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Learning Objectives

8

• Evaluate best available evidence regarding treatment of GI cancer
• Assess the clinical implications of emerging clinical trial data regarding 

treatment approaches for patients with GI cancer
• Develop strategies to address complicated GI cancer cases
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ASCO 2021: Highlights in GI Malignancies

Abstract 3505: DESTINY CRC1
Abstract 3507: TRUSTY

Abstract 4003: CM577
Abstract 4004: NeoAegis

Abstract 3500: KN177
Abstract 3501: FOCUS4

Astract 4006: NIFTY
Abstract 4007: FOHAIC-1

Abstract 4010: FIGHT
Abstract 4002: CM649; Abstract 

4013: KN811
Abstract LBA4001: CM648

GEC Perioperative

GEC First Line 
Stage IV 

Hepatobiliary

CRC stage IV First 
Line

CRC stage IV Late 
Line

Upper GI

Lower GI
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<br /><br /><br /><br />NeO-AEGIS <br /><br />(Neoadjuvant trial in Adenocarcinoma of the Esophagus and Esophago-Gastric Junction International Study): <br />Preliminary 
results of Phase III RCT of CROSS vs Peri-operative Chemotherapy(Modified MAGIC or FLOT protocol) (CTRIAL-IE 10-14) (NCT01726452)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Abstract 4004
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Perioperative Therapy EGJ AC: DFS, OS

mOS ≈ 45 months mOS ≈ 43 months

Al-Batran et al. Phase III FLOT4. Lancet 2019
Cunningham et al. Phase III MAGIC. NEJM 2006

van Hagen et al. Phase III CROSS. NEJM 2012
Shapiro et al. Phase III CROSS. Lancet Oncol 2015

LN+ disease:  78%
T4 disease:    8%

LN+ disease:  65%
T4 disease:    0%

FLOT

ECF
Surgery Only

CRT

EGJ AC  
FLOT >   MAGIC  > Surgery 

HR 0.76     HR 0.74 EGJ AC
CROSS > just surg

HR 0.75

N=275N=398
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Forthcoming Head-to-Head Phase III studies

Neo-AEGIS
• ECX/EOX/FLOT vs CROSS
• Ireland, UK, Denmark
• N= 540 , EGJ (I/II) only 

• HR 1.02, terminated for 
futility at second interim 
analysis

• >85% MAGIC, prior to 
amendment for FLOT

ESOPEC
• FLOT vs CROSS
• Germany
• N=438, EGJ (I/II) only
• Target HR 0.645 (!)

TOPGEAR
• ECX/FLOT +/- neoCRT
• Australia, New Zealand
• N=620, GC/EGJ, not type I
• Target HR 0.76

Leong et al. BMC Cancer 2015 Heoppneret al. BMC Cancer 2016Reynolds et al. BMC Cancer 2017

Daniel Catenacci

EGJ AC  
FLOT >   MAGIC  > Surgery 

HR 0.76     HR 0.74

EGJ AC
CROSS > Surgery 

HR 0.75
716 pts
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Neo-AEGIS 2013-2018: CROSS vs (modified) MAGIC regimen

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Abstract 4004
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4004: Preliminary results of phase III RCT of CROSS versus 
perioperative chemotherapy (Modified MAGIC or FLOT protocol) 
in EAC and GEJ

15
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Neo-AEGIS Amended Study Design

MAGIC (ECF/ECX/EOF/EOX)



4004: Preliminary results of phase III RCT of CROSS versus 
perioperative chemotherapy (Modified MAGIC or FLOT 
protocol) in EAC and GEJ

16

July 15, 2021

MAGIC = 157
FLOT      = 27
Chemo   184
157/184 = 85%

Total CROSS = 178
162/178 = 91%

Updates from ASCO and World GI



July 15, 2021
Daniel Catenacci, MD
Updates from ASCO and World GI

Overall Survival

Abstract 4004



4004: Preliminary results of phase III RCT of CROSS versus 
perioperative chemotherapy (Modified MAGIC or FLOT protocol) in 
EAC and GEJ
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4004: Preliminary results of phase III RCT of CROSS versus 
perioperative chemotherapy (Modified MAGIC or FLOT 
protocol) in EAC and GEJ
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MAGIC (ECF/ECX/EOF/EOX)
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If MAGIC > Surgery (HR ~0.75) (MAGIC study 2006, N=503)
& CROSS > Surgery (HR ~0.74) (CROSS study 2012, N=368)

& MAGIC = CROSS (HR ~1.02) (NeoAegis study 2021, N=319)
& if FLOT > MAGIC (HR ~0.76) (FLOT4 study 2019, N=738)

Can we solve for Y?
FLOT vs CROSS (HR Y) (ESOPEC study, XX, N=438)

Neoadj MAGIC/FLOT +/-RT, adj MAGIC/FLOT (TOPGEAR, XX, N=620)

Abstract 4004
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Daniel Catenacci, MD21

Perioperative anti-HER2 studies

Safran et al. RTOG1010 Phase III. 
ASCO 2020

Hofheinz et al. PETRARCA Phase II. 
ASCO 2020

RTOG1
010
N=194

PETRARCA
N=81

Primary 
Endpoint:

Phase 2: 
pCR rate

Phase 3: 
DFS

Primary 
Endpoint:
DFS

0
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Adjuvant nivolumab in resected esophageal or 
gastroesophageal junction cancer following neoadjuvant 
chemoradiotherapy: expanded efficacy and safety analyses 
from CheckMate 577

Ronan J. Kelly,1 Jaffer A. Ajani,2 Jaroslaw Kuzdzal,3 Thomas Zander,4 Eric Van Cutsem,5
Guillaume Piessen,6 Guillermo Mendez,7 Josephine Feliciano,8 Satoru Motoyama,9 Astrid Lièvre,10 Hope Uronis,11

Elena Elimova,12 Cecile Grootscholten,13 Karen Geboes,14 Jenny Zhang,15

Samira Soleymani,15 Ming Lei,15 Prianka Singh,15 James M. Cleary,16 Markus Moehler17

• 1The Charles A. Sammons Cancer Center at Baylor University Medical Center, Dallas, TX; 2The University of Texas MD Anderson Cancer 
Center, Houston, TX; 3Jagiellonian University, John Paul II Hospital, Cracow, Poland; 4University Hospital of Cologne, Cologne, Germany; 
5University Hospitals Gasthuisberg, Leuven and KULeuven, Leuven, Belgium; 6University of Lille, Claude Huriez University Hospital, Lille, 
France; 7Fundacion Favaloro, Buenos Aires, Argentina; 8Johns Hopkins Sidney Kimmel Comprehensive Cancer Center, Baltimore, MD; 
9Akita University Hospital, Akita, Japan; 10CHU Pontchaillou, Rennes 1 University, Rennes, France; 11Duke Cancer Institute, Durham, NC; 
12Princess Margaret Cancer Centre, Toronto, ON, Canada; 13Netherlands Cancer Institute-Antoni van Leeuwenhoek Hospital, Amsterdam, 
Netherlands; 14UZ Gent, Gent, Belgium; 15Bristol Myers Squibb, Princeton, NJ; 16Dana Farber Cancer Institute, Boston, MA; 17Johannes-
Gutenberg University Clinic, Mainz, Germany

Abstract 4003



4003: Adjuvant nivolumab (NIVO) in resected esophageal or 
gastroesophageal junction cancer (EC/GEJC) following 
neoadjuvant chemoradiotherapy (CRT) 
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Abstract 4003
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4003: Adjuvant nivolumab (NIVO) in resected esophageal or 
gastroesophageal junction cancer (EC/GEJC) following 
neoadjuvant chemoradiotherapy (CRT) 
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• CPS <5?
• AC?
• GEJ?

• Longer DFS/OS f/u

TPS not CPS!!

Abstract 4003

CM 577(Adj 
EsoSCC/EsoAC/GEJAC)



4003: Adjuvant nivolumab (NIVO) in resected esophageal or 
gastroesophageal junction cancer (EC/GEJC) following 
neoadjuvant chemoradiotherapy (CRT) 
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CPS<5
0.89 AC + SCC

SCC?
AC?

Abstract 4003
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4003: Adjuvant nivolumab (NIVO) in resected esophageal or 
gastroesophageal junction cancer (EC/GEJC) following 
neoadjuvant chemoradiotherapy (CRT) 
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Progression-free survival 2 (PFS2) 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.Abstract 4003

4003: Adjuvant nivolumab (NIVO) in resected esophageal or 
gastroesophageal junction cancer (EC/GEJC) following 
neoadjuvant chemoradiotherapy (CRT) 



29

Abstract 4003
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neoadjuvant chemoradiotherapy (CRT) 
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4003: Adjuvant nivolumab (NIVO) in resected esophageal or 
gastroesophageal junction cancer (EC/GEJC) following 
neoadjuvant chemoradiotherapy (CRT) 
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If MAGIC > Surgery (HR ~0.75) (MAGIC study 2006, N=503)
& CROSS > Surgery (HR ~0.74) (CROSS study 2012, N=368)

& MAGIC = CROSS (HR ~1.02) (NeoAegis study 2021, N=319)
& if FLOT > MAGIC (HR ~0.76) (FLOT4 study 2019, N=738)

Can we solve for Y?
FLOT vs CROSS (HR Y) (ESOPEC study, XX, N=438)

Neoadj MAGIC/FLOT +/-RT, adj MAGIC/FLOT (TOPGEAR, XX, N=620)

CROSS à nivo vs CROSS (HR OS?) (CM577, XX, N=532)
CF/FLOT-pembro vs CF/FLOT (HR OS?) (KN585, XX, N=1007)
FLOT-durva vs FLOT (HR OS?) (MATTERHORN, XX, N=900)

Adj S1/CapeOx-nivo vs Adj S1/CapeOx (HR OS?) (ATTRACTION-05, XX, N=700)

FLOT-atezo vs FLOT (DANTE/FLOT8, XX, N=295)
CROSS-nivo vs CROSS à nivo vs nivo-ipi (EA2174, XX, N=278)
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ASCO 2021: Highlights in GI Malignancies

Abstract 3505: DESTINY CRC1
Abstract 3507: TRUSTY
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Abstract 4004: NeoAegis

Abstract 3500: KN177
Abstract 3501: FOCUS4

Astract 4006: NIFTY
Abstract 4007: FOHAIC-1
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Abstract 4002: CM649; Abstract 4013: 

