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RATIONALE FOR ORGAN PRESERVATION IN RECTAL CANCER

• PATIENT PREFERENCE

• Surgical Risks

• TME: overall morbidity (~30-40%), mortality (2-3%), urinary and sexual dysfunction

• Permanent stoma for low tumors

• Frailty/Inability to undergo surgery

• Ageing population and increase in early-onset CRC

• Increase in response rates with better systemic therapy, TNT approach and biomarker selection (MSI-H/dMMR)

• TME surgery remains a standard of care management for non-metastatic rectal cancer

Hendren SK et al. Annals of surgery2005; 242(2): 212-23 

Araujo RO et al. Supportive Care in Cancer. 2022 Aug;30(8):6557

Andres Cervantes, Mehdi Karoui, Dirk Arnold and Rachel Riechelmann ESMO Webinar 2023

Christos Karapetis, ESMO Asia 2022

David Sebag-Montefiore, ESMO 2024



ORGAN PRESERVATION IN RECTAL CANCER

Slide courtesy David Sebag-Montefiore ESMO 2024





NO-CUT TRIAL DESIGN

Alessio Amatu ESMO 2024



PATIENT CHARACTERISTICS

Alessio Amatu ESMO 2024



RESPONSE RATES

Alessio Amatu ESMO 2024



PRIMARY ENDPOINT: DISTANT RFS

Alessio Amatu ESMO 2024



ORGAN PRESERVATION RATE

Alessio Amatu ESMO 2024



NO-CUT TRANSLATIONAL PROGRAM

Alessio Amatu ESMO 2024



AUTHOR CONCLUSIONS

Alessio Amatu ESMO 2024



PUTTING NO-CUT INTO PERSPECTIVE

• cCR rates from NO-CUT are consistent with previous TNT trials (~15-50%)

• TNT -> cCR -> W&W is a reasonable approach that is emerging with supportive data from observational studies, 
prospective cohorts and clinical trials

• However, patient counselling on surgery remaining a standard of care, need for surgery for incomplete responses 
and salvage for local recurrence as well as stricter follow-up schedule for W&W must be carefully laid out

• Also important to consider if we have the resources for W&W (scan, endoscopy, specialist review)

• The need for TNT (especially in very early disease) and optimal TNT regimen is not addressed yet 

• Personalized management is key



Martin et al,  Bio Bio Act 2017

Chung et al, Ann Oncol 2016Low incidence of MSI-H/dMMR

ANAL SQUAMOUS CELL CANCER



HPV MODULATED TME CHANGES AND IMMUNOGENICITY

Dhawan et al,  Curr Oncol 2023
Lonardi, ESMO Webinar 2023



IMMUNE CHECKPOINT BLOCKADE IN ANAL CANCER

Second line and beyond studies

Raghav Sundar MBBS PhD

Trial ICI

Single 

Agent/Comb

o

N ORR PFS Ref

NCI9673 Nivolumab Single 37 24% 4.1m Morris et al, Lancet Oncol 2017

KEYNOTE 028 Pembrolizumab Single 25 17% 3.0m Ott et al, Ann Oncol 2017

KEYNOTE 158 Pembrolizumab Single 112 11% 2.0m Marabelle et al, Lancet Gas Hep 2022

