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Pankreas Kanseri 



Pankreaskarzinom – weiterhin schlechte 

Prognose in der metastasierten Situation 

NIH, National Cancer Institute, SEER 18 2008-2014  

Pancreatic Cancer: Prognosis 
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1. Burris. JCO. 1997;15:2403. 2. Louvet. JCO. 2005;23:3509. 3. Moore. JCO. 2007;25:1960. 4. Cunningham. JCO. 2009;27:5513. 
5. Conroy. NEJM. 2011;364:1817. 6. Von Hoff. NEJM. 2013;369:1691. 7. Ramanathan. ASCO 2013. Abstr 233. 8. Portal. Br J 
Cancer. 2015;113:989. 
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Pankreas Kanserinde  
Adjuvan Tedavi 



Earlier Randomized Postoperative Adjuvant Therapy Trials 
in Pancreatic Cancer 

Ahn. Cancer Treat Rev. 2016;42:10. 

Study Tx 
R1, 
% 

LN+, 
% 

Locoregional 
Recurrence, % 

Median  
OS, Mos 

P  
Value 

Median 
DFS, 
Mos 

P 
Value 

Grade 
3/4  

AE, % 

ESPAC-1 (N = 289) 
5-FU 
CRT 

19 
19 

53 
50 

35 
-- 

20.1 
15.9 

.009 
15.2 
10.7 

.04 
4 
6 

ESPAC-3 (N = 1149) 
5-FU 
Gem 

14 
15 

62 
60 

NR 
NR 

23.0 
23.6 

.39 
14.1 
14.3 

.53 
14 
7.5 

RTOG 9704 (N = 451) 
5-FU/CRT 
Gem/CRT 

33 
35 

65 
68 

30 
31 

16.9 
18.8 

.15 
11.1 
11.2 

NR 
62 
79 

CONKO-001 (N = 354) 
Gem 
Obs 

19 
15 

71 
73 

34 
41 

22.8 
20.2 

.01 
13.4 
6.7 

< .001 
5 
1 

JSAP-02 (N = 378) 
Gem 
Obs 

19 
8 

67 
70 

23 
32 

22.3 
18.4 

< .001 
11.4 
5.0 

.01 
26 
NR 

GITSG (N = 43) 
CRT 
Obs 

19 
24 

29 
27 

15 
15 

20.0 
11.0 

.03 
11.0 
9.0 

.01 
7 

NR 

CONKO-005 (N = 436) 
Gem 

Gem/erlotinib 
0 
0 

66 
64 

NR 
NR 

26.5 
24.6 

.406 
11.6 
11.6 

.291 
45.4 
63.0 



Adjuvan Tedavi  
 

 

• ESPAC-4 

 

• PRODİGE-24 





PRODIGE 24/CCTG PA.6: Adjuvant mFOLFIRINOX vs 
Gemcitabine in Resected Pancreatic Cancer 

 Multicenter, randomized phase III trial  

Patients 18-79 years of age with 
histologically confirmed R0 or R1 

resected pancreatic ductal 
adenocarcinoma; CA19-9 level  

< 180 U/mL ≤ 12 wks post surgery; 
ECOG PS 0/1; no prior 

chemotherapy or RT (N = 493) 

mFOLFIRINOX*  
Q2W x 12 cycles 

(n = 247†) 

Gemcitabine 1000 mg/m2  
Day 1, 8, 15 of 28-day cycle x 6 cycles 

(n = 246‡) 

Conroy. NEJM. 2018;379:2395. 

*On Day 1 of each cycle, oxaliplatin 85 mg/m2, leucovorin 400 mg/m2, and irinotecan 180 mg/m2 (reduced to 150 mg/m2 due to  
20% grade 3/4 diarrhea rate in first 30 patients); continuous fluorouracil IV 2.4 g/m2 over 46 hrs. †n = 238 treated. ‡n = 243 treated. 

