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Discussion 
Points 

• UGI
• Hepatobiliary
• Pancreatic
• Colorectal 
• Anal 



Phase III Trial of SPOTLIGHT in Gastric/GEJ Ca

Shitara et al: ASCO GI 2023



SPOTLIGHT: PFS and OS

Shitara et al: ASCO GI 2023



Attraction-5: Phase III trial of Adjuvant Nivo
in Gastric/GEJ CA

Terashima et al: ASCO 2023



Results of ATTRACTION-5

Terashima et al: ASCO 2023



Phase III Keynote 811 Study: 
Trastuzumab/Chemotherapy +/- Pembrolizumab 

Janjigian et al: Nature 2021

Update: ESMO 2023



MATTERHORN: Neoadjuvant/adjuvant Durva+FLOT in 
Resectable Gastric/GEJ Cancer

NCT04592913



Keynote 585:Double-
blind study of 
perioperative 

pembrolizumab vs 
placebo plus 

chemotherapy in  
resectable gastric and 
GEJ adenocarcinoma

Bang et al: Future Oncol. 2019NCT03221426

N=1007



Press Releases: To be presented ESMO 2023 

June 2023: 
• MATTERHORN: 

• Durvalumab plus chemotherapy significantly improved pathologic complete response 
in gastric and gastroesophageal junction cancers in MATTERHORN Phase III trial

• Trial will continue to assess event-free survival

• Keynote 585
• At a pre-specified interim analysis conducted by an independent Data Monitoring 

Committee, the study met one of its primary endpoints of pathological complete response 
(pCR) rate and demonstrated a statistically significant improvement in pCR rates 
compared with chemotherapy alone

• For the primary endpoint of event-free survival (EFS), there was an improvement in the 
KEYTRUDA arm; however, results did not meet statistical significance per the pre-
specified statistical analysis plan



SWOG 1815: Gemcitabine/Cisplatin +/- Nab-Paclitaxel in 
Tx Naïve Advanced Biliary Cancers 

Shroff R, et al. J Clin Oncol. 2023;41(4_Suppl):LBA490.



SWOG 1815: Gemcitabine/Cisplatin +/- Nab-Paclitaxel 
in Tx Naïve Advanced Biliary Cancers 



TOPAZ-1: Gem/Cis +/- Durvalumab  

Oh et al: NEJM, 2022



Keynote 966: Gem-cis with or without pembrolizumab

Kelley RK, et al. Lancet. 2023;401(10391):1853-1865.



ImBrave 151: Double Blinded Randomized Phase II of 
Gem/Cis/Atezo +/- Bev in Tx-Naïve Biliary Cancer

El-Khoueiry et al: ASCO GI 2023



Primary endpoint: PFS for ImBrave 151

El-Khoueiry et al: ASCO GI 2023



Molecular Alterations in Biliary Cancer

Valle JW, et al. Cancer Discov. 2017



Results from the Pivotal Phase 2b HERIZON-BTC-01 Study: Zanidatamab in Previously-treated <br />HER2-amplified Biliary Tract Cancer (BTC) 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
Pant S, et al. Presented at: ASCO;2023.



HERIZON-BTC-01 Study Design

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



Majority of evaluable patients (68.4%) had a decrease in target lesions (Cohort 1)

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



Phase 2b HERIZON-BTC-01: Zanidatamab in Previously 
Treated HER-2 Amplified Biliary Tract Cancer

Pant et al: ASCO 2023



Phase 2b HERIZON-BTC-01: Zanidatamab in Previously 
Treated HER-2 Amplified BTC – Response 

Pant et al: ASCO 2023



Futibatinib in FGFR2 Rearranged 
Intrahepatic Cholangio: FOENIX-CCA2 Study

P
a
tie

n
ts

0 5 109764321 8 1311 12 14 1918171615 20 21 22 23 24 25

Months of treatment

All patients

(N=103)
9.7 (7.6–17.0) 2.5 (0.7–7.4)

mDOR

(95% CI), months

mTTR

(range), months

Partial response (n=42)

Stable disease (n=42)

Progressiv e disease (n=16)

Initial response

Discontinued

Ongoing treatment

Complete response (n=1)

Could not be ev aluated (n=2)

Goyal L, et al. N Engl J Med. 2023;388:228–39.

