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We Have Made Progress in the
15%-Line Pancreas Adeno in the Metastatic Setting

Median
Patients (n) Treatment survival P value
(mo)

569 gemcitabine 591 0.038
NCIC3 2007 | (unresectable, LA or metastatic | vs. gemcitabine 6.24 (HR =0.82[95% CI,
pancreatic cancer) + erlotinib ' 0.69-0.99])

gemcitabine vs. : <0.
(non-inferiority; HR = 0.96
[97.5% CI, 0.78-1.18])
gemcitabine vs. gemcitabine + S-1: 0.15
iority; HR = 0.88 [97.5% CI, 0.71-1.08

gemcitabine
vs. S-1
vs. gemcitabine +
S-1

834
Ueno, etal® | 2013 (LA, or metastatic pancreatic
cancer)

1. Ryan DP, et al. N Engl J Med 2014;371:1039;
2. Burris HA, et al. J Clin Oncol 1997;15:2403;
3. Moore MJ, et al. J Clin Oncol 2007;25:1960;

4.Conroy T, et al. N Engl ) Med 2011;364:1817;
5. Ueno H, et al. J Clin Oncol 2013;31:1640;
6. Von Hoff DD, et al. N Engl J Med 2013;369:1691.



NAPOLI: OS (Primary Endpoint)

100 Arm Median (95%Cl) HR (95%Cl) P Value
== NALIRIFOX 11.1(10.0,12.1) 0.83(0.70, 0.99) .04

== Gem+Nab-P 9.2(8.3,10.6)

80
= 60
S
[%2)
O 40
20
0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
No. at risk: Time (months)

NALIRIFOX 383 337 308 274 241 209 162 98 59 32 13 7 2 1 1 0
Gem+Nab-P 387 345 298 261 218 179 140 80 50 28 15 10 3 0 0 0

Wake Forest Baptist Medical Center



NALIRIFOX x FOLFIRINOX

NALIRIFOX FOLFIRINOX (PRODIGE)
Median OS 11.2 Months 11.1 Months
Median PFS 7.4 Months 6.4 Months
ORR 41.8% 31.6%
Toxicity Myelotoxicity, peripheral neuropathy, and Gl Toxicity

Wake Forest Baptist Medical Center



Maintenance Therapy May Be
Considered

Wake Forest Baptist Medical Center



PRODIGE 35
LV5FU2 after 3 to 6 mo of induction

FOLFIRINOX Maintenance  FIRGEM FOLFIRINOX Maintenance FIRGEM

9 mo PFS (%) 32 29 16 9 mo OS(%) 74 75 60

12 mo PFS (%) 15 15 13 12 mo 0S(%) 43 44 28

FIRGEM: FOLFIRI.3 followed by gemcitabine. Dahan L, et al. ASCO 2018; Abstract #4000.




NCCN Guidelines Since 2019

" Germline testing is recommended for any
patient with confirmed pancreatic
cancer, using comprehensive gene panels
for hereditary cancer syndromes



POLO: Phase 3 international PARPi maintenance study
in gBRCA mutated patients

progression

300 mg po BID

R Olaparib
Metastatic pancreas ca & | 300 mg po BID
Prior platinum therapy N
—Germline BRCA mut D
ECOG 0-1 216 wk of 2
first-line platinum- I\IA
based therapy without . 5 Placebo
E

Primary EP = PFS

N =154 NCT02184195
= 3315 patients screened; 247 had germline BRCA mutation (7.5%)

Golan. NEJM. 2019;381:317.




Primary Endpoint: Blinded Central Review

. Placebo
10 >3.5 month difference N=62

09 Doubled proportion who are
0.8 progression-free at 6 and 12 months

0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

Probability of PFS

Olaparib

or—0 Placebo

Golan, T.New Engl J Med, 2019




POLO: Final OS

Olaparib Placebo
(n=92) (n=62)
Events, n (%) 61 (66.3) 47 (75.8)
Median OS, mo 19.0 19.2
. = HR (95% Cl) 0.83 (0.56-1.22); P =.3487
10 Ongoing assigned treatment at 13 (14.1) 2(3.2)
0 data cutoff, n (%) ' '
80 1
_ 607
§_
%) e
@] 40 1 -*“‘v;:; B .
20 - ) - - S S O
= Olaparib (n =92) I 1780 © E I
7.8%
— Placebo (n = 62) |
0

0 2 4 6 8 1012141618 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66 68
Mo

Golan. ASCO Gl 2021. Abstr 378.