 Primary endpoint: DFS  

 Secondary endpoints: toxicity, OS, cancer-specific survival, metastasis-free survival  

CT scans  
every 3 mos 



PRODIGE 24/CCTG PA.6: Survival Outcomes 

Conroy. NEJM. 2018;379:2395. 

mFOLFIRINOX 
Gemcitabine 

HR: 0.58 (95% CI: 0.46-0.73; P < .001) 

Median DFS, Mos 

21.6 
12.8 
 

mFOLFIRINOX 
Gemcitabine 

HR: 0.64 (95% CI: 0.48-0.86; P = .003) 

Median OS, Mos 

54.4 
35.0 
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Survival Outcome 
mFOLFIRINOX 

(n = 247) 
Gemcitabine 

(n = 246) 

3-yr DFS, % (95% CI) 39.7 (32.8-46.6) 21.4 (15.8-27.5) 

Survival Outcome 
mFOLFIRINOX 

(n = 247) 
Gemcitabine 

(n = 246) 

3-yr OS, % 63.4 (55.7-70.1) 48.6 (40.9-55.8) 



PRODIGE 24/CCTG PA.6: Safety 

AE, % 

mFOLFIRINOX 
(n = 238) 

Gemcitabine 
(n = 243) 

Any 
Grade 

Grade 
3/4 

Any 
Grade 

Grade 
3/4 

Diarrhea 84.4 18.6* 49 3.7 

Fatigue 84 11 77.6 4.6 

PN 61.2 9.3 8.7 -- 

Vomiting 46 5 29 1.2 

Mucositis 33.8 2.5 14.9 0 

Alopecia 27 -- 19.5 -- 

Hand–foot 
syndrome 

5 0.4 0.8 -- 

AE, % 

mFOLFIRINOX 
(n = 238) 

Gemcitabine 
(n = 243) 

Any 
Grade 

Grade 
3/4 

Any 
Grade 

Grade 
3/4 

Headache 8.4 -- 19.4 -- 

Fever 16.5 0.4 32.4 0.4 

Flu-like symptoms 1.3 -- 5.0 0.4 

ALT increase 64 4.2 73.5 5.0 

AST increase 67 3.8 69 3.3 

*Cycle 1: 8.6%; cycle 2: 6.3%; cycles 3-5: 3%; cycles 6-12: 1%. 

Grade 3/4 hematologic AEs > 5%, mFOLFIRINOX/ 
gemcitabine: G-CSF use, 59.9%/3.7%; neutropenia, 
28.4%/26.0% 

Conroy. NEJM. 2018;379:2395. Slide credit: clinicaloptions.com 

http://www.clinicaloptions.com/


Pankreas Kanserinde  
Neoadjuvan Tedavi 



Neoadjuvan Tedavi 
  

 

• PREOPANC-1 

 

• Prep-02/JSAP-05 



PREOPANC-1: Neoadjuvant Chemoradiotherapy vs Immediate 
Surgery for Resectable Pancreatic Cancer 

• International, randomized, controlled phase III trial 

 

 

 

 

 

 

• Primary endpoint: OS (ITT) 

• Secondary endpoints: R0 resection rate, DFS, distant metastases–free interval, 
locoregional recurrence-free interval, perioperative complications 

van Tienhoven. ASCO 2018. Abstr LBA4002. Slide credit: clinicaloptions.com 

Adult patients with 
WHO PS 0/1 and 

resectable* or 
borderline resectable† 

pancreatic cancer 
(N = 246) 

Gem‡ 

Surgery 
(n = 127) 

*No contact with superior mesenteric, celiac trunk, or common hepatic arteries and ≤ 90° contact with superior mesenteric portal vein. 
†≥ 1 of the following required: ≤ 90° contact with superior mesenteric, celiac trunk, or common hepatic arteries or 90° to 270° contact with superior 
mesenteric portal vein and no occlusion. 

Gem x 6 

Gem-RT Gem‡ 
Surgery 

(n = 119) 
Gem x 4 

Gem: 1000 mg/m2 on Days 1, 8, 15, then 1-wk rest 
‡Gem: 1000 mg/m2 on Days 1, 8, then 1-wk rest 
RT: 36 Gy in 15 fractions of 2.4 Gy 

All patients 
followed for 

12 mos 

http://www.clinicaloptions.com/


PREOPANC-1: Efficacy 

van Tienhoven. ASCO 2018. Abstr LBA4002. 

