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DANTE trial- Al-Batran et al

Study Flow Chart

DANTE is an investigator-initiated phase-Il trial with the potential to transition into a

phase-lll trial
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295 patients randomized between Sept 2018- Oct 2020

Medial follow up 24 months Arm A and 22 months Arm B

Approx imately 30% each GEJ Siewert type 1 and 2 and 3. Rest stomach
93% completed allocated pre op chemo( or chemo /10)

While 68% started post op therapy, 43% completed all post op therapy

Histopathology (pTNM)

FLOT + Atezolizumab
(N=146)
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Pathological regression (local assessment)

TRG1la/b?
A B

All patients (N= 295; 146|149) 35 23 71 58
(24%) (15%) (49%) (39%)
PD-L1 CPS >1 (N=170; 82|88) 20 13 40
(24%) (15%)
PD-L1 CPS >5 (N=81; 40| 41) 11 8
(28%) (20%)
PD-L1 CPS 10 (N=53; 27|26) 9 3
(33%) (12%) (67%) (39%)
MSI high (N=23; 8| 15) 5 4
(63%) (27%)

pathological complete regression acc. to Becker
Zpathological subtotal regression acc. to Becker

. s mEm owmmm nstitut fur i dois A O AMERICAN SOCIETY OF
PRESENTED BY: nstitut ru
R . . Content of this presentation is the property of the Ehs 4
2022ASCO m % 4 I r Klinische Krebsforschung P Propary !5( : CLINICAL ONCOLOGY
Prof Dr Salah-Fddin Al-Ratrar Z
Frot. Dr. Salan-cddin Al-batran

author, licensed by ASCO. Permission required for reuse.
ANNUAL MEETING

am Krankenhaus Nordwest KNOWLEDGE CONQUERS CANCER



Key conclusions

» Perioperative FLOT+ Atezolizumab is feasible and safe

» Did not increase AE rates significantly ( 66% vs 69%)
»Surgical complications/ mortality not different between arms

» Combination may improve down staging and increased pathological regression(
however limited more to MSI high and higher PDL1 expression)

» PFS/DFS data is awaited
» Will be proceeding to phase 3 clinical trial



K-Umbrella Gastric Cancer study

» Focus on biomarker driven second line therapy

» Current SOC is ramucirumab or Ramucirumab + TaXol

»Multiple second line therapies targeting Her2neu protein expression. However only benefits
15% at best

» Prior non biomarker driven studies not successful( anti EGF therapies e.g.,)

»Novel design- standard of care is same control group. Biomarker driven investigational
grouwp.

»1:4 randomization.



K-Umbrella GC: Study Design (ll) conto ]

group
Central Screening ~ EaER ~
; i ; 3 ith IHC GC |
¢ Endpoints and statistical consideration ‘during Tt line Tx —|  EGFR positive

9 (2+ or 3+)

v" Primary end point: PFS between biomarker vs control group

/]

v Secondary end points: OS, ORR, DCR, PFS of each arm and safety Biomarker 4 — b
v Statistical consideration: Control PFS 2.9m vs. Biomarker PFS 4.4m (HR 0.659) arote PTEN loss/null
. J
# Biomarker screening strategies (O
v" Central screening at YCC using GC panel (IHC & ISH): . dMMR/EBV (+) |
HER2, EGFR, c-MET, PTEN, EBV, PD-L1(22C3), hMLH1/PMS2 p = .
v Priority of patient allocation: PTEN>NIVO>EGFR | No biomarker
L detected )
€ Biomarker group Tx: Combination with targeted agent + Paclitaxel **
v' EGFR 2+/3+: Afatinib* (pan-ERBB inhibitor)’
v PTEN loss/null: GSK2636771 # (PIK3CPB inhibitor)2
v PD-L1+, dMMR/MSI-high, and/or EBV+: Nivolumab # 3
v No biomarker detected: none arm with SOC treatment
v" PTEN and NIVO cohorts had phase Ib part to determine RP2D
* EGFR+:IHC 2+/3+; PTEN loss/null: H-score <100; PD-L1+: 22C3 CPS=1
** paclitaxel 80mg/m2 D1,8,15 q4w
# Afatinib 40mg QD, GSK2636771 200mg QD, Nivolumab 3mg/kg g2weeks 1. Schuler et al. Ann Oncol 2016; 2. Mateo et al. Clinical Cancer Res. 2017; 3. Kang et al. Lancet 2017
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K-Umbrella GC: Patient allocation

