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Antal patienter rapporterade till nationella kvalitetsregistret

Medicinsk Basta
Totalt Kurativ : understddjande Data saknas
behandling behandling
Intrahepatisk 189 (38,9%) 41 (21,7%) 60 (31,7%) 71 (37,6%) 17 (9,0%)
(C22.1)
Gallblasa 184 (37,9%) 43 (234%) 44 (23,9%) 67 (36,4%) 30 (16,3%)
(C23.9)
Extrahepatisk 113 (23,3%) 27 (23,9%) 20 (17,7%) 51 (45,1%) 15 (13,3%)
(C24.0)
Totalt 486 111 (22,8%) 124 (255%) 189 (38,9%) 62 (12,8%)

Svenska registret fér cancer i lever, gallblasa och gallvagar (SweLiv) 2020



Gallvagscancer Cytostatika

A Gemcitabin

A Cisplatin

A 5-Fluorouracil 5-fluorouracil bolus injektion
5-fluorouracil kontinuerlig infusion
Capecitabine
S1 Tegafur+ Gimeracik Oteraci)

w Oxaliplatin

w Irinotecan

w Paklitaxel docetaxel



Gallvagscancer avancerad sjukdom
Forsta linjens behandling  cytostatika ABC-02 studien

Gemcitabin (1000 mg/m?) D D D D D D
410
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Cisplatin (25 mg/m2) . . . . . .

J Valle et al N Engl J Med 2010; 3 362: 1273-81, ASCO 2009



Gallvagscancer avancerad sjukdom
Forsta linjens behandling  cytostatika ABC-02 studien
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Gemcitabin (1000 mg/m?) D D D
410
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patienter\Gemcitabin 1000 mg/m | | | | B [
Cisplatin (25 mg/m2) . . . .

A
100
~ Hazard ratio for death,
: \\ 0.64 (95% Cl, 0.52-0.80)
Gem | | Gem-Cis | | I sl PEOO0
3
Tumorkontroll 71,8% 81,4% P=0,049 s
E &b
Overlevnad 8,1 man 11,7 man P< 0,001 3
3
. . 25+
Ingen skillnad: Intrahepatisk
Extrahepatisk
Gallblasa 0o 4 g 12 16 20 24 28 32
Months since Randomization
No. at Risk
Gemcitabine 206 151 97 53 28 15 4 3 2
J Valle et al N Engl J Med 2010; 3 362: 1273-81, ASCO 2009 CiSF_:’a:)“"-gem- 204 167 120 76 51 28 17 8 2




Gallvagscancer avancerad sjukdom
Andra linjens behandling cytostatika ABC-06 studien

162 patienter Aktiv Symtom Kontroll (ASC)
progress pa
Gem-Cis FOLFOX Oxaliplatin 85 mg/m2
Leucovorin 350 mg
5-Fu bolus 400 mg/m2,
5-Fu infusion 2400 mg/m2)

A Lamarca et al Lancet Oncol 2021; 22: 690-701, ASCO 2019



Gallvagscancer avancerad sjukdom
Andra linjens behandling cytostatika ABC-06 studien

162 patienter Aktiv Symtom Kontroll (ASC) S — ASCalone
progress pa — ASC plus FOLFOX
Gem-Cis FOLFOX Oxaliplatin 85 mg/m2 80— Adjusted HR 0-69 (95% Cl 0-50-0-97);
Leucovorin 350 mg * p=0-031
5-Fu bolus 400 mg/m2, T 6
5-Fu infusion 2400 mg/m2) g 0
pes |
g -
2
)
20—
O 1 1 1 1 1

. Time since randomisation (months)
Number at risk

(number censored®)
ASCalone 81(0) 28(2) 9(2) 5(4) 1(6) 1(6)
ASCplus FOLFOX 81(0) 41(0)  21(0) 6 (3) 3(5) 0 (5)

A Lamarca et al Lancet Oncol 2021; 22: 690-701, ASCO 2019



Gallvagscancer adjuvant

cytostatika BILCAP studien

447 < Capecitabin (1250 mg/im2 x 2 x XIV x 8)

patienter Kontroll

J N Primrose et al Lancet Oncol 2019; 20: 663-73



A Intention-to-treat analysis

Gallvagscancer adjuvant

—— Capecitabine group
---- Observation group
Adjusted HR
0-81(95% Cl 0-63-1-04); p=0-097

24 36 48 60
155(7) 105 (25) 83(39) 56 (53)
137 (5) 95(23) 67 (34) 46 (47)

Adjusted HR

0-75(95% C10-58-0-97); p=0-028

754
cytostatika BILCAP studien
S
254
0 T
0 12
Number at risk
. 0 (number censored)
447 CapeCItabln (1250 mg/m2 X 2 X XIV x 8) Capecitabine group 223 (0) 195 (6)
- Observationgroup 224 (0) 193(3)
patlenter Kontroll B Per-protocol analysis
100+
754
3
25+
0 T
0 12
Number at risk
(number censored)
J N Primrose et al Lancet Oncol 2019; 20: 663-73 Capecitabine group  210(0) 190(2)
Observationgroup 220 (0) 190 (3)

T 1 1 1

24 36 48 60

Time since randomisation (months)

152 (3) 105(21) 83(35) 56 (49)
134 (5) 92(23) 64 (34) 44(47)



Gallvagscancer Nya terapier

Migration, Survival Survival and Proliferation
morphology proliferation



Gallvagscancer

Malsdkande behandling pemigatinib

FGFR2 fusioner
Vanliga 30% unika 70%
Intrahepatisk cholangiocarcinom
<10%
Extrahepatisk ??

