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Screening for HCC


















Groups with Uncertain Surveillance Benefit for HCC

Population group Threshold for Surveillance Efficacy HCC Incidence

Hepatitis B carriers younger 0.2 < 0.2% per year
than 40 (males) or 50 (females),
without family history of HCC

Hepatitis C with stage 3 fibrosis 1.5 < 1.5% per year

NAFLD without cirrhosis 1.5 < 1.5% per year

Bruix J et al. HEPATOLOGY, Vol. 53, No. 3;1020-1022, March 2011 and Bruix J et al. HEPATOLOGY, July: 1-35, 2010

































Diagnosis of HCC





















Staging and Treatment
of HCC






Surgical Therapy

e Tumor Resection
e Liver Transplantation

Loco-Regional Therapy

Treatment « RFA, MWA, PEI

e Embolization: TACE, TAE, Radio-embolization

Options for (Ytrium-20 beads)

HCC

e Stereotactic body radiation Therapy (SBRT)

Systemic Medical Therapy
Immunotherapy

























Liver CT or MRI of abdomen showing tumor(s)
that meet Li-RADS Class 5 criteria and either:

e One lesion greater than or equal to 2 cm and less than
or equal to 5 cm in size.

. . e Two or three lesions each greater than or equalto 1 cm
U NOS Crlterla and less than or equal to 3 cm in size.

for Liver

Transp|antati0n CT of chest that rules out metastatic disease
for HCC

AFP <1000

e |f patient has history of AFP > 1000, then the AFP needs
to fall below 500 after LRT to be eligible for
transplantation













#
Patients

Description Outcomes

Multidisciplinary

Single day MDT | Improved early detection, curative

Ca re |S ASSOCiated Yopp 2014 355 clinic and treatment, time to treatment, and
i conference survival

Wlth l m p roved Zhang 2013 343 Single day MDT Changed imaging/pathology

O UtCO mes g clinic interpretation and therapy plan

Chang 2008 183 Fluid referrals and | Improved early detection, curative

joint conference treatment, and survival

: Single day MDT
* Chang, et al. HPB. 2008; e
Zhang, et al. Curr Oncol. 2013; Stark 2012 122 C|IF}IC and Improved rates of any treatment
Yopp, et al. Ann Surg Oncol. conterence
2014; Stark, et al. ILCA. 2012; Charriere .
Charriere, et al. J Surg Oncol. 2017 387 MDT conference Improved survival
2017; Gaba, et' al. Ann Increased access to curative
Hepatol. 2013; Dyson, et al. J Gaba 2013 167 MDT conference therapies and transplantation,

Hepatol. 2014 improved survival

Improved referral to specialty care,

Dyson 2014 632 Centralized team : )
improved early detection







Systemic Medical
Therapy for HCC















Immunotherapy
Related Adverse
Effects (iIrAEs)
Menzies et al.
Ann Oncol 2016

PD-1 blockade associated with
less irAEs than CTLA-4 antibodies

In melanoma trials of nivolumab,
24% required immunosuppressive
therapy for management of irAEs

e Need for immunosuppression did not
affect response to drug
















ICl Immune-Mediated Cholangitis

Pi, Borui et al. European Journal of Gastroenterology & Hepatology: September 1, 2021

 Patients: 53 patients; gender 35M/18W,; age 43-89.

* Injury Type: 12 with small-ducts type, 29 with large-ducts type and 12 with
mixed type cholangitis.

* Drug Type: 47 anti-PD-1 therapy, 3 anti-PD-L1 therapy, 1 anti-CLTA-4 and 2
anti-PD-1/PD-L1 + anti-CLTA-4 therapy.

 Number of ICls cycles until IMC onset: five (range, 1-27).

. Blochemlstry Median Alkaline Phosphatase 1328 (237-4635) being higher
in Iarge duct disease; Median ALT 156 (31-1536).

: bile duct injury (100%), portal inflammation (87.5%), ductular
16.7%), cholestasis (29.2%) and lobular







Cl

« SORAFENIB, is a oral multikinase inhibitor
It is active against:

Serine/threonine kinases c-Raf and B-Raf

Receptor tyrosine kinases: e.g. VEGFR 2 (Vascular
Endothelial Growth Factor Receptor), PDGFR
(Platelet Derived Growth Factor Receptor), c-Kit
receptor

Sorafenib










Lenvatinib

Oral multiple tyrosine kinase inhibitor

Mainly active against VEGFR1, VEGFR2, and
VEGFR3

Also inhibits FGFR1, 2, 3, and 4, PDGFR, KIT, RET

REFLECT: Lenvatinib 8 mg or 12 mg daily (based
on body weight) vs Sorafenib

e 954 patients enrolled globally

e BCLC B or C, Child-Pugh A, ECOG PS <1

e No prior systemic therapy

e No portal vein invasion allowed

e Primary endpoint OS with target of non-inferiority




REFLECT: Primary Endpoint
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Cheng AL et al. Presentation: ASCO 2017; Chicago IL















Cabozantinib

 Oral multiple tyrosine kinase inhibitor
 Active against VEGFR1, VEGFR2, and VEGFR3

 Also inhibits MET and AXL — which play a role in invasion and metastases
and resistance to anti-angiogenic therapy

* Hi hCeé(pression of MET and AXL may be associated with poor prognosis
in

« CELESTIAL: Cabozantinib 60 mg daily vs Placebo randomized 2:1

» 773 patients enrolled

» Patients must have progressed after systemic treatment, up to 2 prior systemic
treatments allowed

0 enrollment

Abou-Alfaetal. N EnglJMed. 2018 Jul 5;379(1):54-63
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