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3/ #TumorBoardTuesday Ref #
@US_FDA approvals in 1st line #HCC

TKls:
¢ sorafenib
¢ lenvatinib

ICI:
® durvalumab (PD-L1mAb)

Combo:

¢ atezolizumab (PD-L1mAb) + bevacizumab (VEGF
mADb)

¢ durvalumab (PD-L1mAD) + tremelimumab (CTLA4
mADb)
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Tuesday.

Physician Continuing Medical Education: This activity has been approved for 0.5 AMA PRA Category 1 Credit
Supported by an educational grant from Eisai Inc. and Merck Sharp & Dohme LLC.



Hepatocellular Carcinoma Tweetorial '}[l@fdf

4/ #TumorBoardTuesday #BonumCE #HCC
#OncTwitter #LiverTwitter #MedTwitter

@+rretest Q |}

1l Which of the following is TKI toxicity not generally
observed with bevacizumab?

[]Bleeding
[ ] Proteinuria

[ ]Hypertension
[ ] Diarrhea

5/ Anti-VEGFs: sorafenib, lenva, bev AEs

“\.Largely related to MOA=predictable
I Some shared class toxHTN, proteinuria
I Some distinct based on diff "¢ @s
& Sorafenib [ PPES (HFS)
eLenval[JHTN
I Bevl§bleeding

#TumorBoardTuesday #HepatocellularCarcinoma
#BonumCE #MedTwitter

Anti-VEGFs MoA Targets & Most
Sorafenib Common Grade 3-4 Toxicities

e Diarrhea (8%)
e PPES (8%) =a
e Hypertension (2%) {
e Abdominal pain (2%)
® | weight (8%)

; PDGFRa
BRAF| : * Proteinuria (6%)
‘ B ° ! plateletcount (6%)
o  AST (5%)

ALT: alanine aminotransferase; AST: aspartate aminotransferase; PPES: palmar-plantar erythrodysesthesia J )
Llovet JM, et al. N Engl J Med 2008;359:378-390; Kudo M, et ol. Lancet 2018;391(10126):1163-1173; Abou-Alfa GK, et al. N Engl 1 Med Bonum
2018;379:54-63.; Bruix J, et al. Lancet 2017,389(10064):56-66; Zhu AX, et al. lancet Oncol 2019;20(2):282-296.

Bevacizumab

(as part of atezo-bey combo)
e Hypertension (12%)
e 1 AST (5%)

Lenvatinib
e Hypertension (23%)

® Proteinuria (4%)

6/ #TumorBoardTuesday #LiverCancer #GlITwitter

ICI AEs
“\.Largely related to MOA=immune-related

1 Can become severe/fatal if not promptly Dx & Tx
Can impact virtually any bodily system
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7/ #TumorBoardTuesday #BonumCE #HCC
#OncTwitter #LiverTwitter #MedTwitter

@ #PreTestQ P}

1l Which of the following is classically a late ICI toxicity (usually occurring
>3 months after treatment initiation)?

[ ] Adrenal insufficiency
[ ] Colitis

[ ] Hepatitis

[ ] Pneumonitis

8/ #TumorBoardTuesday #BonumCE
#LiverCancer #GlTwitter

) While most ICI toxicities occur “early” (<14 wks after starting therapy),
endocrinopathies (eg type 1 diabetes, adrenal insuf, etc) often occur many
months after starting tx “*
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Martins F, et al. Nat Rev Clin Oncol 2019 Sep;16(9):563-580.
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9/ [¥4Combo atezo + bev
ESOC in advanced #HCC

Approved 05/20 based on P3 #IMbravel50 trial
anS by 5.8m vs sorafenib per latest published data /&’ bit.ly/3yesKfi

IMbrave 150 Efficacy Outcomes

Overall Survival Progression-Free Survival

100 : . 100 . X
— Atezolizumab plus bevacizumab = — Atezolizumab plus bevacizumab
— Sorafenib & — Sorafenib
— 80 HRO0.66 T 80; HR 0.65
& (95% CI 0.52-0.85) E (95% C1 0.53-0.81)
3 60 p<0.001 5 | p<0.001
z o
) o
] w
g (3 :
2 ; : 2 4.3 230
O 20 1 \ ® 2014.9: |
13-4 : - ]9.2 g’ months | - 6.9
months | i months et (95%CI | i months
0 (95%C1 11.4-16.9) ! ! (95% C117.0-237) a 01 40-56)! 1 (95%CI57-8.6)
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 02 4 6 8 1012 14 16 18 20 22 24 26
Time (months) Time (months) g
Cheng A, et al. J Hepatol 2022;76(4):862-873. {Bonum