Tabletter Pemigatinib (Pemazyre®)



Gallvagscancer

Malsdkande behandling

pemigatinib
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Gallvagscancer

Malsdkande behandling pemigatinib

FMHT+502

Cytostatika (Gem-Cis = rutin beh)

Experimentell (Pemigatinib tabl 13,5 mg dagligen) Il

A:

B: I Till progress

Multicenter
Inklusion: 432 (Interimsanalys efter 119 PD) patienter
Inklusionstid: 36 manader



Gallvagscancer

pemigatinib

Studiestatus 03-sep-2021

131 deltagande sjukhus

62 patienter randomiserade
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Gallvagscancer

Malsdkande behandling TRK-fusionsgen

Fusion i en av tre
Tropomyosin Receptor Kinaser
(TRK) forekommer vid manga tumorer.

NTRK-fusionsgen vid gallvagscancer
(1-2%)

TRK-hdmmare Larotrectinib (Vitrakvi®)
Entrectinib (Rozlytrek®)



Gallvagscancer

Malsdkande behandling TRK-fusionsgen

Fusion i en av tre
Tropomyosin Receptor Kinaser
(TRK) férekommer vid manga tumorer.

NTRK-fusionsgen vid gallvagscancer
(1-2%)

TRK-hdmmare Larotrectinib (Vitrakvi®)
Entrectinib (Rozlytrek®)

A Maximum Change in Tumor Size, According to Tumor Type
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Gallvagscancer avancerad sjukdom

malsdkande behandling
Andra linjens behandling MyPathway-studien

HER2 amplifierad frekvens:

Intrahepatisk 5%
Gallblasa 19%
Extrahepatisk 17%
Ampullar 13%

39 patienter (okt-14i maj-19)
Pertuzumab (420 mg var 3:e v.)
Trastuzumab (6 mg/kg var 3:e v.)

M Javle et al Lancet Oncol 2021; 22: 1290-1300
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Gallvagscancer avancerad sjukdom

malsdkande behandling
Andra linjens behandling MyPathway-studien
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Gallvagscancer

Malsdkande behandling lvosidenib

IDH1 mutation

Intrahepatisk cholangiocarcinom
13%

Tabletter Ivosidenib



Gallvagscancer

Malsdkande behandling lvosidenib

— Ivosidenib
— Placebo
HR 0-37 (95% C1 0-25-0-54); p<0-0001

IDH1 mutation
Intrahepatisk cholangiocarcinom
13%

Tabletter Ivosidenib

Progression-free survival (%)

I_\

o 1 2 3 4 S & 7 8 9 10 11 12 13 14 15 16 17 18 19 20
Time since randomisation (months)

Number at risk
(number censored)
Ivosidenib 124 105 54 40 36 28 22 16 14 10 9 6 S 4 3 3 2 1 1 0
(0) (8 (24) (26) (28) (32) (34) (36) (38) (40) (41) (44) (45) (45) (45) (45) (46) (47) (47) (48)
Placebo 61 46 11 6 4 1 0 .. % * e 2 i 3 ! & P 4 i .

© @ (9 (9 (10) (100 (11)




Gallvagscancer avancerad sjukdom
Andra linjens behandling immunterapi KEYNOTE-158

MSI (Mikro Satellit Instabil)

Ett tillstand med genetisk

hypermutabilitet

pga. forsdmrad DNA

MisMatched Repair (MMR).
Ca 24%

Totalt 233 patienter (feb-16 i maj-18)
varav 22 patienter med gallvagscancer
Pembrolizumab (200 mg var 3:e v.)

A Marabelle et al J Clin Oncol 2019; 38: 1-10



Gallvagscancer avancerad sjukdom
Immunterapi KEYNOTE-158

Andra linjens behandling

MSI (Mikro Satellit Instabil)

Ett tillstand med genetisk

hypermutabilitet

pga. forsdmrad DNA

MisMatched Repair (MMR).
Ca 24%

Totalt 233 patienter (feb-16 i maj-18)
varav 22 patienter med gallvagscancer
Pembrolizumab (200 mg var 3:e v.)

Andel svar (ORR) 40,9%

Overlevnad utan progress 4,2 (2,17 ejuppnadd) manader
Overlevnad total 24,3 (6,571 ej uppnadd) manader
Langd behandlingssvar Ej uppnadd (4,1+ - 24,9+)
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A Marabelle et al J Clin Oncol 2019; 38: 1-10




Gallvagscancer - molekylara analyser

Andel av pat

Inga analyser Cytostatika

FGFR2 fusioner 10% i(ntrahepatiska Pemigatinib
NTRKusionsgen 1-2% Larotrectini Entrectinib
Her2 overuttryckamplifiering 5% (ntrahepatisk Pertuzumabt Trastuzumab

19% (gallblasa)
17% éxtrahepatisk
13% @ampullan

IDH1 mutation 13% intrahepatisk Ivosidenib

MSHH 2-3% Pembrolizumab

** For samtliga géller ocksa beddmning infidklusioni klinisk prévning