RR= 42%
Median PFS = 9.7M 
Median OS: 21.7M 



NAPOLI-3: NALIRIFOX vs. Gem/NabP in PDAC

O’Reilly et al: ASCO GI 2023



NAPOLI-3: Primary Endpoint for OS



NAPOLI-3: PFS (ITT)



NAPOLI-3: SAE’s

O’Reilly et al: ASCO GI 2023



Rectal Cancer: MSI-S



PRODIGE 23: Phase III Rectal CA

Conroy et al: ASCO 2023



PRODIGE 23: Phase III Rectal CA - DFS

Conroy et al: ASCO 2023



PRODIGE 23: Phase III Rectal CA - OS

Conroy et al: ASCO 2023



PRODIGE 23: Phase III Rectal CA - MFS

Conroy et al: ASCO 2023



RAPIDO: Short Course XRT

Bahadoer et al: Lanc Onc, 2020



RAPIDO Update

RAPIDO Standard of 

Care

P-value 

Local regional failure (LRF) 12% 8% 0.07

Local regional recurrence 

(LRR)

10% 6% 0.027

Disease-related treatment 

failure (DrTF)

28% 34% 0.048

Distant Mets 23% 30% 0.011

Overall survival (OS) 82% 80% 0.50

Dikjstra, et al: Annals of Surg, 2023



Organ Preservation in Rectal Cancer Trial 
(OPRA)

Garcia-Aguilar et al: JCO 2022



OPRA: 3-yr and 5-yr 

TME-Free Survival

-Median follow-up 5.1 yrs. 

-304 patients were restaged.

-36% developed a regrowth:

44% of INCT-CRT patients 

35/120 (29%) of CRT-CNCT 

patients.

- 94% of regrowths occurred within 

2 years

-99% occurred within 3 years after 

restaging.

Garcia-Aguilar et al: JCO, 2022; Verheij et al: 

ASCO 2023

CNCT 

5y 54%

INCT 

5y 39%

CNCT 

5y 69%

INCT 

5y 71%

TME at restaging 5y 

64%
TME at regrowth 5y 

64%



Schrag et al: NEJM, 2023











Watch and Wait Pioneer 

Dr. Angelita Habr-Gama, MD, PhD
Professor
Sao Paulo, Brazil



PI’s: J. Smith, A. Dasari, W. Hall



Short vs. Long-Course RT w/Organ Preservation for 
High-Risk Rectal Cancer Patients (ACO/ARO/AIO-18.1)



Rectal Cancer Trials: Summary

Name of Trial Phase AJCC Stage Location of 
tumor

DFS OS Mets Other Findings

OPRA II T3/T4N0; TxN+ Low-Lying Equivocal Equivocal N/A Sequence;
W+W

ChemoXRT
first improves 

W+W

RAPIDO III T4a/b; N2 - P= 0.048 P=0.50 P=0.011 5X5 Long-term: 
High-risk local 

recurrence 

PRODIGE23 III T3/T4N0; TxN+ - - P=0.033 P=0.011 FOLFOXIRI 
and not full 

TNT

Improved 
DFS and MFS

PROSPECT III T3N0 or TxN+ Mid to high Equivocal Equivocal - Non-inferior Omission of 
XRT

JANUS 
NCT05610163

II/III(?) T3/T4N0; TxN+ - Pending Pending Pending FOLFOXIRI cCR

ACO/ARO/

AIO-18.1
NCT04495088

III T3/T4N0; TxN+
EMVI

Low-mid Pending Pending Pending Pending W+W

W+W = Active surveillance

Garcia-Aguilar et al: JCO, 2022; Bahadoer et al: Lanc Onc, 2021; Conroy et al: ASCO 2023; Schrag et al: NEJM, 2023 



