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Overview - Moving Down the GI Tract

▪ Updates in upper GI cancers

▪ Updates in pancreatic cancer

▪ Updates in biliary cancer

▪ Updates in colorectal cancer
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https://aboutgimotility.org/wp-content/uploads/sites/14/giguy-web2-labeled.png



Updates in 

Gastroesophageal Cancer
G = Gastric

GEJ = Gastroesophageal Cancer

E = Esophageal



Claudin 18.2 – SPOTLIGHT Trial

▪ Claudin 18.2 is a tight junction protein normally expressed in gastric mucosal 

cells, and is retained in G/GEJ cancer cells

▪ But, in cancer cells, tight junctions are disrupted and Claudin 18.2 becomes 

exposed on the surface of the G/GEJ cancer cells

▪ Zolebetuximab in an anti-Claudin 18.2 mAb

Shitara K, et al, Lancet . 2023 May 20;401(10389):1655-1668. doi: 10.1016/S0140-6736(23)00620-7; Image from https://www.arigobio.com/news/claudin-18.2 

2244 patients screened; 38.5% were Claudin 18.2+

Zolbe Placebo

ORR (%) 60.7 62.1

mPFS (mos) 10.61 8.67

mOS (mos) 18.23 15.54

10% MORE Gr3/4 N/V

On target AE



Claudin 18.2 – GLOW Trial

GLOW was a Phase 3 trial of CAPOX +/- Zolbetuximab

Xu RH, et al, ASCO 2023 Abstract 405736; Image from https://www.arigobio.com/news/claudin-18.2 

2333 patients screened; 38.4% were Claudin 18.2+

Zolbe Placebo

ORR (%) 53.8 48.8

mPFS (mos) 8.21 6.80

mOS (mos) 14.39 12.16

Many, many other Claudin 18.2 targeted therapies in development



Adjuvant Nivolumab After Gastric 

Cancer Resection
▪ In 2021, Dr. Janjigian, et al showed that the addition of 

nivolumab to chemotherapy in metastatic G/GEJ 

cancer improved mOS

▪ In 2021, Dr. Kelly, et al showed that the addition of 

nivolumab post-operatively in patients with E/GEJ 

cancers with positive residual disease (i.e. a non-CR) 

after chemoXRT improved OS

▪ But what about post-operative therapy for GASTRIC 

cancer?

Janjigian Y, et al, Lancet. 2021 Jul 3;398(10294):27-40. doi: 10.1016/S0140-6736(21)00797-2; ; Kelley RJ, et al, N Engl J Med. 2021 Apr 1;384(13):1191-1203. doi: 10.1056/NEJMoa2032125

Terashima M, et al, ASCO 2023, Abstract 4000



Adjuvant Nivolumab After Gastric 

Cancer Resection

Terashima M, et al, ASCO 2023, Abstract 4000

Nivo Placebo

mRFS (mos) NE NE

3y RFS (%) 68.4 65.3

mOS (mos) NR NR

3y OS (%) 81.5 78.0

• No improvement in RFS or OS

• So currently – there is no role 

for adjuvant nivo for resected 

gastric cancer



Perioperative Chemo +/- Toripalimab

for Operable G/GEJ Cancer

Yuan S, et al, ASCO 2023, Abstract 4001

• Is there any role for neodjuvant/peri-operative anti-PD1 therapy for resectable G/GEJ cancer?

• Yuan, et al assess the addition of toripalimab to peri-operative SOX/XELOX

• There was an improvement in pathological response (tumor regression grade, TRG)

• But, will that translated to any survival benefit?



Updates in Pancreatic Cancer



NALIRIFOX

▪ FOLFIRINOX and Gemcitabine + Nab-paclitaxel have been our SOC 

regimens for mPDAC for 10+ years

▪ There has never been a head to head comparison of these two 

regimens

Conroy T, et al. N Engl J Med. 2011;364:1817-1825; Von Hoff, NEJM, 2013, 369(18): 1691-1703 ; Wainberg, ZA, ASCO GI 2023, Abs LBA661

▪ NAPOLI-3 was a Phase 3 trial comparing                

NALIRIFOX to gem-nab-pac

• Improved PFS and OS with NALIRIFOX

• More GI tox with NALIRIFOX

• More heme tox with gem-nab-pac

NFOX Gnab

ORR (%) 41.8 36.2

mOS (mos) 11.1 9.2

mPFS (mos) 7.4 5.6



Perioperative Therapy for PDAC

▪ Adjuvant FOLFIRINOX for patients with resected pancreatic 

cancer has unequivocally shown improved survival compared 

to gemcitabine

• mOS improved from 40 months → 54.5 months*

▪ Trials such as PREOPANC-1 have shown that neoadjuvant 

chemoradiotherapy improves survival over immediate surgery 

for resectable pancreatic cancer

• mOS 13.7 months → 17.1 months*

• *(These two trials have very different starting points)