Outcome 
Preoperative 

Radiochemotherapy  
(n = 119) 

Immediate 
Surgery  

(n = 127) 
HR 

Median OS, mos (ITT population)* 17.1 13.7 0.74 .074 

 Subset with R0/R1 resection† 42.1 16.8 NR < .001 

Resection rate, n (%) 72 (60) 91 (72) -- .065 

R0 resection rate, n/N (%) 45/72 (63) 28/91 (31) -- < .001 

Median DFS, mos 9.9 7.9 0.71 .023 

Median distant metastases–free interval, mos 18.4 10.6 0.71 .013 

Median locoregional recurrence-free interval, 
mos 

Not reached 11.8 0.55 .002 

Serious AEs, n (%) 55 (46) 49 (39) -- .28 
*Preliminary analysis; only 149/176 events. †Preoperative radiochemotherapy, n = 72; immediate surgery, n = 91.  

: clinicaloptions.com 

http://www.clinicaloptions.com/


Prep-02/JSAP-05: Neoadjuvant Chemotherapy vs  
Immediate Surgery 

 Randomized phase II/III trial 

Unno. ASCO GI 2019. Abstr 189. Slide credit: clinicaloptions.com 

Resectable  
pancreatic  

cancer 
(N = 364) 

Gem + S-1 
x 2 cycles* 

Surgery 
S-1 

x 6 months 

Surgery 
S-1 

x 6 months 

*Gemcitabine: 1 g/m2 on Days 1, 8; oral S-1: 40 mg/m2 BID on Days 1-14.  
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Neoadjuvant CT 
Immediate surgery  

HR: 0.72 (P = .015) 

Median OS, Mos 

36.7 
26.7 
 

2-year OS: neoadjuvant CT, 63.7%;  
immediate surgery, 52.5% 

http://www.clinicaloptions.com/


Metastatik Pankreas Kanserinde  
Güncel Durum 



Metastatik Hastalıkta Tedavi 
 1. basamak tedavi çalışmaları 

• MPACT  

• ACCORD 11 

2. basamak tedavi çalışmaları 

• NAPOLI-1  

Devam tedavisi 

• POLO  

 





ACCORD 11 Faz 3 Çalışma; 







ASCO Now Recommends Genetic Testing For All Patients 
With Pancreatic Cancer 

Slide credit: clinicaloptions.com Stoffel. JCO. 2019;37:153.  

aGenes included in multigene panel: APC, ATM, BRCA1/2, CDKN2A, Lynch syndrome genes (MLH1/2, MSH6, PMS2, EPCAM), PALB2, STK11, TP53. 

 

“All patients diagnosed with pancreatic adenocarcinoma should 
undergo assessment of risk for hereditary syndromes known to be 
associated with an increased risk for pancreatic 
adenocarcinoma….Germline genetic testing may be discussed with 
individuals diagnosed with pancreatic cancer, even if family history is 
unremarkable.” 

“Germline genetic testing should 
be performed using a multigene 
panela.” 

ASCO Updates Published  
November 20, 2018 
 
 
 

http://www.clinicaloptions.com/


PRIME therapies for patients with advanced-stage   pancreatic ductal adenocarcinoma 

Nature Reviews Clinical Oncology volume 17, (2020 





Genetik testler neden önemli? 
• Yeni tanı alan Pankreas kanserli tüm 

hastalarda  genetik testlerin yapılması 
önerilmektedir. 

• Pankreas kanserlerinde DDR gen mutasyon 
oranı %17-25 oranında saptanmaktadır. 

• Pankreas kanserinde, BRCA1/2 mutasyonu  
5% to 7% oranında  saptanmaktadır. 

• Saptanan genetik değişikliklere göre  uygun  
tedaviler ile yaşam süresi uzayabiliyor. 

 

Slide credit: clinicaloptions.com Conroy. NEJM. 2011;364:1817. Von Hoff. NEJM. 2013;369:1691. Ramanathan. ASCO 2013. Abstr 233. 
Portal. Br J Cancer. 2015;113:989. Pishvaian. Lancet Oncol. 2020;21:508. 

Months 
 

http://www.clinicaloptions.com/








Pankreas Kanseri 2020…… 

 Erken evre hastalıkta; 

‒ Adjuvan tedavide FOLFIRINOX  etkinliği ve  Faz III çalışma verileri ile gösterilmiş 
ve klavuzlarda önerilmektedir. ECOG PS iyi olan hastalarda ilk planda 
düşünülmelidir. 

‒ Neoadjuvan tedavilerin kullanımı giderek artmaktadır. R0 rezeksiyon yapılmasını 
sağlayarak yaşam süresi üzerine anlamlı katkı sağladığı belirtilmektedir. 

