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GUOSEN SECURITIES

i ‘ =g

MASLD/MASH#Z R E BLIEAE I AE/AF 4L . MASHEMASLDH AT ARETRMA . ST RENFHRMT R, KRERATHEAERHEFE. KIE
A FIAHENEL RN HEEMASHESMA S, AHEUSAEERREKRERFE TR : FO-FIBERMAMREEEHRNGEIK, F2R “InKEZT4H
w” R, FIEHIMMEAUENIHRIAEN, FACUANKERAEUNE, LTRHERARE. HCCRIBESHMAEETED . ETEXHERNTT
ResmetiromfyZ2F FME I EFT AR AEMMEL, F2-F3IARRTHROCNMEHIENEERER, MBEEHXR ZF4cKDCCHCCLTHFERREM, B
THE “RETARE” Win; HPF3REXNMF2EEHEX R ERMH, NERAXMAESEMENSENZOAE.

FF6~181BIGHENAMASH F2-F3lnKEENXEOH. Inventivaiipan-PPARE N Lanifibranor MASH F2-F3 A#Ph3 NATiIV3fi5iiit26Q4i%t, &5 %
FEHGESEUPR2FMASHESI M RAHE NN ERES, RMNEIEAEPPARYEXAERE M. K RAMFERZEMMNKEAIIE; RocheHIFGF21 {14
Pegozafermin Ph3 ENLIGHTEN-Fibrosis§t%fF2-F3 A&, Frit27H1iELE52E AL ##E; Novo NordiskfiEfruxifermin Ph3 SYNCHRONY Real World
(NITs#& =) Fiit26Q45ER, SYNCHRONY Histology$t 3t F2-F3HI52 B4R F & STt 292027 FiEH ; GSKAY Efimosfermin alfai 3 51F2-F3 Ph3
ZENITH-1/2, PCD%20284E38; I, MadrigalftiResmetirom Ph3 MAESTRO-NASHEZI54 B A 4% B RIRHiH 2028 15 H .

FAcCABFREIT AWK . FAcCEEBRARCSHEMFENX, BMRLEXIRKE, BRRTLEMER, AFGF215THRBFAYIGEB S 44 S _IFRRkEE
RERKLRE, HCC. FFBESRIETXIK, FACHEERBATMAIEETHIAZE. Resmetirom MAESTRO-NASH OUT_COMES F4cf5R B F20244E10 B 5ERR
N, Fit2027 Fif H E#4& 5 ; Roche i Pegozafermin ENLIGHTEN-Cirrhosis 71 #2028 fE it H 24 ™ B A 4R F # 38, Efruxifermin SYNCHRONY
Out_comesiit2029-20304E5ERX, Survodutide LIVERAGE-CirrhosisEE 44 BMfR T24Q4B 50, Fitissi~4.54.

EZEMASHAYE kIR EFEIER~1001ZET. RIFEFXRMNANE, EEMASHZAE WL REGEIAR80~12012E T, MNEFE~10012EmT, He
F2-F3ANBEXT Rk iA50~7512 % 7T, MR FE~60123%7T; FAcAB @k =835~45123% 7T, MRAE~40{ZETT.

MR : WIATFMEIRINEE . = RIGREMB BN R T RAGRGE . FaEl e SATRRE BRARARIERRES .
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MASLD/MASHE #2835 A5 1 i S RE/ ST 45 AY EEIs

GUOSEN SECURITIES

B MASLD (metabolic dysfunction—associated steatotic liver disease, {XiIIRERERFIEXAERIERTR) RIEFEMEHRE, ENZEDE&ZE—TULKEH X EF;
MASH (metabolic dysfunction—associated steatohepatitis, 1ti§iThaERERSHE <A AAMERTAE) EMASLDEPH:'.BLHVH}H@LJ" v ST R RENHER LR,
MASLD&%E”E@%%AM&, HAPMASHEEHBRERENE (BESM. FFHEERGRELE |

* MASLD: FFEERRRAR, TaA4Edt, SRR, EEXRBIBH . #BRHEALOMERRFRSHLI1855;

« FO-F1: BERAREE. RERMMESHET, BMMSEANREXALEN, BEMENY, BRARFIEEARIRIK;
 F2: RARIERIIBFEMERNEE, “WETEAMRE KRS, B—ERATeE;

« F3: {MHEAHN, BREREATEFELLEST, HE AT SREMRE .
« F4c: RIZHARFREML, BITCRE7K. BRBKERSK L MEC AT RmSE, AT 18R BkSERHCCRKE,

« FAd: LREHARFREWL, HIAEK. B, s, BEF, IR, RTRMETEASEIER, B

: MASLD/MASH&®EARSERER

> > «@®> > .’ «@> .’

"MASH MASH MASH MASH + compensated MASH + decompensated

MASLD (without fibrosis) (with fibrosis F1/F2) (F3) cirrhosis (F4CC) cirrhosis

FRIRIR: Inventival& it H), ERIEHZFMREE
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MASHEEiZH/573%

E{SiEH

GUOSEN SECURITIES

n MASHE’] SHTEEE Eﬁﬂﬁfm‘:ﬂﬂzﬁ, AE&EZEMASLD/MASH, UK E
ZIXEIE F2R LA EA4Etk, MWRTAIZHT SARE R IER,
BEAY. NMEBRAGFEIRFIRE; Eﬁﬁ, X ERY Rl AR B R 2 A%
VCTE (Vibration-controlled transient elastography). ELF (Enhanced Liver
Fibrosis). MRE (Magnetic resonance elastography)ZNITsW\HH %< ESTE
REFRHRIURIE

 FIB-4 (Fibrosis-4 index): EREE#. AST. ALTRINE
EEEERAMINEFER, 2EAN—ZFETLR; 9#<1.3 =655 A
MM E<2.05) MAKKKE, BEBEEEERE; 1.3~ 2670AKK, &
ZHNITsiEE—SFIH; >2.670mEiRRERAA4EK, FREMHA—DH
\;

« VCTE / FibroScan: JE/FFfEE/LSM (2R, BEAFMMREM, A8
TRRFBHABSESBLSMLEA) , HATACAPMEITEERE, HALSM<8
kPaiff B H W AT REMER, BEREFO-F2; 8~12 kPak/Rk[X; >=12 kPa
HE XU ;

« ELF: #&MHA (Hyaluronic acid). PIINP (Type lll procollagen peptide).
TIMP-1 (tissue inhibitor of metalloproteinase 1)&5ECME¥BHHxtrE
DE<TTHIENEE, 7.7~9.8RFFNKE, >9.8AFMKE;

*  MRE: BEMRINEHMEI VUK AEAFREE, BESTVCTE, HFIB-4,

VCTESKELFERATAE, HEWRMLE
K& 5= o

aRSIGAFIETA—HES, ATHE—S

FIFNZEHERFREEN THRERAR

4

B : MASHiZH R

mpRi+&E, BAR,

y

Clinical Suspicion for Fatty Liver Disease

Primary Care or Non-Gl/Hepatology Care
GOAL: Exclude advanced fibrosis in low-prevalence populations

Primary risk assessment, e.g., FIB-4

4

( FIB-4213 )

No Yos
FIB-4 > 267 -
Consider referral l

Persistent >
1 ALT and AST

v
v

Reassess periodically:

* FIB-4 every 1-2 years if Secondary risk assessment

T2DM/preT2DM or 22 . Reviewlpedo'@ primarylsec@dacy risk assessment
metabolic risk factors Risk Level VCTE or ELF E + Consider additional stratification with MRE, cT1
* FIB-4 every 2-3 years if Q—(Low <8.0 <1.7 ] g r | .
O 20N sc == , 4 @ Low risk Intermediate/
metabolic risk factors [ Intermediate  8-12  7.7-9.8 — " high risk
: ! ollow-up
| High >12 >9.8 |
All patients: = — Srraaseese

« Cardiometabolic risk reduction and preferential use
of meds with potential NAFLD benefit

+ Ongoing assessment of alcohol intake
« Lifestyle management

Consider liver biopsy
« Indeterminate NITs

* Diagnostic uncertainty
« Persistently T ALT and AST
Suspect cirrhosis

(clinical, imaging,
Dionay Stievis or ELF >11.3)
(‘Stage 0-1 ) ( Stage 2-3 ) (" Stage 4 |
* Reassess in 2-3 years * Reassess annually « Cirrhosis-based
» Consider pharmacotherapy management

BRIKIR: Hepatology, ESIEHAFMRAEERE




GUOSEN SECURITIES

MResmetiromZBA R FFMNHEEF2-FIEEEKRHUIBIATHER ‘ ESIES

B T AFDARZEHAEF2-F3ARE? 2018 FEFDATEMASHAMIA LI5S ENHEIN, IEFFEUMASHEXBEPhIMARMWANAFHELIZEESTF1. K TF4ARE, EHZ
MASHIEEHRLEE, FO-F1B2HABFTNEKRK, SHEER/HPNTFRSLKEDCC/HCCILTE Y, KEARHKRE ; FACABBEBRITEKX, IfFKRBREHK
ERPFERETFEXDCCHCC/RTFEMH, ATTRKERI, BETARALAR,; ME2-F3AH RN BO; 20225 %% T
Clin Gastroenterol Hepatol. #J— I meta 53 #1240 A\ 14 T #ff 53 2L 3+ 17301NAFLD & & , Z*%m?HFO*%jJ%/’E F2-FAEE 2R THRZ A A
~1.46/~1.96/~3.66, FTAEtHXZET_XEEHRSY 7 AH~4.07/~7.59/~15.10; 5SFO-F2 A&#H8tt, F3-F4EREE{KEFILT-HR= ~3.32, AFREtHx%1T-HR= ~10.40,

B F{17EICER 20234 %% 1 Resmetirom and Obeticholic Acid for Non-Alcoholic Steatohepatitis (NASH) ZA4 2% F BV R FRUOAT oS (B EELR
SHNMIR) , WENRIRIEA35500KTT/4E GRIBARN47000E T/4, GINIFIN~25%f4EE) . Resmetirom#ESoCE Al b3t 44 L i & BRI 5 A
+12%/-8%%; LERER, Resmetiromifid i 4 (b Fom /D 4 s LT £ 15 28 & B KA A (S B EFO-F2/MER (1911.504F vs 7.604F, +3.90F/F%) ,
BULBENFAc (-1.555/2#%) REEHIRTE (DCC/HCCLTEAIT-0.944/2%) HAtE, FINEEEHRIFINEQALY 4RI E+0.754/+0.824; 100074

BE B P DCC/HCCILTE M5 Ak E~42/~35/~121, B EAR RS R EZHERBAIRE; RARICERA~1MAET/QALY, BEST10HET/QALYHE, 7

Ih BT gE A AR

=]

8 87T . %%: ResmetiromZ5YIZ 55 ME
B F2-F3EHFBELIAEER, HATREFEXRBEETFELREMIREAITFSH Resmetirom SoC Incrementa
W, I “ﬂ. ﬁmﬁu . F3REHRAIF2E AN SRR, NEXMAS Discounted total cost $619,080 $529,136 $89,944
N . Discounted disease cost $434,045 $529,136 ($95,091)
DCC/HCC/LT$1¢F ResmetiromfJPh3 MAESTRO-NASH#f3E (N= ~1750, Discounted QALYs 11.69 10.87 0.82
" Discounted life years 16.54 15.79 0.75
= Discounted evLYs 12.32 10.87 1.45
MELDF<12# Z>=15, Hﬁzﬁ él%f_—:ff) 5’154/\}% ﬁﬁm MEBHIETIT  ICER(J/QALY) $109,820
ICER ($/evLY) $61,837
DCC events per 1000 pts 125 167 -25%
HCC events per 1000 pts 175 209 -17%
LT events per 1000 pts 40 52 -22%

ZERIKIR: ICER, EfFIEFEFMRMERE, NE
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E[EIMASH F2-F3AEIZH R ITTE S A{N~10% &Y EEi%

GUOSEN SECURITIES

m RIBJAMA Gastroenterology and Hepatology 20254 % R — TR VHERIIER!, E£EMASHEF>=2 ABTRit~670A A, HHMASH F2/F3 AE~5607 A; R
#EMadrigal#(#E, BRIIZEIZE~10% (HR~56AA) |« BT E<10% (HR~5.6A4A) , #ZE26Q1*KRezdiffrafE AZhEE>42250 N, HEREKHEF,
26QISIMNES L LT, TESNEEBEEHEBRANFESE/HE000~10000LTTXE (FH3.2~4.0F LT, HETRIIEMEFLERNE b S NS
FRigBENFizXiED .