CARACAS

Avelumab Single 30 10% 2.0m

Lonardi et al, J Imm Can, 2021

Cetuximab 30 17% 3.9m

NCT03074513 Atezolizumab Bevacizumab 20 11% 4.1m Morris et al, ESMO 2022

POD1UM 202 Retifanlimab Single 94 14% 2.3m Rao et al, ESMO Open 2022



FIRST LINE TRIALS

POD1UM-303/InterAACT 2

Rao et al, Front Oncol 2022

Kim et al ASCO 2022
Roth et al, ASCO 2021

ECOG-ACRIN EA2176





POD1UM-303/INTERAACT 2 STUDY DESIGN

Sheela Rao ESMO 2024



PARTICIPATING SITES

Sheela Rao ESMO 2024



CONSORT

Sheela Rao ESMO 2024



PATIENT CHARACTERISTICS

Sheela Rao ESMO 2024



PRIMARY ENDPOINT: PFS

Sheela Rao ESMO 2024



OVERALL SURVIVAL

Sheela Rao ESMO 2024



OBJECTIVE RESPONSE RATE

Sheela Rao ESMO 2024



ADVERSE EVENTS

Sheela Rao ESMO 2024



AUTHOR CONCLUSIONS

Sheela Rao ESMO 2024



PUTTING POD1UM-303 INTO PERSPECTIVE

Slide courtesy Dominik Modest, ESMO 2024



PUTTING POD1UM-303 INTO PERSPECTIVE

• POD1UM-303 is the first phase 3 RCT to demonstrate a survival benefit of the addition of anti-PD-1 immune 

checkpoint inhibition to chemotherapy in 1st line advanced/metastatic anal squamous cell carcinoma

• Awaiting data from subgroups and biomarkers

• It should be considered a new SOC

• Regulatory approval and availability of retifanlimab is awaited

• Unclear if other checkpoint inhibitors have similar effect

• SCARCE-PRODIGE 60 negative (DCF +/- Atezolizumab)

• Awaiting data from EA2176 (Carboplatin/Paclitaxel +/- Nivolumab)

• Addition of immunotherapy to chemotherapy appears to be have a larger benefit as compared mono-

immunotherapy (cross-over did not affect OS much)



Thank you

raghav.sundar@yale.edu

 @sundar__raghav 

The boy, the mole, the fox and the horse: Charlie Mackesy



INTEGRATING IMMUNOTHERAPY IN THE 
MANAGEMENT OF PATIENTS WITH ADVANCED 
COLORECTAL CANCER 

Thierry André
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502O: Pembrolizumab in combination with CAPOX and bevacizumab in 
patients with microsatellite stable metastatic colorectal cancer and a high 
immune infiltrate: Preliminary results of FFCD 1703 POCHI trial 



POCHI TRIAL: Immunoscore

Tougeron D,  Abstract 502O



POCHI TRIAL

Tougeron D,  Abstract 502O



POCHI TRIAL

Tougeron D,  Abstract 502O

1



POCHI TRIAL

Result 2

Tougeron D,  Abstract 502O



POCHI: Authors Conclusions

• High efficacy in first line of pembrolizumab, combined with XELOX in pMMR mCRC with

high immune infiltrates with 17% CR and 100 DCR

• Expected safety profile

• Study still enrolling

• The impressive response rate justify evaluation of the combination of IO and chemotherapy

in a phase III trial dedicated to pMMR /MSS mCRC patients with a high immune-infiltrate

Tougeron D,  Abstract 502O



POCHI   Discussion

• Inclusion in POCHI possible only if resection of the primary because immuno-score 

used need invasive margine, and thus access to the colon cancer resection 

specimen

• It is a phase II with possible inclusion biais

• In the future for a phase III wich Immunoscore  will you have to use

  - Tulis simple academic immunoscore 

  - Devellopement of Immuno-score® by Veratis ?

  - Immunoscore Immune Checkpoint (IC) develloped by Veratis company (on biopsy)

André T



LBA24: neoadjuvant immunotherapy in locally advanced mmr-deficient 
(dMMRr) colon cancer: 3-year disease -free survival from the NICHE-2 study



M Chalabi, Abstract LBA24



NICHE 2

M Chalabi, Abstract LBA24



NICHE 2: 3-Year DFS 100%

M Chalabi, Abstract LBA24



NICHE 2: Circulating ctDNA

M Chalabi, Abstract LBA24



NICHE 2: Author Conclusion

• Unprecedented 3-year DFS of 100%in patients with high-risk, locally

advanced dMMR colon cancer with only two cycles of neoadjuvant

immune Check point ihnibitors

• Collaboration between regulatory authorities, pharmaceutical companies 

and academic researchers is essential to bring this highly effective 

treatment to patients

• All patients were ctDNA negative at MRD time point, in line with 0% 

recurrences

M Chalabi, Abstract LBA24



DISCUSSION

André T, Discussion

• Amazing results with the dream to avoid adjuvant chemo and this dream is reality  for all patients 

in this study!