Rectal Cancer: MSI-H



Patient population: Stage II and III mismatch repair deficient rectal cancer

Target Enrollment: 30 subjects

Study Design:  Simon’s two stage minimax design 

NCT04165772 

PD-1 Blockade in Locally Advanced MSI-H Rectal Cancer

Cercek et al: NEJM, 2022 



Demographic and disease characteristics of the patients at baseline
Value (%)

Sex

Male 6 (33)

Female 12 (67)

Age, median (range) 54 (26-78)

Race/Ethnicity

White non-Hispanic 11 (61)

Hispanic 1 (6)

Black or African American 3 (17)

Asian-Far East/Indian Subcontinent 3 (17)

Tumor Staging

T1/2 4 (22)

T3, T4 14 (78)

Nodal Staging

Node-positive 17 (94)

Node-negative 1 (6)

Germline Mutation Status n=17

MSH2, MLH1, MSH6, or PMS2 10 (59)

Negative 7 (41)

BRAF V600E wild type 18 (100)

Tumor Mutational Burden (mut/Mb), mean (range) 67 (36 -106)
Cercek et al: NEJM, 2022 



ID Age Stage T Stage N
FU 

(months)

Digital rectal 

exam response

Endoscopic 

best response

Rectal MRI 

best 

response

Overall 

response

1 38 T4 N+ 23.8 CR CR CR cCR

2 30 T3 N+ 20.5 CR CR CR cCR

3 61 T1/2 N+ 20.6 CR CR CR cCR

4 28 T4 N+ 20.5 CR CR CR cCR

5 53 T1/2 N+ 9.1 CR CR CR cCR

6 77 T1/2 N+ 11.0 CR CR CR cCR

7 77 T1/2 N+ 8.7 CR CR CR cCR

8 55 T3 N+ 5.0 CR CR CR cCR

9 68 T3 N+ 4.9 CR CR CR cCR

10 78 T3 N- 1.7 CR CR CR cCR

11 55 T3 N+ 4.7 CR CR CR cCR

12 27 T3 N+ 4.4 CR CR CR cCR

13 26 T3 N+ 0.8 CR CR CR cCR

14 43 T3 N+ 0.7 CR CR CR cCR

Individual responses to PD-1 blockade with dostarlimab
Patients who completed 6-months of dostarlimab

100%

Cercek et al: NEJM, 2022 



EA2201: Current and Proposed Schema



Left sided all RAS WT mCRC



PARADIGM: 1st Prospective Phase III Trial 
(Lt-Sided All RAS WT mCRC- Amendment)

Patients with RAS WT metastatic CRC
• Unresectable disease

• No previous chemotherapy

• Age: 20-79 years

• ECOG performance status 0–1

N=823

R

1:1

Panitumumab +

mFOLFOX6

Bevacizumab +

mFOLFOX6

Primary endpoint
• OS: left-sided population; overall

 population if significant

Secondary endpoints
• PFS, RR, DOR, R0 resection: 

left-sided and overall populations

• Safety: all treated patients

Exploratory endpoints
• ETS, depth of response, DCR: 

left-sided and overall populations

ECOG = Eastern Cooperative Oncology Group.

Yoshino T, et al. J Clin Oncol. 2022;40(Suppl 17):LBA1. Presented at: ASCO;2022. Watanabe J. JAMA. 2023;329:1271-82.



PARADIGM Primary Endpoint: 
OS in Left-Sided Population
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Median Survival,

Months (95.798% 

CI)

Panitumumab + mFOLFOX6 (n=312) 37.9 (34.1-42.6)

Bevacizumab + mFOLFOX6 (n=292) 34.3 (30.9-40.3)

Stratified HR for death, 

0.82 (95.798% CI 0.68-0.99); 

P=0.031 (<0.04202)

• Yoshino T, et al. J Clin Oncol. 2022;40(Suppl 17):LBA1. Presented at: ASCO;2022. Watanabe J. JAMA. 2023.



PARADIGM: 1st Prospective Phase III 
Trial: RR and Depth of Response

Yoshino T, et al. ASCO LBA 2022; Watanabe J. JAMA. 2023.