KRYSTAL-1: Adagrasib (MRTX849) unresectable or metastatic
pancreatic cancer and other gastrointestinal tumors with
KRASG12C mutation

Best tumor change from baseline (evaluable patients)

PDAC Other Gl tumors
20 20
° 0 o oSS0 o
= % ) SD SD
S < £ SDD DI I
og—zo- OQ-ZO' SDSDSDSDSD
X G S S = A~ HINNE I P
g 2 —40 - g -2—40 4 OJ Biliary tract (n=8) PRPR
ES ES B Appendiceal (n=5) SD
3 -60 3 _60 - Small bowel (n=2) PRPR
= = B GEJ(n=1)
-80 - -80 - Esophageal (n=1) PRPR

Bekaii-Saab TS, et al. J Clin Oncol 2022;40(suppl):abstr 519



Know Your Tumor Registry Trial
Advanced setting

e Post at least 2 lines

¢ mOS: Time from initiation of second line treatment

Owerall surviaal (%)

OS

— Matched treatment: 181y .
0l — e L‘
— Unmatched: 0.85y : S————
Y] 1s 20 2% 3 15 40
- NO matCh: 0.73 y Number st riok Tiene from initiation of sacond-line thesapy (years)
(number censored)
Matched therapy 39 3 23 16 7 5 4 2 0
(o) @ 0] (6) (4) ) m ) (0
Unmakhed theragy 83 49 24 1 7 1 1 0 0
{0) (15) (6) @) @ @) 1] {0) (]
Nomarker 288 167 65 7 1n 4 2 1 0
© 45) (23] [2}] (£4] @) () 1] )

*  mPFS: Only one line of treatment with best outcome

£
; PFS
é \—H—+-
— Matched treatment: 10.93 mo ; s
— Unmatched: 4.53 mo e T
] H j 1 1 1 " 16 il
— No match: 5.37 mo e o it '
(number censored)
Matched therapy  38% by 20 18 17 12 7 6 3 1
(©) 8 i} () (o) 3 @) (0) ) @)
Bestunmatched 84 58 4 5 4 8 6 6 4 3
therapy  (0) (14) @ a) “4 @ Q@) ) 1) (0)
Best thetapy, 288 195 120 153 &0 6 2 n 6 3
nomarkes  (0) (61) (26) @y (10) 8 (6) (©) ) mn

Pishvaian et al., Lancet Oncol 2020




CONCLUSIONS

= Systemic chemotherapy is beneficial for patients with metastatic
pancreas cancer with good PS and adequate organ function

= Germline testing is recommended in patients with pancreas ca

= Somatic/tumor NGS testing should be performed in
advanced/metastatic patients that are candidates to received systemic
therapy

= Targeting actionable mutations may lead to significant benefit
(including survival and QOL benefits)



Wake Forest Baptist Medical Center

Biliary Cancers
Chemotherapy
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Prospective, National, Multicenter Phase 3 Study: ABC-02 Schema

Eligible patient

(n =4002)
Randomized 1:1

(stratified by center, primary site, PS, prior therapy and

/ locally advanced vs metastatic)
\

ArmA Arm B
Gem 1000 mg/m? Cisplatin 25 mg/m?
D1,8,15 q 28d + Gem 1000 mg/m?
24 weeks (6 cycles) D1,8q 21d
24 weeks (8 cycles)
Primary endpoint OS

a Including 86 patients in ABC-01.

b Allowed: palliative surgery, relapse following curative surgery, PDT, radiotherapy with documented progression.

Valle J, et al. N Engl J Med. 2010;362(14):1273-1281.

