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Hraničně resekabilní karcinom pankreatu

• Je technicky resekabilní nádor s rizikem R1 a rizikem 

onkologického selhání při chirurgii jako úvodní modalitě

ASCO GI 2014



„Borderline″ resekabilní CaP vs. primárně resekabilní CaP

● Vyšší riziko okultní vzdálených metastáz 
nerozpoznatelných současnými zobrazovacími 
metodami

● Vyšší riziko R1 resekce 

● Nutnost specializované komplexní chirurgie 
(včetně resekce a rekonstrukce cév atd.) pro 
vyšší riziko chirurgického „selhání“



Hraničně operabilní „borderline“  karcinomy 

pankreatu (BR-CaP)

● Koncept „borderline“ je víc než 15 let starý

● Bylo publikovano sedm různých definicí  (BR-CaP) 

● Interpretace a srovnávání klinických výsledků NAT BR-CaP je 
obtížné pro rozdílné a nejednotné léčebné protokoly 

● Většina  klinických studií obsahuje malé počty nemocných a jsou 
převážně retrospektivní

Barreto SG. Lancet Oncol 2016 Maurer CA, Zentralbl Chir 1999 





Léčebný algoritmus hraničně resekabilního

„borderline“ CaP

● Léčebný záměr je „kurativní“, ale….

– Optimální léčebný postup nebyl dosud definován

● Základem je multimodalitní léčebný přístup 

● Preferovaná léčba spočívá v 2 měsíční systémové léčbě s následným restagingem a 
chemoradioterapii

● „Nechirurgickou“ léčbu nelze zahájit bez histologické (cytologické) verifikace

Windsor JA J Gastrointest Oncol 2017 



Karcinom slinivky břišní

ASCO GIT 2021

● Alliance A021501: Preoperative mFOLFIRINOX or

mFOLFIRINOX plus hypofractionated radiation therapy

(RT) for borderline resectable (BR) adenocarcinoma of

the pancreas.

● M.Katz et al.



Alliance A021501: Preoperative mFOLFIRINOX or mFOLFIRINOX plus 

hypofractionated radiation therapy (RT) for borderline resectable (BR) 

adenocarcinoma of the pancreas.

M.Katz et al.

● Background:Neoadjuvant therapy has been associated with a median overall survival (OS) of 18 – 23 months 
(mo) in patients (pts) with BR pancreatic ductal adenocarcinoma (PDAC). To establish reference regimens to 
which novel treatments can be compared in future studies, we evaluated neoadjuvant mFOLFIRINOX with or 
without RT in BR PDAC in a phase II National Clinical Trials Network (NCTN) trial.

● Methods:Pts with ECOG PS 0-1 and BR PDAC confirmed by central real-time radiographic review after pre-
registration were randomized to either arm A: 8 cycles of neoadjuvant mFOLFIRINOX (oxaliplatin 85 mg/m2, 
irinotecan 180 mg/m2, leucovorin 400 mg/m2 and infusional 5-fluorouracil 2400 mg/m2 over 46 hours), or arm 
B: 7 cycles of mFOLFIRINOX followed by stereotactic body RT (SBRT, 33-40 Gy in 5 fractions [fx]) or 
hypofractionated image guided RT (HIGRT, 25 Gy in 5 fx). Pts in either arm without disease progression 
underwent pancreatectomy, then 4 cycles of adjuvant mFOLFOX6 (oxaliplatin 85 mg/m2, leucovorin 400 
mg/m2 and infusional 5-fluorouracil 2400 mg/m2 over 46 hours). The primary endpoint, 18-mo OS rate, of 
each arm was compared to a historical control of 50%. Planned interim analysis mandated closure of either arm 
in which <11 of first 30 accrued pts underwent R0 resection.

● Results:155 pts pre-registered and 126 pts were enrolled to arm A (N=70; 54 randomized, 16 following 
closure of arm B) or arm B (N=56; closed at interim analysis, all pts randomized prior to closure). Median age 
(A: 63y, B: 67y), median CA 19-9 level (A: 171 U/ml, B: 248 U/ml) and ECOG PS (A: 51% PS 0, B: 57% PS 
0) of registered pts were similar between arms (p > 0.05). Treatment detailed in Table. The 18-mo OS rate 
based on Kaplan Meier estimates was 67.9% (95%CI: 54.6 – 78.0) in arm A and 47.3% (95%CI: 33.7 – 59.7) 
in arm B. Among pts who underwent pancreatectomy, 18-mo OS rate was 93.1% (95%CI: 84.3 – 100) and 
78.9% (95%CI: 62.6 – 99.6) in arm A and B, respectively. With median follow-up of 27 and 31 mo, median 
OS was 31.0 (95%CI: 22.2 – NE) mo and 17.1 (95%CI: 12.8 – 24.4) mo in arm A and B, respectively.



Alliance A021501

Presented By Rebecca Snyder at 2021 Gastrointestinal Cancers Symposium



A21501 Key Findings

Presented By Rebecca Snyder at 2021 Gastrointestinal Cancers Symposium



SBRT
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Evidence for Radiation
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Ongoing Studies 

Presented By Rebecca Snyder at 2021 Gastrointestinal Cancers Symposium



Conclusions

Presented By Rebecca Snyder at 2021 Gastrointestinal Cancers Symposium



Neoadjuvant mFOLFIRINOX Established as 

Reference Standard in Borderline Resectable

PDAC
● Patients with borderline resectable pancreatic ductal 

adenocarcinoma (PDAC) who received neoadjuvant therapy with 

modified FOLFIRINOX (mFOLFIRINOX) had an 18-month overall 

survival (OS) rate of 66.4% in a prospective phase II study 

conducted by the National Clinical Trials Network

● This rate exceeded the prespecified historical control of 50%, 

establishing mFOLFIRINOX as efficacious

● In contrast, neoadjuvant treatment with mFOLFIRINOX plus 

hypofractionated radiation therapy (RT) failed to exceed the 50% 

OS threshold at 18 months. This arm had to be closed early due 

to the low number of patients who proceeded to pancreatectomy.