▪ So it is perfectly reasonable to hypothesize that 

neoadjuvant/perioperative FOLFIRINOX would improve OS 

compared to immediate surgery

Conroy T. N Engl J Med. 2018 Dec 20;379(25):2395-2406. doi: 10.1056/NEJMoa1809775; Versteijne E, et al, J Clin Oncol. 2020 Jun 1;38(16):1763-1773



Perioperative Therapy for PDAC

▪ Labori KJ, et al presented the NORPACT-1 trial of perioperative 

FOLFIRINOX vs. upfront surgery for resectable pancreatic cancer

• Operable PDAC head cancers per NCCN guidelines – no arterial

involvement

• Study designed to detect an improvement in OS at 18 months from

50% → 70%

• ~20% of pre-op chemo patients did not have surgery

▪ Patients treated with FOLFIRINOX had a worse 18 month OS!

• Despite a much better R0 resection rate

▪ This has shaken our certainty – but there are two large randomized 

Phase 3 trials accruing that will hopefully answer this question definitively

Labori KJ, et al, ASCO 2023, LBA4005



▪ KRAS mutations occur in 90 – 95% of pancreatic cancers

• KRAS mutations are a key event in the initiation and development of PDAC

KRAS Mutations in

Pancreatic Cancer

Craig Logsdon and Weiqin Lu, Int J Bio Sci, 2016; 12(3): 338–346  



▪ KRAS mutations occur in 90 – 95% of PDACs
• 80% are KRASG12D or KRASG12V

• 2% are KRASG12C

▪ KRAS cycles between a GTP-on state and        

a GDP-off state
• The protein resynthesis half life is 24 hours

▪ Adagrasib covalently binds to KRASG12C in its   

GDP-off state

▪ Phase II monotherapy in solid tumors
• Mostly pancreatic cancers (n = 21)

• Other GI cancers (n = 29; biliary n = 12)

• All had at least 1 line of Tx

KRYSTAL-1: Adagrasib in KRASG12C

Mutated Pancreatic Cancer

Pant S, et al, ASCO 2023; Bekaii-Saab T, et al, J Clin Oncol. 2023 Apr 26;101200JCO2300434. doi: 10.1200/JCO.23.00434



▪ Adagrasib demonstrated efficacy
• ORR was 35.1% overall

• 33% in pancreatic cancer

• 42% in biliary cancers

KRYSTAL-1: Adagrasib in KRASG12C

Mutated Pancreatic Cancer

Pant S, et al, ASCO 2023; Bekaii-Saab T, et al, J Clin Oncol. 2023 Apr 26;101200JCO2300434. doi: 10.1200/JCO.23.00434



▪ Adagrasib was adequately tolerated
• No Grade 4 or Grade 5 adverse events

• Nausea, vomiting, diarrhea in 40 – 50% of patients

o But, almost all Grade ≤2

• 6% Grade 3 fatigue

KRYSTAL-1: Adagrasib in KRASG12C

Mutated Solid Tumors

Pant S, et al, ASCO 2023; Bekaii-Saab T, et al, J Clin Oncol. 2023 Apr 26;101200JCO2300434. doi: 10.1200/JCO.23.00434



▪ KRAS inhibitors can be effective
• But the effect may be short lived

• Perhaps there will be improved outcomes with

combination therapies?

▪ E.g. Yaeger, et al – Adagrasib +/- cetuximab   

in KRASG12C-mutated CRC
• ORR = 23% vs. 46%

• DOR = 4.3 mos vs. 7.6 mos

▪ Drillon, et al showed activity of a SHP2            

inhibitor, but only in combination
• E.g. PR with a SHP2i + encorafenib + cetux in a

BRAFV600E mutated CRC patient

Targeting RAS/SHP/SOS 

in Combination

N Engl J Med. 2023 Jan 5;388(1):44-54. doi: 10.1056/NEJMoa2212419; Drillon A, et al, ASCO 2023 Abstract 3020



▪ KRAS neoantigens are promising immunotherapy 

targets

▪ Target patient population that is radiologically      

NED, but MRD+ (ctDNA+ or tumor marker+)