KN811
Abstract LBA4001: CM648
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FIGHT: A RANDOMIZED, DOUBLE-BLIND, PLACEBO-
CONTROLLED, PHASE 2 STUDY OF BEMARITUZUMAB (BEMA) 
COMBINED WITH MODIFIED FOLFOX6 IN 1L FGFR2B+ 
ADVANCED GASTRIC/GASTROESOPHAGEAL JUNCTION 
ADENOCARCINOMA (GC) (NCT03694522)

Authors: Catenacci DV1, Kang YK2, Saeed A3,  Yamaguchi K4, Qin S5, Lee KW6, Kim IH7, Oh SC8, Li J9, Turk HM10, Teixeira AC11, Borg C12, 
Hitre E13, Udrea AA14,  Cardellino GG15, Guardeño Sanchez R16, Mitra S17, Yang Y17, Enzinger PC18, Wainberg ZA19

1University of Chicago, Chicago, USA; 2Asan Medical Center, Seoul, South Korea; 3Kansas University Cancer Center, Westwood, KS, USA; 4The Cancer Institute Hospital of JFCR, 
Koto-Ku , Tokyo, Japan; 581 Hospital Nanjing University of Chinese Medicine, Nanjing, China; 6Seoul National University Bundang Hospital, Seoul National University College of 
Medicine, Seongnam, Gyeonggi-do, South Korea; 7The Catholic University of Korea, Seoul St. Mary's Hospital, Seoul, South Korea; 8Korea University Guro Hospital, Seoul, South 
Korea; 9Shanghai East Hospital, Shanghai, China; 10Department of Medical Oncology, Bezmialem Vakif University, School of Medicine, Istanbul, Turkey; 11Hospital Senhora Da 
Oliveira, Guimarães, Portugal; 12Centre Hospitalier Régional Universitaire de Besançon, Besançon France; 13National Institute of Oncology, Budapest, Hungary; 14SC Medisprof
SRL, Cluj-Napoca, Romania; 15Department of Oncology, Azienda Sanitaria Universitaria Friuli Centrale, Udine, Italy; 16Institut Català d’Oncologia, Girona, Spain; 17FivePrime 
Therapeutics, Inc., South San Francisco, USA; 18Dana Farber Cancer Institute, Boston, USA; 19University of California, Los Angeles, USA

Presenter: Daniel Catenacci, MD
University of Chicago

Abstract 4010
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Bemarituzumab blocks growth factor signaling
Bemarituzumab: IgG1 Ab Specific to FGFR2b Receptor

• ADCC, antibody-dependent cell-mediated cytotoxicity; FGF, fibroblast growth factor; IgG1, immunoglobulin G1; NK, 
natural killer; TKIs, tyrosine kinase inhibitors.                                            1. Catenacci D, et al. J Clin Oncol. 2020.

18% overall response rate in late-line FGFR2b+ gastroesophageal cancer1

Daniel Catenacci, MD

Bemarituzumab enhances ADCC

Selectivity avoids electrolyte abnormalities seen with FGFR 
TKIs

Abstract 4010
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FGFR2 Amplification: Bemarituzumab

Catenacci DVT. Phase I Escalation & Expansion Study of Bemarituzumab (FPA144) in Pts With Advanced Solid Tumors and FGFR2b-Selected Gastroesophageal Adenocarcinoma JCO 2020

Catenacci DVT. Bemarituzumab with modified FOLFOX6 for advanced FGFR2-positive gastroesophageal cancer: FIGHT Phase III study design. Future Oncol 2019

N=28 pts
ORR 18%
DCR 64%

Abstract 4010

Daniel Catenacci, MD
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FIGHT Phase 2 Study Design

*Bemarituzumab dosing: 15 mg/kg Q2W beginning cycle 1 day 1 (plus 1 dose of 7.5 mg/kg on day 8 of cycle 1 only). FOLFOX6 dosing: standard fixed doses Q2W. 

FGFR2b, fibroblast growth factor receptor 2b.

Primary endpoint
• PFS

Secondary endpoints
• OS
• Response rate

Bemarituzumab* 
+ mFOLFOX6

(n = 77)

Placebo + 
mFOLFOX6

(n = 78)

1:1 VS

• No prior therapy for unresectable, 
locally advanced or metastatic 
gastric/GEJ adenocarcinoma

• RECIST v1.1 evaluable disease
• FGFR2b overexpression and/or    

FGFR2 gene amplification
• Not HER2-positive

Key Eligibility Criteria

• Geographic region
• Single dose of FOLFOX while screening 
• Prior perioperative chemotherapy 

Stratification Factors

Randomization

Daniel Catenacci, MD

Treatment may continue until progression, unacceptable 
toxicity, or the patient meets other withdrawal criteria

Abstract 4010



July 15, 2021
Daniel Catenacci, MD
Updates from ASCO and World GI

Demographics/Characteristics       
n (%)

Bema + mFOLFOX6
(N = 77)

Placebo + mFOLFOX6
(N = 78)

Age, median (range), years 60.0 (23, 80) 59.5 (33, 84)
Gender, male (%) 52 (67.5%) 59 (75.6%)
Race, Asian (%) 45 (58.4%) 44 (56.4%)
Region

US/EU 32 (41.6%) 34 (43.6%)
China 14 (18.2%) 13 (16.7%)
Rest of Asia 31 (40.3%) 31 (39.7%)

Single dose of mFOLFOX6 prior to randomization 35 (45.5%) 36 (46.2%)
Measurable disease at baseline 66 (85.7%) 60 (76.9%)
FGFR2b status

Overexpression based on IHC 73 (94.8%) 76 (97.4%)
Amplification based on ctDNA 12 (15.6%) 14 (17.9%)
Both overexpression and amplification 8 (10.4%) 12 (15.4%)

Demographics & Baseline Characteristics Well Balanced 

EU, European Union; US, United States. 

Daniel Catenacci, MD

Abstract 4010
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Eligibility Included FGFR2b IHC+ and/or FGFR2 ctDNA+
30% of 910 prescreened patients were eligible

FGFR2 gene amplification

ctDNA

FGFR2b+ overexpression

IHC** 

Assays validated under design control for analysis of gastric cancer samples

FGFR2b IHC+ defined as 2+/3+ staining                     FGFR2 amplification threshold of 1.5-fold increase

Daniel Catenacci, MD

Blood or plasma
containing ctDNANo Staining (0)        Low-Moderate (1+)   Moderate-Strong (2+)         Strong (3+)

** Study protocol allowed analyses on both fresh and archival samples and majority of analyses were performed on fresh samples

Abstract 4010
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Individual Subject

IHC
Staining

0%

100%

0

1
+2
+

10%
5%

Most Enrolled Patients Had Tumor FGFR2b Overexpression 
Without Evidence of FGFR2 Amplification

Red bar: ctDNA+

83.2%
IHC+

ctDNA–

12.9%
IHC+

ctDNA+

3.9%
IHC–

ctDNA+

FGFR2 status of enrolled patients

Daniel Catenacci, MD

St
ai

ni
ng

 P
er

ce
nt

ag
e

ctDNA+ 16.8%

ITT  = any 2+/3+ staining or ctDNA+ only N = 155          
> 5% tumors cells staining 2+/3+ N = 118  (76%)       
>10% tumors cells staining 2+/3+ N =   96  (62%)

3+

25%

75%

50%

Abstract 4010
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Higher Bemarituzumab Efficacy With 
Higher % FGFR2b+ 

*N = 155; †N = 118; ‡N = 96; §difference in ORR is calculated by (placebo ORR – Bema ORR).
NR, not reached.

Endpoint Subgroup
Median PFS/OS 

(months)
Response rate

HR (95% CI)
Difference in ORR 

(95% CI)

PFS

Overall* Bema: 9.5
Placebo: 7.4 0.68 (0.44, 1.04)

IHC 2+ or 3+ ≥5%† Bema: 10.2
Placebo: 7.3 0.54 (0.33, 0.87)

IHC 2+ or 3+ ≥10%‡ Bema: 14.1
Placebo: 7.3 0.44 (0.25, 0.77)

OS

Overall Bema: NR
Placebo: 12.9 0.58 (0.35, 0.95)

IHC 2+ or 3+ ≥5% Bema: NR
Placebo: 12.5 0.52 (0.30, 0.91)

IHC 2+ or 3+ ≥10% Bema: NR
Placebo: 11.1 0.41 (0.22, 0.79)

ORR

Overall Bema: 36 (46.8%)
Placebo: 26 (33.3%) -13.1%§ (-29.0%, 2.8%)

IHC 2+ or 3+ ≥5% Bema: 30 (51.7%)
Placebo: 22 (36.7%) -15.1%§ (-32.8%, 2.7%)

IHC 2+ or 3+ ≥10% Bema: 24 (54.5%)
Placebo: 19 (36.5%) -18.0%§ (-37.7%, 1.7%)

0 0.25 0.5 0.75 1 1.25 1.5 1.75 2

-0.4 -0.3 -0.2 -0.1 0 0.1 0.2 0.3 0.4

Hazard Ratio

Difference in ORR

Fa
vo
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 B

em
a

Fa
vo

rs
 P

la
ce

bo

Daniel Catenacci, MD

Abstract 4010
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Evaluation of Efficacy by Biomarker Status

Daniel Catenacci, MD

Overexpression was Sufficient, ctDNA+ with Most Pronounced Benefit

Abstract 4010
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IHC 2+/3+ >5% (N = 118)

Median OS Reached With Longer Follow-up

*ITT =  includes 149 patients with IHC 2+/3+ and 6 with IHC <2+ or not available who were enrolled based on ctDNA alone. 
NR, not reached.

Median Follow-up 12.5 months

Daniel Catenacci, MD

ITT* (N = 155) IHC 2+/3+ >10% (N = 96)

OS Median (95% CI)
Bema: 19.2 (13.6–NR)
Pbo: 13.5 (9.3–15.9)
HR: 0.6 (0.38–0.94)

OS Median (95% CI)
Bema: NR (13.8–NR)
Pbo: 12.5 (8.8–15.0)
HR: 0.52 (0.30–0.91)

OS Median (95% CI)
Bema: 25.4 (13.8–NR)
Pbo: 11.1 (8.4–13.8)
HR: 0.41 (0.23–0.74)

Bema
Placebo

Addition of Bemarituzumab Showed a +5.7 Month Improvement in 
Median OS

*Based on February, 28th 2021 data cut 

Abstract 4010
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Summary of Corneal Adverse Events

*Duration of exposure was comparable for the two arms; †loss of follow-up of 6 patients due to death and 1 patient due to consent withdrawal. 