Wake Forest Baptist Medical Center

Inclusion criteria:

Histologically / cytologically verified,
non-resectable or recurrent/metastatic
CCC, GB, or ampullary carcinoma

Adequate biliary drainage, no
uncontrolled infection

ECOG PS 0-2

LFTs: bilirubin < 1.5 x ULN, ALT/ AST/
alk phos <3 x ULN (<5 if liver
metastases)

No prior systemic treatment®

Consenting informed-patients

15



ABC-02 Results

Progression-free Survival (ITT)

1,00
o 0.75-
ol
Zc HR (95% Cl): 0.63 (0.51,0.77)
o2 " p<0.001
28 050- Y\
{=2]
&0 3
Oao
oo
&
0.25-
0.00 T T ——=

! I 1 1
4 8 12 16 20 24 28 32
Time since randomisation (months)

Number at risk
Gem 206 115 56 18 4 3 1 1 1
CisGem 204 140 95 36 18 10 4 1 1

Valle J, et al. N Engl J Med. 2010;362(14):1273-1281.

Wake Forest Baptist Medical Center

Proportion alive

Number at risk
Gem
CisGem 204 167 120 76 51 28 17 8 2

1.00

0.75

0.25+

0.004

Overall Survival (ITT)

———- Gem
CisGem
HR (95% CI): 0.64 (0.52, 0.80)
p<0.001
\
0.50 \\
"'\.
T T T T T T T T T
0 4 8 12 16 20 24 28 32

Time since randomisation (months)

206 151 97 53 28 15 4 3 2

16



CHEMOTHERAPY TRIPLETS
APPEAR NOT TO IMPROVE
OUTCOMES



Random Phase || mMFOLFIRINOX or
CisGem

Primary end-point: PFS-rate at 6 months
n=190.

PFS in modified ITT analysis (n= 185) PFS in PP analysis (n= 135)

1.0+
- mPFS (months) [CI 95%] : 1.0
mm  GEMCIS : 7.4 months [CI 95% : 5.6-8.7] ) _ CSHES e} 1O) BROR)
598 mm FOLFIRINOXm : 6.2 months [C1 95% : 5.5 os = SEMCIS : 6.8 months [C195% : 5.2-8.3]
2 i B MFOLFIRINOX : 5.4 mois [Cl 95% : 3.1-6.0)
é 0.6 F ose b
2 0.4 g 041
5 | H
z 0.2+ £ 0.2
0.0 : 0.0 1 . 3 s 2 < : g ;
<')v 4 ; 1'2 ; ’1.' 20 24 2’& o Rl 8 12 16 20 24 28
SER |-t m -!‘.gizsuos 81 56 38 7:5--” (m:‘" o ) °
B 2 R BE AR B oo N RN %3 %%
- PFS at 6 months [CI 95%] : - PFS at 6 months [Cl 95%) :
* GEMCIS : 59.0% [Cl 95% : 48.3-68.3] “IOEMCIS: SaaN G 92 7043
« FOLFIRINOXm : 51.1% [Cl 95% : 40.5-60.7] = MPOLHIRINGX : 3 e [ 0596 - 284404

Phelip et al, ESMO 2020

Wake Forest Baptist Medical Center



Phase 3 SWOG 1815

Gemcitabine, Cisplatin, Nab- Paclitaxel g3 weeks

2:1 Randomization

Gemcitabine + Cisplatin g3 weeks

Primary endpoint: overall survival

H Arm Median (Cl)
Overall Survival : ;
GCN 140 mths (12.6-16.3) Progression-Free Survival
100% A
K £ 100%

9 T

= 75%1 Number a1 risk =

g 8o e s 0 g 79%] 2

= ﬁ e 147 oy an & (D 3 '.P.:A 2= "wa & 42 an 12

= i = = - o & co- 1.3: T 40 19 5. 4

(?) 50% 1 Morilhe Afee Regietiation Lg 50% 4 T Monine At Regmiaten =

® 5

O 259 B 25%

3 p =065 g 77l p=o0a3

g
0% i 0% - - v - . T
v T v X 0 5 10 15 20 25
0 10 20 30 . .
: ' Months After R trati
Months After Registration S e

A SWOG i U === () === | AR SWOG = o T e

Wake Forest Baptist Medical Center Shroff et al, ESMO-GI 2023



Second-line Chemotherapy in Biliary tract cancers




FOLFOX (ABC-06)

