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Resekabilni PDAC S—

“Resectable”

* Bez invaze plexus celiacus, AMS, AHC
Abutment ( < 180°)
* Bez invaze VMS, nebo portalni zila £180° “Bordertine Resectable” T

Neresekabilni PDAC )

“Unresectable”

e Invaze AMS >180°, plexus celiacus >180°, postizeni aorty
e bez moznosti rekonstrukce pri postizeni v. mesenterika superior, portalni zily

Borderline resekabilni PDAC



Karcinom pankreatu — adjuvantni chemoterapie

e Adjuvantni chemoterapie prodluzuje PFS a OS (ESPAC-1, CONKO-001,
ESPAC-33)

* ESPAC-4 gemcitabine/ capecitabine vs. gemcitabin monoterapie
(2017),

(mOS) 28.0 mésicu u kombinace oproti 25,5 mésice v
monoterapii

vyssi podil toxicity
* G| PRODIGE 24 (2018) adjuvantni modifikovany FOLFIRINOX (irinoteca
150 mg/m?2 a vynechani 5-FU bolusu) vs
mOS 54.4 mésice vs. 35.0 mésicu

ale | PS 0-1, KO + biochemie v normé



Adjuvantni chemoterapie

 APACT studie
* Gemcitabin + nab-paclitaxel vs. gemcitabin monoterapie
 Kombince neprodlouzila PFS oproti monoterapii

®



Pokrocily/neresekabilni tu/metastaticka

choroba

* ACCORD 2011 - FOLFIRINOX vs. gemcitabin
mOS 11.1 mésicu triplet vs. 6.8 mésicl monoterapie

* MPACT 2013 kombinace gemcitabin + nab-paclitaxel vs. gem
mOS 8.5 mésicu kombinace vs. 6,7 mésice monoterapie

 NAPOLI-1 2015 5-FU/nanoliposomal irinotecan (nal-IRI) vs. 5-FU/LV nebo
nal-IRl v 2.linii

417 pacientu, mOS 6.1 mésice v kombinaci vs. 4.2 mésice 5-FU,
4,9 mésicu nal-IRI



Image of Liposomal Irinotecan
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Jameson GS, Borazanci E, Babiker HM, et al.: Response Rate Following
Albumin-Bound Paclitaxel Plus Gemcitabine Plus Cisplatin Treatment
Among Patients With Advanced Pancreatic Cancer:

A Phase 1b/2 Pilot Clinical Trial. JAMA Oncol. 2020; 6: 125.

* Gemcitabin + nab-paclitaxel + cisplatina 1b/Il trial
* Cilem kompletni remise 25%
* Primarniho cile nebylo dosazeno, CRR pouze 8%
ale ORR 71% a mOS of 16.4 mésict (95% Cl 10.2—25.3)
Tento triplet nyni testovan v neoadjuvanci u ca zlucovych cest



Neoadjuvantni terapie ?

e Zvyseni RO resekci

* Lécba lépe tolerovana

* Biologie nadoru ( prognosticky priznivé a nepriznivé)
* Downstaging u borderline nadoru

« Rada mensich studii rGznych designd véetné kombinace chemoterapie
a radioterapie

* Neni standard !



Neoadjuvance — resekabilni PDAC

* Prep-02/JSAP-05 faze I/l
* Gemcitabine/S1 s naslednou resekci vs. primarni chirurg. vykon

* mOS 36.7 mésicu pro neoadjuvantni chemoterapii vs. 26.6 mésicu pro
primarni chirurg. vykon (HR 0.72, 95% Cl| 0.55-0.94; P = 0.015)

* PoCet provedenych resekci, cetnost RO a morbidita bez rozdilu
e Zahrnuti i pacienti borderline resekabilni s portalni invazi
* Nutnost dalsiho testovani



Prep-02/JSAP-05 phase IlI/Ill study

Surgery + Adjuvant (S-1) VRS N=180

Stratification Primary endpoint
. CA1.9'9. e Overall survival in Pl
* Institutions * Resection rate in PII

Neoadjuvant (GS) + Surgery + NAC-GS N=180

Adjuvant (S-1)

Enroliment was started on Jan. 4th, 2013

presenten aT: 2019 Gastrointestinal Cancers Symposium | #Gi19 . s




Overall Survival (ITT)
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Years

Number at risk
182 154 111 70
180 135 94 53

Overall survival

NAC-GS: 36.72 months (28.68 -
43.32)

Up-S: months (21.00 - 31.32)