E: E£EMASLD/MASHRITHRAKISHATTE (Bhi: AN BAER. A £

m Sales

MASLD= ~86.3M 250 - -

311

300
250 A
200 A
MASH= ~14.9M 150 -
100 -
50 -
- 0 i
24Q2 24Q3 24Q4 25Q1 25Q2 25Q3 25Q4 26Q1
F2/F3 ~10% diagnosed ] ] ]
B Patients on Rezdiffra (left axis)
50,000 - + Cost per patient on treatment (right axis) - 12,000
42,250
- 10,000
40,000 - - R * ¢ 36,250
* 29,500 - 8,000
30,000 1 ¢
23,000 - 6,000
20,000 + 17,000
11,800 - 4,000
10,000 - 6,800 - 2,000
O u

24Q2 24Q3 24Q4 25Q1 25Q2 25Q3 25Q4 26Q1

<10% Rezdiffra penetration

ERKIE: JAMA Gastroenterology and Hepatology, Madrigali&=# %}, E{EIEHE TR
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MASHJRIEHLHI & HEHXE S

ESitFH
GUOSEN SECURITIES
BE: MASHIRIEHHIRZMEXHES
Systematic FGF21 Liver
—————————————————— el GCGR —» Gs —» cAMP—» PKA
T = CREB/PGC1a
FGFR1c /KLB rastin o WOAGLPUGR, gluconeogenesis
| sweat & alcohol o -7 oxjdation ar_rc;: iy . glycogenolysis I—_I_ HSCs
—_— ketogenesis, . .
FGFR1c/KLB '_wﬂ._?‘“?ﬁ;a FXR <— bile acid o
RUER) + insulin sensitivity - donddade RXR R AT A A
N 1 adiponectin ; d
GLP-‘H'\"\'(-’; | lipolysis LD Handling pd THRE! ' 1 T
e _ PPARy o0 W SREBP-1c s
A cB1 F 1 lipid storage capacity PNPLA3 o LDLR, cholesterol disposal, WL cytokines
| N 1 insulin sensitivity HSD17813 _ lipophage, TGF-B
! _ ' t adiponectin cipes  Lipid .~ sl - /
\ WAT | lipolysis Droplets-~ PDE T
- | L_de novo.
: : ipogenesis
FFAR4| 1} ~60% . MoGAT2 p(~g5ty ) Lipotoxicity Macrophages
GPR119| -i- ~15% _ : DGAT2 ; ST
Food Uptake > » .~ Fatty acid < Fatty Acyl-CoA » Ceramides PPARS ccR2/cCR5
X
FA Oxidation | €PT2 T FASN  adiponectin T
— Amino acid SLC%AI =Y v Kupffer cell
: CPT1A | Malonyl-CoA AMPK NL R;‘é? erce
ADH . ACC IL-1B8
— ——» Ethanol —» acetaldehyde + NADH ket S T \ P2RY6
: ] VL-/L-/M-CAD Acetyl-CoA —» HMG-CoA ROCK?2
FGF19 «—FXR @ KHK l MTP T ¢ HMGCR DAMPs
— Fructose —» F1P —» DHAP NADH / EADH Citrat HMG-CoA
. itrate
FGFR4 / KLB (liver) I . . Apoptosis
bile acid GADP —» Pyruvate —» Acetyl-CoA Mevalonate —» Cholesterol CASP T
F1,6BP +OAA JNK
. p38
PPARS TP FK-1 cirate @9 Citrate T
\FAoxidation ~ —> Glucose —» G6P —» F6P iso-transporter
1 insulin sensitivity 1 TCA cycle ER -, ASKi1
UcP2 stress MAPK
MARC1
BEHIKIR: J Clin Invest, SMART, ESIEHFZFHFFAEER, 4F)
BEUFIZEXZENERERREN NRERASR




EFRNE=;

GUOSEN SECURITIES

EMASHZS B IERTEE (1)

F=: EHMASHZBERRTEE (1)

Fibrosis improvement

Drug Name Resmetirom Semaglutide Tirzepatide Pemvidutide Survodutide Efruxifermin Pegozafermin Efimosfermin Lanifibranor
Company i Madrigal i Novo Nordisk Eli Lilly Altimmune Boehrinzgeearlér;%elheim/ i Novc;li\le(;rodisk/ %%(ﬂ;g/ Bost()cr;18I3Kt1/armai Inventiva
MoA ] THR-B i GLP-1R GLP-1R/GIPR GLP-1R/GCGR GLP-1R/GCGR ] FGF21 FGF21 FGF21 | pan-PPAR
Trial Code i MAESTRO-NASH i ESSENCE SYNERGY-NASH IMPACT 1404-0043 i HARMONY ENLIVEN NCT04880031 i NATIVE
Phase i Ph3 i Ph3 Ph2 Ph2b Ph2 i Ph2b Ph2b Ph2 i Ph2b
Period i 52w L Tow 52w 24w 48w i 24w 24w 2w | 24w
ouseConont 508 1008 pno 210 pro 78, 1078, 900 pro 1200 107 pme 2476 000 800 o 208 S pro (27 078w pro SO |50 1S o
i i
N i 322 323 321 534 266 47 47 48 48 41 85 86 73 72 74 74 i 42 43 43 21 73 57 71 43 41 83 83 81
Age i 56 57 57 56 55 55 54 55 54 55 53 53 50 50 50 53 i 57 52 55 55 55 55 56 53 55 55 52 53
Female% i 57% 56% 56% i 59% 54% 57% 55% 60% 56% 61% 59% 56% 49% 47% 55% 59% i 69% 53% 63% 43% 68% 65% 55% 53% 51% i 65% 59% 51%
F1% i 5% 5% 6% 271% 18% 31% 19% i 14% 3% 3% 18% 24% 30%
F2% i 33% 31% 35% ! 32% 31% 36% 53% 46% 35% 59% 54% 53% 41% 50% 32% 41% i 36% 37% 30% 29% 29% 37% 28% 58% 56% . . .
F3% i 62% 64% 60% | 68% 70% 64% 47% 54% 65% 41% 46% 47% 32% 32% 36% 41% i 64% 63% 70% 43% 64% 53% 66% 42% 44% 8% T 0%
F4% i i 14% 4%  10% 3%
FIB-4 index i 1.4 1.5 1.4 1.6 1.5 1.8 1.5 1.5 1.6 i
VCTE / kPa i 133 136 129 : 128 129 126 111 114 120 123 128 125 i 13.8 16.0 145 112 125 132 141 114 121
ELF i 9.7 9.8 9.7 10.0 10.0 9.9 9.8 9.7 9.9 10.0 9.9 9.7 i 9.7 9.8 9.8
1

>=1 stage w/o i 24% 26% 14% 1 37% 22% 55% 51% 51% 30% 33% 36% 28% 32% 18% i 39% 4% 20% 22% 26% 27% 7% 45% 21% | 34% 48% 29%
worsening MASH ! !
A "bros";l’;”gf’;f;’eme”ti +10%  +12% +14% ¥25% +22% +21% +5%  +8% +14% L +19%  +21% +14% +19% +20% +24% +5%  +19%
Fibrosif improvementi 8% 10% 3% i 16% 15% 5%

>=2 stages i -

LSM abs CFB i -2.2 -3.0 -1.1 -3.1 -3.3 -35 -0.0 -3.7 -2.2 -0.7 i -2.6 -4.3 -0.7 -1.4 -3.1 24 +08 -1.9 -1.5 -1.0 -1.7 -0.7

LSM CFB% 5-17% -22%  -9% -25% -30% -31% 0% -30% -17% -6% 5-19% 27% 5%  -13% -25% -18% 6% @ -16% -9%

ELF abs CFB i -0.3 -0.4 -0.1 -0.7 -0.6 -06 +0.2 -06 -0.5  +0.0 i -0.6 -0.7  +0.1 -0.3 -0.3 -0.3 +0.2 -0.7 -0.2 -0.2  +041 -0.1

ELF CFB% i 3% 3% -1% 7% 6% 6% 2% 6%  -5% 0% i 6% 7% 1%

RERIR: FRANE, BFIEHFEFMTAEE
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EFRNE=;

GUOSEN SECURITIES

EMASHZS B IERTEE (2)

F=: EHMASHZBEERRTEE (2)

MASH resolution w/o
worsening fibrosis
MASH resolution pbo-
adj

26% 30% 10% ! 63% 34% 44% 56% 62% 10% 58% 52% 20% 47% 62% 43% 14% ! 47% T6% 15% 37% 23% 26% 2% 68% 29% ! 39% 49% 22%

+16% +20% +29% +34% +46% +53% +38% +32% +33% +48% +29% +32% +61% +35% +21% +24% +39% +17% +27%

Both endpoints 14%  16% 5% 33% 16% 24% 24% 14% 29% 41% 5% 39% 18% | 25% 35% 9%

NAS improvement >=2

41% 45% 21% 47% 62% 43% 14% 37% 65% 62% 24%

pts
'V;F;'S'%E;';F 6% 8% 2% % T% 1% 2% A0%  -11% 1% 5% 8%  -8% 2% -11%  -3%
MRI-PDFF CFB% | -35% -47%  -9% 46% -41% -57% -10% -52% -58% -11%  / / 62% -6% | -52% -64% -6% -27% -48% -42% -5%  -49% -16%

