Radioterapia w raku trzustki:

wyniki badan klinicznych, praktyka kliniczna, miejsce
SBRT
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Rak trzustki
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Rak trzustki: miejsce radioterapii

- leczenie adjuvantowe

- leczenie neoadjuvantowe

- leczenie samodzielne (RT, RT-CT)
- leczenie paliatywne
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Further Evidence of Effective Adjuvant Combined Radiation
and Chemotherapy Following Curative
Resection of Pancreatic Cancer
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Adjuvant Radiotherapy and 5-Fluorouracil After
Curative Resection of Cancer of the Pancreas
and Periampullary Region

Phase lll Trial of the EORTC Gastrointestinal Tract Cancer
Cooperative Group
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Adjuvant Radiotherapy and 5-Fluorouracil After
Curative Resection of Cancer of the Pancreas
and Periampullary Region

Phase Il Trial of the EORTC Gastrointestinal Tract Cancer
Cooperative Group
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A Randomized Trial of Chemoradiotherapy
and Chemotherapy after Resection

of Pancreatic Cancer ESPAC-1 Trial
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A Randomized Trial of Chemoradiotherapy
and Chemotherapy after Resection

of Pancreatic Cancer

ESPAC-1 Trial
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p=0.009
(na korzysc¢ CT)
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A Randomized Trial of Chemoradiotherapy
and Chemotherapy after Resection

of Pancreatic Cancer

ESPAC-1 Trial
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p=0.009
(na korzysc¢ CT)

S5-year OS
~20%
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Adjuvant 5-fluorouracil and folinic acid vs observation for
pancreatic cancer: composite data from the ESPAC-| and

-3(v1) trials ESPAC-1 + ESPAC-3

ESPAC-1(2x2, plus) and ESPAC-3(v1): 5SFU/FA vs Obs.
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Figure 4 Kaplan—Meier overall survival curves non-stratified by tnal.
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Adjuvant Chemotherapy With Gemcitabine and Long-term
Outcomes Among Patients With Resected Pancreatic Cancer

The CONKO-001 Randomized Trial
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Comparison of adjuvant gemcitabine and capecitabine with
gemcitabine monotherapy in patients with resected
pancreatic cancer (ESPAC-4): a multicentre, open-label,
randomised, phase 3 trial
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Comparison of adjuvant gemcitabine and capecitabine with
gemcitabine monotherapy in patients with resected
pancreatic cancer (ESPAC-4): a multicentre, open-label,

randomised, phase 3 trial

O mll surebeal (%)

S-year OS
~30%

Hzard rabo for death: 087 (95% 0, 0.68-098);
stratified log-mnk p=0.032

Median wrdval ime=255 months (95% C 72.7-77-9)

— Gemnotabine
10~ — Gemndtabine ples @pedtabine Median aurdival time=28.0 months (95% 0 23-5-31.5)
a T T T T T T
o 10 i ] 30 40 L] E!l:l il él:l
Mumber at sk
GCorcitabine 366 3032 7 109 &1 el g 3
Etrrh:lml'ltplu-: 364 328 9 139 &z L] 17 10 1

Gem+Cape

Lancet 2047 ; 385 1041-24 @ CENTRUM ONKOLOGII = INSTYTUT
IM. MARII SKEODOWSKIEJ-CURIE

ODDZIAL W GLIWICACH

Warszawa 2018



Rak trzustki: leczenie uzupetniajgce

ESMO / PTOK: Chemioterapia
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Rak trzustki: zalecenia NCCN
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Fluorouracil Based Chemoradiation with Either Gemcitabine or
Fluorouracil Chemotherapy Following Resection of Pancreatic
Adenocarcinoma: 5-Year Analysis of the US Intergroup/RTOG 9704
Phase Il Trial

RANDOMIZATION
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for 12 Weeks far 12 weeks

Ann Surg Oncol. 2011 May ; 18(5): 1319-1326.
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Fluorouracil Based Chemoradiation with Either Gemcitabine or
Fluorouracil Chemotherapy Following Resection of Pancreatic
Adenocarcinoma: 5-Year Analysis of the US Intergroup/RTOG 9704
Phase Ill Trial
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Adjuvant Gemcitabine Alone Versus Gemcitabine-Based
Chemoradiotherapy After Curative Resection for Pancreatic
Cancer: A Randomized EORTC-40013-22012/FFCD-9203/
GERCOR Phase II Study

A 100 7o 4 O N B 100 O N
80 - o i Gemcitabine alone 26 45 == 904 "R Gemcitabine slone 37 45
i l -— Gemcitabine + radiation 25 45 —_— i -— Gemcitabine + radiation 34 45
= w{ 3 o] L
o =% =
s 7107 Y S 70- !
= _ - =3
s w ‘L_' & 60 L
@ 0 T S 501
= 404 (I L 404
- m
E 30 - @ 30 -—|_L
204 E 204 |_,_
10+ 0 qg4 S S
T T T T T T T T T T
0 1 2 3 4 5 0 1 2 3 4 5
Time (years
Mo. st risk ly ) - Time (years)
Gemcitabine alons 33 22 & 2 Gemcitabine alone 20 13 4 1
Gemcitabine + radiation a3 18 3 1 Gemcitabine + radiation 20 g 1 1

Conclusion
Adjuvant gemcitabine-based CRT is feasible, welHolerated, and not deleterious; adding this treatment to

fulkdose adjuvant gemcitabine after resection of pancreatic cancer should be evaluated in a phase Il tnal.
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Multi-institutional Pooled Analysis on Adjuvant