,—( EGFR positive (2+ or 3+) i
(n=23)
o J
.
PTEN loss/null
i;:gt:;l Paclitaxel (n=25) * k i J
(n=64) Paclitaxel + Ramucirumab (n=39) ( PD-L1/MSI-H/EBV (+)
{ (n=28)
Central Screening 1:4 - N
with IHC GC panel Random 2L SOC L] N(_)I:;
during 1st line Tx (n=722) (n=318) L (n=12) ¥
11 patients overlapped
May 2016 ~ Feb 2021
( EGFR A 6 0
— EGFR positive (2+ or 3+) Afatinib (pan-ERBBI) + Paclitaxel
. 4 (n=67) y @ J
Biomarker _ _
group ( PTEN A 6
. e PTEN loss/null GSK2636771 (PIK3CBi) + Paclitaxel
» 1st patient C1D1: Jul-2016 (n=254) . (n=37) - )
» Last patient C1D1: Feb-2021 p s N - S
Therapy PD-L1/dMMR/EBV (+) Nivolumab (anti-PD-1) + Paclitaxel
* *SOC changed from paclitaxel to ;:slzgu‘l’:r . (n=48) J
paclitaxel plus ramucirumab after Korea profile g None A Paclitaxel (n=41)
MFDS approval on May 2018. — e b|omar_ker detacied Paclitaxel + Ramucirumab (n=61)
L (n=102) J L )
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Distribution of biomarkers

Control group
(n=64)

EBV+/dMMR
PD-L1+
43.8%

[ Biomarker group }

(n=254)

EBV+/dMMR
PD-L1+
35.3%

[ EGFR+
[_] EGFR+/PTEN deficient

[] PTEN deficient

] PTEN deficient/EBV+/MSI-H/PD-L1+
[ EBV+/dMMR/PD-L1+

- EBV+/dMMR/PD-L1+/EGFR+

I All Positive

[_] All Negative

31%

None Group

/" PTEN
deficient

1%
EGFR+ EGFR+
35.9% 30.2%
1 :
PTEN deficient PTEN deficient !
18.8% 19.6%
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Comparison of survival between control group and
each biomarker cohort
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Group n # of events Median PFS (95% Cl)
Control 64 62 4.13 (3.03-4.70)
5 None 102 100 3.45(2.80-5.10)
E? EGFR 67 65 3.97 (3.00-4.53)
t% PTEN 37 37 2.83(2.40-4.37)
NIVO 48 43 3.92 (2.67-5.63)
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Months
Group n # of events Median OS (95% ClI)
Control 64 57 8.72(7.13-9.90)
5 None 102 96 8.87 (7.10 - 11.03)
% EGFR 67 63 8.13(6.30-10.10)
__g_ PTEN 37 37 6.97 (5.17 -9.07)
m
NIVO 48 38 10.67 (5.77 — 12.90)

Data cut-off: ARP-18-2022, Median follow up: 35 months (95%CI 26.1-55.3)
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Efficacy of biomarker group with targeted Tx compared
to control SOC group

‘ ]» P=0.3585

EGER 3 Control
+ P=0.0862
Afatinib+Paclitaxel }
EGER 2 Control
+

Afatinib+Paclitaxel
Control

PTEN null ,
GSK2636771+Paclitaxel
Control
PTEN loss GSK2636771+Paclitaxel

dMMR/MSI-H,

EBV(+), PD-L1(+)

Control
Nivolumab+Paclitaxel

‘ ]» P=0.0862

0 5 10
PFS (months)

0 5 10 15 20
OS (months)

Data cut-off: ARP-18-2022
Median follow up: 35 months (95%CI 26.1-55.3)
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Key Conclusions

Biomarker driven study with smaller subsets is feasible

EGFR 3+, PTEN loss poor prognostic markers.

Targeting EGFR3+ with afatinib + paclitaxel modestly enhanced PFS in this group.
However PI3Kinase targeting in PTEN loss subgroup no benefit

Nivolumab and paclitaxel in immune biomarker enriched subset improved OS
Biomarker driven therapy not better than SOC??

KC Umbrella GC 2 with NGS testing underway



HERB trial

Transtuzumab Derixtecan in patients with Her2 expressing unresectable or
recurrent biliary tract cancer- investigator initiated multicenter phase 2 study

Ohba A et al

»Her2 overexpressions, gene ampligicantion or both reported in GBC( 30%),
ECC( 10-20%) and ICC ( 5%) roughly

»BTC Her2 expression pattern more similar to gastric cancer than breast cancer,
heterogeneous



IHC, immunohistochemistry; ISH, in situ hybridization;

ECOG PS, Eastern Cooperative Oncology Group performance status; C
entral Her2

St u d i e s Ove rVi eW IV, intravenous; pts, patients.