MRI-PDFF 230%
responder %

FRRIE: FQBAE, BFIESFEFMTERE

Drug Name Resmetirom Semaglutide Tirzepatide Pemvidutide Survodutide Efruxifermin Pegozafermin Efimosfermin Lanifibranor
! . ! o - i . i Boehringer Ingelheim/ ! Novo Nordisk/ i Roche/ 1 GSK/ ! .
Company i Madrigal i Novo Nordisk Eli Lilly Altimmune Zealand i AKero 89bio Boston Pharmai Inventiva
MoA ] THR-B i GLP-1R GLP-1R/GIPR GLP-1R/GCGR GLP-1R/GCGR ] FGF21 FGF21 FGF21 | pan-PPAR
Trial Code | MAESTRO-NASH | ESSENCE SYNERGY-NASH IMPACT 1404-0043 ] HARMONY ENLIVEN NCT04880031 ! NATIVE
Phase ] Ph3 ] Ph3 Ph2 Ph2b Ph2 ] Ph2b Ph2b Ph2 ] Ph2b
Period i 52w L 72w 52w 24w 48w i 24w 24w 24w | 24w
i 80 mg 100 mg 2.4 mg 5mg 10mg 15mg 1.2mg 1.8 mg 2.4mg 4.8mg 6.0 mg 128 mg 50 mg 15mg 30mg 44mg 300m 1 800mg 1200mg
Dose Cohort  {p50p poan PP iscaw PP° scawscawscow P° scawscow P° scawscawscaow 7 iscawscow P*° scowscawscazw P° scam PP° ipoap Poap PP°
N | 322 323 321 | 534 266 47 47 48 48 41 85 86 73 72 74 74 | 42 43 43 21 73 57 71 43 41 83 83 81
1 1 1
Age | 56 57 57 | 56 55 55 54 55 54 55 53 53 50 50 50 53 | 57 52 55 55 55 55 56 53 55 55 52 53
Female% | 57% 56% 56% | 59% 54% 57% 55% 60% 56% 61% 59% 56% 49% 47% 55% 59% | 69% 53% 63% 43% 68% 65% 55% 53% 51% | 65% 59% 51%
SCAP/dB/m | 346 349 347 | 329 330 337 343 343 i
MRI-PDFF | 18% 17%  18% | 19% 18% 19% 18% 20% 19% 20% 20% 21% 18% 20% ! 19% 18% 17% 16% 17% 16% 17% 20% 21%
NAS i i 5.4 5.3 5.0 5.3 5.1 5.2 5.2 5.2 5.3 5.1 52 | 5.1 5.6 54 438 5.3 5.2 5.0 5.1 5.1 5.9 5.9 5.9
NAS >=5 | 83% 89%  79% | :
: : :
1 1 1
: : :
1 1 1
1 1 1
1 1 1
' : :
1 1 1
1 1 1
1 1 1
1 1 1
1 1 1
1 1 1
1 1 1
' : !
1 1 1
1 1 1
1 1 1
! ! !
i i i
1 1 1
' : !
1 1 1
1 1 1
1 1 1
1 1 1

82% 84% 20% 63% 67% 57% 14% 79%  23%

BEUFIZEXZENERERREN NRERASR



EFRNE=;

GUOSEN SECURITIES

EHMASHZ I IERTEE (3)

F=: EHMASHZBERRTEE (3)

Drug Name Resmetirom Semaglutide Tirzepatide Pemvidutide Survodutide Efruxifermin Pegozafermin Efimosfermin Lanifibranor
. o S i . i Boehringer Ingelheim/ Novo Nordisk/ i Roche/ 1 GSK/ ! .
Company Madrigal Novo Nordisk Eli Lilly Altimmune Zealand AKero 89bio Boston Pharmai Inventiva
MoA THR-B GLP-1R GLP-1R/GIPR GLP-1R/GCGR GLP-1R/GCGR FGF21 FGF21 FGF21 i pan-PPAR
Trial Code MAESTRO-NASH ESSENCE SYNERGY-NASH IMPACT 1404-0043 HARMONY ENLIVEN NCT04880031 i NATIVE
Phase Ph3 Ph3 Ph2 Ph2b Ph2 Ph2b Ph2b Ph2 i Ph2b
Period 52w 72w 52w 24w 48w 24w 24w 24w i 24w
80 mg 100 mg 2.4 mg 5mg 10mg 15mg 1.2mg 1.8 mg 24mg 4.8mg 6.0 mg 28 mg 50 mg 165mg 30mg 44mg 300m 1 800mg 1200mg
Dose Cohort  ipoap o@D P° iscaw PP° scawscawscaw ° scawscaw P° scawscawscaw P?° iscawscaw F*° scaowscawscazw F° scam P° ipoap Poap FP°
N 322 323 321 534 266 47 47 48 48 41 85 86 73 72 74 74 42 43 43 21 73 57 71 43 41 83 83 81
Age 56 57 57 56 55 55 54 55 54 55 53 53 50 50 50 53 57 52 55 55 55 55 56 53 55 55 52 53
Female% 57% 56% 56% 1 59% 54% 57% 55% 60% 56% 61% 59% 56% 49% 47% 55% 59% i 69% 53% 63% 43% 68% 65% 55% 53% 51% 1 65% 59% 51%
BMI 36 36 35 34 35 36 37 36 36 39 39 38 35 35 37 36 38 37 39 38 35 36 38 38 37 33 33 33
BW 100 102 100 95 98 101 103 100 96 111 108 110 101 100 104 98 104 103 108 108 96 100 109 107 103 92 93 95
T2D% 70% 66% 65% ' 55% 57% 55% 57% 60% 60% 46% 42% 43% 38% 36% 41% 39% i 76% 70% 65% 86% 62% 61% 69% 65% 49% ! 40% 42% 43%

96 111 94 104 112

1 1
1 1
1 1
1 1
: :
1 1
i i
i i
1 1
! !
1 1
1 1
1 1
i i
1 1
1 1
i i
1 1
1 1
! !
1 1
1 1
1 1
i i
1 1
1 1
1 1
! !
1 1
1 1
: :
H H
i i
: :
1 1
i i
LDL-C | 107 103 107 | 116 101 101
: :
i i
1 1
i i
1 1
1 1
: :
i i
i i
- -
i 1
1 1
i i
1 1
1 1
: :
i i
i i
: :
1 1
1 1
i i
1 1
1 1
: :
! !
i i
: !
1 1
1 1
i |
1 1
1 1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

1

|
ALT 53 56 55 68 68 68 61 59 60 68 68 57 59 60 55 57 50 63 62 61 60 56 50 64 57 I 64 64 57
AST 38 43 41 53 53 56 47 48 52 51 51 45 47 45 46 51 42 52 57 48 47 42 41 51 43 ! 54 44 43
ALT abs CFB -14 -19 -4 -35 -34 -33 -3 -35 -34 -10 -35 -39 -39 -6 -19 -30 -2 -24 -26 -24 -9 i -26 -25 -1
ALT CFB% 27% -33% 7% -52% -56% -57% -6% -51% -51% -18% -60% -65% -70% -10% | -38% -47% -4% -38% -42% -32% -5% i -41% -39% -2%
AST abs CFB -8 -12 -1 -23 -22 -22 -2 -24 -25 -7 -28 -28 -32 -2 -16 -25 -1 I -15 -12 0
AST CFB% -22% -28%  -3% -42% -48% -47% -4% -47% -49% -15% -58% -63% -71% -5% 1 -39% -49% -2% i -28% -27% 0%
BW CFB% -11% 2% -11% -13% -16% -1% -5% -6% -1% 0% -3% -1% -2% -1% i 3% 3% 0%

LDL-C CFB% -14% -16% 0% -6% -4% -7% -4% -2% -8% -8% 9% -1% 4% i
TG CFB% -23% -22% -3% i -17% 0% -11% -13% -1% -25% -29% 9% 6% -27% -10% -6% -21% 5% I -26% -22% 3%
AE 2% 92% 93% 1 86% 80% 91% 94% 92% 83% 78% 81% 67% 97% 93% 95% 92% 95% 85% 67% 68% 68% 55% i 1% 75% 62%
SAE 1% 13% 12% ! 13% 13% 11% 9% 0% 6% 2% 4% 3% 5% 10% 8% 7% 5% 4% 11% 4% 5% 0% i 4% 8% 4%
Disc 2% 7% 2% 3% 3% 4% 0% 8% 4% 0% 1% 2% 16% 21% 23% 3% 5% 7% 0% 5% 8% 2% 1% 5% 0% i 5% 4% 4%
Nausea 22% 19% 13% 1 36% 13% 36% 34% 44% 12% 22% 41% 14% 63% 68% 66% 23% i 25% 33% 12% 19% 32% 19% 9% 33% 13% I 10% 8% 4%

Vomiting 9% 11% 5% 19% 6% 6% 6% 15% 2% 37% 46% 39% 4% 5% 14% 4% 3% 16% 3% i
Diarrhea 27% 33% 16% | 27% 12% 32% 36% 27% 23% 10% 21% 8% 41% 56% 50% 23% | 35% 33% 14% 24% 19% 14% 6% 23% 8% i 10%  12% 1%

RERIR: FRRALQE, BFEIEFEFMTAEE
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GUOSEN SECURITIES

MASHZAYIF L&

% : MASHZZMIH L 18E

Eli Lilly ‘ Roche AstraZeneca Merck Novo Nordisk GSK Regeneron Boehringer Ingelheim Madrigal

THRB Rezdiffra (THRB agonist, FDA
accelerated approval 2024.03;
MAESTRO-NASH 54 mo.
out_comes ongoing;
MAESTRO-NASH
OUT_COMES in F4c fully

enrolled) ;

GLP-1R Tirzepatide / Retatrutide Cotadutide (GLP-1R/GCGR; Efinopegdutide (GLP- Semaglutide (2.4mg sc, mktd, Survodutide (GLP-1R/GCGR MGL-2086 / SYH2086 (oral
(MASLD Ph3 SYNERGY- Ph2/3 discontinued); 1R/GCGR, MASH Ph2/3 accelerated approval for non- dual agonist, Ph3 LIVERAGE small-molecule GLP-1R
Out_comes ongoing, PCD AZD9550 (GLP-1R/GCGR ongoing, BD from Hanmi cirrhotic MASH with F2-F3 F2-F3 and LIVERAGE- agonist; BD from CSPC, Ph1
2030); agonist; planned for MASH); $10M+870M, 2020); fibrosis in 2025; ESSENCE Cirrhosis F4 initiated 2024.10, SAD initiated in 26Q2);

part 1 positive ro, part 2 F2-F3 part 52w MASH and
ongoing); fibrosis dual endpoints, F4c
out_comes study runs ~4.5y;
BD from Zealand €41M+365M,
2011)
FGF21 Pegozafermin (FGF21 analog, MK-3655 (FGFR1/KLB agonist; Efruxifermin (FGF21 efimosfermin alfa (FGF21 YH25724 (GLP-1R/FGF21 dual
Ph3 ENLIGHTEN-fibrosis in Ph2 legacy from NGM) analogue, Ph3 MASH F1-F4 ro analog, MASH stage F2-F3 agonist; Bl license signed
MASH stage F2 or F3 27H1 ro in 26Q4; Akero acq by ~$4.7B Ph3 initiated in 25Q4, Boston 2019, up to ~$870M, return
and ENLIGHTEN-cirrhosis in upfront + ~30.5B CVR, 2025); Pharmaceuticals acq by rights and discontinued
MASH stage F4 ro in 2028, $1.2B+800M, 2025); 2025.03);
89bio acq by $3.5B, 2025);
Fazpilodemab (FGFR1c/KLB;
Roche legacy Ph2
discontinued)
DNL LY3478045 (KHK, Ph1 Ervogastat (DGAT?2 inhibitor;
ongoing) Ph2b monotherapy completed
by Pfizer; Madrigal licensed
global rights 2026.01;
Resmetirom / Ervogastat DDI
study expected 4Q26, Ph2
combination trial expected in
2027)

genetic LY3849891 (PNPLA3 Afimkibart (TL1A, fibrosis AZD2693/ION839 (PNPLA3 Gatuzosiran/ARO-HSD CIDEB/PNPLA3/HSD17B13 ARO-PNPLA3 (PNPLA3 1148M
targeting, MASLD Ph1 Ph1) ASO; Ph2 discontinued for (HSD17B13 siRNA, MASH Ph2 siRNA programs (Alnylam SsiRNA, Ph1 completed;
ongoing); efficacy in 2025); ongoing, PCD 2027.03, collaboration, Ph1/2 MASH) Madrigal licensed 2026.05);