• ELI-002 is a KRASG12D/R and TLR-9 adjuvant targeting

cancer vaccine

ELI-002 Personalized Vaccine in 

KRASG12R/D cancers (Amplify-201)

O’Reilly EO, et al, ASCO 2023



SEQUENCEing Chemotherapy for 

Pancreatic Cancer

Carrato A, et al, J Clin Oncol 40, 2022 (suppl 16; abstr 4022)



SEQUENCEing Chemotherapy for 

Pancreatic Cancer

Carrato A, et al, J Clin Oncol 40, 2022 (suppl 16; abstr 4022)

Gem-Nab-Pac Gem-Nab-Pac →

FOLFOX

P-value

ORR 20% 40% 0.009

mPFS 5.2 months 7.9 months <0.001

mOS 9.7 months 13.2 months 0.023

12m OS 35% 55% 0.016

2nd Line Tx 55% 40% 0.08*

Quality of life was measured and was similar in both arms



A Different Sequencing Trial in  

Pancreatic Cancer: FOOTPATH

Westphalen B, et al, ASCO 2023 Abstract 4021 



A Different Sequencing Trial in  

Pancreatic Cancer: FOOTPATH

Westphalen B, et al, ASCO 2023 Abstract 4021 

▪ Sequential NAPOLI/FOLFOX 

led to (over GA):
• An improved PFS

• Numerically greater OS

• Greater tolerability



Updates in Biliary Tract Cancer



▪ For more than a decade, gemcitabine + cisplatin has 

been the standard of care in advanced biliary cancer

• Gem-cis vs. gemcitabine alone

o mOS 11.7 vs. 8.1 months

o ORR 26.1 vs. 15.5%

▪ TOPAZ-1 was a Phase III randomized trial of    gemc

itabine + cisplatin +/- durvalumab  for        advanced 

biliary cancer

• Note that gem-cis was stopped in both arms after 8

cycles

• Patients with advanced, untreated biliary cancer

• 685 patients were randomized

o 1:1 randomization

o Balanced arms

TOPAZ-1: Gem-Cis +/- Durvalumab in 

Cholangiocarcinoma

Valle J, et al, NEJM 2010; 362: 1273 – 1281

Oh DY, et al, 2022 ASCO Gastrointestinal Cancers Symposium, Abstract 378



▪ Overall survival was significantly greater for 

gem-cis-durva vs. gem-cis
• mOS 12.8 vs. 11.5 months

• HR = 0.80, p = 0.021

• HR after 6 months was 0.74

▪ Progression-free survival was significantly gr

eater for gem-cis-durva vs. gem-cis
• mPFS 7.2 vs. 5.7 months

• HR = 0.75, p = 0.001

▪ Overall survival benefit held true for             

virtually all subgroups analyzed including    

PD-L1 status

TOPAZ-1: Gem-Cis +/- Durvalumab in 

Cholangiocarcinoma

Oh DY, et al, 2022 ASCO Gastrointestinal Cancers Symposium, Abstract 378



TOPAZ-1: Gem-Cis +/- Durvalumab in 

Cholangiocarcinoma

Oh DY, et al, 2022 ASCO Gastrointestinal Cancers Symposium, Abstract 378

▪ Objective response rate was              

greater for gem-cis-durva vs. gem-cis
• ORR 26.7 vs. 18.7%

▪ Adverse events were very    

similar between the two arms
• Any Grade 3/4 AEs 75.7 vs. 77.8%



▪ In April,  2023, Dr. Kelley presented a very   

similar trial 

▪ KEYNOTE-966 was a Phase III randomized  

trial of    gemcitabine + cisplatin +/-

pembrolizumab in advanced biliary cancer
• Here ONLY cisplatin was stopped in both arms

after 8 cycles (gem was continued)

• Outcomes were very similar to TOPAZ-1

KEYNOTE-966: Gem-Cis +/- Pembro in 

Cholangiocarcinoma

Kelley RR, et al, Lancet. 2023 Jun 3;401(10391):1853-1865. doi: 10.1016/S0140-6736(23)00727-4. Epub 2023 Apr 16.  PMID: 37075781