Bema
(N = 76)

Placebo
(N = 77)

Any corneal AE 51 (67.1%) 8 (10.4%)
Grade 1 corneal AE 16 (21.1%) 6 (7.8%)
Grade 2 corneal AE 17 (22.4%) 2 (2.6%)
Grade 3 corneal AE 18 (23.7%) 0
Grade 4 corneal AE 0 0
SAE 0 0

Time to onset (grades 2 and 3) (weeks)
N 35 2
Median 23.7 12.8
Q1, Q3 15.9, 33.1 9.0, 16.6

Time to resolution or downgraded to grade 1 (grades 2 and 3) (weeks)
N 21† 1
Median 19.1 2.0
Q1, Q3 9.1, 25.1 2.0, 2.0

Patients with corneal AEs*

Daniel Catenacci, MD

No association with frequency or severity of corneal AE and tumor FGFR2b positivity. Corneal AEs are defined by Standardised MedDRA Queries (SMQ) of corneal disorders. 

Abstract 4010
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Anti-HER2 + IO Combination?

Anti-HER2 Ab

CD16A (FCGR3)
V allele – high affinity
F allele – low affinity
VV = ~15%
VF      
FF = ~85%

trastuzumab vs
margetuximab

Catenacci et al. MAHOGANY: margetuximab combination in HER2+ unresectable/metastatic gastric/gastroesophageal junction adenocarcinoma. Future Oncol 2021
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Anti-HER2 + IO Combination

Janjigian et al. Lancet Oncol 2020 Catenacci et al.  Lancet Oncol 2020

Second Line: Margetuximab/PembrolizumabFirstLine: Chemo/Trastuzumab/Pembrolizumab

KN-811 1L Phase III
Chemo/trastruzumab +/- pembrolizumab

MAHOGANY 1L Phase II/III
A) margetuximab + retifanlimab (IHC3+ & PDL1 CPS>1)
B) Chemo/margetuximab +/- retifanlimab

With Number of Subjects at Risk
Product-Limit Survival Estimates

24 24 22 22 22 21 21 18 18 16 13 12 11 10 9 8 8 8 8 8 5 4 3 3 3 1 1 1 1 1 0
32 32 31 29 28 28 25 25 22 20 17 13 13 12 10 9 8 6 6 5 4 2 1 1 0
8 7 6 6 6 6 6 6 5 3 3 3 3 3 2 1 0
6 6 5 4 3 1 1 0

IHC3+/PDL1+
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FDA accelerated 
Approval 5/2021
• N=264
• 52% vs 74% ORR Janjigian et al. ASCO 2021 Abstr
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CPS >5 incidence?   ORR > and < CPS5?
CPS >10 incidence? ORR > and < CPS10?
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First Line – Margetuximab/Retifanlimab

Catenacci et al. Margetuximab plus pembrolizumab for previously treated, HER2-positive GEA (CP-MGAH22–05): a single-arm, phase 1b–2 trial. Lancet Oncology 2020
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First-line nivolumab plus chemotherapy vs chemotherapy in advanced gastric cancer/ gastroesophageal junction cancer/esophageal adenocarcinoma: expanded efficacy and 
safety <br />data from CheckMate 649

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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CM 649 (1L EsoAC/GEJ AC/GC AC)   FOLFOX +/- Nivolumab

Moehler et al. ESMO 2020
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CM 649 (1L GEJ AC/GC AC)
CPS>5        CPS>1              All

HR    0.71 à 0.77      à 0.8
Pts#  473 à 473+168 à 641+148

First evidence that 
Chemo+IO not effective in
CPS <5 tumors
• Especially CPS 0

Listed in NCCN guidelines 12/2020, CPS >5 FOLFOX+Nivo, GC, EGJ AC
FDA approved 4/16/21 for all-comers (any PDL1)
EMA no decision yet

CPS 1-5
?? 
168 

CPS 0
?? 
148 

CPS <5
?? 
316

Moehler et al. ESMO 2020

Initially 
Not
Reported
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Efficacy subgroup analysis by PD-L1 CPS in all randomized 
patients

Moehler et al. ASCO 2021
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Nivolumab plus ipilimumab or nivolumab plus chemotherapy versus chemotherapy as first-line treatment for advanced esophageal squamous cell carcinoma: first results of the 
CheckMate 648 study

Abstract LBA4001
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CheckMate 648 study design

Abstract LBA4001
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Baseline characteristics

Abstract LBA4001
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Overall survival: NIVO + chemo vs chemo

Abstract LBA4001
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Overall survival subgroup analysis: NIVO + chemo vs chemo

Abstract LBA4001
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Progression-free survival: NIVO + chemo vs chemo

Abstract LBA4001
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Overall survival: NIVO + IPI vs chemo
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Overall survival subgroup analysis: NIVO + IPI vs chemo

Abstract LBA4001
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Progression-free survival: NIVO + IPI vs chemo

Abstract LBA4001
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Treatment-related adverse events

Abstract LBA4001
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NCCN Guidelines: 6/22/21 (Version 3.2021)

PDL1 CPS 0 is not recommended to receive first-line anti-PD1 therapy for GC/GEJ/Eso for either AC or SCC!!

Category 1
Category 
2A
Category 
2B



July 15, 2021
Daniel Catenacci, MD
Updates from ASCO and World GI

ASCO 2021: Highlights in GI Malignancies

Abstract 3505: DESTINY CRC1
Abstract 3507: TRUSTY

Abstract 4003: CM577
Abstract 4004: NeoAegis

Abstract 3500: KN177
Abstract 3501: FOCUS4

Astract 4006: NIFTY
Abstract 4007: FOHAIC-1

Abstract 4010: FIGHT
Abstract 4002: CM649; Abstract 

4013: KN811
Abstract LBA4001: CM648

GEC Perioperative

GEC First Line 
Stage IV 

Hepatobiliary

CRC stage IV First 
Line

CRC stage IV Late 
Line

Upper GI

Lower GI
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Liposomal Irinotecan (nal-IRI) in combination 
with Fluorouracil (5-FU) and Leucovorin (LV) 
for Patients (pts) with Metastatic Biliary Tract 
Cancer (BTC) after Progression on 
Gemcitabine plus Cisplatin (GemCis): 
Multicenter Comparative Randomized Phase 
2B study (NIFTY)

Changhoon Yoo1, Kyu-pyo Kim1, Ilhwan Kim2, Myoung Joo Kang2, 
Jaekyung Cheon3, Byung Woog Kang4, Hyewon Ryu5, Jae Ho Jeong1, 
Ji Sung Lee6, Kyung Won Kim7, Baek-Yeol Ryoo1

1Department of Oncology, Asan Medical Center, University of Ulsan 
College of Medicine, 2Inje University Haeundae Paik Hospital, 3Ulsan 
University Hospital, 4Kyungpook National University Hospital, 
5Chungnam National University Hospital, 6Department of Clinical 
Epidemiology and Biostatistics, Asan Medical Center, 7Asan Image 
Metrics, Asan Medical Center, Republic of Korea
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ABC-06 | A randomised phase III, multi-centre, open-label study of Active Symptom Control (ASC) alone or ASC with oxaliplatin / 5-FU chemotherapy (ASC + mFOLFOX) for 
patients with locally advanced / metastatic biliary tract cancers (ABC) previously-treated with cisplatin/gemcitabine (CisGem) chemotherapy

Presented By Angela Lamarca at 2019 ASCO Annual Meeting
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Changhoon Yoo, MD, PhD

NIFTY: Multicenter, Open-label, Randomized Phase 2B Study

Patients with metastatic BTC

• Histologically or 
cytologically 
confirmed BTC

• At least one 
measurable lesion 
per RECIST v1.1

• Radiological 
progression on prior 
1st-line GemCis

• No prior 2nd-line 
chemotherapy

• ECOG PS 0-1
• Adequate organ 

function

Stratification

• Tumor site 
(intrahepatic 
vs 
extrahepatic/
gallbladder)

• Prior curative-
intent surgery

• Participating 
center

R 
(1:1)

Nal-IRI plus 5-
FU/LV

Nal-IRI 70 mg/m2 

(D1), 5-FU 2400 
mg/m2 (D1-2), LV 
400 mg/m2 (D1)

5-FU/LV
5-FU 2400 mg/m2

(D1-2), LV 400 
mg/m2 (D1)

Primary endpoint
• BICR*-assessed PFS (RECIST 

v1.1)

Secondary endpoint
• Investigator-assessed PFS
• OS
• ORR (RECIST v1.1)
• Safety profile (CTCAE v4.03)
• QoL (EORTC-QLQ-C30)

ClinicalTrials.gov identifier: NCT03524508 *BICR=blinded independent central review

Until progression or intolerable toxicity

N=174

Abstract 4006
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Changhoon Yoo, MD, PhD

Patient Baseline Characteristics

Nal-IRI plus 5-FU/LV group 
(n=88)

5-FU/LV group 
(n=86)

Age (years), median (range) 63 (38-84) 65 (37-80)
Gender, n (%)

Male 51 (58.0%) 48 (55.8%)
Female 37 (42.0%) 38 (44.2%)

ECOG performance status, n (%)
0 23 (26.1%) 15 (17.4%)
1 65 (73.9%) 71 (82.6%)

Primary tumor site, n (%)
Intrahepatic 35 (39.8%) 39 (45.3%)
Extrahepatic 22 (25.0%) 25 (29.1%)
Gallbladder 31 (35.2%) 22 (25.6%)

Disease extent at screening, n (%)
Metastatic 88 (100%) 86 (100%)

Duration of first-line GemCis, n (%)
< Median (5.1 months) 48 (54.5%) 39 (45.3%)
≥ Median (5.1 months) 40 (45.5%) 47 (54.7%)

Prior curative-intent surgery, n (%)
Yes 26 (29.5%) 29 (33.7%)
No 62 (70.5%) 57 (66.3%)

Serum 19-9 level, n (%)
> Median (172 U/mL) 48 (54.5%) 39 (45.3%)
≥ Median (172 U/mL) 40 (45.5%) 47 (54.7%)

Abstract 4006
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Primary Endpoint: BICR-Assessed PFS

71

Changhoon Yoo, MD, PhD

88 47 38 20 11 6 1
86 26 18 11 7 5 1
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Number at risk

P=0.0019 by stratified log-rank test
Stratified HR (95% CI) = 0.56 (0.39-0.81)

Nal-IRI + 5-FU/LV
(n=88)

5-FU/LV 
(n=86)