 Metastatik hastalıkta; 

‒ FOLFIRINOX ve gemcitabine/nab-paclitaxel ile tek ajan Gemsitabine göre yaşam 
süresinde anlamlı bir uzama gösterilmiştir, 

‒ 2. sıra tedavide  nanoliposomal irinotecan ve 5-FU/LV etkinliği gösterilmiştir. 

‒ Genetik testlerin özellikle BRCA1ve 2 başta olmak üzere bakılmalıdır.  







Hepatosellüler Kanserler 



Early 2017: BCLC Staging and Treatment Strategy for HCC 
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Very early stage (0) 
Single ≤ 2 cm 

Child-Pugh A, PS 0 

Potential candidate 
for liver transplantation 

No Yes 

5-year survival: 60% to 80% 

Resection Transplant Ablation TACE Sorafenib BSC Ablation 

Early stage (A) 
Single, or 3 nodules ≤ 3 cm 

Child-Pugh A-B, PS 0 

Single 3 nodules 
≤ 3 cm 

Portal 
pressure 
bilirubin 

Normal Increased Associated 
diseases 

No Yes 

Intermediate stage (B) 
Multinodular 

Child-Pugh A-B, PS 0 

Terminal stage (D) 
Child-Pugh C, 

PS 3/4 

Advanced stage (C)  
Portal invasion  

Extrahepatic spread 
Child-Pugh A-B, PS 1/2 

Slide credit: clinicaloptions.com Bruix. Gastroenterology. 2016;150:835. Llovet. NEJM. 2008;359:378. 

3-yr survival: 10% to 40% 
Survival < 3 

mos 

http://www.clinicaloptions.com/


HCC ve Hedef Tedaviler 

 

• Sharp 

• Asia- Pacific 

• Reflect  Çalışmaları 

 

Birinci Basamak Tedavi Çalışmaları; 



 Sorafenib; 

 Sorafenib consistently increased OS in different patient populations across geographic 
regions, etiologies 

Llovet. NEJM. 2008;359:378. Cheng. Lancet Oncol. 2009;10:25. 
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HR: 0.68 (95% CI: 0.50-0.93; P = .014) 
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REFLECT: Frontline Lenvatinib vs Sorafenib in Unresectable HCC 

 Randomized, open-label, noninferiority phase III trial 

 
 
 
 
 

 

 Primary endpoint: OS 

 Secondary endpoints: PFS, TTP, ORR, PK, QoL 

 

Kudo. Lancet. 2018;391:1163. Lenvatinib PI. 

Adult patients with 
unresectable HCC, no 

prior systemic therapy, 
Child-Pugh A, BCLC stage 

B or C, ECOG PS 0/1† 
(N = 954) 

Lenvatinib QD* 
(n = 478) 

Sorafenib 400 mg BID 
(n = 476) 

*Lenvatinib; Body weight < 60 kg, 8 mg; body weight ≥ 60 
kg, 12 mg. 

†Exclusion criteria included 50% or higher liver occupation, 
obvious invasion of bile duct, or invasion at main portal vein.  



REFLECT: Survival 

*P < .00001 vs sorafenib. 

PFS 

Kudo. Lancet. 2018;391:1163. 
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Median, Mos (95% CI) 

Lenvatinib 7.4 (6.9-8.8) 
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HR: 0.66 (95% CI: 0.57-0.77; 
P < .0001) 
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Lenvatinib 13.6 (12.1-14.9) 
Sorafenib 12.3 (10.4-13.9) 

HR: 0.92 (95% CI: 0.79-1.06) 

OS 





HCC’de 2. Basamak Hedef Tedavi Çalışmaları 

• RESORCE Trial 

 

• CELESTIAL Trial 

 

• REACH -2 Trial 



















HCC’de İmmunoterapi 
  

• CHECKMATE 459 Trial 

 

• Imbrave 150 Trial 

 

• KEYNOTE 524 Trial 

 

• CHECKMATE 040 Trial 

 

 

 





CheckMate 459: OS and PFS 

 Predefined threshold of statistical significance for OS with nivolumab not met, although 
nivolumab demonstrated clinical benefit 

 ORR: nivolumab, 15%; sorafenib, 7% 

12-mo rate 
60%  
55%  

24-mo rate 
37%  
33%  
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Yau. ESMO 2019. Abstr LBA38_PR.  