100+ —— ASCalone
—— ASC plus FOLFOX
80 Adjusted HR 069 (95% C1 0.50-0.97);
3 p=0-031
T 60
3 ,\
B 40 \ k'\ﬂ
s W
o
20 LH‘HL
‘\‘_‘__‘
o | :
O 1 1] ] I I
0 6 12 18 24 30
Time since randomisation (months)
Number at risk
(number censored*)

ASCalone 81(0)
ASC plus FOLFOX 81(0)

28(2) 9(2) 5(4) 1(6) 1(6)
41(0) 21(0) 6(3) 3(5) 0(5)

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

Overall Survival

= Arm A (ASC alone)
Arm B (ASC + mFOLFOX)

Median OS
— 5.3 months
— 6.2 months
6-month survival rate
= 35.5%
= 50.6%
12-month survival rate
= 11.4%
= 25.9%




Targets Biliary Tract Cancers

—IDH-1 mutations
—FGFR2 fusions
—BRAF

—Her-2 (ERBB2)

—Immunotherapy




lvosidenib Phase 1 and Phase 3
Studies

Phase 1 Study

CCA, chondrosarcoma, glioma, others
[NCT02073994] Phase 3 Study (ClariDHy)

CCA cohort!: n = 73 [dose escalation (n = 24); ll»

Second-line, placebo- controlled
[NCT02989857]2

dose-expansion 500 mg QD

(n=49)]

No DLTs; drug-related AEs: fatigue, nausea,
diarrhea, vomiting

Activity:
Median PFS 3.8 months
6-month PFS: 40.1%

Cross-overto AG-120
on disease progression

12-month PFS: 21.8%

RR 5% (4 PRS) AG-120 is a first-in-class, potent, oral inhibitor of the mutant IDH1 enzyme

0S:13.8 m

IDH1 Mutations
IHCCA (22%)
Chondrosarcoma (50%)
Glioma (80%) Abou-Alfa, GK. Lancet Oncol, 2020

Zhu, AK et al. JAMA Oncol 2021
Wake Forest Baptist Medical Center



ClarlDHy: PFS

N
o
"

Ivosidenib Placebo

09 1 + Censored == Ivosidenib == Placebo i
Median, months 2.7 1.4

08 1 HR=0.37 (95% CI 0.25, 0.54)

07 P<0.001 6-month rate 32% NE
E 06 12-month rate 22% NE
§ 05 Disease control rate 53% 28%
° ] (PR+SD) (2% PR, 51% SD) (0% PR, 28% SD)
204 |
(7}
w
o 03 |

0.2 | I_|

0.1 |

00 T T T T T T T T T T T T T T T T T 1

0 1 2 3 4 5 6 7 8 9 10
Number of patients at risk:

124 105 54 40 36 28 22 16 14

61 46 1 6 4 1

Survival (months)

NE = not estimable; PR = partial response; SD = stable disease.

Wake Forest Baptist Medical Center

6 5 4 3 3 2 1 1 Ivosidenib
Placebo

*  mOS (months; adjusted for cross-over):
10.8 vs 6 months (9.7 months unadjusted)

Abou-Alfa, GK. Lancet Oncol, 2020



FGFRZ2 inhibitors

Agent Trial N RR (%)
size

Pemigatinib 35.5

Infigratinib 108 23.1 7.3
(withdraw)

Futibatinib 103 41.7 8.9
Derazantinib 103 21.4 7.8

First Line Trials with FGFR2 Inhibitors
Pemigatinib , Infigratinib, and Futibatinib

All four are not selective FGFR inhibitors (FGFR 1-4)

Lancet Onc 2020

Lancet Gastro Hepato 2021
ASCO 2022

ESMO 2021

Wake Forest Baptist Medical Center



FUTIBATINIB

Irreversible inhibitor FGFR 1-4

Activity against cells with mutations associated with resistance to FGFRinhibitors

Phase 1 with 83 CCA
28 pts prior FGFRi - ORR 17.9%

Cancer Discov. 2022 Feb 1; 12(2):
402-415

Wake Forest Baptist Medical Center


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9762334/

FGFR 2 Inhibitors toxicity

- Hyperphosphatemia (FGFR1)
 Eye disorders

« Stomatitis

* Fatigue

 Diarrhea (FGFRA4)