10/ #IMbrave150 Safetydlls
Atezo-Bev v Sorefenib
I Similar rate TRAEs overall & G3/4 TRAEs
| AEs leading to discont of either drug: 22% v 12%
| AEs leading to dose interruption: 59% v 44%
| irAEs req systemic corticosteroids use: 12%

#TumorBoardTuesday #BonumCE
#MedTwitter

IMbrave 150 7 Most Common AEs

(215% incidence for all grades)

Safety Outcomes

Atezo-Bev Sorafenib

All Grade ARs |
Grade 3-4 ARs B

Proteinuria
Hypertension

AST increase
Fatigue

Decrease appetite
Diarrhea

Rash
PPES = All Grade ARs

M Grade 3-4 ARs

T T T T T 1] L] T T T T T

60% 50% 40% 30% 20% 10% 0% 10% 20% 30% 40% 50% 60%

{Eonum Cheng A, et al. J Hepatol 2022;76(4):862-873.
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11/ #TumorBoardTuesday #BonumCE
#OncTwitter #LiverTwitter #MedTwitter

@:rrctest Q E)

1l 58 y/o M w/ recurrent #HCC 2 years after a liver
transplant, with multiple lesions to the lung. Which of
the following is the most suitable therapeutic choice
for this pt?

[ ] Atezolizumab + bevacizumab

[ ] Durvalumab + tremelimumab

[ ] Lenvatinib
[ ]Lenvatinib + pembrolizumab
12/« TKI-ICI combos also in late-stage clinical trials of doublets in the 1st Ref #
line setting in unresectable #HCC 5
Recent P3 trial readouts: imBRAVE150, COSMIC312, LEAPOO2, 10
STUDY310 17
20
#TumorBoardTuesday #BonumCE
#LiverCancer #GlTwitter
TKI-ICI Combos in Late Stage C||n|cc|| Trials
IMbrave150 ; COSMIC-312 : ; LEAP-002 : STUDY310
OS HR: 0.66 i OS HR: 0.90 : OS HR: 0.84 i OS HR: 0.62
ORR:30%vs 1% ! ORR: 1% vs 4% : ORR:26%vs18% |  ORR:25% vs 6%
M Atezo + Bev M Sorafenib E B Cabo + Atezo M Sorafenib E M Lenva + Pembro M Lenva E M Rivo + Camre M Sorafenib
: : . ~
: : ; H ] 22
”19-2 R 5 15.4 15.5 i 21,219.0 |
13.4 : : E 2.2
E 6.8 : 8281 |
6.8 ! I ; Sk !
4.3 E 4.2 E “ E 5.6 3‘2
| OS PFS| OS [PFS| OS PFS |OS PFS
Significant Significant Significant
ﬁbp ?;\wwfw[mj :—lipcuarol/2022/76(41k8:2 5673 I;I!iydREKu:rdzl'alon-:;‘O anIZOfJZ %329905{.'\008 Qin ks):.'fé A,, n Onc 12022 33{5 ppl 7):! SBOS Bé@ LBAC!S ey /BOnUm
monotherapy-in-patients-with-unresectable-hepatocellul/
13/ #TumorBoardTuesday #BonumCE Ref #
7

#LEAPOO2 - lenva + pembro

#ESMO22 - [ PFS/OS trends but not stat sig Y
Control arm (lenva monotx) performed better than anticipated

Combo = longest mOS ever reported 4 1st line HCC (21.2 mos)

I G3-5 TRAEs: 62.5% vs 57.5%
Common TRAEs
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LEAP-002: Common TRAEs with Lenvatinib

Lenvatinib

Combo 439% 40% 40% 33% 31%
Lenva+Pembro ° o ° o o

Finn R, et al. Ann Oncol 2022;33(suppl_8):5808-849; https:/ /www.merck.com/news/merck-and-eisai-provide-update -on-phase-3-leap-002- {Bon um
trial-evaluating-keytruda-pembrolizumab-plus-lenvima-lenvatinib-versus-lenvima-monotherapy-in-patients-with-unresectable-he patocellul / :

14/ #TumorBoardTuesday Ref #

#COSMIC312 - cabo + atezo vs sorafenib
£3 in PFS but not OS

| G3/4 TRAEs: 64% vs 46%
I Discont due to TRAEs: 14% vs 8%
I No excess of serious bleeding events in cabo arm despite no

requirement for endoscopy prior to enroliment
I Common G3/4 TRAEs

Grade 3-4 64%
TRAEs
Atezolizumab
Discontinued 14% N + Cabozantinib
due to TRAEs 8% B sorafenib
Common Hypertension Increased ALT  Increased AST PPES