ION455 (HSD17B13 ASO; Arrowhead partnered Six additional Ribocure
Ph1); $120M+1.0B, 2022); preclinical siRNA programs
($60M+4.4B);

others OLX702A / OLX75016 AZD2389 (anti-fibrotic, MASH VENT-01 (NLRP3 inhibitor, Bl 1467335

(MARC1/MTARC1 RNAI; Ph2 BORANA ongoing); MASH Ph1, co dev with Ventus (AOC3/SSAO/VAP-1 inhibitor;
Lilly/OliX; Ph1); AZD3974 (anti- $70M+633M, 2022); Ph2a NASH completed;
TERN-201 (AOCS, Eli Lilly inflammatory/anti-fibrotic, NN4005 (SLC25A5 siRNA, development stopped in 2019
origin, BD to Terns in 2018 with cirrhosis, hv Ph1 ongoing); MASH Ph1 ongoing PCD after DDI-related development
other 2 molecules, Terns mitiperstat/AZD4831 (MPO; 2027.05); concern)

legacy Ph2 asset) Ph2); NNC0560 (AOCS3; Ph1);

NNC0581 (MARC1/MTARC1;
Ph1; PCD 2027.01).




GUOSEN SECURITIES

pan-PPAR: ZE&M¥ERERFERWILKIEIR AY EEIES

m Lanifibranor: HlinventivaFr % 89/ 9 F O BRpan-PPAREENF, BT REETEEPPARA/SYY, S RMERTREIFEREL. RIEFIE. REBHEHAM. BBITHELAD)
RER BT ERMAH MR N, BiL EAEFEMASHEIR S, REMAFHL =255, BEIMASH F2-F3 A& Ph3 NATIV3fixxi#1TH, topline#iiEFiit

26Q4iEH .
B Ph2 (NATIVE) : fAN247EMASH F1-F3EE (FHF#R54%, T2DEEHI~42%, F2/IF3EE HEE~76%, NAS>=64rE2& HEE~73%) , #FLanifibranor
800/1200mg PO QD= Z & F, FEL H24FSAF-ATES TE>=25 BAE W T T ANBEELL5148%/55% vs 33% pbo;

o HHIATFEE LS fibrosis improvement >=1 stage w/o worsening MASHEE 5134 %/48% vs 29% pbo (A= +5/+19pp), MASH resolution w/o worsening fibrosistt {3l
39%/49% vs 22% pbo (A= +17/+27pp), [EIRHEZIMASH resolutionXfibrosis improvement>=1 stagett{5125%/35% vs 9% pbo (A= +16/+26pp) ; EiKE,
LanifibranorfE24 & [ AT W R E| 352 FIMASHIE BN 4 R AR UK EE S ;

« AELANFRAEENR: IS E, ALTEEKA-24.5/-26.1 vs -1.4 U/L pbo, ASTZE{£}-12.0/-15.1 vs -0.1 U/L pbo; #E{ti/SHE, HbA1cZE{LK-0.38%/-
0.41% vs +0.07% pbo, ZSBEIM#ETE{k-0.60/-0.78 vs +0.24 mmol/L, HOMA-IRZE{k./-5.46/-5.79 vs -1.47, EERAMES ZEEUER; BEELIEESHE,
adiponectinT ¢ A9+17.12/+11.95 vs -0.35 pg/mL, FiitAPPARyHEXAEAAZELRINREZE; MAE/ HE, HDL-CEFA+0.11/+0.16 vs +0.01 mmol/L, TGTBE-
0.44/-0.49 vs +0.06 mmol/L.

o oM. BUATHSMEE, AESEZET1%/75% vs 62% pbo, SAE%%EZEA4%/8% vs 4% pbo, BN SHIEZAZ5%/4% vs 4% pbo; {BPPARYIEEAE{N{AE
B%E, BIEAEEM8%/10% vs 0% pbo (AR FIMAE D H+2.6%/+3.1%, ~30%BEIKREIEK> 5%, BEIHEZ+KIIEM) , INEKMNE%/6% vs 2%
pbo (EAZ54MtEKAIIMNEK2%/2% vs 0% pbo, 1200mgéE&E— MBI EkM, FHF12RMEIEE) , RM1%/7% vs 0% pbo (B MRFIFEHERIFE
[ERE ZRITRIKE) , HRPRUET AR S INEE BinEIE/L, 1200 mgEE15IAR EHW AIEETTHRENRE LR, RSHH#H—ESREFER.
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GUOSEN SECURITIES

B Efruxifermin: HAkeroFF4HIFc-FGF21Rt&EH, KAQWLZ4, Novo NordiskT2025%10 8 EHmUiAkero, SN HATILETMEETFR+512ET
CVR (fh% & AEFXEEEKMATMASH F4c) , Ph2b HARMONY (F2/F3) 96 #3#E 2=, EFX 50 mg4Hfibrosis improvement >=1 stage w/o
worsening MASH#49% vs 19% pbo, MASH resolution w/o worsening fibrosis A62% vs 24% pbo, [E]BFiAZlfibrosis improvement + MASH resolutiong
35% vs 7% pbo; Ph2b SYMMETRY (F4c) 96N & /<F4 fibrosis regression w/o worsening MASH#21%/29% vs 11% pbo (N=57/63 vs 61); BERIEREZN
Ph3 SYNCHRONY Real World (NITsiZ#iF1-F4 MASH/MASLD A8, FZEL S AS2A XL M, Mit26Q45Em) « SYNCHRONY Histology (biopsy-
confirmed F2-F3 AB#, 52/240F4HAF K5, Fit~2027/~2030F5eR) K& SYNCHRONY Out comes (F4c AB¥260EEH4L BN IGREHMAFL S, it
2029~20304F5E/m) F5.

M Pegozafermin: Fi89bioFF % AIglycoPEGylated FGF212{l4, K30 mg QWak44 mg Q2W#4574, RocheF20255F9H E#IAI89bio, X5 3TN H241{2 %
TRMEEMTR+ES L 102K TCVR (F4 MASH cirrhosis B X E L SHE R £ Pk HEHILF30/4012 £t FE12M) , Ph2b ENLIVEN 24EAHIEE R,
PegozaferminfEF2/F3 MASH L Hlfibrosis improvement >=1 stage w/o worsening MASH#)22%~27% vs 7% pbo, MASH resolution w/o worsening fibrosis
24)23%~37% vs 2% pbo, T{EF4c AEEd LI fibrosis improvement >=1 stage w/o worsening MASH#345% vs 0% pbo (Pego pooled N=11, pbo N=1); BHI
2 /&81Ph3 ENLIGHTEN-Fibrosis (F2/F3 MASH, 30mg QW. 44mg Q2W, fit27H1iEH52weHLRZEHHE) RENLIGHTEN-Cirrhosis (F4c MASH, 30mg
QW, Fiit2028%F it 241 HRBFEHIR) 3.

B Efimosfermin alfa: HiBoston PharmaceuticalsF % Bdlong-acting FGF2128{4), KFAQAW4ZS, GSKT2025F5REHA12{CETTE TR R RE8ILETT
BiEfR TR IBoston Pharmaceuticalsif Tefimosfermin, Ph2##EE <, 300 mg Q4W;aTr24/E 5, fibrosis improvement 21 stage w/o worsening MASH
7345% vs 21% pbo, MASH resolution w/o worsening fibrosis 368% vs 29% pbo, fibrosis improvement + MASH resolution’339% vs 18% pbo; BREIE A
8IPh3 ZENITH-1 (biopsy-confirmed F2-F3 AR, FEXSAS2WHAZERESEMHL S, PCD 2028.03) &ZENITH-2 (known or suspected F2/F3 MASH,
FEEFAS2WwRE M, PCD 2028.03) fff5R, FHitklT20265% M /EEIF4c Ph3ffsR.

BEUFIZEXZENERERREN NRERASR



GLP-1s: GCGR&RAIFF R IHIKREETHNAEAFENE AY EEIES

GUOSEN SECURITIES

B Survodutide: HiZealand PharmaFfF 4 BIGLP-1R/GCGRWE#HENF, KFASC QW%4%45, Boehringer IngelheimF 201141005 R T & 4 sx+ & =3.7612
&R T B IR AT 2N IR B 2Bk R & R gl 4L XS, Survodutide 2 HHIGLP-1R/IGCGRMAEFMASHIHE R RIS F, SiHANLTKPh3 LIVERAGE (MASH F2-
F3, N=~1800, 2024.092%1) XLIVERAGE-Cirrhosis (F4c, N=~1590, 2024.113z1) 3.

« Ph2: fHN293%IMASH F1-F38#&, 1%%2.4/4.8/6.0 mg SC QW= &7, 2#48EMASH improvement w/o worsening fibrosis 735l A47%/62%/43% vs 14%
pbo, HASHIEHMRI-PDFFEEL-62% vs -6% pbo, RINHIFAIAT KK ; 1B57FIE4Afibrosis improvement 21 stage w/o worsening MASHA32%
vs 18% pbo (A= +14pp) , BEIKREIR N SIS EZRIERN16%/21%/23% vs 3% pbo, XAt %4 FR37%/46%/39% vs 4%

m Pemvidutide: HAltimmuneFF&EIGLP-1R/GCGRIEM A, RASC QW4Z, HFTETEMF2/F3 MASH Ph2b IMPACTH#ISR, ARIITXIT2026H2E =%
IKPERFORMA Ph3 MASH#ft5R, 52/E #i#EFn1t20294F 1% .

« Ph2b (IMPACT) : 24B#ERE R, Pemvidutide 1.2/1.8 mgZEMASH resolution w/o worsening fibrosis %3 5l 959%/52% vs 19% pbo, MRI-PDFF#E%k-

58%/63% vs 16% pbo, AERELL-5%/-6% vs +1% pbo, S5SurvodutideZtfiX, tBRINHEIFHIKIEH3KER; {Bfibrosis improvement w/o worsening MASH{X
H32%/35% vs 26% pbo, RIZEIGI+FEE, AJRESHAEAMNKEIE LB R ZE AR BESE Y ARLZNE; ARRE4EAHEH—SERNIT, FEM

Al digital pathology fibrosis regression 73 [aJ#3 44 & .