• Surgery alone is the standard of care for stage II MSI/SMMR with DFS at 90% in historical studies

• Not sure in NICHE it is a majority of High Risk stage 3 or High Risk stage 2

- The ability of preoperative CT scan to predict pT and pN stages is limited for localized 

MSI/dMMR CC1

- Over treatement of stage II cured by surgery

• Next step is organ preservation

• Can ctDNA help define in which patients organ preservation can be envisaged with the problem of 

colonoscopic monitoring?

1 Duval m et al;  ESMO open 2024
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Dr Angela Lamarca MD, PhD, MSc
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BREAKTHROUGHS IN HCC TREATMENT



DECLARATION OF INTEREST

Travel and educational support from Ipsen, Pfizer, Bayer, AAA, SirtEx, Novartis, Mylan, Delcath Advanz Pharma and Roche. 

Speaker honoraria from Merck, Pfizer, Ipsen, Incyte, AAA/Novartis, QED, Servier, Astra Zeneca, EISAI, Roche, Advanz Pharma 

and MSD. 

Advisory and consultancy honoraria from EISAI, Nutricia, Ipsen, QED, Roche, Servier, Boston Scientific, Albireo Pharma, 
AstraZeneca, Boehringer Ingelheim, GENFIT, TransThera Biosciences, Taiho and MSD.

Principal Investigator-associated Institutional Funding form QED, Merck, Boehringer Ingelheim, Servier, Astra Zeneca, GenFit, 

Panbela Therapeutics, Novocure GmbH, Camurus AB, Albireo Pharma, Taiho, TransThera, JazzTherapeutics and Roche.

Member of the Knowledge Network and NETConnect Initiatives funded by Ipsen. 



LBA3: Transarterial chemoembolization (TACE) with or without lenvatinib (len) plus pembrolizumab 
(pembro) for unresectable non-metastatic hepatocellular carcinoma (HCC): phase 3 LEAP-012 study 

950P: EMERALD1

947MO: Five-year overall survival (OS) and OS by tumour response measures from the Phase 3 
HIMALAYA study of tremelimumab plus durvalumab in unresectable hepatocellular carcinoma (uHCC) 



IMBRAVE-050 (PRIOR DATA)

Chow et al, AACR 2023; Qin Lancet 2023

OS data immature
Grade 5 tox: 1.8%

Adjuvant AtezoBev x12 months vs observation (n= 668)

HCC – Early Stage



 

IMBRAVE-050 (ESMO 2024 RESULTS UPDATED)

Yopp et al, ESMO 2024

HCC – Early Stage
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IMBRAVE-050 (ESMO 2024 RESULTS UPDATED)

Yopp et al, ESMO 2024

HCC – Early Stage



 

LEAP-012

Llovet et al, ESMO 2024

HCC – Intermediate Stage
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LEAP-012

Llovet et al, ESMO 2024

HCC – Intermediate Stage



 

EMERALD-1

Lencioni et al, ASCO-GI 2024

HCC – Intermediate Stage



 

EMERALD-1

Lencioni et al, ASCO-GI 2024

HCC – Intermediate Stage



 

THE PFS AND TTP DISCREPANCY IN EMERALD-1

PFS
Events: progression or death
In the exp arm = 136/204 events – 66.6%
In the control arm = 149/205 events – 72.7%

TTP
Events: progression (excludes deaths without progression)
In the exp arm = 99/204 events – 48.5%
In the control arm = 132/205 events – 64.4%

Then: Deaths without progression (difference in events):
In the exp arm = 37/204 events – 18.1%
In the control arm = 17/205 events – 8.3%