No. of events, n (%) 64 (72.7%) 79 (91.9%)

mPFS, months (95% CI)

7.1 (3.6-8.8) 1.4 (1.2-1.5)

HR, 0.56
95% CI, 0.39-0.81

P=0.0019

6-month PFS rate, % (95% CI) 55.7% (44.7-66.6) 26.2% (16.6-35.8)

Median follow-up period: 11.8 months (IQR 7.7-18.7)

Abstract 4006
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Changhoon Yoo, MD, PhD

Secondary Endpoint: 
Investigator Review-Assessed PFS

88 46 25 13 5 2 1
86 23 9 4 3 3 0
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Number at risk

P<.0001 by stratified log-rank test
Stratified HR (95% CI) = 0.48 (0.34-0.69)

Nal-IRI + 5-FU/LV
(n=88)

5-FU/LV 
(n=86)

No. of events, n (%) 79 (89.8%) 84 (97.7%)

mPFS, months (95% CI)

3.9 (2.7-5.2) 1.6 (1.3-2.2)

HR, 0.48
95% CI, 0.34-0.69 

P<0.0001

6-month PFS rate, % (95% CI) 30.6% (20.6-40.5) 11.6% (4.9-18.4)

Abstract 4006
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Changhoon Yoo, MD, PhD

Secondary Endpoint: Overall Survival

88 73 50 35 23 16 8
86 67 39 20 15 9 4
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Number at risk

P=0.0349 by stratified log-rank test
Stratified HR (95% CI) = 0.68 (0.48-0.98)

Nal-IRI + 5-FU/LV
(n=88)

5-FU/LV 
(n=86)

No. of events, n (%) 64 (72.7%) 74 (86.0%)

mOS, months (95% CI)

8.6 (5.4-10.5) 5.5 (4.7-7.2)

HR, 0.68
95% CI, 0.48-0.98 

P=0.0349

6-month OS rate, % (95% CI) 60.7% (50.3-71.2) 45.9% (35.3-56.5)

1-year OS rate, % (95% CI) 35.4% (24.9-45.9) 22.4% (13.1-31.7)

Abstract 4006
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Changhoon Yoo, MD, PhD

Secondary Endpoint: Overall Response Rates

Response per RECIST v1.1
BICR-assessed response Investigator review-assessed response

Nal-IRI+5-FU 5-FU/LV Nal-IRI+5-FU 5-FU/LV

Objective response
14.8% 5.8% 19.3% 2.3%

P=0.0684 P=0.0002

CR 0 0 0 0

PR 14.8% 5.8% 19.3% 2.3%

SD 50.0% 29.1% 53.4% 47.7%

PD 29.5% 64.0% 21.6% 48.8%

Not evaluable 5.7% 1.2% 5.7% 1.2%

Abstract 4006
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Changhoon Yoo, MD, PhD

Adverse Events Occurring in >10% of Patients

Nal-IRI plus 5-FU/LV
(n=88)

5-FU/LV
(n=86)

Any grade (%) Grade 3-4 (%) Any grade (%) Grade 3-4 (%)
With at least one AE 87 (98.9) 68 (77.3) 74 (86.0) 29 (33.7)
Hematological

Anemia 13 (14.8) 8 (9.1) 5 (5.8) 3 (3.5)
Febrile neutropenia 2 (2.3) 2 (2.3) 0 (0) 0 (0)
Neutropenia 29 (33.0) 21 (23.9) 3 (3.5) 1 (1.2)
Thrombocytopenia 3 (3.4) 0 (0) 1 (1.2) 1 (1.2)

Non-hematological
Nausea 22 (25.0) 5 (5.7) 14 (16.3) 1 (1.2)
Vomiting 9 (10.2) 0 (0) 4 (4.7) 1 (1.2)
Abdominal pain 22 (25.0) 4 (4.5) 14 (16.3) 3 (3.5)
Constipation 26 (29.5) 0 (0) 19 (22.1) 0 (0)
Diarrhea 20 (22.7) 4 (4.5) 9 (10.5) 0 (0)
Dyspepsia 20 (22.7) 0 (0) 12 (14.0) 0 (0)
Stomatitis 14 (15.9) 2 (2.3) 10 (11.6) 0 (0)
Fatigue/Asthenia 27 (30.7) 11 (12.5) 17 (19.8) 3 (3.5)
Pyrexia 15 (17.0) 0 (0) 8 (9.3) 1 (1.2)
Decreased appetite 24 (27.3) 1 (1.1) 16 (18.6) 0 (0)

Abstract 4006
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HEPATIC ARTERIAL INFUSION CHEMOTHERAPY 
OF OXALIPLATIN PLUS FLUOROURACIL VERSUS 
SORAFENIB IN ADVANCED HEPATOCELLULAR 
CARCINOMA:
A BIOMOLECULAR EXPLORATORY, RANDOMIZED, 
PHASE 3 TRIAL
THE FOHAIC-1 STUDY

• Ming Zhao 1-3
• 1 Dept. Minimally Invasive Interventional Radiology, Liver Cancer Study and Service 

Group, Sun Yat-sen University Cancer Center

• 2 State Key Laboratory of Oncology in South China
• 3 Collaborative Innovation Center for Cancer Medicine, Guangzhou, China

• June 5, 2021

Abstract 4007

Lyu et al. Gut 2018
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Ming Zhao
SYSUCC, Guangzhou city, P.R. China
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Trial Schema
FOHAIC-1: Randomized, head-to-head, phase 3 clinical trial 

1. Lyu N, et al. Gut 2018;67(2):395-96. 2. Lyu N, et al. J Hepatol 2018;69(1):60-69. 3. Eisenhauer EA, et al. Eur J Cancer 2009;45(2):228-47. 4. Lencioni R, et al. Semin Liver Dis 2010;30(1):52-60. 
Abbreviations: DCR, disease control rate; ECOG-PS, Eastern Cooperative Oncology Group-Performance Status; HCC, hepatocellular carcinoma; ITPFS, intrahepatic tumor progression-free survival; RECIST, Response 
Evaluation Criteria In Solid Tumors; mRECIST, modified RECIST; OS, overall survival; ORR, objective response rate; PFS, progression-free survival. 

HAIC-FO IA Q3W (n = 130)
(oxaliplatin 130 mg/m2, 
leucovorin 200 mg/ m2, 

fluorouracil 400 mg/m2, and 
fluorouracil 2,400 mg/m2 

continuous infusion 46 hours) 1-2

Sorafenib (n = 132) 
400 mg twice daily

Patients with locally advanced or 
unresectable HCC (N = 551)

Key eligibility criteria:
• No prior systemic therapy for HCC
• With/without extrahepatic oligo-

metastasis (n ≤ 3, max diameter ≤ 
3 cm)

• BCLC stage B or C
• Child-Pugh A-B7
• ECOG-PS of 0-2
• Adequate organ function
• ≥ 1 measurable lesion per 

RECIST 1.1

ClinicalTrials.gov, NCT03164382

N = 262

R 
1:1

Core biopsy (n = 108)
Whole gene 
sequencing

Primary endpoint:
• OS

Secondary endpoints:
• PFS
• ITPFS
• ORR
• DCR
• Safety

Tumor assessments were 
performed according to both 
RECIST 1.1 and HCC-mRECIST 
by the investigator 3-4

• At data cutoff for final analysis of OS (Oct 31, 2020), the median follow-up period was 12.2 months (IQR 9.1-17.2) for the HAIC-FO group and 9.7 (6.2-12.7) for the 
sorafenib group.

Abstract 4007
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Baseline Characteristics
Heavy Intrahepatic Tumor Burden

Ming Zhao
SYSUCC, Guangzhou city, P.R. China
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Response
RECIST 1.1 & HCC-mRECIST

• HAIC-FO showed a greater 
objective response rate than did 
sorafenib. 

• The median time to response was 
9.3 weeks (IQR, 8.0 to 15.0), and 
the median duration of HAIC-FO 
was 18.0 weeks (IQR, 11.7 to 26.3). 

• The intrahepatic disease, including 
tumor mass, vascular tumor 
thrombus, or both, was also 
favorable to HAIC-FO than 
sorafenib in objective response 
rate.

Abstract 4007
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Ming Zhao
SYSUCC, Guangzhou city, P.R. China

8
0

Survivals
Primary Endpoint

• HAIC-FO provided superior overall survival with a 59.2% reduction in the risk of death versus sorafenib 

Abstract 4007
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Summary and Conclusion

• The FOHAIC-1 study demonstrated that HAIC-FO had superior efficacy and survival outcome than 
sorafenib in the first-line treatment of advanced HCC with a heavy intrahepatic tumor burden (overall: 
13.9 months; hazard ratio: 0.408). 

• HAIC-FO has the advantage of rapid tumor shrinkage within a short period (median time to response 
2.2 months [IQR, 1.9 to 3.5]), which has never been reported in the previous studies about standard 
systemic agents.

• HAIC-FO has achieved a promising rate of tumor downstaging (12.3%), prompting these beneficiaries 
to receive curable or palliative therapies and finally achieving a median overall survival (progression-free 
survival) of 20.8 (16.4) months (95%CI 9.1-32.5 [7.5-25.3]) with a 1-year rate of 93.8% (68.8%).

• In subgroup with high-risk factor (Vp4-PVTT and/or tumor involvement >50% of the liver), HAIC-FO 
also showed a favorable median overall survival of 10.8 months (95% CI 8.2-13.4).

• Models for predicting therapeutic effects of HAIC-FO based on genomic mutations are being developed.
• In summary, interventional HAIC-FO therapy might be a potential first-line option for patients with initial 

advanced HCC, especially for those with severe local tumors.