Wake Forest Baptist Medical Center
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REFOCUS TRIAL.:
RYL-4008 Highly Selective FGFR2 Inhibitor
Activity Resistance Mutations

FGFRi-naive CCA Prior-FGFRi CCA
N =25 N =50
ORR n(%) [95% ClI] 13 (52% [31.3%-72.2%]) 7 (14% [5.8%-26.7%])
mDOR mo (range) 8.2 (1.9-18.6) 5.6 (1.9-7.4)
DCR n (%) 22 (88%) 40 (80%)

No reported G3 or G4 Hyperphosphatemia or G3 or G4 Diarrhea

Journal of Clinical Oncology 41, no. 16_suppl (June 01, 2023) 4009-4009.

Wake Forest Baptist Medical Center




The Phase 2 Dabrafenib and trametinib: BRAF V600E-mutated
BTC Rare Oncology Agnostic Research (ROAR) basket trial

« BRAF mutations have been reported in approximately
5%-7% of ICCAs; these mutations may be enriched in
ICCA vs other types of biliary cancers

* Phase 2 study in 43 pts
* ORR47% (95% Cl, 31-62) — central review
* Duration of response: 9 months (95% Cl, 6—14)
* PFS: 9 months (95% Cl, 5-10)
* 0S: 14 months (95% ClI, 10—-33)

Subbiah V, et al. Lancet Oncol. 2020;21:1234-43.
Wake Forest Baptist Medical Center



Targeting HER-2

*  Pertuzumab and trastuzumab: phase 2a study (Javle Lancet Oncol 2021)

* 39 patients previously treated HER2 amplification, HER2 overexpression, or both
*  RR 23 %. Median DOR: 10.8 months. Median OS: 10.9 months

* Higher activity in extrahepatic BTC RR: 40% (ampullary); 31% (GBC)

* Zanidatamab — HER-2 bispecific antibody (Herizon BTC-01). Harding, Lancet Oncol 2023

e 87 patients. RR 36%. Median DOR 11 months
* Median PFS: 5.4 months. OS at 9 months: 69.9%

* Appears not active in 2+IHC

* Neratinib, a pan-HER irreversible tyrosine kinase inhibitor Harding ASCO 2022
* 25 pts with activating somatic HER2 mutations (GB 40%, 1CC24%, EHCC20%, AV 16%)

* RR 16% and PFS 2.8 months. Median OS 5.4 months

Wake Forest Baptist Medical Center



Targeting HER-2
Trastuzumab deruxtecan

« 30 pts recurrent or
unresectable:

* RR 36.4% and 12.5%. PFS
5.1 and 3.2 months in HER
2 + and HER 2 low

e DORiInHer2+:74
months

* ILD: > Grade 3: 12.5%

Ohba A et al: A 4006, ASCO 2022

Wake Forest Baptist Medical Center

* 41pts recurrent or
unresectable:

* RR 22%
* DOR 8.6 months

Meric-Bernam ASCO 2023

31



Wake Forest Baptist Medical Center

Immunotherapy

32



TOPAZ-1 Study

* 685 chemo naive for met, locally advanced or
metastatic BTC (ICC, ECC, and GBC)

- ECOG PS 1

« Randomized 1:1 Gem/DDP +/- Durvalumab or

Placebo up to 8 cycles. Follower by D or P to
progression

Do-Youn O et al, N Engl J Med Evidence June 2022

Wake Forest Baptist Medical Center 33



Probability of Overall Survival

TOPAZ-1
Efficacy Results

10 HR (C.L.) [P
09 Value]
0.8+
o) moS  12.8 115  0.8(0.66-
. (month 0.97) [0.021]
. S)
0.5
il PES 7.2 5.7 0.75(0.63-
| Durva + Gem + Cis (month 089) [0001]
0.3

)
o Placebo + Gem + Cis ORR 26.7 18.7
01 (%)
004 | T T T T T T T 1 | DCR 85_3 82_6

