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B US FDA Immuncell-LC Orphan Drug Designation

77| 7+t (Hepatocellular Carcinoma) 2t} CHAH 2+ 2HK|

U.S. FOOD & DRUG

ADMINISTRATION

Home | Food | Drugs | Medical Devices | Radiation-Emitting Products | Vaccines, Blood & Biologics | Animal & Veterinary | Cos

Search Orphan Drug Designations and Approvals
© FDAHome © Developing Products for Rare Diseases & Conditions

‘Generic Name: ine-| if tokine-Induced Killer Cells plus Cytotoxic T Lymphocytes)

Trade Name: Immuncell-Lc (Korean Trade Name)
Date Designated:

Orphan Designation: Treatment of Hepatocellular Carcinoma

‘Orphan Designation Status: Designated

FDA Orphan Approval Status: | Not FDA Approved for Orphan Indication
Marketing Approval Date: NIA

Approved Labeled Indication:
Exclusivity End Date: NIA

Green Cross Cell Corporation
|4, 6th floor, SJ Technovile 278
Beotkkoi-ro, Geumcheon-gu
Sponsor: Seoul

Korea, Republic of

The sponsor sddress fisted is the Isst reported by the sponsar to OOPD

« Orphan Drug Designation: 3|7 2|2F&X|H
- FDAO|A O|= L 2tX} 200HE O[S0 M LIEIL = Het & K| =M 7F )IALE 7| & X=X 20 S5

27|14l 258 40| A= X=2Hof Lo XEst= M=

CNEZ|IZESeE AR S Bl Ql5iot 2E 2 Sl Ma dH o

< GC




2018 =& ZloHAlSk (2018.06)

W 0|2 otk| 2 7lo|E2}2l0) =& (NCCN Guidelines 2018 A 7})

« "OfZ! Z&7| CHA 0| X| 2t Immunotherapy?t Adjuvant HCC treatmentZ2 A & 1t7}

L
O A 7ER| et=2| Immuncell-LC7t 7251 &N =S ERAE" D 274

National
=

prehensive . NCCN Guidelines Version 2,2018

cer

Network? Hepatobiliary Cancers

Lable of Contents
Liscussion

Postoperative Adjuvant Therapy
The phase Ill STORM trial examined sorafenib, an antiangiogenic
agent approved for treating unresectable HCC, for use in the adjuvant
setting for patients who underwent hepatic resection or ablation with
curative intent. This international trial accrued 1114 patients, 62% of
whom were Asian.'® Patients were randomized to receive sorafenib
(800 mg daily) or placebe until progressian or for a maximum duration
of 4 years. Treatment-emergent adverse events were high in both study
groups, and sorafenib was not tolerable at the intended study dose
(median dose achieved was 578 mg daily). No significant between-
group differences were observed in OS, recurrence-free survival, and
time to (TTR). The panel does not sorafenib as
adjuvant therapy.

Histarically, postoperative prognosis for patients with HBV-related HGCC
has been poor. In a two-stage lengitudinal study that enrolled 780
patients with HBY infection and HCC, viral load above 10,000 copies
per milliliter was correlated with poor outcomes. 't Adjuvant antiviral
therapy in a postoperative setting may improve outcomes. In a
randomized trial including 163 patients, antiviral therapy with
lamivudine, adefovir, dipivoxil, or entacavir significantly decreased HCC
recurrence (HR, 0.48; 95% Cl, 0.32-0.70) and HCC-related death (HR,
0.26; 95% CI, 0.14-0 50), and improved liver function at & months after
surgery (P=001).% In another RCT including 200 patients who
received RO resection for HBV-related HCC, adefovir improved
recurrence-free survival (P = 026) and OS (P = 001), relative to those
who did not receive adefovir.'*2 The relative risk (RR) of mortality with
adefovir after resection was 0 42 (95% CI, 0.27-065; 7 < 001}, and
results indicated that antiviral therapy may protect against late tumor
recurrence (HR, 0.35, 96% CI, 0.18-0.69, P = 002).