BEUFIZEXZENERERREN NRERASR



GUOSEN SECURITIES

Hh# o : Hiffpan-PDETEHIE, FASNEFH—PRS &Y EEi%

B pan-PDE: ZSP16012EAKEAWIFIRFARXEEEGFF 4RI OBRpan-PDE inhibitor, ZSP1601i&@id1§#ZPDE-cAMP/cGMP#EX155, Bt LAIEATZ AT
BEBE R . RIER MR AHIHIE; Ph2bfIRAAMASH F2-F3EE 1811, #ZZSP50mg/100mg PO BIDSREFIGTr, F48AETELSmITT F2/F3A
BPikE “ MASHGE B AEM T RN, HALEKKE2157 BEMASHEEN” HREFE M ELL51A58%/65% vs 33% (A=+27pp/32pp); HABFF3AHE, 100
mg (AA%ENELE2157 EMASH B 2B AEFEL51~30%, F4EHeiE225 EMASHI B 2R A%E G EE51~11%, MRI-PDFFHEXT T FE250% Ay EE £l
#35% vs 0% pbo, ALT. AST. GGTEZF4FERIE. BEHIFETEZE48/E, 100 mgH48FALT. AST. GGTHREL M HITF£40.19, 19.125120.10 U/L,
B FRER; REMAE, ZSP1601EMBZEFIEFAREHRIRRNAEFEHEY, mEAERFEAERLLFINEMR, REEFLTAE.

B FASN: Denifanstat2FSagimet BiosciencesF & BJIARFASN (fatty acid synthase, BERAESE AES) #IHIF, XA50 mg PO QD%4%h, #l&I LEi@dHi%lde
novo lipogenesisX&BEE tpalmitate £/, H—CIERATHRASAIE . REBFEMHSCHEAAHENR Y, RFRTHRB. GLP-1/incretin, FGF21, pan-PPARX
pan-PDESMD #1215 H PR 4R LR Z #IEAIF2/F3 MASH#1EI, Ph2b FASCINATE-2#f334M )\ 168f5lbiopsy-confirmed F2/F3 MASHE %, #Denifanstat 50
mg QD ZEF;&T752E ; mITT A&+, fibrosis improvement >=1 stage w/o worsening steatohepatitis341% vs 18% pbo, fibrosis improvement >=2
stagesA20% vs 2% pbo, MASH resolution w/o worsening fibrosis 338% vs 16% pbo, [EETIAZZE|MASH resolutionFAfibrosis improvement}324% vs 7% pbo;
ELB4RZF /5 E, DenifanstatiySRMRI-PDFF, ALT/ASTREEFREFNE, BTGHE . REL/ELLZH (19% vs 4% pbo) REIRNSHIEZAER (20% vs 5%
pbo) FREMIEES; F4i#HE L, SagimetBFEMMASH end-of-Phase 2;4i@H B &HE#HPh3ER, FASCINATE-3%FF2/F3FMiT A RESEREIL,
BHFEBEME R, AR EMAHEHDenifanstatfEiE N iE (EIRF & Xl a2l ER) . MASHB 2 E4R KT &2 1FEUR el e A kAR
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GUOSEN SECURITIES

m BEREIEXE: RIEIAMA Gastroenterology and Hepatology 20255 & REI—IMMAEIER!, ZEMASH F2/F3/F4 NBE 5 HiLE|~350/~210/~120A N, &
WHPF2H~70%ABEXE AR (LSMAE . FidRE. FMEEAT2DFXNKRETF) « £FT~30%AENE (12D, Fi#h>55% . EBMI. AST/ALTHEFHAS
%) , PHXTR~245/~105F 8% ; FIEABTEATLEM AR, REHF~70%RIMEXNKE GEHHHRBXKRERS, BRIZEFEL/IRSERRE) |
A T~30% =X (NITsSFIEREIRRIFEFACRIERNKS) , DHIXR~145/~65 8% ; AiATTF4c AR HFAZ{KLLfI~70%, ITR~85 8% ; S8
RIGATTRAF2RNE ZERSHF4CARMORIEE, BEINIEEIRT ARILRI28~425 A, HMASH F2-FAZ{KR ABE4%~6%;

B fit%: GLP-1sFEREHAY, ETWegovyXEMINEBRENIEI49XT/AAEE, FRHAEM4200%T; TRAYH, ORAYILIRezdiffranEE, HAEl
WACI184. 7R ETT/4E, #NE3.5AETT/E; IFGF21ARKRMESZY, ZERIEERNAMBEMRESEMFIIFicENMBAR, REEABAEZREBST
ORRZAY), 1£24.275 ET/4E;

m AEEH: F2 low-riskbAGLP-1. GLP-1/GIPERZA¥AE, F2 high-risk %2F3 standardBTHRB. GLP-1/GCGREEHFGF213£[EEZE, F3 near-F4cHl
FACII|LAFGF21 4%y ;

MASHHY L= BB Z K ? &Y EEIs

B A3t RE\ERNONE, XEVMASHE . MASHZEMRELLSENE (84 ZE7T)
1Rl L A AR A BB 5K B8O~ 12012 2 T ‘ F2 ‘ F2 | F3 ' F3 | Fdc

(high risk) I (standard) I (near F4c) I (treatable)

(low risk)

SN R{E~10012E T, EHF2-F3AE FERIEAE (BA) 245 105 145 65 85
_ IR 10%~15% 15%~20% 20%~25% 25%~30% 30%~35%
XTJ-F—\‘Z ﬁﬁ lui '“f' '—ﬁiﬁ 50~75 12‘ % 7T, X‘T E EP BT 15%~20% 20%~25% 25%~30% 30%~35% 35%~40%
{E~6012 % T ; Fac NEE @l & == |8) WHEHAE (BA) A~7 35 7~11 57 9-12
- _ B 5% EGGHE oy
35~45{2% T, FMNHE~401ZETT. | (BET | (BET)
GLP-1s 0.4 75% 0.4 50% 0.4 25% 0.4 15% 0.4 5%
THRBZEOMR/NDF 3.5 20% 3.5 40% 3.5 55% 3.5 45% 3.5 35%
FGF21&4 44151 4.2 5% 4.2 10% 4.2 20% 4.2 40% 4.2 60%
GLP-1s 1.2~2.3 0.7~1.1 0.8~1.1 0.3~0.4 0.2~0.2
THRBZEOMR/ NS F 2.6~5.1 4.4~7.4 14.0~20.9 7.7~10.7 10.9~14.6
FGF21&4 48415 0.8~1.5 1.3~2.2 6.1~9.1 8.2~11.5 22.5~30.0
a8it 5~9 6~11 21~31 16~23 35~45

ZERIKIR: ICER, EfFIEFEFMRMERE., MNE
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GUOSEN SECURITIES

INGS ‘ EiSitH

B MASLD/MASHE R ETZ BIEAECI/ERE/AF4E (L . MASHERMASLDH I ATARAEHUS . SIKEERKENER M TR, RRARASEABERERE. RE
A FIAHENEL RN HEEMASHESMA S, AHEUSAEERREKRERFE TR : FO-FIBERMAMREEEHRNGEIK, F2R “InKEZT4H
w” R, FIEHIMMEAUENIHRIAEN, FACUANKERAEUNE, LTRHERARE. HCCRIBESHMAEETED . ETEXHERNTT
ResmetiromfyZ2F FME I EFT AR AEMMEL, F2-F3IARRTHROCNMEHIENEERER, MBEEHXR ZF4cKDCCHCCLTHFERREM, B
THE “RETARE” Win; HPF3REXNMF2EEHEX R ERMH, NERAXMAESEMENSENZOAE.

B RFE6~181 AIFHAMASH F2-F3laFRiEEOHA. Inventivafpan-PPAREEFILanifibranor MASH F2-F3 AEEPh3 NATIV3#3Fii26Q4iEH, Emk
FEHGESEUPR2FMASHESI M RAHE NN ERES, RMNEIEAEPPARYEXAERE M. K RAMFERZEMMNKEAIIE; RocheHIFGF21 {14
Pegozafermin Ph3 ENLIGHTEN-Fibrosis§t%fF2-F3 A&, Frit27H1iELE52E AL ##E; Novo NordiskfiEfruxifermin Ph3 SYNCHRONY Real World
(NITs#& =) Fiit26Q45ER, SYNCHRONY Histology$t 3t F2-F3HI52 B4R F & STt 292027 FiEH ; GSKAY Efimosfermin alfai 3 51F2-F3 Ph3
ZENITH-1/2, PCD%20284E38; I, MadrigalftiResmetirom Ph3 MAESTRO-NASHEZI54 B A 4% B RIRHiH 2028 15 H .

B FAcABEBRETABUWURER. FAcEERACEARFEL, EBNRALERRE, BiLATYENLER, BFGF21KXTHRBFHIREB A S ML 2 LiFRAE
RERKLRE, HCC. FFBESRIETXIK, FACHEERBATMAIEETHIAZE. Resmetirom MAESTRO-NASH OUT_COMES F4cf5R B F20244E10 B 5ERR
N, Fit2027 Fif H E#4& 5 ; Roche i Pegozafermin ENLIGHTEN-Cirrhosis 71 #2028 fE it H 24 ™ B A 4R F # 38, Efruxifermin SYNCHRONY
Out_comesiit2029-20304E5ERX, Survodutide LIVERAGE-CirrhosisEE 44 BMfR T24Q4B 50, Fitissi~4.54.

B EEMASHAYIE I b HiahEEEIAZE|~10012%TT. IRIF\FATAONE, ZEMASHAME L RIREEIAF|80~12012% 7T, MEFE~100172%7T, HF
F2-F3ANBEXT Rk iA50~7512 % 7T, MR FE~60123%7T; FAcAB @k =835~45123% 7T, MRAE~40{ZETT.