Grade \'/_ ©Q°,

3-4 Q! 8%

9% 9% 8%
@' 3% @' 4% ‘@’ 8%

Kelley RK, et al. Lancet Oncol 2022;23:995-1008. { Bonum
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15/#HCC Ref #
SHR1210-11-310 - rivoceranib + camrelizumab vs sorafenib 20

#ESMO22 [JPFS & 0OS
Only ~20% tx outside Asia

I G3/4 TRAEs: 80.9% RC vs 52.4% sorafenib
I Most common: HTN, EJAST & ALT, PPES, & platelet
I Combo tox led 2 discont in 1/4 pts & dose mods/ints in 80.5%

16/ #TumorBoardTuesday #BonumCE Ref #
#OncTwitter #LiverTwitter #MedTwitter

.#PreTest Q n 12

ul A pttreated with the combination of lenvatinib and
pembrolizumab develops grade 1-2 diarrhea.

How might you diagnose which drug is causing this
toxicity?

[ ] Discontinue lenvatinib

[ ] withhold lenvatinib

[ ] withhold pembrolizumab

[ ] Discontinue both drugs

17/ #HepatocellularCarcinoma #MedTwitter Ref #
19
! potential for overlapping tox w TKI + ICl combos

Diarrhea & rash common to both ¢ classes - BUT
require distinct mgmt strategies — dose
reduction/withhold vs initiate corticosteroids

Timing & severity is fto diagnosis

Potential for
e VEGF Inhibitors
f TOX'C“IIeS Hypertension

with Taste changes
__ Stomatitis

TKI + ICI Pneumonitis ® Rash Proteinuria
Hyperthyroid * Hypothyroid Posterior reversible

Com bos Myocarditis * Hepatitis encephalopathy
. Nephritis e Diarrhea syndrome
' Myositis Hand & foot
Vasculitis syndrome
Adrenal crisis

Immunotherapy #
/B_onum_

Hanna K, et al. Dir Pharm 2021:3(2):9.
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18/ #TumorBoardTuesday #BonumCE Ref #
#OncTwitter #LiverTwitter #MedTwitter 5
@#PreTest Q B °
1l Which of these tests is recommended prior to initiating therapy with 18
atezolizumab + bevacizumab?
[ ]PD-L1 testing
[ ] Next-gen sequencing
[ ]Endoscopy
[ ] Colonoscopy
19/ #TumorBoardTuesday #HCC Ref #
Esophageal varices common in adv liver dis portal HTN 1
#IMBRAVE150 9% G3/4 bleeding despite pt exclusions: >
¢ variceal @ w/in 6m prior to Tx 23
¢ untreated/incompletely treated varices w §
¢ high risk of §
#Endoscopy recommended to evaluate § risk
20/#TumorBoardTuesday Ref #
Alternative to atezo-bev for pts wllgbleeding risk? 1

V4 Lenvatinib
4 Sorafenib
[JDurvalumab+tremelimumab is a new 1L option
P3 #HIMALAYA study demonstrated efficacy of this
combo

EImOS and mPFS vs sorafenib

#HIMALAYA vs #IMbrave150

lternative o Avoid Ble_eding Risk

IMbravel50  Atezo + Bev B Durva + Treme  HIMALAYA

OS HR: 0.66 Sorafenib ? Sorafenib OS HR: 0.78
ORR: 30% vs 11% ORR: 20% vs 5%

7 = e

19.2 | 164
13.4 1 13.8
6.8

i | ==

| 0S PFS 0S PFS

Significant Significant ‘?B

Cheng A, et al. ] Hepatol 2022;76(4):862-873; Abou-Alfa, et al. NEJM Evid 2022;1(8).
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21/ Durva-Treme Tox

w 2X ICI combos [ §risk of irAEs

Novel dosing strategy 2 combat risk

EJSTRIDE (Single Treme Regular Interval Durva)
Treme 300mg, 1 dose + durva 1500 mg Q4W

G3/4 irAEs in 12% pts treated w Durva-Treme
Common: hepatic events, dermatitis/rash, diarrhea/colitis

22/ #TumorBoardTuesday #HCC

Key points:

P Atezo+Bev= SOC for 1st line HCC
ﬁPt—specific factors guide Tx choice 4 pts can’t
tolerate/ineligible Atezo+Bev

M **Durva+Treme ICl combo a new 1st line option*
fAA & ICls distinct tox profiles & nuance among
drugs w/in class

Claim your CME credit by completing the post-survey and evaluation. Link
provided

#CME & bit.ly/3SvWbNm
Thanks for joining me & @TumorBoardTuesday!
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