PARADIGM Updated Molecular Analysis

Yamazaki et al: ASCO 2023



PARADIGM Updated Molecular Analysis

Yamazaki et al: ASCO 2023



All comers mCRC



LEAP-017 Study Design

Kawazoe et al: WGIC, 2023



LEAP-017 Study Design



LEAP-017: Forest Plots for OS

Kawazoe et al: WGIC, 2023



Stellar 303: 

N= 600

NCT05425940

•Known RAS status

•Progressed, refractory, or intolerant to all of the following SOC regimens for mCRC:

• Fluoropyrimidine, irinotecan, and oxaliplatin, ± anti-VEGF mAb

• Anti-EGFR mAb for RAS WT

• BRAF inhibitor for known BRAF V600E mutations
•Progression ≤4 months following the last dose of SOC regimen

•No prior treatment with zanzalintinib (XL092), regorafenib, trifluridine/tipiracil, or PD-L1/PD-1–targeting ICIs



Tabanero et al: NEJM, 2023





Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

FRESCO-2 Study Design

65

BSC, best supportive care.
NCT04322539. 

Stratification Factors

• Prior therapy (TAS-102 vs regorafenib vs TAS-102 and regorafenib)

• RAS mutational status (wild-type vs mutant)

• Duration of metastatic disease (≤18 months vs >18 months)

Patient Eligibility

• Prior treatment with fluoropyrimidine-, oxaliplatin- 

and irinotecan-based chemotherapy, an anti-
VEGF biological therapy, and, if RAS wild type, 

an anti-EGFR therapy

• Progression on, or intolerance to, TAS-102 

and/or regorafenib

• Prior treatment with an immune checkpoint 

inhibitor or BRAF inhibitor if indicated

R

2:1

Fruquintinib 5 mg PO, QD 

(3 weeks on, 1 week off)

+

BSC

(N=458)

Placebo 5 mg PO, QD

(3 weeks on, 1 week off)

+

BSC

(N=229)

Treatment until 

progression or 

unacceptable toxicity

Note: To ensure the patient population is reflective of clinical practice, the number of patients treated with prior regorafenib was limited to 344 patients (50%)

N=687

Dasari A …..Eng et al. ESMO 2022; Dasari et al: Lancet, June 15, 2023

Mechanism of action: Highly selective oral tyrosine 

kinase inhibitor of VEGFRs-1, -2, and -3



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Patient and Disease Characteristics

66

ITT Population
Enrollment: Sep 2020 to Dec 2021

Data Cutoff: 24 June 2022

4

Dasari A …..Eng et al. ESMO 2022; Dasari et al: The Lancet, June 15, 2023



FRESCO-2: Primary Endpoint - OS

Dasari…Eng et al: The Lancet, 2023

34% reduced risk of death 

for Fruquintinib 



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

OS Subgroup Analysis

68

ITT Population

Liver metastases

Favors 

Placebo

Favors 

Fruquintinib

Dasari A …..Eng et al. ESMO 2022; Dasari et al: Lancet, June 15, 2023



Phase II 

Fruquintinib + 

Tislelizumab in 

MSI-S mCRC

NCT04577963

Completed enrollment in < 3 months)



Precision Oncology



Molecular 
Subsets: 
Precision 
Oncology

Henry et al, CCO, 2019

KRAS G12C (2%)

KRAS G12D (10%)



: BREAKWATER





SWOG 2107: Previously Treated 
BRAF V600E MT

PI: V. Morris



Mountaineer: Global, Open-Label, Phase 2 Trial 

Strickler et al: NEJM 2023



Mountaineer: Global, Open-Label, 
Phase 2 Trial 

Median follow-up for Cohorts A+B was 20.7 months (IQR, 11.7, 39.0) 

