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L Goyal et al. N Engl J Med 2023;388:228-239.

Acquired ResistanceCo-mutations

Combination strategies ?



Biliary
HER2 targeting in Biliary Tumors

Clinical Breast Cancer DOI: (10.1016/j.clbc.2023.05.003) 
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Discussion

Conclusions

´ HER2-directed therapies appear to have 
highly effective potential

´ HER2 testing should be done for all 
advanced biliary cancers

Questions

´ Definition of HER2 
“positivity”

´ HER2 mutations

´ Sequencing/Resistance

Biliary
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2007

HCC

sorafenib

sorafenib mOS

10.7 months - sorafenib
  7.9 months - placebo

HR 0.69 (0.55-0.87) p<0.001

N Engl J Med 2008;359:378-90. 



HCC

sorafenib

regorafenib cabozantinib 

lenvatinib atezo/bev

sorafenib

2007 2017 20192018 2020 2022

pembrolizumab nivo/ipi

nivolumab ramucirumab

regorafenib cabozantinib* ramucirumab nivolumab pembrolizumab

lenvatinib

nivo/ipi

atezo/bev

DRUG CLASS
VEGF TKI
VEGF mAb
IO
IO/IO
IO/VEGF

nivolumab

durva/treme

durva/treme

1st line

2nd+ line

atezo/cabo

cam/rivo

tislelizumab



REFLECT: Lenvatinib 
        vs Sorafenib

´ Multicenter, randomized, open-label phase III trial 
noninferiority study

§ Primary endpoints: OS

Patients with unresectable 
HCC with no prior systemic 

therapy; BCLC stage B/C
Child-Pugh A; ECOG PS ≤1

(N = 954)

Lenvatinib 
8mg (wt<60kg) or 12mg (wt>60kg) QD 

(n = 478)

Sorafenib 400 mg BD
(n = 476)

HCC
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REFLECT: Lenvatinib 
        vs SorafenibHCC



REFLECT: Lenvatinib 
        vs Sorafenib

AE, %
Lenvatinib (n = 476) Sorafenib (n = 475)

Any Grade Grade ≥3 Any Grade Grade ≥3

Total 99 75 99 67

Palmar-plantar erythrodysaesthesia 27 3 52 11

Hypertension 42 23 30 14

Diarrhea 39 4 46 4

Decreased appetite 34 5 27 1

Decreased weight 31 8 22 3

Fatigue 30 4 25 4

HCC



IMbrave150: Atezolizumab + Bevacizumab 
         vs Sorafenib

´ Multicenter, randomized, open-label phase III trial

Patients with locally advanced 
or metastatic and/or 

unresectable HCC with no 
prior systemic therapy; 

Child-Pugh A; ECOG PS ≤1*†

(N = 501)

Atezolizumab 1200 mg Q3W + 
Bevacizumab 15 mg/kg Q3W

(n = 336)

Sorafenib 400 mg BD
(n = 165)

§ Coprimary endpoints: OS and PFS

HCC



IMbrave150: Atezolizumab + Bevacizumab 
         vs SorafenibHCC



IMbrave150: Atezolizumab + Bevacizumab 
         vs Sorafenib
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HCC



HIMALAYA: Durvalumab + Tremelimumab 
        vs Sorafenib

´ Multicenter, randomized, open-label phase III trial

Patients with unresectable 
HCC and no prior systemic 
therapy; BCLC stage B/C, 

Child-Pugh A; ECOG PS ≤1
(N = 1171)

Durvalumab 1500 mg Q4W + 
Tremelimumab 300 mg x 1 dose

(n = 393)  

Sorafenib 400 mg BID
(n = 389)

Durvalumab 1500 mg Q4W 
(n = 389)

§ Primary endpoint: OS (durvalumab + tremelimumab vs sorafenib)

HCC



HIMALAYA: Durvalumab + Tremelimumab 
        vs SorafenibHCC



HIMALAYA: Durvalumab + Tremelimumab 
        vs Sorafenib

Treatment-emergent AEs

HCC



HCC Ongoing challenges in HCC

• Optimal sequencing of treatment options

• Applicability to general population – CP-A only

• Application in earlier stage disease

• Clinical trial design/execution in this environment



GIDEON: Observational Study of 
Sorafenib Child-Pugh A/B/C
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CheckMate 040: Nivolumab for 
Patients With Child-Pugh B Cirrhosis

´ Child-Pugh B7/B8 cohort (n = 49) 

´ rates of discontinuation 
due to TRAEs not higher 
than Child-Pugh A cohort

´ Hepatic TRAEs similar 
between Child-Pugh B vs A

´ ORR: 10.2%
´ median OS: overall 7.6 

months

Sorafenib naive
Sorafenib treated
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PFS
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HCC Safety
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NAPOLI 3: OS (ITT population)

PDAC



NAPOLI 3: Tumor responsea
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Discussion

Conclusions

´ 1st head-to-head comparison of 
5FU-triplet vs gem-doublet

´ NALIRIFOX yields higher mOS, 
mPFS, 12m/18m OS+PFS 

´ New option for 1L

Questions

´ Is NALIRIFOX better than 
FOLFIRINOX ?

´ Cost-effectiveness

´ What should be the 
control/reference regimen for 
future studies

PDAC
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Discussion

Conclusions

´ No improvement in OS with 
neoadjuvant approach

´ Does not provide evidence of 
benefit to neoadjuvant 
approach in resectable disease

Questions

´ Disconnect between path (RO 
rate) and outcome

´ Adjuvant – switch?

´ Alliance A021806 

PDAC



Questions?

Thank you!


