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Outline

• Sequential Chemotherapy: SEQUENCE

• Targeting mutant KRAS in PDAC: KRYSTAL-1

• KRAS WT PDAC: NOTABLE

• Available Trials at UIHC



SEQUENCE trial 

• Chemotherapy efficacy may differ in subtypes of pancreatic cancer 
• Classic subtype = mFOLFIRINOX

• Basal-cell subtype = Gem-Abraxane

• Phase I data has shown promising clinical activity for sequential 
Gem/Nab-P => mFOLFOX.

• Phase II, open label, randomized trial comparing sequential treatment 
with Gem-Abraxane followed by mFOLFOX with Gem-Abraxane in 1L 
metastatic Pancreatic Cancer
• Primary endpoint: OS

• Secondary endpoints: ORR, PFS, TTP 



Slides Courtesy of Alfredo Carrato, ASCO 2022



Slides Courtesy of Alfredo Carrato, ASCO 2022



Slides Courtesy of Alfredo Carrato, ASCO 2022



Slides Courtesy of Alfredo Carrato, ASCO 2022



Slides Courtesy of Alfredo Carrato, ASCO 2022



Slides Courtesy of Alfredo Carrato, ASCO 2022



SEQUENCE Trial: Conclusions

• The SEQUENCE schedule in 1L metastatic PDAC demonstrated 
improvements in 12 month OS rate, ORR, TTP, and PFS when 
compared with standard treatment of Gem-Abraxane.

• The SEQUENCE schedule demonstrates a manageable safety profile, 
though higher neurologic events, neutropenia and thrombocytopenia 
were observed. 

• Next Steps: comparison with mFOLFIRINOX



KRAS and Pancreatic Cancer 

• KRAS is a membrane bound regulatory 
protein, transducing signals from 
activated membrane receptors resulting 
in cell proliferation and survival. 

• Mutant KRAS is a known oncogenic 

driver, present in 95% of pancreatic 

cancers 

• Majority KRAS G12D, G12V and G12R, 

2% are KRAS G12C 

Figure from Huang et al., Sig Transduct Target Ther (2021)



Inhibiting KRASG12C

• KRAS switches between inactive (GDP) 
and active (GTP) conformations

• Mutant KRAS G12 is resistant to GAP, 
resulting in persistent activation. 

• Adagrasib (MRTX849) is a covalent 
inhibitor of KRASG12C, binding and 
locking it in an inactive GDP-bound state.

Figure from Huang et al., Sig Transduct Target Ther (2021)



KRYSTAL-1:
• Phase 1/2 multicohort study evaluating adagrasib as monotherapy / 

in combination in solid tumors with KRAS G12C mutation 
• Previously treated unresectable/metastatic PDAC with KRASG12C

• Study endpoints: clinical activity, safety, and PK



KRYSTAL-1: Demographics

Mirati Therapeutics publicly presented data
Bekaii-Saab et al., JCO 2022 



KRYSTAL-1: Response

Mirati Therapeutics publicly presented data
Bekaii-Saab et al., JCO 2022 



KRYSTAL-1: Treatment Related Adverse Events

Mirati Therapeutics publicly presented data
Bekaii-Saab et al., JCO 2022 



KRYSTAL-1 Conclusions

• Adagrasib monotherapy is well tolerated with manageable safety 
profile

• Adagrasib monotherapy demonstrated promising clinical activity in 
pretreated patients with PDAC harboring KRASG12C 

• Future directions: 
• New KRAS agents binding other alleles / pan-KRAS inhibitors

• Combination strategies with drugs aimed at RAS effector pathway (MAPK, 
PIK3CA) 



NOTABLE: KRAS WT Pancreatic Cancer

• This Phase III study evaluated Nimotuzumab + Gemcitabine in KRAS 
WT locally advanced / metastatic pancreatic adenocarcinoma 

• Nimotuzumab is a humanized anti-EGFR mAB inhibiting EGFR 
signaling and potentiating EGFR degradation. 

• Primary Endpoint: OS

• Secondary Endpoints: PFS, Safety, ORR
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Qin S, Bai Y, Wang Z, et al: Nimotuzumab combined with gemcitabine versus gemcitabine in K-RAS wild-type locally 
advanced or metastatic pancreatic cancer. 2022 ASCO Annual Meeting. Abstract LBA4011.
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NOTABLE: Conclusionsn

• Nimotuzumab with gemcitabine increases OS and PFS in patients with 
KRAS WT locally advanced or metastatic pancreatic cancer 

• Nimotuzumab and gemcitabine display a good safety profile 

• Next steps: nimotuzumab and combination chemotherapy 



UIHC Trials in PDAC

• Resectable/Borderline Resectable: 
• ALLIANCE: Perioperative mFOLFIRINOX and surery vs. upfront surgery followed by 

adjuvant mFOLFIRINOX
• AMPLIFY-201: A study of ELI-002 as adjuvant therapy in KRASmut PDAC with MRD+. 

• Locally Advanced: 
• TIGER-PAC: Intra-arterial gemcitabine vs. IV Gemcitabine and Nab-paclitaxel 

following radiotherapy for LAPC 
• GRECO-2: A Phase II study of SBRT + GC4711 in unresectable/borderline resectable, 

nonmetastatic pancreatic cancer 

• Metastatic:
• PACMAN: Phase II trial of High-dose ascorbate + Gem/Abraxane vs. Gem/Abraxane in 

metastatic pancreatic Ca 
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