Abstract 4007
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ASCO 2021: Highlights in GI Malignancies
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Final Overall Survival for the 
Phase 3 KN177 Study: Pembrolizumab Versus 
Chemotherapy in Microsatellite Instability-
High/Mismatch Repair Deficient (MSI-H/dMMR)
Metastatic Colorectal Cancer (mCRC)

1Sorbonne Université and Hôpital Saint Antoine, Paris, France; 2University College Hospital, NHS Foundation Trust, London, United Kingdom; 3Asan Medical 
Center, University of Ulsan, Seoul, Republic of Korea; 4Herlev and Gentofte Hospital, Herlev, Denmark; 5University Hospital of Southern Denmark, Vejle, 
Denmark; 6Amsterdam University Medical Centers, University of Amsterdam, Amsterdam, Netherlands; 7Bordeaux University Hospital, Bordeaux, France; 
8Hospital Universitario 12 de Octubre, Imas12, CNIO, UCM, Madrid, Spain; 9Hospital Regional Universitario de Malaga, Malaga, Spain; 10Western Health, St 
Albans, Australia; 11Léon Bérard Center, Lyon, France; 12Hospital Universitario Marques de Valdecilla, IDIVAL, Santander, Spain; 13Vall d’Hebron Institute of 
Oncology, Barcelona, Spain; 14Sarah Cannon Research Institute/Tennessee Oncology, Nashville, TN, USA; 15Sidney Kimmel Comprehensive Cancer Center at 
Johns Hopkins, Baltimore, MD, USA; 16National Cancer Center Hospital East, Kashiwa, Japan; 17MSD China, Beijing, China; 18Merck & Co., Inc.  Kenilworth, NJ, 
USA; 19Memorial Sloan Kettering Cancer Center, New York, NY, USA

Thierry André,1 Kai-Keen Shiu,2 Tae Won Kim,3 Benny Vittrup Jensen,4 Lars Henrik Jensen,5 Cornelis Punt,6 Denis Smith,7 Rocio 
Garcia-Carbonero,8 Julia Alcaide-Garcia,9 Peter Gibbs,10 Christelle de la Fouchardiere,11 Fernando Rivera,12 Elena Elez,13 Johanna 
Bendell,14 Dung T. Le,15 Takayuki Yoshino,16 Wenyan Zhong,17 David Fogelman,18 Patricia Marinello,18 Luis A. Diaz Jr19

Andre KN177FA ASCO 2021

Abstract 3500



July 15, 2021
Daniel Catenacci, MD
Updates from ASCO and World GI

KEYNOTE-177 Study Design 
(NCT02563002)

aChosen before randomization; bBevacizumab 5 mg/kg IV; cCetuximab 400 mg/m2 over 2 hours then 250 mg/mg2 IV over 1 hour weekly. 
BICR, blinded independent central review; IHC: immunohistochemistry with hMLH1, hMSH2, hMSH6, PMS2; PCR: polymerase  chain reaction; PFS, progression-free survival; OS: overall survival; ORR:  
overall response rate; Q9W: every 9 weeks.

Andre KN177FA ASCO 2021

Key Eligibility Criteria
• MSI-H (PCR)/dMMR 
(IHC) Stage IV CRC

• Treatment naïve 
• ECOG PS 0 or 1
• Measurable disease 
by RECIST v1.1

R 
(1:1)

Pembrolizumab 200 mg Q3W 
for up to 35 cycles

N = 153

N = 154

• Dual-Primary endpoints: PFS per RECIST v1.1, BICR; OS
• Secondary endpoints: ORR per RECIST v1.1 by BICR,  PFS2, HRQoL, safety
• Tumor response assessed at week 9 and Q9W thereafter per RECIST v1.1 by BICR

N = 307
Until unacceptable 

toxicity, disease 
progression, or 

patient/physician 
withdrawal 
decisionOptional crossover to 

pembrolizumab 200 mg Q3W 
for up to 35 cycles for 
patients with centrally 

verified PD by RECIST v1.1, 
central review

Safety 
and 

survival 
follow-up

Abstract 3500

Investigator-Choice 
Chemotherapya

mFOLFOX6 IV Q2W 
OR mFOLFOX6 + Bevacizumabb IV Q2W 

OR mFOLFOX6 + Cetuximabc IV Q2W 
OR FOLFIRI IV Q2W 

OR FOLFIRI + Bevacizumab IV Q2W 
OR FOLFIRI + Cetuximab IV Q2W
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Disposition

a patients received 
- mFOLFOX6 only (n=11)
- mFOLFOX6 plus bevacizumab (n= 64)
- FOLFOX6 plus cetuximab (n=5)
- FOLFIRI alone (n=16)
- FOLFIRI plus bevacizumab (n=36)
- FOLFIRI plus cetuximab (n=11)

Andre KN177FA ASCO 2021

Pembrolizumab (P)
• 153 assigned 
• 153 treated

Chemotherapy (C)
• 154 assigned 
• 143 treateda

307 patients randomly assigned

Disease progression was assessed per RECIST v1.1, BICR; Median study follow-up was 44.5 months (range, 36.0-60.3); 44.5 mo (36.0-60.3) with pembro vs 44.4 mo (36.2-58.6) with chemo. 
Data cut-off: 19Feb2021. 
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Baseline Characteristics
Characteristic

Pembrolizumab
N = 153 (100%)

Chemotherapy
N = 154 (100%)

Age, median (range), years 63.0 (24-93) 62.5 (26-90)

Male 71 (46.4%) 82 (53.2%)

ECOG PS 0 75 (49.0%) 84 (54.5%)

Recurrent disease 80 (52.3%) 74 (48.1%)

Liver Metastasis 71 (46.4%) 54 (35.0%)

Asia region 22 (14.4%) 26 (16.9%)

Western Europe/North America region 109 (71.2%) 113 (73.4%)

Rest of World 22 (14.4%) 15 (9.7%)

Right-sided tumor 102 (66.7%) 107 (69.5%)

Left-sided tumor 46 (30.1%) 42 (27.3%)

Other/unknown tumor location 5 (3.2%) 5 (3.2%)

Prior adjuvant therapy only 33 (21.6%) 37 (24.0%)

Prior neoadjuvant therapy (perioperative) 5 (3.2%) 8 (5.2%)

No prior therapy 115 (75.2%) 109 (70.8%)

BRAF, KRAS, NRAS all wildtype 43 (28.1%) 38 (24.7%)

BRAF V600E 35 (22.9%) 44 (28.6%)

KRAS or NRAS mutant 33 (21.6%) 39 (25.3%)

BRAF V600E mutant and KRAS/NRAS mutant 0 2 (1.3%)

Unknowna 42 (27.5%) 31 (20.1%)
a Defined as when KRAS/NRAS or BRAFV600E one or two or all are missing or if only one or two are missing and  the other one are WT; Data cut-off: 19Feb2021.

Andre KN177FA ASCO 2021Abstract 3500
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Progression-Free Survival

Data cut-off: 19Feb2021.

Andre KN177FA ASCO 2021

Pembro

Events HR (95% CI)

Chemo
56%
76%

0.59
(0.45-0.79)

Median (95% CI)
16.5 mo (5.4-38.1)

8.2 mo (6.1-10.2)
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Progression-Free Survival 2
Time from randomization to progression on next line therapy or any cause death

Data cut-off: 19Feb2021.

Andre KN177FA ASCO 2021

12-mo rate
76%
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, %

Median (95% CI)
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Antitumor Response

Pembrolizumab
N = 153

Chemotherapy
N = 154

ORR, n (%) 69 (45.1)a 51 (33.1)
Best Overall Response, n (%)

Complete response 20 (13.1)b 6 (3.9)

Partial response 49 (32.0)c 45 (29.2)

Stable disease 30 (19.6) 65 (42.2)

Disease control rate (CR+PR+SD) 99 (64.7) 116 (75.3)

Progressive disease 45 (29.4) 19 (12.3)

Not evaluable 3 (2.0) 2 (1.3)

No assessment 6 (3.9) 17 (11.0)

Median duration or response (range), mo NR (2.3+ to 53.5+) 10.6 (2.8 to 48.3+)

≥ 24 months response duration, % 83.5 33.6
Andre KN177FA ASCO 2021

aORR 43.8%; bCR rate 11.1%;  cPR rate 32.7% at IA2 (data cut-off 19Feb2020).
Data cut-off: 19Feb2021. 
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Cross Over and Subsequent Therapy
• 56 of 154 (36%) patients in the chemotherapy arm crossed over to receive pembrolizumab after confirmed disease 

progression
– 37 additional patients received anti-PD-1/PD-L1 therapy outside of the study for an effective crossover rate of 60% in the ITT

aIncluding 2nd course treatment for patients randomized to pembrolizumab arm. Data cut-off: 19Feb2021.

Andre KN177FA 
ASCO 2021

Pembrolizumab
N = 153

Chemotherapy
N = 154

Any anti-PD-1/PD-L1 therapy, n (%) 14 (9.2) 93 (60.4)

On protocol therapy - pembrolizumaba 8 (5.2) 56 (36.4)

Off protocol therapies 6 (3.9) 37 (24.0)

Any non-anti-PD-1/PD-L1 therapy, n (%) 38 (24.8) 28 (18.2

Chemotherapy 35 (22.9) 20 (13.0)

VEGF inhibitor 22 (14.4) 13 (8.4)

EGFR inhibitor 9 (5.9) 5 (3.2)

Nucleosoide analog/thymidine phosphorylase inhibitor 2 (1.3) 2 (1.3)

CTLA-4 inhibitor 0 5 (3.2)

ICOS agonist 1 (0.7) 1 (0.6)

LAG-3 inhibitor 1 (0.7) 0

TIM3 inhibitor 1 (0.7) 1 (0.6)

Vaccine/viral therapy 0 2 (1.3)
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Overall Survival

aPembrolizumab was not superior to chemotherapy for OS as one-sided α > 0.0246. Pre-specified sensitivity analyses to adjust for crossover effect by rank-preserving structure failure time model 
and inverse probability of censoring weighting showed OS HRs of 0.66 (95% CI 0.42-1.04) and 0.77 (95% CI 0.44-1.38). Data cut-off: 19Feb2021.

Andre KN177FA 
ASCO 2021
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OS in Key Subgroups

Data cut-off: 19Feb2021.

Andre KN177FA 
ASCO 2021
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Summary of Events in All Treated 
Patients

Eventsa
Pembrolizumab

N = 153
Chemotherapy

N = 143

All adverse events (AEs) 149 (97.4%) 142 (99.3%)

Treatment-related 122 (79.7%) 141 (98.6%)

Grade ≥3 33 (21.6%) 95 (66.4%)

Discontinued 15 (9.8%) 10 (7.0%)

Died 0 1 (0.7%)

Immune-mediated AEs and Infusion Reactions

All 47 (30.7%) 21 (14.7%)

Grade ≥3 14 (9.2%) 3 (2.1%)

Discontinued 10 (6.5%) 1 (0.7%)

Died 0 0

aPercentages similar to those previously published: André T et al; N Eng J Med 2020;383:2207-18.
Data cut-off: 19Feb2021.