● Karcinomy podjaterní krajiny



Biliary Cancers – A term that is SO 2010…

Presented By Rachna Shroff at 2021 Gastrointestinal Cancers Symposium



Karcinomy žlučových cest 

● Medián doby přežití metastazujícího 

méně než 1 rok

● Chemoterapie (cis/gem) je základní 

systémová modalita současnosti 

.



Meme Time: How it started…How it’s going

Presented By Rachna Shroff at 2021 Gastrointestinal Cancers Symposium



Karcinomy žlučových cest a 

slinivky břišní 
bariery systémové léčby

bariery optimalizace léčebného algoritmu 

● častá  de novo rezistence

● nádorové stroma – bariéra průniku systémově podané léčby 

● komplexní a nedostatečně rozpoznané nádorové mikroprostředí

● vícečetné genové mutace

● signální redundance

– neexistující (nebo nerozpoznané)  „řídící“ mutace 

● vysoce „tumorigenní“ nádorové kmenové buňky zodpovědné     za 
fenotypickou diversitu 

● nerozpoznané molekulární prediktivní a prognostické  biomarkery



Urgentní potřeba optimalizace genomického

testování 

„multiplex, pan-cancer, next-generation sequencing
(NGS)“

– v současnosti používaní testování typu jeden 
lék/jeden genový test nahradí multiplexní 
genomické testování nové generace 

● NGS panel (200-600 genů) umožňuje identifikovat alterace , které nezachytí menší 
“hotspot”panel

● Multiplexní testování je a bude výrazně  levnější než individuální testování

Subbiah V,Kurzrock R. Universal Genomic Testing Needed to Win the War Against Cancer JAMAOncology 2016



Incidence vybraných aktivačních 

aberací/mutací u nádorů zažívacího traktu
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ASCO – GI 2021

● Klinické studie

– Ivosidenib (IDH1 mutace)

– Infigratinib (FGFR2 fuze)
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IDH1 mutations in advanced cholangiocarcinoma (CCA)

Presented By Andrew Zhu at 2021 Gastrointestinal Cancers Symposium
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Primary endpoint of PFS by IRC was met

Presented By Andrew Zhu at 2021 Gastrointestinal Cancers Symposium



Overall survival (final analysis)
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TEAEs (> 15%a)
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Conclusions

Presented By Andrew Zhu at 2021 Gastrointestinal Cancers Symposium



ivosidenib (IVO)

● Final results from ClarIDHy, a global, phase III, randomized, double-blind study of

ivosidenib (IVO) versus placebo (PBO) in patients (pts) with previously treated

cholangiocarcinoma (CCA) and an isocitrate dehydrogenase 1 (IDH1) mutation.

● AX Zhu et al

● Conclusions:IVO was well tolerated and resulted in a 

favorable OS trend vs PBO despite a high rate of 

crossover. These data – coupled with statistical 

improvement in PFS, supportive quality of life data, 

and favorable safety profile – demonstrate the clinical 

benefit of IVO in advanced mIDH1 CCA.



Final results from a phase 2 study of infigratinib (BGJ398), <br />an FGFR-selective tyrosine kinase inhibitor, in patients with previously-treated advanced cholangiocarcinoma 

containing FGFR2 fusions/rearrangements

Presented By Milind Javle at 2021 Gastrointestinal Cancers Symposium



Background
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Targeting FGFR genomic alterations with infigratinib:<br />an FGFR1–3 selective tyrosine kinase inhibitor 

Presented By Milind Javle at 2021 Gastrointestinal Cancers Symposium



Open-label, phase 2 study design (NCT02150967)
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Clinical activity of infigratinib in advanced/metastatic cholangiocarcinoma 
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Clinical activity of infigratinib by prior lines of therapy
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Best percentage change in target-lesion size: <br />ORR confirmed responses by BICR
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Progression-free survival and overall survival
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Response to infigratinib in FGFR2 fusion-positive cholangiocarcinoma
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Infigratinib safety profile<br />Most common treatment-emergent adverse events (> 20%)
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Conclusions
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Infigratinib

● Final results from a phase II study of infigratinib (BGJ398), an FGFR-
selective tyrosine kinase inhibitor, in patients with previously treated
advanced cholangiocarcinoma harboring an FGFR2 gene fusion or
rearrangement.

● MM.Javle et al

● Conclusions:Infigratinib is associated with promising 
anticancer activity and a manageable AE profile in 
patients with advanced, refractory CCA with 
an FGFR2 gene fusion or rearrangement. A phase III 
study of infigratinib versus gemcitabine/cisplatin is 

ongoing in the front-line setting (NCT03773302).



Conclusions
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Questions to be answered
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Cesty ke zlepšení léčebných výsledků karcinomů 
žlučových cest a pankreatu:

–Mezioborová spolupráce
•(funkční „tumor board“) 

–Inovace - rozšíření o „molekulárního“ experta

– Komplexní léčba
•propojení všech léčebných modalit

–Precizní personalizovaná medicína
•Klinické využití biomarkerů
•Individualizace léčby