screening
positive-
SCRUM- Key inclusion criteria HERB trial 2+ |HC/|SH +ve
Jaz—?:3%l;es = « Histologically confirmed Trastuzumab deruxtecan (T-DXd) or 3+ by IHC

positive unresectable or recurrent BTC 5.4 mg/kg IV 300 screen ed,
Trial sites « Centrally confirmed HER2- Eligible Day 1, every 3 weeks )
5 HES-Z' expressing status 296 Wlth |HC
(n=5) expressing * Refractory or intolerant to Ineligible
treatment including gemcitabine /lSH
+ ECOGPSOor1 .
Only 61 patients

SCfse;fe“S'”Q ;OEsiF;i'e Referred to trial sitesI SCRUM-Japan registry study** positive, 120

(n=25) Not referred to trial sites external control group IOW eXp re55| on

The HERB trial NCCH1805, JMA-IIA00423) is an investigator-initiated, multicenter, single-arm,
phase 2 trial of T-DXd in pts with HER2-expressing BTCs.

*: UMINO00036697. **: UMINO00028058.
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1"

BICR, blinded independent central review;
DCR, disease control rate;

e = - = CR, complete response; PR, partial response;
rl m a e n o I n o n I rm e SD, stable disease; PD, progressive disease;
2] NE, not evaluable.

Tumor response ~p=001 ©* Bestpercentage change

HER2- HER2-low- oy

pOSitive expressing HER2-positive == HER2-low-expressing
(n=22) (n=8)

Confirmed ORR | 36.4%| 12.5% 30.0%
(90% CI) (19.6-56.1)* _ ~

80
60

40
(95% Cl) (0.3-52.7) (14.7-49.4)

Confirmed DCR 81.8% 75.0% 80.0%
(95% ClI) (59.7-94.8) (34.9-96.8) (61.4-92.3)

Confirmed best
response, n (%)
CR 2(9.1) 0 (0) 2 (6.7)
PR 6 (27.3) 1(12:5) 7 (23.3)
Sh 10 (45.5) 5(62.5) 15 (50.0)
( )

/)

20
0

-20
-40
-60
-80

Maximum tumor shrinkage from baseline (%)

PD 3 (13.6) 1 (12.5) 13.3
NE 1 (4.5) 1 (12.5) 2 (6.
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13

DoR, duration of response; NA, not available.

Post hoc: Duration of Response (LIR)

HERZ2-positive pts

: HER2-positi HER2-l '
with the response (n=8) (il PWSIRRSSSING

No. of events, n (%) 6 (75.0)
mDoR, months (95% CI) 7.4 (2.8-NA)
6-month DoR rate (95% CI) | 50.0% (15.2-77.5)

X
Q
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Tumor shrinkage from baseline

T T T T

6 9 12 15 18 4 6 8 10 12 14
Time from response (month)

) Time from registration (month)
Atrisk 8 4 (1] 0

Censoring 0 (1] 2 0
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Key Conclusions

» T-Dxd showed confirmed ORR of 36.4%, mDOR of 7.4 months, median PDA of 5.1 months and
median OS of 7.1 months in Her2 positive BTC

» Activity noted in Her2 low expressing tumors as well

» Interstitial lung disease- 6 patients grade 5 included in 2 patients. Median time to onset 124
days




FOENIX-CCA1 TRIAL updated results-
Goval L et al

» Futibatinib — highly selective irreversible FGFR1-4 inhibitor

» Covalent binding to the conserved cysteine in FGFR kinase domain P-loop, robust inhibition
resistant to reversible ATP-competitive inhibitors

»Shows activity against tumors of any origin harboring various FGFR aberrations

»9-14% of intrahepatic cholangiocarcinomas harbor FGFR2 fusions/rearrangements

»SEQUENCE YOUR BILIARY TRACT CANCER- TARGET RICH!



CCA2

FOENIX FOENIX-CCA2: Phase 2 Global Study of Futibatinib in FGFR2 Fusion or
Rearrangement-Positive Intrahepatic Cholangiocarcinoma

Patients

Key eligibility criteria

« Unresectable or metastatic ICC
» FGFR2 fusion or other rearrangement?
» Measurable disease per RECIST v1.1

» Prior gemcitabine + platinum-based
chemotherapy

« Progression after 21 systemic therapy
« ECOG PS0or1
» No prior FGFR inhibitor

Treatment

Futibatinib

20 mg orally
once-daily, continuously
(21-day cycles)

Disease progression,
drug intolerance,
withdrawal of
consent, or death

A maximum of 2 dose reductions
(to 16 mg and then to 12 mg) were permitted to manage
treatment-emergent AEsP

Endpoints

-
* Primary:
— Objective response
rate (per ICR)