Time from Randomization (mo)

Do-Youn O etal, N Engl J
Med Evidence June 2022

Wake Forest Baptist Medical Center 34



TOPAZ FOREST PLOT

Subgroup

All patients

Sex: female

Sex: male

Age at randomization: <65 yr

PD-L1 expression: TAP 21%

PD-L1 expression: TAP <1%

Disease status at randomization: initially unresectable
Primary tumor location: intrahepatic cholangiocarcinoma
Primary tumor location: extrahepatic cholangiocarcinoma

Primary tumor location: gallbladder cancer

Race: non-Asian

Region: Asia

Region: rest of the world

ECOG performance status at baseline: 0
ECOG performance status at baseline: 1
Biliary tract cancer: locally advanced

Biliary tract cancer: metastatic

H@H
—e—
—c—]
F—e—
—eo—
|

f——
—e-
—eo—
—e—
o

R
R ——

T
0.05

Wake Forest Baptist Medical Center

T T
0.1 0.5

Hazard Ratio (95% Cl)

1.5

Durva + Gem + Cis

198/341 (58.1%)
99/172 (57.6%)
99/169 (58.6%)

100/181 (55.2%)
9R /160 (A /A

120/197 (60.9%)

57/103 (55.3%)
O 4 (04.270

R0/

105/190 (55.3%)

38/66 (57.6%)

55/85 (64.7%)

91/156 (58.3%)
103/178 (57.9%)
95/163 (58.3%)
95/173 (54.9%)
103/168 (61.3%)
16/38 (42.1%)
182/303 (60.1%)

Placebo + Gem + Cis
No. of events/Total no. (%) No. of events/Total no. (%)

226/344 (65.7%)
104/168 (61.9%)
122/176 (69.3%)
116/184 (63.0%)

138/205 (67.3%)
66/103 (64.1%)
94 v (69.57%

) N4
126/193 (65.3%)
42/65 (64.6%)
58/86 (67.4%)

85/143 (59.4%)
137/196 (69.9%)
89/148 (60.1%)
93/163 (57.1%)
133/181 (73.5%)
36/57 (63.2%)
190/286 (66.4%)

Hazard Ratio (95% Cl)

0.80 (0.66-0.97)
0.82 (0.62-1.08)
0.78 (0.60-1.01)
0.80 (0.61-1.04)
0 79 (Q 601 04

0.79 (0.61-1.00)
0.86 (0.60-1.23)

0.76 (0.58-0.98)
0.76 (0.49-1.19)
0.94 (0.65-1.37)

0.89 (0.66-1.19)
0.72 (0.56-0.94)
0.89 (0.66-1.19)
0.90 (0.68-1.20)
0.72 (0.56-0.94)
0.49 (0.26-0.88)
0.83 (0.68-1.02)

Do-Youn O etal, N Engl J
Med Evidence June 2022
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KEYNOTE 966
Pembro+Gem+Cis vs GemCis

Pts w/ Median
90+ Event (95% CI), mo
80
70 Pembro + Gem/Cis 78% 12.7 (11.5-13.6)
< 60 Placebo + Gem/Cis 83% 10.9 (9.9-11.6)
o 504
(=]
40
30 o
204 HR 0.83(95% Cl, 0.72-0.95)
10 P=0.0034
L R R RS R R A R Tl Tl A T M Below the signficance boundary of
0 3 6 9 12 15 18 21 24 27 30 33 36 39 P =0.0200
No. at risk Months
533 496 430 350 275 217 175 122 88 46 21 1 5 0
536 483 394 313 236 195 148 97 59 32 20 10 1 0

« KEYNOTE-966 showed similar safety profiles between the pembrolizumab and placebo groups'

- 70% of patients treated with pembrolizumab + gem/cis had grade 3 or 4 treatment-related adverse
events vs 69% for placebo + gem/cis

'Kelley et al. Lancet 2023; 2023;S0140-6736(23)00727-4. ORR: 29% vs 29%

Wake Forest Baptist Medical Center



KEYNOTE-966 FOREST PLOT

Pembrolizumab plus

gemcitabine and cisplatin

Placebo plus gemcitabine
and cisplatin

Age (years)
<65

=65

Sex

Female
Male

Geographical region

Asia
Not Asia

ECOG performance status

(0]