Strickler et al: NEJM 2023



Mountaineer 3: Tx naïve mCRC 

Key Eligibility Criteria

• HER2+ 1L mCRC assessed by central IHC/ISH 

testing 

• RAS wild-type

• Measurable disease per RECIST 1.1

• ECOG Performance Status 0-1

• Treated, stable central nervous system metastases 

permitted

Tucatinib + Trastuzumab + 

mFOLFOX6b 

(n≈200)

mFOLFOX6b ± Bevacizumab 

or Cetuximab 

(n≈200)

Ra

Endpoints 

Primary

PFS per RECIST 1.1 (BICR)

Secondaryc

• OS

• Confirmed ORR per RECIST 1.1 (BICR)



PRESENTED BY:

Trastuzumab deruxtecan (T-DXd; DS-8201) 

78

• Trastuzumab deruxtecan is an antibody-drug conjugate composed of a humanized 

monoclonal anti-HER2 antibody, a cleavable tetrapeptide-based linker, and a potent 

topoisomerase I inhibitor.

• Survival benefits of the drug have been proven in HER2-positive breast and gastric 

cancers.1,2

Akihiro Ohba, MD

1. NEJM 2022;386:1143. 2. NEJM 2020;382:2419.



DESTINY-CRC02 Study Design

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



Median Progression-Free Survival by BICR

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



Median Overall Survival

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



Adjudicated Drug-Related ILD/Pneumonitis by Independent Adjudication Committee

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



Ongoing KRAS G12C MT Phase I and III Trials

• Metastatic CRC

• KRAS G12C in tumor

• Local test acceptable for 

enrollment; central 

confirmation req’d w/in 30d

• PD on 1L 
fluoropyrimidine + 
oxaliplatin or irinotecan

• No prior anti-EGFR or 

direct KRAS G12Ci

Adagrasib 600 mg BID + 

Cetuximab 500 mg/m2 Q2W

FOLFIRI or mFOLFOX6§

1:1

N~420

§Anti-VEGF/VEGFR allowed per Investigator 
discretion 



Intrinsic Trial:  Biomarker Driven Trial

NCT04929223

PI: Roche



MK-1308A: MSI-H Treatment Naïve MCRC

Cohort A: MK-1308A and 
pembrolizumab 

Cohort B:

Primary endpoint: RR

Primary Endpoint: RR

N=320

MK-1308A (CTLA-4) and pembrolizumab 

MK4280-A (Lag-3) and pembrolizumab 

MK-7684A (TIGIT) and pembrolizumab 

MK-4830 (ILT4) and pembrolizumab 

pembrolizumab 

NCT04895722



Alliance A022101: A pragmatic, randomized phase III trial 
evaluating total ablative therapy for patients with limited 

metastatic colorectal cancer: Evaluating Radiation, Ablation, and 
Surgery (ERASur)

• N=364
• OS is primary endpoint
• There must be at least one other site of metastasis in addition to the liver
• Adjuvant must have been completed 12 months prior





Phase 1 trial of botensilimab, a multifunctional anti-CTLA-4, plus 
balstilimab (anti-PD-1) for metastatic MSI-S mCRC

Bullock et al: WGIC, 2023



Data cutoff: 26-MAY-2023

PATIENT DISPOSITION

14 patients (including 6 with active liver metastases) 
did not receive ≥1 post-baseline 6-week imaging scan:

  9 early progression
  4 withdrew consent
  1 related AE

Efficacy Evaluable (EE)
87 had ≥1 post-baseline 6-week imaging scan

69 with no active liver metastases
18 with active liver metastases

6

Intent-to-treat Population (ITT; All Treated Patients)
Safety Evaluable
101 Non-MSI-H patients received ≥1 dose 
(1 or 2 mg/kg botensilimab Q6W + 3 mg/kg balstilimab Q2W) 

77 with no active liver metastases
24 with active liver metastases

Bullock et al: WGIC, 2023



Data cutoff: 26-MAY-2023
*69 patients were evaluable with ≥1 post-baseline scan. One patient out of the 69 is not included in the waterfall plot because RECIST was recorded as SD but no percent 
change was recorded as of the data cutoff.
†Confirmed response (CR or PR). 
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Bullock et al: WGIC, 2023



Data cutoff: 26-MAY-2023
*69 patients were evaluable with ≥1 post-baseline scan. One patient out of the 69 is not included in the spider plot because RECIST was recorded as SD but no percent 
change was recorded as of the data cutoff.