Lencioni et al, ASCO-GI 2024 – shown calculations by Dr Lamarca

HCC – Intermediate Stage



 

IS THIS BECAUSE OF TOXICITY?  NO

Chan et al, ASCO 2024

HCC – Intermediate Stage



 

HCC – Intermediate Stage IS THIS BECAUSE OF TOXICITY?  NO

Chan et al, ASCO 2024



 

EMERALD-1 (ESMO 2024 UPDATE)

Kudo et al, ESMO 2024

HCC – Intermediate Stage



 

LEAP-012

Lamarca, LBA3 invited discussant, personal opinion

HCC – Intermediate Stage
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LEAP-012

Lamarca, LBA3 invited discussant, personal opinion

HCC – Intermediate Stage



 

HIMALAYA 2024 ESMO UPDATE (5-YEAR OS)

Rimassa et al, ESMO 2024

HCC – Advanced Stage



 

HIMALAYA 2024 ESMO UPDATE (5-YEAR OS)

Rimassa et al, ESMO 2024

HCC – Advanced Stage
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CHECKMATE 9DW 2024 ESMO UPDATE

Decaens et al, ESMO 2024

HCC – Advanced Stage
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TAKE HOME MESSAGES

Early Stage
NO ROLE of adjuvant Atezolizumab-Bevacizumab after ablation or curative resection (IMBRAVE-050)

Other trials awaited

Intermediate Stage 
TACE can be improved:

Pembrolizumab-Lenvatinib + TACE improves outcomes (LEAP-012)
Another option on top of Durvalumaba-Bevacizumab + TACE (EMERALD-1)

Advanced Stage
Role of CTLA-4 consolidated: 

HIMALAYA (5-year OS data) 

CHECKMATE-9DW (deep responses)
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Izuma Nakayama 

Dept. of Gastrointestinal Oncology

National Cancer Center Hospital East

EMERGING DATA ON OPTIMISATION OF 
COMBINATION REGIMENS FOR PATIENTS 
WITH ADVANCED HER2+ GASTRIC CANCER 

Analyzing the Path Forward



◆ Izuma Nakayama. reports receiving 

◆ Honoraria from Bristol-Myers Squibb,, Ono Pharmaceutical, Daiichi Sankyo, Eli Lilly, and Astellas 

◆ Research grant from Astellas Pharma

◆ Research funding (all to institution) from Merck Pharmaceutical, Daiichi Sankyo, Chugai Pharma, Ono 

Pharmaceutical, and Boehringer Ingelheim, outside the submitted work.
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BACKGROUND : T-DXD FOR HER2 (+) GC/GEJC

DESTINY-Gastric 01 (Open label, randomized Ph II)

Shitara K, et al. NEJM 2020

✓ Met primary endpoint 

(unconfirmed ORR : T-DXd 51% vs. 14%, P <0.001) 

✓ Significantly improved OS 

(median : T-DXd 12.5 ms vs. 8.4 ms,

 HR 0.59 95% CI 0.39 – 0.88,  P = 0.03) 

Standard of care for HER2(+) mGC/GEJC in ≥3L

     in Japan/South Korea 



BACKGROUND : T-DXD FOR HER2 (+) GC/GEJC

DESTINY-Gastric 02 (Single-arm, Ph II)

Van Cutsem E, et al. Lancet Oncol 2023

✓ Met primary endpoint 

       with ORR : 42% (95% CI 30.8 – 53.4) 

Standard care as 2L in EU and USA

for confirmed HER2 (+) on a post-progression biopsy 

✓ Showed promising efficacy

        median PFS : 5.6 months

        median OS : 12.1 months 

DESTINY-Gastric 04 : A randomized phase III of T-DXD vs. RAM and PTX is ongoing 



BACKGROUND : 1L TREATMENT FOR HER2 (+) GC/GEJC 

Final analysis of KEYNOTE-811 (Randomized Phase III) Janjigian YY, et al. NEJM 2024