HR: 0.72 (95%Cl: 0.55— 0.94)
stratified log-rank test: p=0.015

2-year OS
— 63.7% vs 52.5%

presenTeD AT: 2019 Gastrointestinal Cancers Sympo:luml #GIS  procented by: Michiaki Unno, Tohoku University
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Neoadjuvance — borderline resekabilni

ALLIANCE trial A021101 (2016), faze |
mOS 21.7 mésice (95% Cl 15.7-NR)
68% resekci (95% Cl 49—-88%)

NEOLAP FOLFIRINOX a Gemcitabin + nab-paclitaxel (G/A) u LAPC.
2 cykly G/A a nasledné randomizace 1)2 cykly G/A

2) 4 cykly FOLFIRINOX.
Resekabilita 30.6% G/A vs. 45.0% FOLFIRINOX- NESIGNIFIKANTNI
(odds ratio 0.54, 95% Cl 0.26-1.13; P = 0.135)

Probihajici studie
 SWOG 1505 faze II- G/A + FFX resekabilni PDAC — 2lety OS primarni cil
« NEONAX faze ll, 2 x preoper G/A — operace- 4x G/A vs. adjuvance 6 x G/A



Alliance A021101: Study Design

Multicenter pilot studyl’l

: - No evidence of
Pts with borderiine

tabi disease
reseciapie .
: progression
pancreatic cancer mFOLFIRINOX 50.4 gy EBRT + Surgery. -+
by d'":.er.?.m“p S 2 mos @ Capecitabine gl Gemcitabine
erinmon

2 mos
(N = 22)

: K Criteria for Radiographic Interface Between Tumorand
Primary endpoints Vessel for Borderline Resectable!?
Accrual TVI = 180° and/or
Portal vein

3 reconstructable occlusion
Rate of preoperative treatment-related

toxicity or delay Superior mesentenc artery TVI < 180°

Rate of completion of all planned

. : Hepatic artery Reconstructable short-
preoperative and operative therapy

segment TVI of any degree

Cehiactrunk TVI < 180°

0 x;720 G.etal ASCO 2015. Abstract4008. 2. Katz MHG, et al. Ann Surg Onc.2013:;20:2197-220




Radioterapie

e Kontraversni vysledky -rtzné studie, rozdilné davky a modality RT
* LAPO7- vétsi studie - gemcitabin+ erlotinib +/- RT u LAPC

predcasne ukoncen, bez signifikantniho rozdilu RT vs no RT

* Probihajici studie

ALLIANCE trial - Rameno s SBRT predcasné uzavreno

PREOPANC-1 faze lll - upfront resekce vs. RT-CHT (gemcitabin) v neoadjuvanci
v obou ramenech adjuvantni gemcitabin

- Predbéznd data prodlouzeni OS (17.1 versus 13.5m mésice, HR 0.71; P =0.047) a
RO (65% versus 31%; P ; P <0.001)

- Toxicita RT-CHT?
V soucasné dobé RT ke zvadzeni u High risc nadoru, napr R1 resekci



Imunoterapie

* Check point inhibitory pouze v ramci klinické studie

Rezistence PDAC — nedostatek efektorovych bunék v mikroprostredi
imunosupresivni infiltrat
densni stroma

Jedinou vyjimkou jsou MSI-H nadory (1-2%) PDAC
Pembrolizuman schvalen na podkladé 5 jednoramennych studii

- studie zahrnovala 8 pacientt s PDAC

- ORR 62%, 2 pacienti (25%) dosahli kompletni remise
KEYNOTE-158 (22pacientl s PDAC)

- ORR 18.2%, mPFS 2.1 m., mOS 4.0 m

Le DT, Durham JN, Smith KN, et al.: Mismatch repair deficiency predicts response of solid tumors to PD-1 blockade. Science. 2017;
357(6349): 409-13.



Cilena terapie

* Molekularni profilovani — subtypy PDAC

* 14% pacientu s mutaci (zarodecnou nebo somatickou) BRCAI,
BRCAZ, a PALBZ

* Mutace v genech u PDAC (KRAS, TP53, CDKN2A,SMAD4, MLL3,
TGFBR2, ARID1A, a SF3B1) — bez terapeutické indikace, ale
prognosticky vyznam

* Genoveé fuze - neurotrofni receptor tyrosin kinasa (NTRK) — vyskyt
okolo 6%



NTRK fuze

* NSGS nebo FISH

* Larotrectinib schvalen 2018 pro metast. Solidni nadory s NTRK fuzi
* 3 jednoramenné studie LOXO-TRK-14001, SCOUT, NAVIGATE