No Active Liver Metastases (Efficacy Evaluable, n=69*)
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Bullock et al: WGIC, 2023



12-month OS, 
% (95% CI)

Median OS, 
Months (95% CI)

Median F/U, 
Months (Range)

No Active Liver Mets EE (n=69) 74% (59–84) 20.9 (20.9–NR)​ 9.8 (1.4–36.5)

Active Liver Mets EE (n=18) 30% (11–52) 8.7 (6.1–NR) 7.8 (2.3–21.7)

All EE (n=87) 62% (49–73) 20.9 (10.6–NR) 9.3 (1.4–36.5)

ITT (N=101) 59% (47–70) 20.9 (10.3–NR) 8.2 (0.5–36.5)

Data cutoff: 26-MAY-2023
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11
Bullock et al: WGIC, 2023



All EE
n=87*

No Active Liver Mets EE 
n=69†

Active Liver Mets EE 
n=18‡

Confirmed ORR, n % (95% CI) 18% (11–28)​ 23% (14–35)​ 0% (0–19)​

BOR, n (%)​

CR​ 1 (1)​ 1 (1)​ 0​

PR​ 15 (17)​ 15 (22)​ 0

SD​ 45 (52)​ 39 (57)​ 6 (33)​

PD 26 (30)​ 14 (20)​ 12 (67)​

DCR (CR + PR + SD), %​ (95% CI) 70% (59–80)​ 80% (68–88)​ 33% (13–59)​

12-month OS, % (95% CI) 62% (49–73) 74% (59–84) 30% (11–52)

Ongoing responses§ 11/16 (69%) 0

*Excludes patients with unconfirmed responses, among them one with a response in lung lesions who then became non -evaluable after a hemicolectomy which showed a 
pathologic CR, and another patient with a -60% reduction through week 60 who had a perisplenic nodule retrospectively identified as a new lesion at week 18.
†In the ITT population with no active liver metastases (n=77),  ORR was 21% (95% CI, 12–32) and DCR was 71% (95% CI, 60–81).
‡In the ITT population with active liver metastases (n=24),  ORR was 0% (95% CI, 0–14) and DCR was 25% (95% CI, 10–47).
§Median DOR is immature as 11/16 (69%) patients are ongoing.

DEEP AND DURABLE OBJECTIVE RESPONSES

8Bullock et al: WGIC, 2023



A Randomized, Open-Label, Phase 2 Study of Botensilimab (AGEN1181) as 
Monotherapy and in Combination With Balstilimab (AGEN2034) or Investigator's 

Choice Standard of Care (Regorafenib or Trifluridine and Tipiracil) for the Treatment 
of Refractory Metastatic Colorectal Cancer



Promising Neoantigen Vaccine

• Palmer, Nature Med, 2023



A Phase 2/3, Randomized, Open-Label Study of Maintenance GRT-
C901/GRT-R902, A Neoantigen Vaccine + Atezolizumab in mCRC



Anal Cancer
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Radiation:

• Primary tumor: 50.4 Gy in 28 fractions

• Elective nodal regions: full pelvis + 

inguinal 42 Gy in 28 fractions

• Mitomycin C (MMC) 12 mg/m2 X 1; 5-

fluorouracil (5-FU) CI X 2 cycles OR 

Capecitabine

Radiation:

• Primary tumor:

• T1: 36 Gy in 20 fractions

• T2: 41.4 Gy in 23 fractions

• Elective nodal regions: true pelvis + 

inguinal 

• T1: 32 Gy in 20 fractions

• T2: 34.5 Gy in 23 fractions

• MMC 10 mg/m2 X 1; 5-FU CI X 1 cycle 

OR Capecitabine
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NOT Required

