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Objectives

• Review standards of care before ASCO2021

• Evaluate new data presented at ASCO2021 

• Discuss implications for practice



Gastroesophageal Cancers



Esophageal squamous cell carcinoma 
(Advanced/Metastatic): Pre-ASCO
• 1st line

• Fluoropyrimidine + cisplatin or oxaliplatin
• Fluoropyrimidine + cisplatin or oxaliplatin plus pembrolizumab (PD-L1 CPS >10) 

(KEYNOTE-590)

• 2nd line
• Nivolumab
• Pembrolizumab for PD-L1 CPS >10
• Docetaxel
• Paclitaxel
• Irinotecan



KEYNOTE-590
Pembrolizumab + Cisplatin and 5-Fluorouracil vs Placebo + Cisplatin and 5-
Fluorouracil as First-Line Treatment in Subjects With Advanced/Metastatic 
Esophageal Carcinoma*

1o end points: OS in pts with ESCC PD-L1 CPS ≥10 tumors, and OS and PFS (RECIST v1.1 ; by 
investigator) in ESCC, PD-L1 CPS ≥10, and all pts. 

5FU/Cisplatin + pembro 5FU/Cisplatin

ESCC CPS ≥10   (mOS) 13.9 mo (HR 0.57; 95% CI, 0.43-
0.75; P < 0.0001)

8.8 mo

ESCC  (mOS) 12.6 mo (HR 0.72; 95% CI, 0.60-
0.88; P = 0.0006)

9.8 mo

CPS ≥10 (mOS) 13.5 mo (HR 0.62; 95% CI, 0.49-
0.78; P < 0.0001)

9.4 mo

all pts (mOS) 12.4 mo (HR, 0.73, 95% CI, 0.62-
0.86; P < 0.0001)

9.8 mo

*Note: 73% of patients had ESCC ESMO 2020; LBA8_PR; Kato)



ASCO2021



ASCO2021; LBA4001

49% had tumor cell PD-L1 >1%



ASCO2021; LBA4001



ASCO2021; LBA4001



ASCO2021; LBA4001



Duration of response

Nivo + chemo v chemo Nivo + Ipi v chemo

Adapted from ASCO2021; LBA4001



TRAEs

ASCO2021; LBA4001



Implications for practice

Questions: 

1) Should PD-L1 be used as a biomarker for selecting therapy?

2) What are second line options if anti-PD-1 is used in the first line?



Gastric, GEJ, Esophageal adenocarcinoma 
(Advanced/Metastatic): Pre-ASCO

• 1st line
• Fluoropyrimidine + cisplatin or oxaliplatin (+/- docetaxel)
• Fluoropyrimidine + cisplatin or oxaliplatin plus pembrolizumab (esophageal and Siewert type 1 GEJ)
• Fluoropyrimidine + oxaliplatin plus nivolumab (PD-L1 CPS >5)
• Fluoropyrimidine + cisplatin or oxaliplatin + trastuzumab for HER2 + 

• 2nd line
• Paclitaxel / ramucriumab
• Trastuzumab deruxtecan for HER2+
• Irinotecan
• Docetaxel

• 3rd line
• TAS-102
• Pembrolizumab for PD-L1+ has been withdrawn



ASCO2021



(ASCO2021;4002)



(ASCO2021;4002)



(ASCO2021;4002)



(ASCO2021;4002)



Implications for practice

Questions:
1) Use nivolumab in PD-L1 CPS>5  (NCCN category 1) or CPS 1-4 (NCCN category 2B) 
or CPS < 1 (CPS not specified in FDA label)

Discussant (Dr. Cunningham) 
At ASCO 2021



…And a word about adding checkpoint 
blockade to trastuzumab and chemotherapy in 
HER2+ G/GEJ adenocarcinoma

ASC02021;4013



KEYNOTE-811: Deeper, more durable responses with 
pembrolizumab

ASC02021;4013



GEJ, Esophageal adenocarcinoma Neoadjuvant
therapy: Pre-ASCO

CROSS MAGIC

Adapted from Reynolds, ASCO2021

FLOT4

Al-Batran S.  Lancet. 2019 May 11;393(10184):1948-1957. 

Perioperative chemotherapy with fluorouracil plus leucovorin, 

oxaliplatin, and docetaxel versus fluorouracil or capecitabine plus 

cisplatin and epirubicin for locally advanced, resectable gastric or 

gastro-oesophageal junction adenocarcinoma (FLOT4): a 

randomised, phase 2/3 trial. 



ASCO2021;4004



ASCO2021;4004

NEO-AEGIS Randomization Schema



ASCO2021;4004

157 MAGIC
27 FLOT

T3 84%
N+ 56-60%



OS: 57 vs 56% (HR 1.02, 95% CI 0.74-1.42)

ASCO2021;4004



Implications for practice

• Peri-operative chemotherapy was non-inferior to CRT: so 
clinical equipoise in decision making

• However, markers of response favor CRT

• Questions: Will patterns of recurrence explain why 
markers of response, while favoring CRT, did not translate 
into survival benefit?