Andre KN177FA ASCO 2021Abstract 3500



July 15, 2021
Daniel Catenacci, MD
Updates from ASCO and World GI

Summary and Conclusions (2)
• Treatment with pembrolizumab versus chemotherapy is 

associated with a non-statistically significant reduction in 
mortality

– HR for OS: 0.74 (P = 0.0359; did not meet threshold for 
significance)

– High crossover rate from chemotherapy to anti-PD-1/PD-L1 
therapies in second line of 60% 

• These data confirm pembrolizumab as standard of care 
in the first line for patients with MSI-H/dMMR mCRC

Andre KN177FA 
ASCO 2021
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ORAL MAINTENANCE CAPECITABINE 
VERSUS ACTIVE MONITORING FOR 
PATIENTS WITH METASTATIC 
COLORECTAL CANCER WHO ARE STABLE 
OR RESPONDING AFTER 16 WEEKS OF 
FIRST-LINE TREATMENT: RESULTS FROM 
THE RANDOMISED FOCUS4-N TRIAL

Prof. Richard Adams – on behalf of FOCUS4 
collaborators; Cardiff University , UK
7th June, 2021
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FOCUS4: A molecularly stratified trial programme 
in metastatic colorectal cancer

REGISTER

Biomarker analysis during 
first 8-12 wks

RANDOMISE

BRAFi+MEKi+
EGFRiP CAPENo Rx

STRATIFY

BRAF
mut 

PIK3CA
mut

KRAS + p53
mut All Wt Non-strat 

Diagnostic 
biopsy

Restart first line chemo on progression

Primary endpoint: 
PFS in the interval

A NDB

AspirinP Wee1iP Pan
HERiP

C

FOLLOW-
UP

FOCUS4

Metastatic Colorectal cancer
First line chemo 16 wks

Stable/
responding

On FFPE tumour block: KRAS, NRAS, 
BRAF, P53 mutations; PIK3CA, PTEN & 
MMR IHC

Prof. Richard Adams
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FOCUS4-N: 
Intermittent therapy

Prof. Richard Adams

Capecitabine: 1250mg/m2 bd D1-14 q21 days

> 3 weeks off therapy = off trial

Abstract 3504
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FOCUS4-N: Intermittent therapy
• Maintenance therapy – current SoC
• AIO- 0207 and CAIRO3
• Capecitabine + bevacizumab maintenance
• Improved PFS no significant improvement in OS
• Not cost effective

• Complete break - active monitoring (AM)
• No toxicity, time away from hospital, improved QoL (COIN), cost effective?
• Cancer symptoms return, return to full dose sooner?
• ? Impact upon survival

Abstract 3504
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FOCUS4-N: Endpoints
• Primary endpoint:
• PFS - defined as progression of disease according to RECIST v1.1 criteria 

or death from any cause.
• Analysis timed from randomisation
• Baseline CT scan prior to randomisation. 

• Secondary endpoints:
• OS, toxicity
• QoL assessed in patients throughout (8 weekly)

Prof. Richard Adams
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FOCUS4-N:
Consort diagram

Total registered
N=1,434

Assay preparation

Successful: N=1,291

Lost to follow-up: N=52

CR/PR/SD*
N=868

Progressive disease: N=27
Lost to follow-up: N=8

Not randomised: N=39

Eligible for randomisation

Randomised into FOCUS4-N:
N=254

Active Monitoring
N=127

Capecitabine
N=127

1:1 allocation ratio
Baseline factors well balanced
• 12% BRAF mut
• 54% RAS mut
• 15% PIK3CA mut
• 49% p53 mut
• 2%   MSI-HActive Monitoring

N=126
Capecitabine

N=120

ITT

PPA

Unsuccessful: N=91

CR/PR/SD*
N=56

Progressive disease: N=334
Lost to follow-up: N=89

End-of-registration 
disease assessment

Also eligible
for molecular trials:
FOCUS4-B: N=7
FOCUS4-C: N=13
FOCUS4-D: N=12

Not randomised: N=524
Randomised into B: N=6
Randomised into C: N=69
Randomised into D: N=32

Prof. Richard Adams

Abstract 3504



July 15, 2021
Daniel Catenacci, MD
Updates from ASCO and World GI

Prof. Richard Adams

Treatment arm Median (IQR) progression-
free survival time (months)

Active monitoring 1.87 (1.64, 3.65)
Capecitabine 3.84 (2.17, 7.39)

Model PFS HR 
(95% CI)
Capecitabine
vs Active 
Monitoring

p-value

Cox 
regression, 
unadjusted

0.42 
(0.32, 0.55)

6.9 x 10-10

Cox 
regression, 
adjusted for 
minimisation 
factors (1)
(PRIMARY 
MODEL)

0.38
(0.28, 0.51)

9.5 x 10-11

Cox 
regression, 
additional 
adjustment (2)

0.38 
(0.28, 0.52)

5.8 x 10-10

Primary Model: hospital, PTL, PS, SD/PR/CR, 1st line chemo. Mab.

Abstract 3504
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Model OS HR (95% CI)
Capecitabine
vs Active 
Monitoring

p-value

Cox 
regression, 
unadjusted

1.00
(0.75, 1.33)

p = 0.98

Cox 
regression, 
adjusted for 
minimisation 
factors (1)

0.93
(0.69, 1.27)

p = 0.66

Cox 
regression, 
additional 
adjustment (2)

1.07
(0.76, 1.49)

p = 0.63

Treatment arm Median (IQR) overall 
survival time (mths)

AM 15.2 (8.8, 24.0)
Capecitabine 14.8 (10.2, 21.8)

Abstract 3504
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No significant differences in 
EQ5D QoL

Abstract 3504
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Abstract 3504

FOCUS4-N: Summary
• PFS:  Adjusted HR= 0.38; p < 0.0001 
• CAIRO3 (Cape + Bev) HR = 0.38; p < 0.0001

• OS: Adjusted HR=0.93; p = 0.66  
• CAIRO3 HR=0.86; p = 0.1

• Trends to predict for enhanced PFS benefit from maintenance 
Capecitabine:
• Left Colon PTL, PIK3CA WT, No PTEN loss, No EGFR inhibitor

• Toxicity: Capecitabine worse than AM
• Diarrhoea, fatigue, PPE, stomatitis 

• QoL: No significant differences between Capecitabine and AM



July 15, 2021
Daniel Catenacci, MD
Updates from ASCO and World GI Prof. Richard Adams

Abstract 3504

FOCUS4-N: Summary
• Capecitabine maintenance strategy is a reasonable option to discuss with 

patients as it doubles the time until a need to return to full dose/induction 
SACT

• FOCUS4-N lays out the choices between increased toxicity and PFS 
benefit

• No significant difference seen in OS - but our trial was underpowered to 
demonstrate a difference

• Improved cost effectiveness of capecitabine monotherapy over 
Capecitabine + bevacizumab (higher drug acquisition and administration 
costs)
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ASCO 2021: Highlights in GI Malignancies

Abstract 3505: DESTINY CRC1
Abstract 3507: TRUSTY

Abstract 4003: CM577
Abstract 4004: NeoAegis

Abstract 3500: KN177
Abstract 3501: FOCUS4
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Abstract 4010: FIGHT
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Trastuzumab Deruxtecan (T-DXd; DS-8201) in Patients With 
HER2-expressing Metastatic Colorectal Cancer: Final Results 

From a Phase 2, Multicenter, Open-label Study (DESTINY-
CRC01)

Takayuki Yoshino; National Cancer Center Hospital East, Kashiwa, Japan
June 7, 2021

Additional authors: Maria Di Bartolomeo, Kanwal Raghav, Toshiki Masuishi, Fotios Loupakis, Hisato Kawakami, Kensei Yamaguchi, 
Tomohiro Nishina, Zev Wainberg, Elena Elez, Javier Rodriguez, Marwan Fakih, Fortunato Ciardiello, Kapil Saxena, Kojiro Kobayashi, 
Emarjola Bako, Yasuyuki Okuda, Gerold Meinhardt, Axel Grothey, Salvatore Siena

On behalf of the DESTINY-CRC01 investigators

DESTINY-CRC01
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DESTINY-CRC01 Study Design
An open-label, multicenter, phase 2 study (NCT03384940) 

CRC, colorectal cancer; DCR, disease control rate; DOR, duration of response; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; ORR, objective response rate; OS, overall survival; PFS, progression-free 
survival; q3w, every three weeks; RECIST, Response Evaluation Criteria in Solid Tumors; T-DXd, trastuzumab deruxtecan.
aA futility monitoring analysis was done after ≥20 patients in Cohort A had 12 weeks of follow-up to inform opening of Cohorts B and C. bORR was based on RECIST version 1.1 in all cohorts. cData presented are from the full analysis set.
1. Siena S et al. Lancet Oncol. 2021;S1470-2045(21)00086-3.

Primary analysis of cohort A1

• Results yielded promising antitumor activity and a 
manageable safety profile 

• The median follow-up was 27.1 weeks at data cutoff

Patient disposition at final analysisc

• No patients remain on treatment
• At the end of the study, median follow-up was 62.4 weeks for 

cohort A, 27.0 weeks for cohort B and 16.9 weeks for cohort C 

Primary endpoint
• ORRb (cohort A)

Secondary endpoints
• ORRb (cohorts B and C)
• PFS
• OS
• DOR
• DCR
• Safety and tolerability

Patients
•Unresectable and/or metastatic CRC
•HER2 expressing (central confirmation)
•RAS/BRAFV600E wild type
•≥2 prior regimens
•Prior anti-HER2 treatment was allowed
•Excluded patients with a history of or 
current/suspected interstitial lung disease

Cohort A:
HER2 Positive 

(IHC3+ or IHC2+/ISH+)
n = 53

Cohort Ba:
HER2 IHC2+/ISH−

n = 15

Cohort Ca:
HER2 IHC1+

n = 18

Primary analysis
(Data cutoff: 

August 9, 2019)

Final analysis
(Data base lock: 

December 28, 2020)

6.4 mg/kg dose of T-DXd 
administered Q3W (all cohorts)
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Baseline Characteristics (cont)

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; MSI-H, microsatellite instability status-high.
aBy local assessment. b1 patient cohort A had an NRAS mutation; 1 patient in cohort B was not examined. c1 patient in cohort C was not examined. dBy central assessment. Sums may not total 100% due to rounding. e1 patient was non-evaluable for ISH testing. 