B NREER: TIHEFMEINRG. FRifRAMEES R TR, =Rl AT R SARFRER RS .
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GUOSEN SECURITIES

B Hi=EFEMNEIRXE;

B ST RllEERE M AR TR EARY XU ;

B FERE A A TR EAR XU ;

B B ARALIELXE .
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GUOSEN SECURITIES
F: ResmetiromZBILFEMERBI RS (1)

P Fibrosis transition efficacy inputsj@Stage Annual cost ($) Utility|
No Prior Cardiovascular Event Prior Cardiovascular Event SC probablhty improvement 230% FO'F2 $7,063 076
SC probability: worsening 21.0% F3 $8,423 0.73
o F4 34,275 0.66

P i SC probability: same 56.0% $
. : . DCC $158,480 0.57
With Fibrosis Compensated Cirrhosis Deczlr:rzeor:sated Hel:;:t;;zlllr::ar Resmet"’om ARD |mpr0vement 1 20 A) HCC $1 15,002 050

B

Resmetirom ARD: worsening -8.0% T $232.,674 0.66
. Resmetirom annual discontinuation 16.8% Post-LT $43,358 0.73
Fibrosis transition Weight| DCCtoLT HCCtolLT F4toDeath DCC to Death HCC to Death

’ N
WECTRGEICE R/ Cardiovascular Event \

. > FO to F1 (worsening) 64% Year 1 43.0% 55.7% 2.1% 13.0% 14.4%
FO to F2 (worsening) 18% Year 2 6.0% 13.6% 2.1% 13.0% 4.4%

Post-Liver Transplant

. FO to F3 (worsening) 9% Year3 3.0% 2.5% 21% 13.0% 1.2%
General model settings Value
i 9% Year4 1.2% 1.8% 21% 13.0% 0.9%

FO to F4 (worsening)

Time horizon 45
) F1 to FO (improvement) 100% Year 5+ 0.8% 1.7% 21% 13.0% 0.8%
Annual discount rate 3.0%
F1 to F2 (worsenin 60%
Starting age 55 ( . 9) b F3toDCC  F4toDCC  F3to HCC  F4to HCC DCC to HCC
Cohort size 1000 F1 to F3 (worsening) 33% Year 1 0.4% 1.9% 0.3% 1.4% 2.6%
F1 to F4 (worsening) 7% Year2 0.4% 2.5% 0.4% 1.5% 2.6%
Baseline Distribution . o
= el AR 23% Vear3 0.5% 3.1% 0.7% 2.3% 2.6%
: F2 to F1 (improvement 77%
F1 0.0% (imp ) ° Year 4 0.3% 3.2% 0.1% 1.2% 2.6%
F2 to F3 (worsening) 50%
F2 45.4% Year 5 0.9% 7.6% 0.3% 1.3% 2.6%
F3 54.6% F2 to F4 (worsening) 50%
F4 0.0% ) Year 6 1.0% 4.0% 0.4% 1.6% 2.6%
.0% F3to FO (improvement) 0%
0, 0, 0, 0, 0,
DCC 0.0% F3to F1 (improvement) 50% Year 7 1.0% 3.8% 0.3% 0.7% 2.6%
HCC 0.0%
B . 00/" F3 to F2 (improvement) 509 Year8 1.0% 3.4% 0.9% 3.7% 2.6%
. 0
Post-LT 0.0% F3toF4 (worsening) 100% Year9 0.4% 2.5% 1.0% 2.3% 2.6%
Dead 0.0% F4 to F3 (improvement) 100% Year 10+ 0.6% 0.9% 1.1% 2.0% 2.6%

FRRIR: ICER, EfRIEHFEFHMTAEIE
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% : ResmetiromZBAHEFEMNERBREH (2)

Life DCC HCC LT

Year Age FO F1 F2 F3 F4c DCC HCC LT Post-LT  Dead Alive o — Drug Cost  Disease Cost  Total Cost QAL evLYs Years Events Events Events
0 55 0 0 454 546 0 0 0 0 0 0 1,000 $7,805,560  $7,805,560 744 744 1,000 0 0 0
1 56 24 142 315 349 161 2 2 0 0 6 994 $12,371,707  $12,371,707 728 728 994 2 2 0
2 57 68 177 233 236 257 7 5 0 0 16 984 $15,979,675 $15,979,675 712 712 984 5 4 0
3 58 106 175 181 167 313 15 13 0 0 30 970 $19,305,068 $19,305,068 695 695 970 9 8 0
4 59 132 162 145 125 348 23 17 0 1 46 954 $21,732,776  $21,732,776 678 678 954 11 4 0
5 60 148 147 120 98 353 46 22 0 1 64 936 $25,828,558 $25,828,558 658 658 936 28 5 0
6 61 156 134 102 79 360 53 28 1 1 87 913 $27,675,597  $27,675,597 638 638 913 15 7 1
7 62 158 121 88 66 364 59 31 1 2 111 889 $28,785,137  $28,785,137 618 618 889 14 4 1
8 63 156 111 77 56 354 61 46 1 3 136 864 $30,351,487  $30,351,487 596 596 864 13 16 1
9 64 151 102 69 49 349 60 54 1 4 161 839 $30,798,022  $30,798,022 575 575 839 9 10 1

10 65 144 94 62 44 349 53 61 1 5 187 813 $30,354,473  $30,354,473 555 555 813 3 9 1
1" 66 137 87 56 39 346 47 68 1 6 213 787 $29,956,464  $29,956,464 536 536 787 3 9 1
12 67 129 80 51 36 342 42 74 1 7 238 762 $29,591,778  $29,591,778 516 516 762 3 9 2
13 68 121 74 47 32 336 38 79 1 8 263 737 $29,245,682  $29,245,682 498 498 737 3 8 2
14 69 114 69 43 30 328 34 84 1 10 287 713 $28,902,217  $28,902,217 479 479 713 3 8 2
15 70 106 64 40 27 320 31 88 2 11 312 688 $28,547,811  $28,547,811 461 461 688 3 8 2
16 71 99 59 37 25 310 28 92 2 12 336 664 $28,175,323  $28,175,323 443 443 664 3 8 2
17 72 92 54 34 23 300 26 95 2 14 361 639 $27,769,456  $27,769,456 425 425 639 3 7 2
18 73 85 50 31 21 289 24 97 2 15 385 615 $27,321,813  $27,321,813 407 407 615 3 7 2
19 74 78 46 29 20 278 22 99 2 16 410 590 $26,821,727  $26,821,727 390 390 590 3 7 2
20 75 72 43 26 18 266 21 101 2 17 434 566 $26,261,687 $26,261,687 372 372 566 3 6 2
21 76 66 39 24 17 253 19 101 2 18 460 540 $25,634,813  $25,634,813 354 354 540 3 6 2
22 77 61 36 22 15 240 18 101 2 20 485 515 $24,949,836  $24,949,836 336 336 515 2 6 2
23 78 55 33 20 14 227 17 101 2 20 511 489 $24,170,071  $24,170,071 318 318 489 2 5 2
24 79 50 30 18 13 213 15 100 2 21 538 462 $23,324,278  $23,324,278 300 300 462 2 5 2
25 80 46 27 17 11 199 14 98 2 22 564 436 $22,387,743  $22,387,743 282 282 436 2 5 2
26 81 41 24 15 10 185 13 95 2 23 592 408 $21,377,863 $21,377,863 263 263 408 2 4 2
27 82 37 22 13 9 171 12 92 2 23 620 380 $20,277,035 $20,277,035 245 245 380 2 4 2
28 83 33 19 12 8 156 11 88 1 23 648 352 $19,098,076  $19,098,076 226 226 352 2 4 2
29 84 29 17 11 7 142 10 84 1 23 676 324 $17,855,555 $17,855,555 207 207 324 1 3 2
30 85 25 15 9 6 128 9 79 1 23 705 295 $16,552,730 $16,552,730 189 189 295 1 3 2
31 86 22 13 8 5 114 8 73 1 22 733 267 $15,207,624  $15,207,624 170 170 267 1 3 1
32 87 19 11 7 5 100 7 68 1 21 761 239 $13,812,967 $13,812,967 152 152 239 1 3 1
33 88 16 10 6 4 87 6 61 1 20 789 211 $12,387,830 $12,387,830 134 134 211 1 2 1
34 89 14 8 5 3 75 5 55 1 19 816 184 $10,954,646  $10,954,646 117 117 184 1 2 1
35 90 11 7 4 3 63 4 48 1 17 841 159 $9,538,140  $9,538,140 100 100 159 1 2 1
36 91 9 5 3 2 52 4 42 1 16 866 134 $8,164,247  $8,164,247 84 84 134 1 1 1
37 92 7 4 3 2 42 3 35 1 14 889 111 $6,858,699  $6,858,699 70 70 111 0 1 1
38 93 6 3 2 1 34 2 29 1 12 910 90 $5,645,381  $5,645,381 57 57 90 0 1 1
39 94 4 3 2 1 26 2 24 0 10 928 72 $4,544,618  $4,544,618 45 45 72 0 1 1
40 95 3 2 1 1 20 1 19 0 8 944 56 $3,571,620  $3,571,620 35 35 56 0 1 0
41 96 2 1 1 1 15 1 15 0 7 958 42 $2,735,294  $2,735,294 27 27 42 0 0 0
42 97 2 1 1 0 10 1 11 0 5 969 31 $2,037,654  $2,037,654 20 20 31 0 0 0
43 98 1 1 0 0 7 1 8 0 4 978 22 $1,473,960  $1,473,960 14 14 22 0 0 0
44 99 1 0 0 0 5 0 6 0 3 984 16 $1,033,603  $1,033,603 10 10 16 0 0 0
45 100 1 0 0 0 3 0 4 0 2 989 11 $701,579 $701,579 7 7 1" 0 0 0
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% : ResmetiromZBAPEFENERBKEEH (3)

On Life DCC HCC LT
Years Events Events Events

Age LT Post-LT  Dead Alive Drug Cost  Disease Cost  Total Cost QALYs evlLYs
treatment