1

Smoking status
Current

Former

Never

210/269
204/264

200/253
214/280

185/242
229/291

186/258
227/274

42/56
160/205
212/272

Antibiotic use within 1 month of study start
190/242
Q

A4

No

Site of origin

242/298
201/238

220/264
223/272

_’_
—  —
——
——
201/244 .~ i
242/292 ——
177/228 ——
266/308 ——
——
——
——

38/49
160/191
244/295

213/263

0-88 (0-73-1-05)
079 (0-65-0-97)

0-85 (0-70-1-03)
0-83 (0-69-1-00)

0-88 (0-72-1-08)
0-80 (0-67-0-96)

0-87 (0-71-1-07)
0-84 (0-70-1-00)

0-90 (0-58-1-40)
0-87 (0-70-1-09)
0-82 (0-68-0-98)

0-86 (0-71-1-05)

Extrahepatic 78/98 83/105 0-99 (0-73-1-35)
Gallbladder 102/115 104/118 0-96 (0-73-1-26)
Intrahepatic 234/320 256/313 0-76 (0-64-0-91)
Locally advanced 37/60 52/66 & 0-69 (0-45-1-06)
Metastatic 3771473 391/470 —— 0-85 (0-74-0-98)
Biliary stent or drain
No 388/500 406/495 —— 0-85 (0-74-0-98)
Yes 26/33 37/41 < 0-72 (0-43-1-19)
Previous chemotherapy
No 382/483 408/488 —— 0-86 (0-75-0-99)
—(e Sl Biviade oSl —
PD-L1 combined positive score
<1 86/113 87/110 S 0-84 (0-62-1-14)
=1 287/363 309/365 —— 0-85 (0-72-1-00)
Unknown 41/57 47/61 < 0-77 (0-51-1-18)
Overall 414/533 443/536 —— 0-83 (0-72-0-95)
T T ]
™ 05 07 T0 5




National o . o
cﬁr'nopnéhensive NCCN Guidelines Version 2.2023 NCCN Guidelines Index

Nteo 8 Cancer Bili T ¢ C Table of Contents
Network® lliary 1ract Lancers Discussion
PRINCIPLES OF SYSTEMIC THERAPY
Primary Treatment for Unresectabl@ and Metastatic Disease
Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
* Durvalumab + gemcitabine + * Gemcitabine + cisplatin (category 1)5 * Targeted therapy (BIL-C 3 of 5)

cisplatin (category 1)%&f4 * FOLFOX

+ Capecitabine + oxaliplatin

* Gemcitabine + albumin-bound paclitaxel
* Gemcitabine + capecitabine

GEM +Cl5+ PEMBRO
Keynote 966 - ??? e

» 5-fluorouracil
» Capecitabine

» Gemcitabine
Subsequent-Line Therapy for Biliary Tract Cancers if Disease Progression
Preferred Regimens fOther Recommended Regimens Useful in Certain Circumstances
* FOLFOX® FOLFIRI (category 2B)7 * Targeted therapy (BIL-C 3 of 5)
Regorafenib (category 2B)® * Nivolumab (category 2B)*" of
Liposomal irinotecan + fluorouracil + leucovorin (category 2B)° * Lenvatinib + pembrolizumab (category 2B)""

See also: Preferred and Other Recommended Regimens for Unresectable
and Metastatic Disease above




Summary Metastatic Biliary Ca
* Clinical trials are paramount

* Tissue is the issue:

 MSI/dMMR, HER 2 testing and NGS “routine” to direct
therapy

* IDH mutation, FGF fusions/re-arrengements,RET,
NTRK, BRAF, HER-2. MSI-H, TMB, PD-LI(+)

e First-line Gem/DDP + Durvalumab or GEMDDP +
Pembrolizumab

« Gem/DDP+Nabpaclitaxel in selected pts?

« FOLFOX (is it really a second line standard in pts with no
targetable mutations?)

« 5FU + Nanoliposomal Irinotecan (?)

Wake Forest Baptist Medical Center
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Thanks For The Attention!
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