HER2 IHC3+ or 
IHC2+/ISH+ Cohort A (n = 

53)

HER2 IHC2+/ISH–
Cohort B (n = 15)

HER2 IHC1+ 
Cohort C (n = 18)

Overall
(N = 86)

Microsatellite status, %a

MSI-H
Microsatellite stable
Unknown

0
81.1
18.9

0
93.3
6.7

0
66.7
33.3

0
80.2
19.8

RAS wild type, %a,b 98.1 93.3 100 97.7
BRAFV600E wild type, %a,c 100 100 94.4 98.8
HER2 status, %d

IHC 3+
IHC 2+
IHC 1+
ISH+
ISH–

75.5
24.5

0
98.1e

0

0
100
0
0

100

0
0

100
22.2
77.8

46.5
32.6
20.9
65.1
33.7
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Prior Treatments

• Median prior regimens for metastatic disease was 4 (range, 2–11)

Prior Treatment, %

HER2 IHC3+ or 
IHC2+/ISH+ 

Cohort A (n = 53)

HER2 IHC2+/ISH–
Cohort B (n = 15)

HER2 IHC1+ 
Cohort C (n = 18)

Overall
(N = 86)

Irinotecan 100 100 100 100

Fluorouracil / capecitabine 100 / 54.7 93.3 / 46.7 100 / 55.6 98.8 / 53.5
Oxaliplatin 100 93.3 100 98.8
Cetuximab or panitumumab 100 100 94.4 98.8

Bevacizumab 75.5 73.3 83.3 76.7

Prior anti-HER2 agents 30.2 0 0 18.6

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization.
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Efficacy Results

HER2 IHC3+ or IHC2+/ISH+ 
Cohort A (n = 53)

HER2 IHC2+/ISH–
Cohort B (n = 15)

HER2 IHC1+ 
Cohort C (n = 18)

Confirmed ORR by ICR, n (%) [95% CI] 24 (45.3) 
[31.6-59.6]

0
[0.0-21.8]

0
[0.0-18.5]

CR 0 0 0

PR 24 (45.3) 0 0

SD 20 (37.7) 9 (60.0) 4 (22.2)

PD 5 (9.4) 5 (33.3) 10 (55.6)

Not evaluablea 4 (7.5) 1 (6.7) 4 (22.2)

Disease control rate, % (95% CI) 83.0 (70.2-91.9) 60.0 (32.3-83.7) 22.2 (6.4-47.6)

Median duration of response, (95% CI) months 7.0 (5.8-9.5) NE (NE-NE) NE (NE-NE)

Median treatment duration, (95% CI) months 5.1 (3.9-7.6) 2.1 (1.4-2.6) 1.4 (1.3-1.5)

CR, complete response; HER2, human epidermal growth factor receptor 2; ICR, independent central review; IHC, immunohistochemistry; ISH, in situ hybridization; NE, non-evaluable; ORR, objective response rate; PD, progressive disease; PR, partial 
response; SD, stable disease.
aPatients were missing postbaseline scans.
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Best Change in Tumor Size in Cohort A

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization.
The line at 20% indicates progressive disease. The line at -30% indicates partial response. a4 patients from the full analysis set were excluded since 1 patient had no measurable target lesion and 3 patients had no postbaseline data. bBy local assessment. 
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ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; ORR, objective response rate.
Reprinted from The Lancet Oncology, Siena S et al. Trastuzumab deruxtecan (DS-8201) in patients with HER2-expressing metastatic colorectal cancer (DESTINY-CRC01): a multicentre, open-label, phase 2 trial. 2021, with permission from Elsevier. 

ORR, % [95% CI]
HER2+ Cohort A n = 53 45.3 [31.6-59.6]

Age <65 y (n = 35) 42.9 [26.3-60.6]
≥65 y (n = 18) 50.0 [26.0-74.0]

Sex Female (n = 28) 42.9 [24.5-62.8]
Male (n = 25) 48.0 [27.8-68.7]

Region
Asia (n = 15) 33.3 [11.8-61.6]

North America (n = 10) 60.0 [26.2-87.8]
Europe (n = 28) 46.4 [27.5-66.1]

ECOG PS 0 (n = 37) 54.1 [36.9-70.5]
1 (n = 16) 25.0 [7.3-52.4]

HER2 status IHC3+ (n = 40) 57.5 [40.9-73.0]
IHC2+/ISH+ (n = 13) 7.7 [0.2-36.0]

Prior HER2 treatment Yes (n = 16) 43.8 [19.8-70.1]
No (n = 37) 45.9 [29.5-63.1]

ORR by Subgroup in Cohort A

Objective Response Rate (%)
10
0

0 30 7010 50 9020 40 8060
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HER2 IHC3+ or IHC2+/ISH+ 
Cohort A (n = 53)

HER2 IHC2+/ISH–
Cohort B (n = 15)

HER2 IHC1+ 
Cohort C (n = 18)

mPFS (95% CI), months 6.9 (4.1-8.7) 2.1 (1.4-4.1) 1.4 (1.3-2.1)

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; mOS, median overall survival; mPFS, median progression-free survival; NE, not-evaluable. 

Progression-Free Survival Overall Survival

53 51 44 36 33 27 22 18 15 10 9 7 5 3 1 0
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HER2 IHC3+ or IHC2+/ISH+ 
Cohort A (n = 53)

HER2 IHC2+/ISH–
Cohort B (n = 15)

HER2 IHC1+ 
Cohort C (n = 18)

mOS (95% CI), months 15.5 (8.8-20.8) 7.3 (3.0-NE) 7.7 (2.2-13.9)

HER2 IHC2+/ISH– Cohort B
HER2 IHC1+ Cohort C

HER2 IHC3+ or IHC2+/ISH+ Cohort A

Censor

Progression-Free and Overall Survival
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Overall Safety Summary

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; TEAE, treatment-emergent adverse events. 
a3 drug-related TEAEs associated with death were 3 fatal ILDs adjudicated as drug-related.

n (%)
HER2 IHC3+ or IHC2+/ISH+ 

Cohort A (n = 53)
HER2 IHC2+/ISH–
Cohort B (n = 15)

HER2 IHC1+ 
Cohort C (n = 18)

Overall
(N = 86)

TEAEs 53 (100) 15 (100) 18 (100) 86 (100)
Grade 3 or above 35 (66.0) 7 (46.7) 14 (77.8) 56 (65.1)

Drug-related TEAEs 51 (96.2) 15 (100) 15 (83.3) 81 (94.2)
Grade 3 or above 29 (54.7) 4 (26.7) 9 (50.0) 42 (48.8)

Serious TEAEs 20 (37.7) 6 (40.0) 9 (50.0) 35 (40.7)
Drug-related serious TEAEs 12 (22.6) 2 (13.3) 2 (11.1) 16 (18.6)

TEAEs leading to drug discontinuations 8 (15.1) 2 (13.3) 3 (16.7) 13 (15.1)
Drug-related TEAEs leading to drug 
discontinuations 4 (7.5) 2 (13.3) 1 (5.6) 7 (8.1)

TEAEs leading to dose reduction 11 (20.8) 0 4 (22.2) 15 (17.4)
Drug-related TEAEs leading to dose 
reduction 10 (18.9) 0 4 (22.2) 14 (16.3)

TEAEs leading to drug interruption 26 (49.1) 3 (20.0) 5 (27.8) 34 (39.5)
Drug-related TEAEs leading to drug 
interruption 19 (35.8) 1 (6.7) 3 (16.7) 23 (26.7)

TEAEs associated with death 5 (9.4) 2 (13.3) 2 (11.1) 9 (10.5)
Drug-related TEAEs associated with deatha 2 (3.8) 1 (6.7) 0 3 (3.5)
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AEs of Special Interest: Interstitial Lung Disease

AE, adverse events; ILD, interstitial lung disease; T-DXd, trastuzumab deruxtecan. 
a2 patients were from cohort A, 1 from cohort B. b4 patients were from cohort A, 3 from cohort B and 1 from cohort C. cILD grades are the highest/most severe grade recorded in a patient.

All Patients (N=86) n (%)
Grade 1 0
Grade 2 4 (4.7)
Grade 3 1 (1.2)
Grade 4 0
Grade 5 3 (3.5)a

Any Grade/Total 8 (9.3)b,c

Adjudicated drug-related ILDs:
• Median time to adjudicated onset was 61.0 days (range, 9-165 

days)
• 8 of 8 patients received corticosteroids
• 4 patients with grade 2 recovered and 1 patient with grade 3 did not 

recover (later died due to disease progression)
• Median time from adjudicated onset date to initiation of steroid 

treatment in the 8 ILD cases was 3.5 days, (range 0-50)
Grade 5 ILDs:
• In the 3 fatal cases adjudicated as drug-related ILD, onset was from 9 days to 120 days 

(median: 22 days); and death occurred 6-19 days after diagnosis (median: 6 days)

Updated ILD/pneumonitis guidelines recommend to monitor for symptoms, interrupt or 
discontinue T-DXd, conduct imaging (as clinically indicated), and start steroids as soon as ILD is 
suspected. 
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The TRUSTY study: 
A randomized phase 2/3 study of trifluridine/tipiracil plus bevacizumab 
versus irinotecan and fluoropyrimidine plus bevacizumab 
as second-line treatment in patients with metastatic colorectal cancer

Yasutoshi Kuboki
National Cancer Center Hospital East, Japan
on behalf of the TRUSTY study group
Tetsuji Terazawa, Toshiki Masuishi, Masato Nakamura, Jun Watanabe, Hitoshi Ojima, Yudai Shinohara, 
Masahito Kotaka, Hiroki Hara, Takashi Ota, Eiji Oki, Yu Sunakawa, Soichiro Ishihara, Hiroya Taniguchi, 
Takako Eguchi Nakajima, Satoshi Morita, Kuniaki Shirao, Takayuki Yoshino

June 7, 2021
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TRUSTY study design
TRiflUridine/tipiracil in Second-line sTudY

mCRC
in 2nd-line

• Progression on 1st-line treatment 
• Fluoropyrimidine

(5-FU/l-LV, Capecitabine, S-1) 
• Oxaliplatin
• BEV or anti-EGFR antibody 

• ECOG PS: 0 or 1
• Age: 20 years or older

R
1:1

FTD/TPI+BEV
BEV: 5 mg/kg IV d1, d15
FTD/TPI : 35 mg/m2 bid orally d1-5 and d8-12 q4w

Fluoropyrimidine+Irinotecan+BEV
(FP+IRI+BEV)

FOLFIRI + BEV (q2w), S-1 + irinotecan + BEV (q3w, q4w) 
selected on an individual patient basis

Non-inferiority

n=524

Stratification factors
• RAS status (Wild-type vs. Mutant)
• Primary tumor location (Left-sided vs. Right-sided)
• 1st-line treatment with molecularly targeted drug (BEV vs. Anti-EGFR 

antibody†)
†RAS Wild-type only

Primary endpoint 
• Overall survival (OS)
Secondary endpoints 
• Progression-free survival (PFS)
• Time to treatment failure (TTF)*
• Response rate (RR)
• Disease control rate (DCR)
• Subsequent treatment
• Time to post-study treatment 

failure (TTF2)
• Quality of life (QOL)*
• Adverse events (AE)

Prior to randomization, either 5-FU or S-1 was declared by each investigator when allocated FP+IRI+BEV.