0 55 0 0 454 546 0 0 0 0 0 0 1,000 1,000 $35,500,000 $7,805,560 $43,305,560 744 744 1,000 0 0 0
1 56 36 216 329 310 99 2 2 0 0 6 994 832 $29,550,200 $10,653,506 $40,203,706 735 735 994 2 2 0
2 57 130 254 241 192 159 5 4 0 0 15 985 693 $24,597,586 $12,868,174 $37,465,760 725 725 985 4 3 0
3 58 213 237 182 129 193 10 9 0 0 26 974 577 $20,475,031 $14,912,020 $35,387,050 713 713 974 6 5 0
4 59 268 210 143 96 217 15 11 0 1 39 961 480 $17,043,416 $16,416,007 $33,459,423 700 700 961 7 3 0
5 60 299 186 117 75 223 30 15 0 1 54 946 400 $14,186,939 $19,036,176 $33,223,115 685 685 946 17 4 0
6 61 31 168 100 63 232 34 19 0 1 7 929 333 $11,809,208 $20,308,840 $32,118,049 669 669 929 10 5 0
7 62 312 154 89 56 240 38 21 1 2 90 910 277  $9,829,985 $21,162,146 $30,992,131 653 653 910 9 3 1
8 63 304 144 81 50 239 40 30 1 2 110 890 230  $8,182,479 $22,375,312 $30,557,791 635 635 890 9 10 1
9 64 291 135 75 47 242 39 36 1 3 131 869 192 $6,811,096 $22,883,623 $29,694,719 618 618 869 6 7 1
10 65 276 128 71 44 248 35 41 1 3 152 848 160  $5,669,556 $22,822,352 $28,491,908 601 601 848 2 6 1
1" 66 260 122 67 42 253 31 46 1 4 173 827 133 $4,719,339 $22,810,369 $27,529,708 584 584 827 3 6 1
12 67 244 116 64 41 257 28 51 1 5 195 805 111 $3,928,377 $22,833,227 $26,761,604 567 567 805 3 6 1
13 68 227 110 61 39 259 26 55 1 6 216 784 92  $3,269,981 $22,875,420 $26,145,402 549 549 784 3 6 1
14 69 212 104 58 37 261 24 59 1 7 238 762 77 $2,721,933 $22,920,466 $25,642,399 532 532 762 3 6 1
15 70 196 98 55 36 261 22 63 1 7 260 740 64  $2,265,737 $22,953,744 $25,219,480 514 514 740 3 6 1
16 71 182 92 53 34 260 20 66 1 8 283 77 53  $1,885999 $22,965,901 $24,851,900 496 496 717 3 6 1
17 72 168 87 50 32 258 19 69 1 9 306 694 44 $1,569,906 $22,941,187 $24,511,093 479 479 694 3 6 1
18 73 155 81 47 31 254 18 72 1 10 330 670 37 $1,306,790 $22,869,526 $24,176,316 460 460 670 3 6 1
19 74 143 76 44 29 250 17 74 1 11 354 646 31 $1,087,772 $22,739,100 $23,826,871 442 442 646 2 6 1
20 75 132 70 41 27 245 16 76 1 12 379 621 26 $905,461 $22,540,832 $23,446,294 423 423 621 2 6 1
21 76 121 65 38 25 238 16 78 1 13 404 596 21 $753,706 $22,266,336 $23,020,042 404 404 596 2 6 1
22 77 111 60 36 24 231 15 79 1 14 430 570 18 $627,385 $21,921,024 $22,548,409 385 385 570 2 5 1
23 78 101 55 33 22 222 14 80 1 15 457 543 15 $522,235 $21,470,795 $21,993,030 366 366 543 2 5 1
24 79 92 51 30 20 213 13 80 1 15 485 515 12 $434,708 $20,939,069 $21,373,778 346 346 515 2 5 1
25 80 83 46 28 18 202 13 79 1 16 514 486 10 $361,851 $20,302,234 $20,664,086 325 325 486 2 5 1
26 81 75 42 25 17 191 12 78 1 16 543 457 8 $301,205 $19,574,545 $19,875,750 304 304 457 2 5 1
27 82 67 38 23 15 179 11 76 1 17 573 427 7 $250,723 $18,738,795 $18,989,518 283 283 427 2 4 1
28 83 59 34 20 14 166 10 74 1 17 604 396 6 $208,702 $17,805,704 $18,014,406 262 262 396 2 4 1
29 84 53 30 18 12 153 10 7 1 17 635 365 5 $173,723  $16,788,194 $16,961,918 240 240 365 2 4 1
30 85 46 26 16 1 140 9 68 1 17 667 333 4 $144,607 $15,689,084 $15,833,691 219 219 333 1 3 1
31 86 40 23 14 9 126 8 64 1 17 698 302 3 $120,371 $14,525,468 $14,645,839 198 198 302 1 3 1
32 87 34 20 12 8 113 7 59 1 16 729 271 3 $100,197 $13,290,724 $13,390,921 177 177 271 1 3 1
33 88 29 17 10 7 99 6 54 1 16 761 239 2 $83,404 $12,003,557 $12,086,961 156 156 239 1 3 1
34 89 25 14 9 6 86 6 49 1 15 791 209 2 $69,425 $10,686,442 $10,755,867 136 136 209 1 2 1
35 90 20 12 7 5 73 5 44 1 14 820 180 2 $57,790  $9,364,665  $9,422,455 116 116 180 1 2 1
36 91 17 10 6 4 61 4 38 1 12 848 152 1 $48,104  $8,065,261  $8,113,365 98 98 152 1 2 1
37 92 13 8 5 3 50 3 33 1 11 874 126 1 $40,042  $6,815,589  $6,855,631 81 81 126 1 1 1
38 93 10 6 4 2 40 3 27 1 10 897 103 1 $33,331  $5,641,641  $5,674,972 66 66 103 0 1 1
39 94 8 5 3 2 32 2 22 0 8 918 82 1 $27,745  $4,566,210  $4,593,955 53 53 82 0 1 0
40 95 6 3 2 1 24 2 18 0 7 936 64 1 $23,095  $3,607,199  $3,630,294 41 41 64 0 1 0
41 96 4 3 2 1 18 1 14 0 6 952 48 1 $19,224  $2,776,250  $2,795,474 31 31 48 0 1 0
42 97 3 2 1 1 13 1 10 0 4 964 36 0 $16,002  $2,077,973  $2,093,976 23 23 36 0 0 0
43 98 2 1 1 0 9 1 8 0 3 974 26 0 $13,320  $1,509,932  $1,523,252 16 16 26 0 0 0
44 99 1 1 0 0 6 0 5 0 3 982 18 0 $11,088  $1,063,392  $1,074,480 11 11 18 0 0 0
45 100 1 1 0 0 4 0 4 0 2 988 12 0 $9,229 $724,750 $733,979 8 8 12 0 0 0
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Global

Global

CN

CN

Drug Name MoA Developer Status Date Status Date Notes

Semaglutide GLP-1R Novo Nordisk mktd 2025.08 NDA 2026.03 Ph3 ES.SENCE ro in 24Q4, 72w MASH resolution w/o worsening fibrosis 63% vs 34% pbo, fibrosis improvement w/o MASH
worsening 37% vs 23% pbo

Utreglutide GLP-1R Sun Pharma Ph2 2025.04

XW014 GLP-1R FINE IND 2022.08

Benaglutide GLP-1R 1Z24%Y IND 2021.01

Efmedaglutide alfa GLP-1R AR IND 2022.09

Zovaglutide GLP-1R YD IND 2024.01

Tirzepatide GLP-1R/GIPR Eli Lilly Ph3 2025.10 Ph3 SYNERGY-OUT_COMES trial ongoing, PCD 2030

HZ012 GLP-1R/GIPR HIRER Ph1

Poterepatide GLP-1R/GIPR HIRED IND 202411 IND 2024.12

RAY1225 GLP-1R/GIPR REFFTEFIT IND 2025.12

Ribupatide GLP-1R/GIPR |EgEZ4/Kailera Therapeutics IND 2025.12

SFA 001 FFAR2/GPCR/NF-kB SFA Therapeutics IND 2023.01 Free fatty acid receptor 2, sensing acetate / propionate from gut microbiota, more GLP-1/PYY secretion

ABP2111Na FFAR4/GPR40 EEER IND 2024.10

Vanoglipel GPR119 Dong-A ST / MetaVia Ph2 2023.09 feg:gi;ziz-coupled receptor 119, mainly expressed on intestinal L / K cells and pancreatic cells, activation leads to more GLP-1/GIP

Rimonabant CB1/GPR55 Sanofi/ Astellas Ph3 2007.08 Ph3 2007.12 cannabinoid receptor; G protein-coupled receptor 55, an atypical cannabinoid-related receptor

Otenabant CB1 Pfizer Ph1 2008.06

Ibutamoren GHSR1a Merck Ph2 2022.05 Growth hormone secretagogue receptor 1a, regulates appetite, energy balance, glucose metabolism, and inflammation

EA3571 TMPRSS15/Trypsin Eisal/EA Pharma Ph1 2022.05 gctivatioq of pancreatic protease cascade, activates protein digestion and amino-acid absorption, leads to more postprandial nutrient
influx to liver

Resmetirom THRB Madrigal mktd 2024.03 brand name Rezdiffra, 2024.03.14 accelerated approval in US; FY25 sales $958M; 26Q1 net sales $311M, >42250 patiens on Rezdiffra

TERN-501 THRB Terns Therapeutics Ph2 2022.06 Ph2a DUET ro, 12wliver fat reduction -45% vs -4% pbo

ALG 055009 THRB Aligos Therapeutics Ph2 2024.04 Ph2a HERALD ro in 24Q3, 12w pbo adj. liver fat reduction -46%

ECC4703 THRB WESEY Ph2 2025.12

ASC41 THRB FALFIZS Ph2 2022.06

HSK31679 THRB BER Ph2 2023.11

CS060380 THRB BRG] IND 2024.05  Ph2 2025.09

HP515 THRB f=ellpsnId IND 2024.09 Ph2 2025.09

RJ4287 THRB InfEER Ph2 2025.12

XTYWO007 THRB Epeistyl Ph1/2 2026.02

Kylo-0603 THRB FEEYHIE Ph1 2023.02

CS060304 THRB EIESE b IND 2024.02  Ph1 2024.03

KPC000154 THRB BEH Ph1 2025.02

HEC169584 THRB RIEEES Ph1 2025.07

KH629 THRB BEBAZl IND 2023.11 IND 2024.10

CVI-2742 THRB PR IND 2025.01

HPG7233 THRB HEOIEZS IND 2023.09

BRRIR: insight, EMSIESHEFMRAEIE
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Global Global CN CN

Drug Name MoA Developer Status Date Status Date Notes

Efruxifermin FGF21 Novo Nordisk / Akero Ph3 2023.12

Pegozafermin FGF21 Roche / 89bio Ph3 2024.03 IND 2026.05

Efimosfermin alfa FGF21 GSK / Boston Pharmaceuticals Ph3 2025.10

AP025 FGF21 TREZ Ph2 2023.08

DMR2301 FGF21 ZHKH Ph1 2026.02

ALY688 ADIPOR Allysta Pharmaceuticals Ph1 2025.10 adiponectin receptor, activates AMPK and PPARa, promotes FA oxidation
berberine ursodeoxycholate AMPK/NLRP3 EXEzx Ph2 2018.09 Ph2 2023.12 AMP-activated protein kinase, activates under energy stress; inhibit DNL by phosphorating ACC, improves FA oxidation
PXL770 AMPK Poxel/Scynexis Ph1 2022.07

Survodutide GLP-1R/IGCGR Boehringer Ingelheim/Zealand Ph3 2024.03 Ph3 2024.10

Cotadutide GLP-1R/GCGR AstraZeneca Ph2/3 2022.03 Ph2/3 2022.03

Efinopegdutide GLP-1R/IGCGR Merck/Hanmi Ph2 2023.05 Ph2 2023.05

Pemvidutide GLP-1R/GCGR Altimmune Ph2 2023.08 Ph2b IMPACT ro in 25Q4, Ph3 PERFORMA trial plan to initiat in 26H2
Zabopegdutide / DD01 GLP-1R/IGCGR {&37Z=/D&D Pharmatech Ph2 2024.05 up to $1.92B

AZD9550 GLP-1R/GCGR AstraZeneca Ph1 2023.05

Mazdutide / I3+ EERK GLP-1R/GCGR {ZIRAEM/EN Lilly Ph2 2025.04

AOD113408 GLP-1R/GCGR BKEY Ph1 2025.08

Retatrutide GLP-1R/GIPR/GCGR Eli Lilly Ph3 2025.10 Ph3 SYNERGY-OUT_COMES trial ongoing, PCD 2030

UBT251 GLP-1R/GIPR/GCGR Novo Nordisk/BXFBHIZ4 Ph2 2025.07

MWN109 GLP-1R/GIPR/GCGR SysE=] IND 2024.12

HRS-4729 GLP-1R/GIPR/GCGR B EEZS/Kailera Therapeutics IND 2025.08

YH 25724 GLP-1R/FGF21 Boehringer Ingelheim/Yuhan Ph1 2023.08 licensed up to $870M, Bl returned rights in 25Q1

HEC88473 GLP-1R/FGF21 Apollo Therapeutics/ 23Kz Ph1 2021.04 Ph1 2021.05 ﬁ:deigzjsnip to $938M Nov 2024, reported to be in Ph2 studies for metabolic diseases incl. T2D, obesity, and fatty-liver/MASLD-related
Zalfermin+Semaglutide GLP-1R/FGF21 Novo Nordisk Ph1 2023.03