✓ Met primary endpoint

       OS   HR 0.80 (0.67 – 0.94) [ITT]

               HR 0.79 (0.66 – 0.95) [CPS ≥1]

       PFS  HR 0.72 (0.60 – 0.87) [ITT]

                HR 0.70 (0.58 – 0.85) [CPS ≥1]       

Pembro+Tmab+CTx is novel standard for HER2 (+)/PD-L1 CPS ≥1 mGC/GEJC 



DESTINY-GASTRIC 03    
1401O: Trastuzumab deruxtecan (T-DXd) monotherapy and combinations in patients (pts) with advanced/metastatic 
HER2-positive (HER2+) esophageal, gastric or gastroesophageal junction adenocarcinoma (GEJA) 

Janjigian YY, et al. ASCO 2022, ASCO GI 2024 TPS

Part 1 showed the safety and preliminary efficacy of T-DXd + 5FU/Cape (ORR : 50%/43%) in ≥2L   



DESTINY-GASTRIC 03 PART 2    Janjigian YY, et al. ESMO 2024

T-DXd (6.4 or 5.4 mg/kg) ± 5-FU/Cape ± Pembrolizumab evaluated in multi-cohorts in 1L    

a Phase 1b/2 trial (NCT04379596), with non-contemporaneous and non-randomized arms



DESTINY-GASTRIC 03 PART 2 

Baseline demographics and clinical characteristics by treatment arms

Janjigian YY, et al. ESMO 2024



DESTINY-GASTRIC 03 PART 2 

ORR and best percentage change from baseline in target lesion size 

Janjigian YY, et al. ESMO 2024
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DESTINY-GASTRIC 03 PART 2 Janjigian YY, et al. ESMO 2024

All CPS ≥1

Similar ORRs of T-DXd monotherapy (40 – 50%) were seen irrelevant to treatment line 

Addition of 5FU/cape and/or pembro to T-DXd showed 10 – 25% increase in ORR 

Confirmed ORR

(%) (%)
50% 50%

*
*

*according to independent review committee

T-DXd 5FU/Cape Pembrolizumab  confirmed ORR

DG-01 6.4mg/kg 43%

DG-02 6.4mg/kg 42%

all 49%

CPS ≥1 57%

all 78%

CPS ≥1 77%

all 6.4mg/kg 63%

CPS ≥1 6.4mg/kg 78%

all 6.4mg/kg 58%

CPS ≥1 6.4mg/kg 70%

all 5.4mg/kg 59%

CPS ≥1 5.4mg/kg 85%

200mg

200mg

200mg

DG-03

6.4mg/kg

6.4mg/kg 1,000mg/m2

1,000mg/m2

750mg/m2



DESTINY-GASTRIC 03 PART 2 Janjigian YY, et al. ESMO 2024

Progression-free survival in all patients and by PD-L1 status



DESTINY-GASTRIC 03 PART 2 Janjigian YY, et al. ESMO 2024

Overall survival in all patients and by PD-L1 status 



DESTINY-GASTRIC 03 PART 2 

Adverse events summary

Janjigian YY, et al. ESMO 2024

T-DXd 6.4mg/kg in combination with full dose 5FU/cape and pembro not feasible

T-DXd 5.4mg/kg in combination with reduced dose 5FU/cape and pembro manageable



DESTINY-GASTRIC 03 PART 2 

Authors’ conclusions

Janjigian YY, et al. ESMO 2024

• T-DXd 6.4 mg/kg demonstrated antitumor activity as a first-line treatment for HER2+ GC/GEJA, with a confirmed ORR 

of 49%, a median PFS of 9 months, and a median OS of 18 months

• Combining T-DXd 6.4 mg/kg with fluoropyrimidine showed a confirmed ORR of 78%, a median PFS of 20 months, and 

a median OS of 23 months, with a manageable safety profile in HER2+ GC/GEJA, irrespective of PD-L1 status

