival estimates (85% Cl)

2 years (%) 23 (11-35) 37 (24-50)

5 years (%) 10 (0—20) 20 (5-35)
Relative risk (85% Cil) 1.0t 0.7 (0.5-1.1)
Log-rank p value 0.099
Periampullary Cancer 49 44
Number of deaths 26 22

edian duration of survival 40.1 39.5

(Mmo<s)
Survival estimates (85% Cl)

2 years (%) 64 (50-78) 70 (56—84)

5 years (%) 36 (20-52) 38 (21-55)
Relative risk (85% Cil) 1.071 0.91 (0.5-1.6)

Log-rank p value

* Tumor location was not confirmed for 1 patient.

T Reference category.

Q. 737




Kilavuzlar ne dneriyor?

* NCCN; fluorourasil bazli kemoradyoterapi sonrasi sistemik
gemsitabine tedavisi veya tek basina kemoterapiyi 6nermektedir.

* ASCO: pozitif sinir ve lenf nodu pozitif hastalarda 6 ay kemoterapiye
kemoradyoterapinin eklenmesini oneriyor.

 ESMO kilavuzlari kemoterapiyi tavsiye etmekte, kemoradyoterapiyi
sadece randomize kontrolli calismalarda 6nermektedir.



Daha yogun kombinasyon tedavileri:

Inflizyonel FU/FA

Folfirinox

Gemsitabine+nab paclitaxel

Bu kombinasyonlar ile ilgili hentz yayinlanmis adjuvan ¢alisma yok

Devam eden calismalar:

APACT-- gemsitabine vs gemsitabine+nab paclitaxel
PRODIGE- gemsitabine vs folfirinox



Gemesitabine vs fluoroprimidinler:

* Bu giine kadar yapilan calismalarda gemsitabine karsi MAYO rejimi
kullaniimistir.

* Ancak haftalik yada inflizyonel fluorourasil tedavileri ile
karsilastiriilmali calismalari yok.

* Hastaya kemoradyoterapi planlaniyorsa radyoduyarlilastirici olarak 6n
planda fluorourasil tercih edilmelidir.

e Kapesitabine guvenle fluorourasil yerine radyoduyarlilastirici olarak
kullanilabilir.



Metaanaliz:

* 6 farkli adjuvan strateji arastirild

* Gozlem
Fluorourasil tek basina
Gemsitabine tek basina
Kemoradyoterapi tek basina
Kemoradyoterapi---fluorourasil kemoterapisi
Kemoradyoterapi—gemsitabine kemoterapisi

* Kemoradyoterapi icin anlamli sag kalim yarari gosterilemedi
* KRT+KT (FU/gemsitabine) vs kemoterapi arasinda anlamli fark yok.

Lia wc. Lancet Oncol 2013:14(11):1095



Adjuvan kemoterapi calismalari

Survival by adjuvant chemotherapy

Events/patients CT events Hazard ratio and CI Reduction
CT No CT (O-E) Var. CT:noCT (% and s.d.)
Norway 19/23 18/24 -21 8.9 = 20% s.d.30
(82.6%) (75.0%)
ESPAC1-2x2 112/147 125/142 —19.9 57.8 . 29% s.d. 11
(76.2%) ( 88.0%) :
ESPAC1-plus 66/97 76/95 —-21.5 32.5 i 46% s.d.13
( 68.0%) ( 80.0%) :
- Subtotal: 197/267 219/261 —43.4 99.2 <> 35% s.d. 8
(73.8%) (83.9%) (2P=0.00001)
Heterogeneity between three groups X g = 2.5; P=0.29
Japan 72/81 62/77 56 33.3 . -18% s.d.19
( 88.9%) (80.5%)
- Subtotal: 269/348 281/338 —37.8 132.6 <> 25% s.d. 8
(77.3%) (83.1%) : (2P=0.001)
Heterogeneity between four groups X §=1 1.7; P=0.009
—m— 95% or <I> 95% confidence intervals L N
0.0 0.5 1.0 1.5 2.0

CT better

No CT better



Adjuvan kemoradyoterapi calismalari

TABLE |

Adjuvant chemoradiation studies in patients with resectable pancreatic cancer

Author (year] (reference) Mo of patients Randomization Treatment Median survival (months)
GITSG [1985) 21 Yes S + 40 Gy split + SFU b 20*
[4] 22 5 11
ECQRTC {1997) &0 Yies 5 + 40 Gy split + S5FU 2x5 171
[5] 54 days 12.4
ESPAC-1 (2001) &9 5 ]
(%] 74 2x2 S + 5FU/FA 17.8
70 foctorial 5 + 40 Gy split + 5FU b l 158
72 S + both -
175 pooled chemoradiotherapy 15.5
178 randomization no chemoradiatherapy 16.1
238 pooled chemotherapy 19.7%
i rancomizotinn Lic cl‘.am‘l'l'lernln':.r 14
Yeo (1997) 120 no a + 40-55 Gy + SFU 19.5*
[3] 33 a 13.5
Miehba (2001 52 no 3+ 450Gy + SFlc 2
(7]

*p significant; 5: surgery; 5FU b: bolus 500 mg, 5FU c: continuous infusion 200-250 mg/m¥/day (d]




Sonuc:

* TINO hastalar dahil tim hastalara mevcut kilavuzlar
(NCCN,ESMO,ASCO vb) adjuvan kemoterapi 6nermektedir.

* Tedavinin zamanlamasi ve suresi ile ilgili tam bir fikir birligi yoktur.

e Sadece ASCO kilavuzu tedavinin siresini 6 ay ve cerrahiden sonraki 8
hafta icinde olmasi konusunda tavsiyede bulunmaktadir.

e Tedavinin gecikmesinin veya daha uzun stre tedavi vermenin
etkinligini gosteren randomize kontrollU bir calisma yoktur.

* Modern adjuvan tedavi calismalari hastalarin postop. donemdeki 12.
haftaya kadar calismaya katilmaya musaade etmektedir.



Sonuclar- devam:

* TUm hastalar multidisipliner ortamda tartisiimalidir
* Herhangi bir klinik calisma varsa hastalar calisma icin yonlendirilmeli

* Klinik calisma yoksa ve hastanin ECOG PS iyi ise hastaya tek ajan
gemsitabinden ziyade gemsitabine+kapesitabine kombinasyonu
(ESPAC-4) 6nerilmelidir.

* Ancak hastanin ECOG PS iyi degilse hastaya yine tek ajan gemsitabine
veya uygunsa S-1 tedavisi de onerilebilir.