TOPAZ-1 KEYNOTE-966

Gem-Cis Gem-Cis-Durva Gem-Cis Gem-Cis-Pembro

ORR (%) 19 27 29 29

mPFS (mos) 5.7 7.2 5.6 6.5

mOS (mos) 11.5 12.8 10.9 12.7



IMbrave151: Gem/Cis + Bev + Atezo in 

Advanced Biliary Tract Cancer

El-Khoueiry A, et al, 2023 ASCO Gastrointestinal Cancers Symposium, Abstract 491



IMbrave151: Gem/Cis + Atezo +/- Bev in 

Advanced Biliary Tract Cancer

El-Khoueiry A, et al, 2023 ASCO Gastrointestinal Cancers Symposium, Abstract 491



SWOG 1815: Gem, Cis, +/- Nab-pac in 

Advanced Biliary Tract Cancer

Shroff R, et al JAMA Oncol 2019; Shroff R, et al, 2023 ASCO Gastrointestinal Cancers Symposium, Abstract LBA490

▪ In a Phase 2 single arm trial,          

Gem-Cis-Nab-pac resulted in a      

mOS of 19.2 months

• Based on this, a randomized Phase 3

trial was designed



SWOG 1815: Gem, Cis, +/- Nab-pac in 

Advanced Biliary Tract Cancer

Shroff R, et al JAMA Oncol 2019; Shroff R, et al, 2023 ASCO Gastrointestinal Cancers Symposium, Abstract LBA490



Practice Changing Trials in 
Colorectal Cancer



SUNLIGHT: TAS-102 +/- Bevacizumab as 

3rd Line Tx for Metastatic Colorectal Cancer

▪ The Phase 3 SUNLIGHT study of TAS-102 +/- Bev as    

3rd line therapy  for mCRC

• mOS 10.8 mos for the combo vs. 7.5 mos for TAS-102

• This was a practice affirming study

• But, pleasantly surprised by the magnitude of benefit

Tabernero J, et al, ASCO GI 2023 Abstract 4



Management of Locally Advanced 

Rectal Cancer

▪ Since ~2005, this was the paradigm for the management of locally advanced rectal cancer

Courtesy of Shrag D, ASCO 2023



Management of Locally Advanced 

Rectal Cancer

▪ But many new questions arose:

• What kind of radiation is better – short course or long course?

• Could more or all of the chemotherapy be given preoperatively?

• Could surgery be avoided altogether (watchful waiting, non-operative

management)?

• Could radiation be avoided?

▪ Unfortunately, there is no absolute best management of locally 

advanced rectal cancer

• More than ever decisions need to be made on a case-by-case basis, taking

into account in the particular wishes/priorities of the patient



PRODIGE 23: Total Neoadjuvant mFOLFIRINOX vs. 

Preoperative ChemoRT in Locally Advanced Rectal Cancer

▪ Patients were randomized to SOC (at that time) vs. “TNT” with FOLFIRINOX

• TNT is really a misnomer – patients still received adjuvant chemotherapy for 3 months

Conroy T, et al, ASCO 2023



PRODIGE 23: Total Neoadjuvant mFOLFIRINOX vs. 

Preoperative ChemoRT in Locally Advanced Rectal Cancer

▪ Disease free and overall survival were greater 

with TNT

Conroy T, et al, ASCO 2023



PROSPECT: Preoperative Chemotherapy with            

Selective Chemoradiation in Locally Advanced Rectal Cancer

▪ Hypothesis: Some rectal cancer patients can be cured WITHOUT pelvic radiation

Shrag D, et al, ASCO 2023



PROSPECT: Preoperative Chemotherapy with            

Selective Chemoradiation in Locally Advanced Rectal Cancer

Shrag D, et al, ASCO 2023

▪ The trial DID meet its primary endpoint

• TNT with SELECTIVE radiation was NON-INFERIOR to chemo

radiation for DFS and OS

• Interestingly, the PathCR rate was similar with TNT with SELECTIVE

radiation as it was with chemoradiation

• But ONLY 9% of Pts in the TNT arm received radiation



One More Slide…



HER2 Targeted Therapy

for GI Cancers

Nakamura, et al, ASCO 2023; Pant, et al, ASCO 2023; Raghav, et al, ASCO 2023

▪ Three important trials demonstrating significant activity of            

HER2-targeted therapy in GI cancers

• Dr. Pant – 41% ORR in 80 HER2+ BTC patients treated with zanidatamab

(novel bivalent antiHER2 Ab)

• Dr. Nakamura – 47% ORR in 30 HER2+ BTC patients treated with

tucatinib + trastuzumab

• Dr. Raghav – 38% ORR in 82 HER2+ CRC patients treated with T-DXd

▪ Most important lesson – TEST YOUR PATIENTS



Thank you and Questions?




