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ESOPEC (ASCO 2024)

Hoeppner J, et al. BMC Cancer. 2016 Jul:16:503

Randomized phase III study (1:1) →

4 cycles FLOT → 4-6 wks → 

surgery → 4-6 wks → 4 cycles 

FLOT vs. CROSS → 4-6 wks → 

surgery

Hoeppner J, et al. J Clin Oncol. 2024 Jun:42:LBA1

Esophageal adenocarcinoma

- cT1N+ or cT2-4a, cN0/+, cM0

- Tumor epicenter within 5 cm of 

the GEJ junction and also 

extending into the esophagus

Primary endpoint: OS 

Reproduced with permission from Dr. Hoeppner



ESOPEC 

Hoeppner J, et al. J Clin Oncol. 2024 Jun:42:LBA1

Reproduced with permission from Dr. Hoeppner



ESOPEC 

Hoeppner J, et al. J Clin Oncol. 2024 Jun:42:LBA1

Reproduced with permission from Dr. Hoeppner



ESOPEC 

Hoeppner J, et al. J Clin Oncol. 2024 Jun:42:LBA1Reproduced with permission from Dr. Hoeppner
van Hagen P, et al. N Engl J Med. 2012 May;366:2074-84

91% completed chemoRT in CROSS



ESOPEC 

Hoeppner J, et al. J Clin Oncol. 2024 Jun:42:LBA1

van Hagen P, et al. N Engl J Med. 2012 May;366:2074-84

29% pCR rate w/chemoRT in CROSS

Reproduced with permission from Dr. Hoeppner



TOPGEAR (ESMO 2024) 

Leong T, et al. N Engl J Med. 2024 Sep. doi:10.1056/NEJMoa2405195

After 2017, FLOT4 findings → 

amended to enroll periop FLOT

Leong T, et al. BMC Cancer. 2015 Jul:15:532

Randomized phase III trial (1:1)

Gastric adenocarcinoma or GEJ 

adenocarcinoma (Siewert II ≤2 cm 

of esophageal involvement or 

Siewert III) that was T3 or T4 and 

deemed resectable

After 2017, adjuvant FLOT X4

5-FU 200 mg/m2 daily X7 

days per week or 

capecitabine 825 mg/m2 

BID on days 1-5 weekly

Primary endpoint: OS



TOPGEAR 

Leong T, et al. N Engl J Med. 2024 Sep. doi:10.1056/NEJMoa2405195



TOPGEAR 

Leong T, et al. N Engl J Med. 2024 Sep. doi:10.1056/NEJMoa2405195

Received all neoadjuvant chemo:

94% CRT vs. 91% periop chemo alone

Received all adjuvant chemo (after surgery):

48% CRT vs. 59% periop chemo alone

92% completed the full protocol dose of 45 Gy in CRT group



TOPGEAR 

Leong T, et al. N Engl J Med. 2024 Sep. doi:10.1056/NEJMoa2405195

Median OS 46 mos CRT vs. 49 

mos periop chemo alone

Median PFS 31 mos CRT vs. 32 

mos periop chemo alone

perioperative FLOT vs. ECF in the FLOT4-AIO trial (median 

OS 50 mos for FLOT) Al-Batran S, et al. Lancet. 2019 May;393(10184):1948-1957



KN-811 (ESMO) 

Janjigian YY, et al. 2024 Sep. doi:10.1056/NEJMc2408121

Janjigian YY, et al. Lancet. 2023 Dec;402(10418):2197-2208



KN-811

Janjigian YY, et al. 2024 Sep. doi:10.1056/NEJMc2408121

Janjigian YY, et al. Lancet. 2023 Dec;402(10418):2197-2208



KN-811

Janjigian YY, et al. 2024 Sep. doi:10.1056/NEJMc2408121

NCCN Guidelines. Gastric Cancer. Version 4.2024. August 12, 2024

FDA label revised to limit to HER2+ metastatic GC/GEJ cancer with PD-L1 CPS ≥1 



Take-away points for today’s clinic

• Addition of pembrolizumab to trastuzumab and platinum-based chemotherapy is first-

line standard in HER2+ advanced gastric/GEJ adenocarcinoma with PD-L1 CPS ≥1 

(amended FDA label)