GEJ, Esophageal adenocarcinoma adjuvant 
therapy after neoadjuvant CRT: Pre-ASCO

Phase III CheckMate-577 trial of nivolumab as an adjuvant therapy 

for patients with resected esophageal or gastroesophageal junction 

(GEJ) cancer

1) Met primary endpoint of DFS 

Treatment with Nivolumab after neoadjuvant chemoradiation 

therapy (CRT) and complete surgical resection showed a 

statistically significant improvement in DFS compared to 

placebo in the all-randomized population

ESMO 2020



ASCO2021;4003



Kelly, ASCO2021;4003



Kelly, ASCO2021;4003



Kelly, ASCO2021;4003



Implications for practice

Kelly, ASCO2021;4003



Pancreatic cancer



Not a big pancreatic year at ASCO
• 4016: Preoperative chemoradiotherapy to improve overall survival in pancreatic 

cancer: Long-term results of the multicenter randomized phase III PREOPANC trial.
• OS (ITT), DFS, LF improved after preoperative CRT compared with immediate surgery
• Gemcitabine/RT regimen used not the current standard

• 4017: Randomized phase II study of modified FOLFIRINOX versus gemcitabine plus 
nab-paclitaxel combination therapy for locally advanced pancreatic cancer 
(JCOG1407)
• 1-year OS in GnP was better than mFOLFIRINOX, but mFOLFIRINOX achieved longer 2-year OS. 

Similar GR3/4 AE rate between the arms.

• 4018: Masitinib plus gemcitabine as first-line treatment of pancreatic cancer with 
pain: Results from phase 3 study AB12005.
• In unresectable LAPC with pain, better mOS with MAS-GEM  (13.0 mo (97.5% CI [11.0;18.0]) vs 

11.2 months (97.5% CI [7.4;13.0]); p = 0.007. The HR was 0.46 (97.5% CI [0.2;0.9], p = 0.0047). 
BUT no difference in the group with metastases. 



Biliary Tract Malignancies



Biliary tract (Advanced/Metastatic): Pre-ASCO

• 1st line
• Gemcitabine/Cisplatin (category 1) (ABC-02)

• 2nd line
• FOLFOX (preferred) (ABC-06)

• 2nd line specific circumstances
• Pemigatinib, infigratinib (FGFR2 fusion/rearrangement) (Update of FIGHT-

202, abstr 4086)

• Ivosidenib (IDH-1 mutation) (Update of ClarIDHy trial, abstr 4069)

• Dabrafenib/trametinib (BRAF V600E mutated)



ASCO2021;4006



ASCO2021;4006



ASCO2021;4006



ASCO2021;4006



Response rate

ASCO2021;4006





Implications for practice

Fluorouracil/leucovorin plus nanoliposomal irinotecan may become 
an option for treatment of biliary tract malignancies following 
gemcitabine/cisplatin (in patients without targetable molecular 
alterations)



Hepatocellular carcinoma



Not a big HCC year at ASCO
• 4007: 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)
• Population had large tumors (11.7 cm, and >80% had macrovascular invasion)

• mOS with HAIC-FO was 13.9 mo (95%CI 10.6-17.2), compared with 8.2 month for sorafenib

• 4008: Neoadjuvant transarterial infusion chemotherapy with FOLFOX could improve outcomes 
of resectable BCLC stage A/B hepatocellular carcinoma patients beyond Milan criteria: An 
interim analysis of a multi-center, phase 3, randomized, controlled clinical trial.
• 3 yr OS  (63.5 vs 46.3%) and 18 mo PFS (47.4 vs 34.8%)  were statistically higherfor neoadjuvant group than 

for the operative alone group. RFS was numerically but not statistically better for the neoadjuvant therapy 
group.

• 4070 Adjuvant nivolumab for hepatocellular carcinoma (HCC) after surgical resection (SR) or 
radiofrequency ablation (RFA) (NIVOLVE): A phase 2 prospective multicenter single-arm trial and 
exploratory biomarker analysis
• 1 yr RFSR and RFS were 76.6% and 26.0 months, respectively. (May give insight into 9DX study)



Association of response and outcome in IMBRAVE150 study

N Engl J Med 2020;382:1894-905.

ASCO2021;4071



Summary from ASCO 2021
• Advanced ESCC: Nivolumab + chemo or nivolumab + ipilimumab represent new 

standard for 1L
• Chemotherapy plus pembrolizumab also has survival benefit in this group (CPS>10)

• Advanced adenocarcinoma of stomach, GE junction, esophagus: nivolumab plus 
chemotherapy has improved survival compared with chemotherapy alone
• Chemotherapy plus pembrolizumab has survival benefit in the Siewert 1 GEJ/esophagus group 

• Esophageal adeno/GEJ: Peri-operative chemotherapy was non-inferior to CRT (CROSS) 
but markers of response better with CRT

• Resected GEJ/esophageal: Adjuvant Nivolumab is a new standard if residual disease

• Pancreatic cancer: No major studies reported

• Biliary: Nanoliposomal irinotecan plus fluorouracil/leucovorin may be an option for 
gemcitabine/cisplatin pretreated advanced disease

• Hepatocellular carcinoma: No major studies reported