Chemoradiation in Pancreatic Cancer
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Badanie w toku: RTOG 0848

Ongoing trial phase NI - Adjuvant therapy
US Intergroup/RTOG 0848
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Neoadjuwantowa RT-CT

TABLE IV. Selected Studies on Neoadjuvant Radiation Therapy for Borderline Resectable Pancreatic Cancer

Patients amenable

Study Patients, n Chemotherapy Radiotherapy to surgery (%)
Mehta et al. [24] 15 borderline S-fluorouracil S0.4-56 Gy (&l
Massuccoo et al. [25] 18 borderline Gemcitabine 39

10 unresectable
Small et al. [26] 16 resectable Gemcitabine 36-Gy in 2. 4-Gy/fraction 30

9 borderline

14 unresectable

Patel et al. [27] 17 borderline Gemcitabine IMRT 50-Gy to gross disease s
and 45-Gy to microscopic disease

Stokes et al. [28] 4() borderline Capecitabine 40

Journal of Surgical Oncology 2013:107:86-96
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Miejscowo zaawansowany rak trzustki:
zalecenia NCCN
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Rak trzustki miejscowo zaawansowany
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Gemcitabine-based or capecitabine-based

chemoradiotherapy for locally advanced pancreatic cancer
(SCALOP): a multicentre, randomised, phase 2 trial
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Effect of Chemoradiotherapy vs Chemotherapy on Survival

in Patients With Locally Advanced Pancreatic Cancer Controlled
After 4 Months of Gemcitabine With or Without Erlotinib

The LAPO7 Randomized Clinical Trial
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Effect of Chemoradiotherapy vs Chemotherapy on Survival

in Patients With Locally Advanced Pancreatic Cancer Controlled
After 4 Months of Gemcitabine With or Without Erlotinib

The LAPO7 Randomized Clinical Trial
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Rak trzustki: miejsce SBRT
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Rak trzustki: miejsce SBRT

Regimen Median OS Local contro Grade 22 Toxlcity *
Months (1 year) Acute Late

hMahadevan 36 5-12 Gyx3 14.3 Ta8% 8% 3 6% 3
(2010)
GEM
Polistina 23 10 Gy x 3 10.6 S0% 0 0
(2010)
GEM
Lominska 28 4-B Gy x 3-5 59 BE% 0 7.1% 53
(2011}
S-FILVGEM
Chuong 16 5-10 Gy X & 15 B1%* 0 5.3% 53
(2012)
GTX
Tozzi 30 BGyx5H 11.0 86% 0 1]
(2013)
GEM
Gurka 10 SGyx5H 122 40% 0 0
(2013)
GEM
Herman, (2013, 449 BEGyxS 13.9 B3t 12,285 10.8%

Multi-center)

Pagkretasos K 2014 Mediana OS: 6-14 msc
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Rak trzustki: miejsce SBRT

Fig. 1. SBRT treatment plan for locally advanced pancreatic adenocarcinoma. Stereotactic body radiotherapy (SBRT) using an 11 field plan
to deliver a total dose of 3,300 cGy delivered in five fractions of 660 cGy each to the pancreas tumor. Note highly conformal isodose lines
around the primary tumor.

6,6 Gy x 5 fx (33 Gy)

Journal of Surgical Oncology 2013:107:86-96
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Rak trzustki: BT/IORT

Endoscope-assisted brachytherapy for pancreatic
cancer: From tumor killing to pain relief and
drainage

’ S
2 "‘-/--ﬁ )

I Flgure 1. EUS-guided iodine-125 seed implantation in pancreatic cancer I

J Interv Gastroenterol 1:1, 23-27; January/February/March 2011;

Intraoperative radiation therapy (IORT) in
pancreatic cancer

e
LY R ) '—w-.-'/ / L —

Krempien and Roeder Radiation Oncology (2017)12:8
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Survival of patlents Wlth advanced pancreatic
> seeds implantation

cancer after iodine'?
brachytherapy

A meta-analysis

study A

1125-seeds brachytherapy with combined therapy

Chen, 2012 a1
Mohsuddun, 1982 81
Niu L, 2012 a7
Zhongmin, 2010 10
Zou, 2010 32

Subtotal (l-sguared = 54.6%, p = 0.068)

1125-seads brachytherapy alons
Lu B, 2015 26
Peretz, 1989 98
Wang K, 2012 23

Subtotal (-sguared = 41.8%, p = 0.179)

Overall (I-squared = 72.7%, p = 0.001)

NOTE: Weights are from random effects analysis
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Survival of patlents Wlth advanced pancreatic
> seeds implantation

cancer after iodine'?

brachytherapy

A meta-analysis

study A
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FOLFIRINOX versus Gemcitabine
for Metastatic Pancreatic Cancer

A Overall Survival

1004 Hazard ratio, 0.57 (95% CI, 0.45-0.73)
P<0.001 by stratified log-rank test
75—
3
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0
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Months
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Gemgcitabine 171 134 89 48 28 14 7 ¢ 3 3 2 2 21 2 1
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Rak trzustki: BT/IORT
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VERY LIMITED INDICATIONS IN THE ERA OF HIGH-DOSE
CONFORMAL STEREOTACTIC BODY RT AND IG-IMRT!
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Podsumowanie
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WE DON'T HAVE AN APP'FOR THAT.

CENTRUM ONKOLOGII - INSTYTUT
0 IM. MARII SKEODOWSKIEJ-CURIE
ODDZIAL W GLIWICACH

Warszawa 2018