» Secondary:
— Duration of response
(key)
— Disease control rate

— Progression-free
survival

— Overall survival
— Safety
— PROs

Follow-up

Survival follow-up
up to 18 months after
enrollment
of last patient

» At the time of the final data cutoff (May 29, 2021), median follow-up was 25.0 months, and 96/103 patients (93%)

had discontinued treatment

* The median number of treatment cycles was 13.0, for a median treatment duration of 9.1 months

AE, adverse event; ECOG PS, Eastern Cooperative Oncology Group performance status; FGFR, fibroblast growth factor receptor; ICC, intrahepatic cholangiocarcinoma; ICR, independent central radiology review;
RECIST v1.1, Response Evaluation Criteria for Solid Tumors version 1.1; PRO, patient-reported outcome.
aldentified centrally in tumor tissue by Foundation Medicine (FMI) or by local laboratory testing of tumor tissue or circulating tumor DNA. ®Treatment was discontinued if treatment-emergent AEs did not resolve after
2 dose modifications or if the next cycle of treatment was delayed >21 days.

ClinicalTrials.gov Identifier: NCT02052778




FOENIX Futibatinib in Intrahepatic Cholangiocarcinoma:

CCA2

Best Percent Change in Target Lesion Size

Best overall confirmed response (N=103)?
100 — [ Complete response 1(1.0%)
Il Partial response 42 (40.8%)
80 B Stable disease 42 (40.8%)
60 — B Progressive disease 16 (15.5%)
< B Not evaluable 2 (1.9%)
o
< 40 -
=
o 20 T
n
a2
o
t _20 —
o
g’ - L -
© -40 -
=
O
_.60 —
-80 patie U
-100 < | Objective response rate 43 (41.7%) [32.1-51.9]
Disease control rate 85 (82.5%) [73.8-89.3]

Patient

aAssessed by independent central review

Data cutoff: May 29, 2021. Dotted horizontal lines represent partial response (230% reduction in lesion size) and progressive disease (220% increase) per RECIST v1.1.
RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1.




FOENIX Duration of Futibatinib Response in
Intrahepatic Cholangiocarcinoma

Median duration of response? 9.5 months (95% CI, 7.6—-10.4)
Median time to response 2.6 months (range, 0.7-15.4)

Patients

Best overall response (confirmed)

' ,j mCR(n=1) W PR (n =42) m SD (n =42)

m PD (n =16) m NE (n=2)
A Start of first CR/PR * Discontinued

I I | I | I I I I | I | I I
18 19 20 21 22 23 24 25 26 27 28 29 30 31 32

2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
Months

« At data cutoff, 74% of responses had continued for 26 months and 18.6% had continued for 212 months

Data cutoff: May 29, 2021. CR, complete response; NE, not evaluable; PD, progressive disease; PR, partial response; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable disease
aCalculated using the Kaplan—Meier method; responses were based on independent central review per RECIST v1.1.




FOENIX PFS and OS With Futibatinib in
Intrahepatic Cholangiocarcinoma

Median PFS, 8.9 mo (95% ClI, 6.7-11.0)2 Median OS, 20.0 mo (95% Cl, 16.4—-24.6)

100 H 100 —
6-mo OS: 88%
|
80 80 -
i 12-mo OS: 73%
6-mo PFS: 65% : ;
~ 60 . 60 I :
£ | 3 : :
& | 12-mo PFS: 35% 8 i :
O 40+ : SR 40 A : |
: i | |
I I I }
1 I 1 1
20 : : 20 : i
I } I ]
1 I 1 1
1 } I 1
1 1 | 1 |
0 I Il 1 i I 1 I I 1 0 I i I i I 1 1 1 1 I 1
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27 30 33
Months Months
Atrisk 103 79 60 38 26 17 i 2 2 0 Atrisk 103 99 88 81 72 60 46 30 19 8 3 0
Censored - 7 2 7 2 1 3 2 0 1 Censored ~ 1 2 0 1 1 7 12 7 7 4 3

Data cutoff: May 29, 2021.
OS, overall survival; PFS, progression-free survival.
3Assessed by independent central review.
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Key Conclusions

»41.7% ORR in previously treated patients with ICC harboring FGFR2 fusions/rearrangements

»Durable ORR, 9.1 months median treatment duration
»Median OS 20 months, 12 month OS rate 73%

»Hyperphosphatemia, nail toxicities, Palmar plantar erythrodysesthesia, rash, retinal disorders,
increased ALT/AST- no new safety signals noted

»0Of 103 patients, 95 had ct DNA and 83 samples positive for FGFR2 fusion/rearrangements