• Combined findings of ESOPEC and TOPGEAR support that perioperative FLOT is 

standard for resectable gastric/GEJ/esophageal adenocarcinoma

• There is still a role for chemoRT in esophageal SCC

• ?role of chemoRT in those unfit for FLOT

• ESOPEC did not include adjuvant nivo per CM-577 

following surgery and chemoRT in stage II-II 

esophageal/GEJ adenoca/SCC

Kelly RJ, et al. N Engl J Med. 2021 Apr;384(13):1191-1203
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MSI-H rectal cancer (ASCO 2024)

Lumish M, et al. JCO. 2022;40(4 suppl):16

Reproduced with 

permission from Dr. Cercek

Cercek A, et al. JCO. 2024;42(17 suppl):LBA3512

ASCO24 update: 41 pts who completed treatment 

achieved a clinical complete response

- No patients required any additional therapy

- No patients experienced local or distant disease 

recurrence



MSI-H colon cancer

Chalabi M, et al. Nat Med. 2020;26(4):566-576.

Chalabi M, et al. N Engl J Med. 2024;390(21):1949-1958

NICHE: n=40 pts with stage I-III resectable colon cancer dMMR 
or pMMR tumors → ipilimumab X1 + 2 doses nivolumab before 
surgery

100% pathological response rate in 20/20 (95% CI: 86–100%)



MSI-H colon cancer (ESMO 2024)

Chalabi M, et al. N Engl J Med. 2024;390(21):1949-1958

NICHE-2: Ph II stage II-III dMMR colon cancer



MSI-H colon cancer (ESMO 2024)

Chalabi M, et al. N Engl J Med. 2024;390(21):1949-1958



MSI-H colon cancer (ESMO 2024)

Chalabi M, et al. N Engl J Med. 2024;390(21):1949-1958

Chalabi M, et al. Ann Oncol. 2024;35(2 suppl):S1217-S1218

Median follow-up after surgery of 36.5 mos 

(range 7.8-83.4)

• n=111, 3-yr DFS 100% 



MSI-H colon cancer (ESMO 2024)

de Gooyeri, et al. Nat Med. 2024 Sep. doi:10.1038/s41591-024-03250-w

NICHE-3: Ph II non-randomized, open-label trial stage II-III dMMR colon cancer
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MSI-H colon cancer (ESMO 2024)

de Gooyeri, et al. Nat Med. 2024 Sep. doi:10.1038/s41591-024-03250-w

NICHE-3: Ph II non-randomized, open-label trial stage II-III dMMR colon cancer



MSI-H colon cancer (ESMO 2024)

Seligman J. ESMO Congress 2024. 2024 Sep 15. Invited Discussant LBA24, 503O and 504O  

Reproduced with permission 

from Dr. Seligmann



MSI-H colon cancer (ESMO 2024)

Seligman J. ESMO Congress 2024. 2024 Sep 15. Invited Discussant LBA24, 503O and 504O  

Reproduced with permission 

from Dr. Seligmann

Study Design pCR rate

Xu et al
Sintilimab

4 weeks
47.7%

IMHOTEP
Pembrolizumab

6 weeks
46.0%

NEOPRISM

(n=32)

Pembrolizumab

9 weeks
53%

PICC 

(n=34)

Toripalimab +/- 

celecoxib

12 weeks

76.5%

IMHOTEP
Pembrolizumab

12 weeks
68.2%

Ludford 

(n=27) 

Pembrolizumab

24 weeks
79%

What is the optimal duration for pre-operative anti-PD-1?

Duration to cCR with Dostarlimab in 

MSI-H rectal cancer 

All reached cCR by 6 months



MSI-H colon cancer (ESMO 2024)

Seligman J. ESMO Congress 2024. 2024 Sep 15. Invited Discussant LBA24, 503O and 504O  

Reproduced with permission 

from Dr. Seligmann

• Over shorter treatment 

duration combination appears 

superior 

• Lesser difference in pCR if 

longer treatment of anti-PD1 

delivered

• Heterogeneity in study 

designs limit definitive 

conclusions

Study Design pCR rate

PICC  Toripalimab +/- celecoxib (12 weeks) 76.5%

Ludford Pembrolizumab (24 weeks) 79%

NEOPRISM Pembrolizumab (9 weeks) 53%

IMHOTEP Pembrolizumab (6 weeks) 46.0%

IMHOTEP Pembrolizumab (12 weeks) 68.2%

Xu et al Sintilimab (4 weeks) 47.7%

NICHE 2 Nivolimab + ipilimumab (4 weeks) 68.0%

NICHE 3 Nivolumab +. Retalimab (4 weeks) 68.0%

Xu et al IBI310 + Sintilimab (4 weeks) 80%

Kasi et al Botensilimab + bastilimab (4 weeks) 100%



MSI-H: Localized/locally advanced colorectal cancer

Pretta A, et al. Br J Cancer. 2023;129(10):1619-1624.