ZT003 GLP-1R/FGF21 JREREEYD IND 2025.06

AP026 GLP-1R/FGF21 LIREY) | EAKS IND 2023.12

DR10624 GLP-1R/GCGR/FGF21 HEREY | &REY Ph2 202502  Ph2 2025.02

MWN105 GLP-1R/GIPR/FGF21 B4 [ Sidera Bio IND 2025.01 IND 2025.03

GF-1002 SIRT6 Genflow Biosciences IND 2023.09 NAD *dependent deacetylase, activation suppresses lipogenensis / inflammation
ETX-312 SLC25A5 Tangram Therapeutics Ph1/2 2026.02 mitochondrial inner membrane ADP / ATP translocase

NNC4005-0001 SLC25A5 Novo Nordisk Ph1 2025.10

OLX702A MARC1 Eli Lilly / OliX Pharmaceuticals Ph1 2024.01 mitochondrial amidoxime-reducing component 1, regulates mitochondrial redox and lipid metabolism
NNC0581-0001 MARCA1 Novo Nordisk/Dicerna Ph1 2025.03

Icosapent ethyl PPARa Amarin Pharma Ph2 2010.07

Pemafibrate PPARa Kowa Ph2 2021.12

Fadi Weier PPARa xR IND 2025.09 Ph1 2025.04

Pioglitazone / Iit#&51/E7 PPARy Takeda Ph3 2003.07

Pioglitazone deuterated / S CILLFESET PPARy DeuteRx / Poxel Ph2 2020.03

Rosiglitazone / Z1& 217 PPARy GSK Ph2 2008.06

Seladelpar / &HfZ721H PPARS Gilead/CymaBay Therapeutics Ph2 2018.06

Elafibranor PPARa/PPARS Genfit / Ipsen / Terns Pharmaceuticals Ph3 2016.01

Saroglitazar Magnesium PPARa/PPARy Cadila Pharmaceuticals / Zydus Disco'Approved  2020.03

Lanifibranor PPARa/PPARY/PPARS Inventiva / IEXKEE Ph3 2021.04 Ph3 2021.04 Ph3roin 26Q4

BEBT-503 PPAR DAL Ph1 2022.05

Chiglitazar Sodium / ZFt&5fth54 PPAR HEEY Ph2 2021.12

ZSP0678 PPAR REZGW Ph1 2019.10

FEHERIR: insight, ESIESHEFHRTEIE
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ACT500 RXRA REEYETEY IND 202301 Ph1 202411 retinoid X receptor alpha, unclear receptor partner for PPAR / FXR / LXR
TB-840 RORA Therasid Bioscience Ph1 2021.09 retinoic acid receptor-related orphan receptor alpha
J2H-1702 HSD11B1 J2H Biotech / Sk Chemicals Ph2 2024.03

Cilofexor FXR Gilead/Phenex Pharmaceuticals Ph2 2016.05

Tropifexor FXR Novartis Ph2 2016.05 Ph2 2019.10

LMB763 FXR Novartis Ph2 2016.09 Ph2 2016.12

EDP-305 FXR Enanta Pharmaceuticals Ph2 2018.02

Vonafexor FXR Poxel /ENYO Pharma Ph2 2019.01

Norursodeoxycholic acid / ZHFEEAEAEE FXR Dr. Falk Pharma / Losan Pharma Gmb Ph2 2019.03

TERN-101 FXR Eli Lilly/Terns Ph2 2020.03

MET409 FXR Eli Lilly/VivoSim/Metacrine Ph2 2021.01

Omesdafexor FXR Eli Lilly/VivoSim/Equillium/Metacrine ~ Ph2 2021.02

HPG1860 FXR HEIED Ph2 2022.04  Ph1 2021.11

Linafexor FXR HLEHNE Ph2 2022.10 Ph1 2026.02

PX-102 FXR Phenex Pharmaceuticals Ph1 2013.12

BMS-986318 FXR BMS Ph1 2019.09

EDP-297 FXR Enanta Pharmaceuticals Ph1 2020.09

ASC42 FXR R #7T Ph1 2020.12 IND 2021.05

INT-787 FXR TES Pharma / Intercept Pharmaceutic: Ph1 2021.05

MT2004 FXR BRI T Ph1 2021.12

ID119031166M FXR lldong Pharmaceutical Ph1 2022.11

Ivermectin-HPDO01 / (A4 & Z-HPD00T ~ FXR EET IND 2020.01

HEC96719 FXR RBEF Ph2 2021.07

TQA3526 FXR IEAXHE Ph1 2018.11

SYHA1805 FXR GAZTEL] Ph1 2020.11

XZP-5610 FXR PYEREZI T Ph1 2021.04

Colesevelam Bile acid Sanofi/Genzyme Ph2 2010.02

Volixibat ASBT Sanofi Ph2 2016.05 apical sodium-dependent bile acid transporter, inhibition leads to less bile acid reabsorption to liver
Elobixibat ASBT Albireo Pharma/Eisai Ph2 2019.07

TLC-2716 LXR Phenex Pharmaceuticals/OrsoBio Ph1 2022.07 Liver X receptor, promotes cholesteroal efflux, also induces SREBP-1c
LY3478045 KHK Eli Lilly Ph1

Pegargiminase Arg Phoenix Pharmacologics Ph2 2023.05

FEERIR: insight, ERIESFEFMRMEIE




E{SiEH

GUOSEN SECURITIES

B R

#F: MASHIEMZHMIGKHRE (4)

Global Global CN CN

Drug Name MoA Developer Status Date Status Date Notes

Ervogastat DGAT2 Madrigal/Pfizer Ph2 2018.12 Ph2 2020.03 Diacylglycerol O-acyltransferase 2, converts DAG + fatty acyl-CoA to TG
LG203003 DGAT2 LG Chem Ph1 2022.07

AZD2693 PNPLA3 AstraZeneca/lonis Ph2 2023.01 Ph2 2023.01 patatin-like phospholipase domain-containing 3

ALN-PNP PNPLA3 Regeneron/Alnylam Ph1/2 2022.12

ALN-CIDEB CIDEB Regeneron/Alnylam Ph1/2 2025.02 cell death-inducing DFFA-like effector B, promotes hepatic LD formation and VLDL lipidation / secretion
Rapirosiran HSD17B13 Regeneron/Alnylam Ph2 2022.08 hydroxysteroid 17-beta dehydrogenase 13

Gatuzosiran HSD17B13 GSK/Arrowhead Ph2 2022.10

INI-822 HSD17B13 Inipharm Ph1 2023.07

VSA006 HSD17B13 #EIEE/Arrowhead Ph2 2023.10

SAL0145 HSD17B13 [EVES Ph1 2026.04
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Global Global CN CN
Drug Name MoA Developer Status Date Status Date Notes
EVT 401 P2RX7 Evotec SE Ph2 2018.09 P2X purinoceptor 7, ATP-gated ion channel sensing extracellular danger signals
VENT-01 NLRP3 Novo Nordisk/Ventus Therapeutics Ph1 2024.03
ECC0509 AOC3 RESLEY Ph2 2025.12 amine oxidase copper-containing 3, promotes leukocyte recruitment, oxidative stress, inflammation, and fibrosis
NNC0560-0004 AOC3 Novo Nordisk Ph1 2023.11
BC0306 AOC3 LZRFIET Ph1 2024.05
Nebokitug CCL24 Chemomab Therapeutics Ph2 2023.04 eotaxin-2, eosinophil / macrophage / fibroblast activation
Cenicriviroc CCR2/CCR5 Takeda / AbbVie / Tobira Therapeutics Ph3 2017.01 C-C chemokine receptor, recruit monocyte and macrophage
Leronlimab CCR5 PDL BioPharma / Lantheus Holdings /. Ph2 2020.08
DNP007 ICAM1 DiNonA Ph1 2024.05
Pentoxifylline ADORA1/ADORA2APDE Sanofi Ph3 2022.03 .'adenosine receptor fam_ily, ATP relegse gnd b.reakdown to adenpsing in MASH, adenosine activates ADORA receptors, leading to
immune-cell modulation, endothelial signalling and HSCs acticvation
Namodenoson ADORA3 Can-Fite BioPharma/ 2725/l Ph2 2016.10
FM101 ADORA3 Future Medicine Ph2 2021.01
PBF-1650 ADORA3 Palobiofarma Ph1 2019.01
VG290131 ADORA3 BRED Ph1 2023.10
VG081821 ADORA2A ERES IND 2026.03
SNT-4728 AOC2/MAO-B Syntara/Boehringer Ingelheim Ph2 2017.03 monoamine oxidase B, mitochondrial outer membrane enzyme, generates H , O , as by-product, leads to oxidative stress
Mitiperstat MPO AstraZeneca Ph2 2022.10 Myeloperoxidase, neutrophil / macrophage enzyme that generates strong oxidants
Febuxostat X0 Teijin Ph2 2022.10 Xanthine oxidase, purine metabolic enzyme that produces uric acid and ROS
Selonsertib MAP3K5 Gilead Ph3 2017.02 MAP3K5= ASK1 (apoptosis signal-regulating kinase 1), activates JNK (c-Jun N-terminal kinase), and p38 MAPK, apoptosis
SRT 015 MAP3K5 Seal Rock Therapeutics / Genfit Ph1 2021.05
GST-HG151 MAP3K5 IEE Ph1 2022.03
CC-90001 JNK1 BMS/Celgene Ph2 2019.05
Diosmin AHR Servier Ph3 2023.07 Aryl hydrocarbon receptor
Emricasan CASP Histogen/Conatus Ph2 2014.03
nivocasan CASP LG Chem/Gilead Ph2 2008.06
TQA3563 CASP IEAKHE Ph1 2019.11 caspases
ZSP1601 PDE REZ Ph2 2022.12
ASP 9831 PDE4 Astellas Ph2 2007.11
Roflumilast PDE4 Takeda Ph2 2012.10
Tipelukast ALOXS5/Leukotriene receptor/PDE3/PDE4 _ Kyorin Ph2 2016.02 Arachidonate lipoxygenase enzymes generate leukotrienes and other oxidized lipids
Zelasudil ROCK2 Redx Pharma Ph1 2021.06 activated by DAMPs, inflammatory cytokines in HSCs
TDIO1 ROCK2 FEEYHIZT Ph1 2020.09
Belapectin LGALS3 Galectin Therapeutics Ph2 2015.04 galectin-3, inflammatory amplifier
Selvigaltin LGALS3 Galecto Biotech Ph1 2019.01
GM-60106 HTR2A Novotech / JD Bioscience Ph1 2022.08 5-hydroxytryptamine receptor 2A, promotes vascular tone, platelet activation, inflammtory signalling, and HSCs activation
PZ-235 PAR2 Tufts Medical Center/Oasis Pharmacet Ph1 2023.01 Protease-activated receptor 2
Afimkibart TL1A Roche/Pfizer Ph1 2025.03 fibrosis
JY47 SIRPA NIEER IND 2026.03 Signal regulatory protein alpha on macrophages binds CD47 and sends a “dont-eat-me” inhibitory signal
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