2:1

Stratification Factors:
• Tumor stage: T1 vs T2

• HIV Status: HIV-positive 

     vs. HIV-negative

Arm S: HIV-positive patients

Arm A: Standard-Dose Chemoradiation 

Eligibility:

T1-2N0M0 anal 

canal or anal 

margin squamous 

cell carcinoma 

(SCCA) 

measuring ≤4 cm 

(HIV+ allowed)

Primary 

Endpoint:

2-year 

Disease 

Control

Arm R: HIV-negative patients

Arm B: De-Intensified Chemoradiation 

EA2182 (NCT04166318) A Randomized Phase II Study of De-Intensified 

ChemoRadiation for Early-Stage Anal Squamous Cell Carcinoma (DECREASE ) 

Accrual Goal

N = 71/252

• MMC on day 1

• 5-FU CI 1000 mg/m2/d days 1-4 (c1), 

days 29-32 (c2) OR

• Capecitabine 825 mg/m2BID M-F on 

days of RT

Concurrent Chemo:

*Cycle = 4 weeks (28 days)

PI: J Dorth

Eng et al: JCO, in press, 2022
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randomized phase II study of nivolumab with 

or without ipilimumab in refractory, metastatic 
squamous cell carcinoma of the anal canal 
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Morris et al: WGIC, 2023



NCI9673 (Part B) Study Design

• Primary Endpoint: 

– Progression-free survival (PFS)

• Secondary Endpoints:

– Overall response (RECIST 1.1)

– Overall survival (OS)

– Safety/toxicity (CTCAE v5)

• Statistical Design:

– H0: Median PFSArm2 ≤ PFSArm1

Ha: Median PFSArm2 > PFSArm1

– At a one-sided α=.10 and 90% power, 100 

participants are needed to observe an 

improvement in median PFS from 4 to 7 

months.

Participants with:

- Unresectable or metastatic SCCA

- ≥1 prior line of systemic treatment

Nivolumab Nivolumab

+ ipilimumab

1:1

N=100

Study Treatment:

• Nivolumab: 480 mg IV every 4 weeks

• Ipilimumab 1 mg/kg IV every 8 weeks 

(Arm 2 only)
NCT02314169; Morris et al, WGIC, 2023



Progression-free survival
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Nivolumab +  ipilimumab

Median PFS (95% CI):

Nivolumab                                       2.9 months (1.9 – 4.0)

Nivolumab + ipilimumab                3.7 months (2.0 – 7.1)

HR 0.80 (95% CI, .52-1.2)

p= .16

Median follow-up: 22 months



Response Assessment

Overall Response Rate (95% CI):

Nivolumab                                         17.4% (9.1-31)

Nivolumab + ipilimumab                    21.5% (12-36)

Disease Control Rate (95% CI):

Nivolumab                                         43.5% (30-58)

Nivolumab + ipilimumab                    47.6% (33-62) 

Nivolumab (%) Nivolumab + 
Ipilimumab (%)

Complete Response 3 (6.5) 2 (4.8)

Partial Response 5 (10.9) 7 (16.7)

Stable Disease 12 (21.7) 11 (26.2)

Progressive Disease 26 (56.5) 22 (52.3)



Spider Plots
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Overall survival
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Nivolumab +  ipilimumab

Median OS (95% CI):

Nivolumab                                    15.4 months (11.1 – NA)

Nivolumab + ipilimumab             20.0 months (13.5 – 23.6)

HR 0.86 (95% CI, .51-1.5)

p= .86



Safety/Toxicity Profile

• One grade 5 event (pneumonitis) occurred in a participant 

receiving nivolumab + ipilimumab.

• There were 4 grade 4 events in participants receiving nivolumab 

+ ipilimumab: hyperglycemia (N=3) and diabetic ketoacidosis 

(N=1).

• There were 6 (12%) participants with grade 3 AEs attributed to 
nivolumab, and 12 (25%) participants with grades 3-5 AEs 

attributed to nivolumab + ipilimumab.



Eng et al: JCO, 2022

*HIV pts are eligible

PI: Eng



PI: Rajdev
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