*not included in this presentation.

FOLFIRI+BEV irinotecan: 150 mg/m2 IV d1, BEV: 5 mg/kg IV d1, l-LV: 200 mg/m2 IV d1, 5-FU: 400 mg/m2 bolus d1, 5-FU: 2400 mg/m2 46 hr civ d1-2; 
S-1+irinotecan+BEV (q3w) irinotecan: 150 mg/m2 IV d1, BEV: 7.5 mg/kg iv d1, S-1: 40 mg/m2 bid orally d1-14; S-1+irinotecan+BEV (q4w) irinotecan: 100 mg/m2 VI d1, d15, BEV: 5 mg/kg VI d1,d15, S-1: 40 mg/m2 bid orally d1-14
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Statistical hypothesis

• Expected median survival time: 19.0 months (both groups)
• Hazard Ratio (HR) of non-inferiority margin: 1.33
• Alpha: 0.025 (1-sided) , Power: 80%
• Planned sample size: 524 (387 events required)
• Enrollment period: 24 months
• Follow-up period: 30 months

As a result of the first interim analysis for futility, the IDMC recommended the termination of  
TRUSTY study in July 2020.

• Enrollment: 397 patients from 65 institutions 
• Actual enrollment period: October 1st, 2017, to July 16th, 2020
• Data cut-off: July 16th, 2020

IDMC: independent data monitoring committee
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Patient characteristics

FP+IRI+BEV
(n = 199)

FTD/TPI+BEV
(n = 197)

n (%) n (%)
Gender Male 99 (49.7) 94 (47.7)
Age Median  [range] 68.0 [32–82] 67.0 [26–80]

≥65 124 (62.3) 117 (59.4)
ECOG PS 0 124 (62.3) 120 (60.9)
RAS status Wild-type 79 (39.7) 79 (40.1)
Primary tumor location* Right-sided 50 (25.1) 47 (23.9)
Number of metastatic lesions ≥2 117 (58.8) 127 (64.5)
Time to progression ≥9 months 131 (65.8) 130 (66.0)
in 1st-line <9 months 68 (34.2) 67 (34.0)
Biologics in 1st-line Anti-EGFR antibody 35 (17.6) 37 (18.8)

BEV 164 (82.4) 160 (81.2)
Intent to use† FOLFIRI+BEV 130 (65.3) 125 (63.5)
5-FU or S-1 S-1+IRI+BEV 69 (34.7) 72 (36.5)
CAPOX, Capecitabine+Oxaliplatin; SOX, S-1+Oxaliplatin.
*Tumors located in the cecum, ascending colon, and transverse colon were considered right-sided; tumors located within the splenic flexure and beyond were considered left-sided.
† Prior to randomization, either 5-FU or S-1 was declared by each investigator when allocated FP+IRI+BEV.
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Overall safety summary 

FP+IRI+BEV
(n = 197)

FTD/TPI+BEV
(n = 196)

n (%) n (%)
All  adverse events 188 (95.4) 188 (95.9)

≥Grade 3 131 (66.5) 152 (77.6)
All drug related adverse events 186 (94.4) 187 (95.4)

≥Grade 3 117 (59.4) 142 (72.4)

Serious adverse events 46 (23.4) 34 (17.3)
Drug-related serious adverse events 28 (14.2) 10 (5.1)

Adverse events leading to discontinuation 19 (9.6) 18 (9.2)
Drug-related adverse events leading to discontinuation 13 (6.6) 10 (5.1)

Adverse events associated with death 3 (1.5) 1 (0.5)
Drug-related adverse events associated with death 0 (0.0) 1 (0.5)
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Common adverse events 

Events (CTC-AE v4.0)

FP+IRI+BEV
(n = 197)

FTD/TPI+BEV
(n = 196)

All ≥Grade 3 All ≥Grade 3
n (%) n (%) n (%) n (%)

All events 188 (95.4) 131 (66.5) 188 (95.9) 152 (77.6)
Hematological

Leukopenia 36 (18.3) 18 (9.1) 85 (43.4) 49 (25.0)
Neutropenia 124 (62.9) 82 (41.6) 154 (78.6) 129 (65.8)
Thrombocytopenia 21 (10.7) 2 (1.0) 37 (18.9) 9 (4.6)
Anemia 20 (10.2) 6 (3.0) 44 (22.4) 12 (6.1)

Non-hematological
Febrile neutropenia 5 (2.5) 5 (2.5) 4 (2.0) 4 (2.0)
Stomatitis 48 (24.4) 3 (1.5) 29 (14.8) 1 (0.5)
Nausea 61 (31.0) 4 (2.0) 59 (30.1) 2 (1.0)
Vomiting 20 (10.2) 2 (1.0) 20 (10.2) 0 (0.0)
Diarrhea 81 (41.1) 14 (7.1) 63 (32.1) 3 (1.5)
Anorexia 70 (35.5) 12 (6.1) 86 (43.9) 5 (2.6)
Fatigue 38 (19.3) 6 (3.0) 42 (21.4) 4 (2.0)
Alopecia* 49 (24.9) - - 7 (3.6) - -

*≥Grade 3 is not applicable.
19 patients (9.5%, FP+IRI+BEV) and 17 patients (8.6%, FTD/TPI+BEV) received G-CSF.
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Primary endpoint: Overall survival

Number at risk
FP+IRI+BEV

FTD/TPI+BEV
199
197

167
163

134
122

98
98

78
66

54
44

32
28

20
19

12
12

4
5

2
2

1
1

-
-

Event Median 95% CI
FP+IRI+BEV 63/199 18.1 months 16.0–23.2

FTD/TPI+BEV 79/197 14.8 months 12.6–19.1

HR* = 1.38 (95% CI: 0.99–1.93)
p = 0.5920 (non-inferiority)

p = 0.0570†
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Median follow-up time 13.2 months (0.0–33.4 months)

*adjusted based on stratification factors
†ad hoc unplanned 2-sided superiority test
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Progression-free survival

HR* = 1.45 (95% CI: 1.14–1.84)
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* adjusted based on stratification factors

Event Median 95% CI
FP+IRI+BEV 132/199 6.0 months 5.6–6.7

FTD/TPI+BEV 146/197 4.5 months 3.8–5.8
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Best overall response

FP+IRI+BEV
(n = 184*)

%

FTD/TPI+BEV
(n = 183*)

%
p value 

CR 0.0 (n = 0) 0.0 (n = 0)
PR 7.1 (n = 13) 3.8 (n = 7)
SD 64.7 (n = 119) 57.4 (n = 105)
PD 13.6 (n = 25) 24.6 (n = 45)
NE 14.7 (n = 27) 14.2 (n = 26)

Response rate 
95% CI (%)

7.1 (n = 13) 3.8 (n = 7) 0.2498
[3.8–11.8] [1.6–7.7]

Disease control rate 
95% CI (%)

71.7 (n = 132) 61.2 (n = 112) 0.0359
[64.6–78.1] [53.7–68.3]

* Number of patients with measurable lesions according to RECIST version1.1.
Based on investigators assessment.
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Summary
• FTD/TPI+BEV did not show non-inferiority to Fluoropyrimidine+Irinotecan+BEV as a 2nd-line 

treatment in patients with mCRC. 
ü mOS 18.1 vs 14.8 months (HR: 1.38; p = 0.5920 for non-inferiority)
ü mPFS 6.0 vs 4.5 months (HR: 1.45)
ü mTTF2 9.9 vs 8.8 months (HR: 1.12) 
ü RR (DCR) 7.1 vs 3.8% (71.7 vs 61.2%)

• There were no new safety concerns in the 2nd-line setting. 
ü ≥Grade 3 neutropenia 41.6 vs 65.8%, diarrhea 7.1 vs 1.5%
ü ≥Grade 3 febrile neutropenia 2.5 vs 2.0%, received G-CSF 9.5 vs 8.6%
ü Grade 1/2 alopecia 24.9 vs 3.6%
ü Drug-related serious adverse events 14.2 vs 5.1%
ü One treatment related death in FTD/TPI+BEV

• With respect to post hoc-adjusted OS, FTD/TPI+BEV was similar to FOLFIRI+BEV but worse 
than S-1+IRI+BEV.
ü mOS 17.5 vs 16.4 months (HR: 1.07; intent to use 5-FU)
ü mOS N.R. vs 13.2 months (HR: 2.14; intent to use S-1)
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ASCO 2021: Highlights in GI Malignancies
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Patient Case 1
56-year-old man with ECOG PS 1 presenting with newly diagnosed HER2 
negative, microsatellite stable, PDL1 CPS 0 GEJ adenocarcinoma metastatic 
to the liver.

How would you treat this patient?
1. FOLFOX
2. ECX
3. FOLFOX-nivolumab
4. FOLFOX-trastuzumab
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Patient Case 2
56-year-old man with ECOG PS 1 presenting with newly diagnosed PDL1 
CPS 0 squamous cell (SCC) of the esophagus metastatic to the bone?

How would you treat this patient?
1. FLOT
2. FOLFOX
3. FOLFOX-nivolumab
4. Cisplatin/5FU-pembrolizumab
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Patient Case 3
A 74-year-old male presents with dysphagia and found to have a mass at the 
GEJ and biopsy demonstrates a HER2+, MSS, PDL1 CPS 20 tumor. Staging 
shows diffuse pulmonary, bone, and liver metastases. 

How would you treat this patient?
1. FOLFOX-pembrolizumab
2. FLOT
3. FOLFOX-nivolumab
4. FOLFOX-trastuzumab+pembrolizumab
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Conclusions
• Upper GI Cancer
• GEA: CM649, KN811, FIGHT 
• GEC SCC: GM648
• Biliary: NIFTY
• HCC: FOHAIC-1

• Lower GI Cancer
• KNK177
• FOCUS4
• TRUSTY
• DESTINY CRC-01
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Thank you!

Visit OncologyCaseClinic.com to view recordings of previous webinars.