• T-DXd 6.4 mg/kg with full-dose fluoropyrimidine and pembrolizumab demonstrated antitumor activity in HER2+ 

GC/GEJA, specifically in tumors with a PD-L1 CPS ≥1%; however, it was associated with a high level of toxicities, 

including ILD, leading to treatment discontinuations

• T-DXd 5.4 mg/kg and reduced-dose fluoropyrimidine with pembrolizumab has a manageable safety profile, with 

promising early antitumor activity in HER2+ GC/GEJA 

• Studies evaluating the combination of T-DXd with fluoropyrimidine and immunotherapy are planned for patients with 

HER2+ CPS ≥1% GC/GEJA

A randomized phase III trial will start  



DISCUSSION POINTS FOR FUTURE DEVELOPMENT 

・ Is combination with T-DXd, 5FU/cape and aPD-1 enough?

   Is addition of anti-CTLA-4 to triplet regimen required? Feasible?   

・ Is it possible for ADC to extend the boundary of anti-HER2 agent beyond conventional   

   HER2-positive (IHC 3+ or 2+/FISH-positive)? 

   Is HER2-low new horizon?   

・ Is T-DXd optimal ADC?   



ADDING ANTI-CTLA-4 
Stein A, et al. JAMA Oncology 2022

Jiafu Ji, et al. AACR 2024

・ T-DXd + FP + volrustomig (bis Ab for PD1/CTLA-4) being under investigation in Part 3   

・ AIO INTEGA (rPII)  : Tras + Nivo + Ipi (3mg/kg) vs. Tras + Nivo + mFOLFOX6 for HER2 (+)   

OS at 12ms (Primary) : 57% in ipi-arm vs. 70% in FOLFOX-arm

    inferior median OS (16.4 vs. 21.8 ms) and PFS (3.2 vs. 10.7 ms)  in ipi-arm    

Replacement of chemo-backbone by ipilimumab was negative 

Adding aCTLA-4 still unknown

・ COMPASSION15 (rPIII)  : CAPOX with or without Cadonilimab (aPD-1/CTLA-4) for HER2 (-)

Cadonilimab (aPD-1/CTLA-4)

Significant efficacy over 

chemo alone

Attractive for CPS low

Further study needed!



BEYOND THE BOUNDARY OF HER2-POSITIVE

EPOC 2203

Aoki Y, Nakayama I and Shitara K, et al. ESMO GI 2024

Antitumor signal of T-DXd 

demonstrated in HER2-low AGC

・ Expansion of treatment target from HER2-positive to HER2-expressing AGC being investigated  

Yamaguchi K and Shitara K et al. JCO 2022

2+/FISH-negative 1+



DISTAMAB VEDOTIN (RC48) :  ADC FOR HER2 WITH MMAE  

Shen L, et al. ASCO GI TPS  2024

・Remarkable response with 94.3%  

・Attractive for CPS <1 and HER2-low (2+/FISH -)

・Manageable AE with starting full dose of S-1   

A randomized phase III RCTS-2 being initiated

Single arm phase II  RCTS trial for HER2 IHC 3+/2+  

RC48 (2.5mg/kg) + Tislelizumab + S1 (40 – 60mg)   

・No dose reduction

RC48 2.5mg/kg

   Cape  1,000mg/m2

   Ox  130mg/m2  Phase III

Song L, et al.  ASOC 2024

Randomized phase II/III  trial for HER2 expressing AGC (IHC 1+ /2+/3+) 



MY TAKE-AWAY

・Adding I-O to trastuzumab with chemo is new standard for HER2-positive AGC in 1L   

・Combination therapy with T-DXd is a promising targeted therapy   

・Dose optimization is required in combination with T-DXd plus chemo to manage tox  

・Treatment target of anti-HER2 will be expand to HER2-expressing AGC  

・Combination with newer ADC and full dose of chemo is feasible with promising efficacy   



Thank you for your kind attention
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