Median OS, Mos (95% CI) 
Nivolumab 
Sorafenib 

16.4 (13.9-18.4) 
14.7 (11.9-17.2) 
 HR: 0.85 (95% CI: 0.72-1.02;  

P = .0752) 

Median PFS, Mos (95% CI) 
Nivolumab 
Sorafenib 

3.7 (3.1-3.9) 
3.8 (3.7-4.5) 
 HR: 0.93 (95% CI: 0.79-1.10) 



















Llovet. Hepatology. 2020;[Epub]. 

 



Treatment Strategy in the Management of HCC 2020  

Slide credit: clinicaloptions.com Llovet. Hepatology. 2020;[Epub]. 

Very early stage (0) 
Single nodule ≤ 2 cm 
Child-Pugh A, ECOG 0 

Solitary 

Early stage (A) 
Single or ≤ nodules ≤ 3 cm 

Child-Pugh A-B, ECOG 0 

Intermediate stage (B) 
Multinodular 

Child-Pugh A-B, ECOG 0 

Terminal stage (D) 
Child-Pugh C, 

ECOG > 2 

Advanced stage (C)  
Portal invasion, N1, M1 

Child-Pugh A-B, ECOG 1-2 

2-3 nodules ≤ 3 cm 

Optimal surgical 
candidate 

Yes No 

Transplant 
candidate 

Yes 

No 

Ablation Resection 
Transplantation 

(DDLT/LDLT) Ablation 

Median OS: 10 yrs transplantation;  
> 6 yrs for resection/ablation 

Chemoembolization 

Median OS  
> 21-30 mos 

First-line systemic therapy 
Atezolizumab + 

bevacizumab 
Second-line systemic 

therapy 
Sorafenib, lenvatinib 

Third-line systemic therapy 
Regorafenib, cabozantinib,  

ramucirumab 
(US: nivolumab and 

pembrolizumab) 

First line: Median OS NR 
Second line: 13-15 mos 

Third line: 8-12 mos 

Best supportive care 

Median OS > 3 mos 

http://www.clinicaloptions.com/


HCC  2020….. 
Son 10 yılda beş pozitif çalışma ile HCC tedavisinde yeni gelişmeler olmuştur; 

 

• Atezolizumab+ Bevacizumab ilk sıra tedavide sorafenibe göre üstün  (HR:0.58) 

• Lenvatinib; ilk sıra tedavide sorafenib ile karşılaştırmasında noninferior  (HR; 0,92) 

• Regorafenib; sorafenib sonrası 2. sırada plesobaya göre üstün (HR; 0,63) 

• Cabozantinib; sorafenib sonrası 2. sırada plesobaya göre üstün (HR; 0,70) 

• Ramucirumab; sorafenib sonrası 2. sırada AFP yüksek hastalarda plesobaya göre üstün 
(HR; 0,71) 

• Tek ajan immun checkpoint inhibitörleri ile yapılan  çalışmalarda  yüksek kanıt düzeylerine 
ulaşılmamakla birlikte, kombinasyon tedavileri devam etmektedir. 
 

 



Safra  Yolları Kanserleri 





Safta yolları kanserlerinde adjuvan tedavi çalışmaları: 

Cancers 2020, 12, 1237; doi:10.3390/cancers12051237 



Metastatik hastalıkta 1. sıra tedaviler 



Safra Yolu Kanserlerinde 2. sıra tedaviler 



 
 

SKY Kanserleri 2020 

• Safra kesesi ve yolları kanserlerinde, son 10 yılda çok az pozitif sonuçları olan 
çalışma yayınlanmıştır. Günümüzde , ilk planda adjuvan tedavide Kapesitabinin 
etkinliği ön plandadır ve  önerilmektedir. 

• Metastatik hastalıkta , 1. sıra tedavide  Gemcitabine-Cisplatin rejimi etkinliği 
gösterilmiştir. 

• 2. sıra tedavide , mFOLFOX6 ile  ilk pozitif verileriler elde edilmiş ve günümüzde 
kullnılmaktadır. 

• Hedef tedavi ajanları, spesifik genomik değişikliklere göre belli hastalarda 
önerilebilir , çalışmaları devam etmektedir. 

 



   Teşekkür ederim 