NCCN

With the recent availability of newer potent antiviral therapies for
chronic hepatitis C viral infection, similar trials need to be conducted.
Two meta-analyses showed that antiviral therapy for HBV or HCV after

curative HCC treatment may improve outcomes such as survival !4 A

recent meta-analysis including 10 studies with 1794 patients with HCV
showed that sustained viral response is associated with impraved OS
(HR, 0.18; 95% CI, 0.11-0.29) and better recurrence-free survival (HR,
0.50; 95% CI, 0.40-0.63) following resection or locoregional therapy for
HCG1* There is some concern that the rising use of DAAs might
increase HCC recummence or progression following treatment. % This
is an area of controversy, and well-designed trials are nesded to
determine the mechanism through which HCC incidence
increases %% The panel recommends that providers discuss the
potential use of antiviral therapy with a hepatologist (o individualize
postoperative therapy.

A meta-analysis including 5 studies (2 RCTs and 3 case-control
studies) with 334 patients showed that 1" lipiodol injected in the
hepatic artery following resection may improve DFS (Peto OR, 0.47;
95% C, 0.37-0.59) and OS (Peto OR, 0.50; 96% CI, 0.39-0.64).'
However, more randomized studies with long follow-up are needed to
determine the benefil of this treatment in patients with resected HCC.

Immunotherapy. o using the immune system (o treat cancer. is
beginning to be investigated as adjuvant HCC treatment. A systematic
review of adjuvant treatment options for HCC including 14 studies (2

studies with 277 p ) that i
may prevent recurrence in resected HGG.'* In a Korean phase Il
randomized trial, the efficacy and safety of activated cytokine-induced
Killer cells was examined as adjuvant immunotherapy for HCGC 1
Patients (N = 230) who received the adjuvant immunotherapy had

- The National Comprehensive Cancer Network
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« Market Potential US only: 2f 6 Billion USD
@ ZtHHCC)  : Market Size 1.2 billion USD, AMEZ5 L= ESHSH CHA|A| &=
@ k| ZL(GBM) : Market Size 1.6 Billion USD, H| 2 &1} Combination Therapy

® HTY : Market Size 2.7 Billion USD (Stage IV C{4})

W 712H(HCC) Treatment (A &R =

-~

With surgery or Without surgery
Liver transplant

First Line
U Sorafenib(Nexavar) - $117,000/ year
- Ablation = Lenvatinib (Lenvima) -new
(RFA, PEIT)
Postoperative Adjuvant Therapy . ApDT
= (Arterially directed
therapies)
Radiation therapy

= Surgery

= Liver transplant

Second Line

(Following Sorafenib)

= Regorafenib(Stivarga) - $211,308 /year

* Nivolumab(Opdivo) - $1,578,480 / year

Emerging Therapies
" FOLFOX4
" Bevacizumab(Avastin) /
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B Mesothelin CAR-T
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Adoptive CAR(chimeric antigen receptor)

engineered-T cell Therapy

T-cell Activation/
Transduction

9 Modified T-cell

Expansion

©2016 Rockland Immunochemicals, Inc.
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Mesothelin-specific CAR expression on T cell

o MSLN CAR i
> Mesothelin is a 40-kDa exprssion

membrane glycoprotein

—

5 3 8 8

> Highly expressed in many
cancers, suggesting that it is a
promising target for tumor-
specific therapy
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Mesothelioma Ovarian cancer Pancreatic cancer Lung cancer

Clin. Cancer Res., 2004;10:3937-3942; Proc. Natl. Acad. Sci. 1996;93:136-140; Cancer Res. 2014;74:2907-2912
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MSLNI CAR-T cells confer antigen-specific killing
activity
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GCC(Guanylin Cyclase C, GUCY2C) CAR-T

B GCC CAR-T
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Liminatus Pharma, LCC
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Tel: +82-2-2101-0600
Web: www.greencrosscell.com