Morton D, et al. J Clin Oncol. 2023;41(8):1541-1552

FOxTROT (T3-4, N0-2, M0 colon cancer) 2:1 randomization to 6 
wks FOLFOX (NAC) -> 18 wks adjuvant FOLFOX vs. surgery -> 
adjuvant FOLFOX 24 wks

Retrospective series, dMMR locally advanced rectal 

cancer, unlike pMMR subjects, had poor or no response to 
neoadjuvant chemoradiation



NCCN Guidelines. Rectal Cancer. Version 4.2024. August 22, 2024

MSI-H: Localized/locally advanced colorectal cancer

NCCN Guidelines. Colon Cancer. Version 5.2024. August 22, 2024



First-Line MSI-H/dMMR 

André T, et al. N Engl J Med. 2020;383(23):2207-2218

Median PFS 16.5 mos (pembrolizumab) vs. 

8.2 mos (SOC chemotherapy ± biologic)

ORR 44% vs. 33%

CR 11.1% vs.4%



Second-Line and Beyond: MSI-H

Antoniotti C, et al. Cancer Treat Rev. 2021;92:102135.

Overman MJ, et al. JCO. 2018;36:773-779

Le DT, et al. N Engl J Med. 2015;372:2509-20

FDA approvals:

Pembrolizumab

Nivolumab

Nivolumab and ipilimumab

Gong J, et al. J Immunother Cancer. 2018;6(1):8.



First-Line: MSI-H mCRC (ASCO 2024)

Lenz HJ, et al. JCO. 2024;42(16 suppl):3503

Reproduced with 

permission from Dr. Lenz



First-Line: MSI-H mCRC (ASCO 2024)

Lenz HJ, et al. JCO. 2024;42(16 suppl):3503

Reproduced with 

permission from Dr. Lenz



Unresectable colorectal liver mets (ASCO 2024)

Adam R, et al. JCO. 2024;42(16 suppl):3500
Reproduced with 

permission from Dr. Adam
Adam R, et al. Lancet. 2024 Sep;404:1107-1118



Unresectable colorectal liver mets (ASCO 2024)

Adam R, et al. JCO. 2024;42(16 suppl):3500
Reproduced with 

permission from Dr. Adam
Adam R, et al. Lancet. 2024 Sep;404:1107-1118

absence of local recurrence on colonoscopy performed within 12 

months of enrollment (unless primary tumor resection was performed 

within the past 12 months)



Unresectable colorectal liver mets (ASCO 2024)

Adam R, et al. JCO. 2024;42(16 suppl):3500
Reproduced with 

permission from Dr. Adam
Adam R, et al. Lancet. 2024 Sep;404:1107-1118
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Unresectable colorectal liver mets (ASCO 2024)

Adam R, et al. JCO. 2024;42(16 suppl):3500
Reproduced with 

permission from Dr. Adam
Adam R, et al. Lancet. 2024 Sep;404:1107-1118



Unresectable colorectal liver mets (ASCO 2024)

Adam R, et al. JCO. 2024;42(16 suppl):3500Reproduced with 

permission from Dr. Adam Adam R, et al. Lancet. 2024 Sep;404:1107-1118

Median OS NR C+LT vs. 29.7 mos C



Unresectable colorectal liver mets (ASCO 2024)

Adam R, et al. Lancet. 2024 Sep;404:1107-1118

Chemotherapy alone group → primary tumor was resected if the patient 

was eligible for enrollment w/disease control by postoperative 
chemotherapy for at least 2 months was mandatory to definitively validate 
patient eligibility

Rapid access to an organ ready for transplantation →

• agreed with national organ-sharing organizations for transplant within 2 
months of interruption of chemotherapy (achieved in 79% of pts, only 
one patient waited >3 mos after last cycle of chemotherapy



Take-away points for today’s clinic

• Liver transplantation plus chemotherapy may be a new standard option for carefully 

selected patients with permanently unresectable liver metastases from colorectal 

cancer

• Eye to the future: further validation, multidisciplinary review, transplant center 

• Molecular profiling/NGS should be standard at diagnosis for mCRC (at minimum, 

MMR/MSI, HER2 IHC/ISH, extended RAS, BRAF testing)

• MMR/MSI testing is mandatory in localized/locally advanced colorectal cancer in 

consideration for immunotherapy 



Questions?
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