* Celkem 55 pacientu (véetné déti)

* ORR 75% (95% Cl 67-90%) a mPFS nedosazen pri medianu sledovani
9,9 m

* Pouze 1 pacient s PDAC ! (respondent)
* Toxicita grade 3 a vice - u méné nez 5% pacientu
* NU — zvygené hodnoty AST/ALT, Unava a zvraceni



NTRK tuze

* Entrectinib (2019)

* 3 jednoramenné studie ALKA-372-001, STARTRK-1,STARTRK-2
* 60 pacientl gene rearrangement v NTRK, ROS1, nebo ALK

e Studie faze |, pouze predbézne vysledky

* Pouze 3 pacienti s NTRK fuzi, ORR 10%%

* Zddny pacient s PDAC

* NU: Gnava, dysgézie a parestézie



Porucha homologni rekombinace (HRD)

Genomova instabilita

Mutace BRCA1/2 — zvySena senzitivita k platinovym derivdatiim a alkylacnim latkam
NCCN - gemcitabin + cisplatina u lokalné pokrocilé, ¢i metast. choroby

Cilena terapie !!

(PARP) inhibitor poly(adenosin disfosfat - riboso) polymerazy

Studie POLO faze Il - olaparib maintenance versus placebo u pacientd s metast. PDAC
a zarodec¢nou mutaci BRCA1/2 po lécbé platinou, bez progrese

mPFS 7.4 mvs. 3.8 m u placeba (HR 0.53,95% Cl 0.35—-0.82; P = 0.004)

Alen neni OS benefit ! mOS 18.9 versus 18.1 m. HR 0.91; 95% CI 0.56—-1.46; P = 0.68).
Toxicita grade 3 a vice 40% vs 23% (placebo)

NU: Gnava, nausea, prijmy, bolest bficha

FDA schvalila maintenance olaparib po chemoterapii s platinou trvajici 4-6 mésicU



POLO IllI- metast. PDAC maintenance 1.linie

A Progression-free Survival

Progression-free Olaparib Placebo
Survival Group Group
mo %
6 53.0 3.0
12 33.7 4.5
18 27.6 9.6
24 22.1 9.6

Median, 7.4 mo vs. 3.8 mo
Hazard ratio, 0.53 (95% CI, 0.35-0.82)
P=0.004

Olaparib (N=92; 60 events)

Placebo (N=62; 44 events)
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Median, 18.9 mo vs. 18.1 mo
Hazard ratio, 0.91 (95% CI, 0.56—-1.46)
P=0.68

Olaparib (N=92; 41 events)
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Placebo (N=62; 30 events)

No. at Risk

Olaparib 92 87 80 71
Placebo 62 60 56 50
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POLO: Maintenance Olaparib in Patients With Metastatic
Pancreatic Cancer and Germline BRCA Mutation: Final OS

= |nternational, randomized, placebo-controlled, double-blind phase lll trial

Patients with metastatic
pancreatic cancer and
deleterious/suspected

deleterious germline BRCA1/2
mutation, = 16 wks of first-line
platinum-based therapy
without progression
(4-8 wks from last dose)
(N=154)

Randomized 3:2

Olaparib 300 mg BID

~ (n=92) . .
Continue until PD or

unacceptable toxicity
\ Placebo
(n=162)

" Primary endpoint: PFS by BICR (modified RECIST v1.1)
» Key secondary endpoints: OS, PFS2, TFST, TSST, TDT, safety/tolerability

Golan. ASCO GI 2021. Abstr 378. Golan. NEJM. 2019;381:317.

Slide credit: clinicaloptions.com




Chirurgie metast. choroby ?

Different clinical presentations of metachronous pulmonary metastases after resection of pancreatic ductal
adenocarcinoma: Retrospective study and review of the literature

Martin Lovecek 1, Pavel Skalicky X1, Josef Chudacek L, Marek Szkorupa 1, Hana Svebisova 2%, Radmila Lemstrova -2
, Jiri Ehrmann 2, Bohuslav Melichar 4, Tharani Yogeswara 2>, Dusan Klos-1, Radek Vrba -1, Roman Havlik-1, Beatrice
Mohelnikova-Duchonova 4
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PMID: 29085191

PMCID: PMC5643267

DOI: 10.3748/wijg.v23.i35.6420

Free PMC article

Surgery should be considered for all patients with isolated pulmonary oligometastases,
but the risk of intervention has to be individually weighted for each patient.
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