Efruxifermin, a long-acting, bivalent FGF21 analog, normalized

ak= ro noninvasive measures of liver injury, fibrosis, and metabolic health
— in patients with NASH and F2/F3 fibrosis over 24 weeks
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‘ BACKGROUND ‘ STUDY DESIGN AND BASELINE DEMOGRAPHICS

Efruxifermin (EFX) is a long-acting Fc-FGF21 analog being developed as a Figure 1. HARMONY Study Design | | | | Table 1. Baseline demographics
potential therapy for subjects with fibrosis due to non-alcoholic 128 subjects with biopsy-confirmed F2-F3
steatohepatitis (NASH). In the phase 2a BALANCED study of patients with 24 Weeks Long-Term Safety Follow-Up NASH were randomized 1:1:1 to 28-, 50-mg _ P(ﬁ"_‘:g)" E'::l( ffz';‘g E';:l(_sf:g‘g
biopsy-confirmed NASH (F1-3), 16-week treatment with EFX significantly : ﬁ EFX, or placebo, administered SC QW (Fig.
reduced liver fat content and improved markers of liver injury, fibrosis, and _. . N L \ 1), of whom 126 received at least one dose ~ Age (Years) o9 >7 o2
. . . . Y . . 0
lipid and glucose metabolism while demonstrating an acceptable safety and _ N\ 8 of study drug. 113 subjects received a  Sex(% Female) 63 69 o3
tolerability profile?. S S - primary endpoint week 24 liver biopsy. Weight (kg) 108 104 103
. . T . S 15 E . S Biopsies were scored independently by two Fibrosis Stage (%0F2/%F3) 30/70 36/64 37/63
- —p . . c
:\T /;geHO”E;'gg pzr:lase sz tHATMOTY iLUdch;z Su.bje.;?ts V‘f['lth bgpsy;olpﬂrm?c: S 573 \ NASH-CRN trained pathologists, who were Liver Fat Content (%, MRI-PDFF) 17.1 18.5 17.5
, t( ;I ) 'Wede ria mer]: I_W' E f'S[I)gm Ican }clj :’le.duce y '\I’er a & « [[| EFXContinuation Dose TBD blinded to treatment and sequence with a  ALT (UL) 62 50 63
o e, i o ucese ENR ¥ i patologist avaabe 1o adjuccate i ASTUL A
9 P y y protie. necessary. HbA1C (%) 6.8 6.8 6.8
We analyzed normalization of non-invasive markers of liver injury and A A A Reference values of normalization were % Type 2 Diabetes 65 76 70
fibrosis in the contc.ext pf improvement in liver hllstology asspmated with EFX ® ® ® based on Central Laboratory reference Triglycerides (mg/dL) 170 158 154
treatment. [\lormall.zatlon of these markers, mcludm_g Liver Fat Content values (ALT: 48 U/L for males or 42 U/L for ELF Score 98 97 98
(LFC), Alanine Ammlotrangferage (ALT), Aspartate Aminotransferase (AST), A UvorBiopsy females; AST: 40 U/L) or published FAST Score 0.68 0.61 0.67
PI'.O-C3, _Enhahced Liver F|bros.,|s. (ELF), .FIbI’OSC.an-AST (FAST)’ HbA1 ¢, and @ vri-POFF thresholds as indicated. Pro-C3 (ug/L) 16.5 15.3 18.4
Triglycerides, is useful for stratifying subjects at risk of progressive disease. Liver Stifiness by VCTE (Fibroscan) (kPa) 15 14 18
Figure 2. EFX significantly improved NASH histopathology Figure 5. EFX significantly improved non-invasive tests for NASH fibrosis, including (A) Pro- Figure 6. Normalization of Metabolic Markers: (A) Glycemic Marker HbA1c, (B) Triglycerides
A. Fibrosis Improvement 21 Stage B. NASH Resolution 3 (B) ELF Score, and (C) FAST Score *
& No Worsening of NASH at Week 24 & No Worsening of Fibrosis at Week 24 A LSMean 401 L5 gk A LSMeanCFB: (.0 -0.4 B 1.0 47 8***
50- 100 oS8 ' Pro-C3 212.6 ng/mL: increased likelihood of 2F2 NASH, oy e
- 41%* . Pro-C3 £9.2 ng/mL: below the upper bound of the 90% 11 - 1
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Placebo EFX28mg EFX 50mg Placebo EFX 28 mg EFX50mg o 20+ & Al
N=41 N=38 N=34 N=41 N=38 N=34 a N . - 150
5 .\\\\"' < 9.2ng/mL 0 4 (17%) 4 (15%) .
C. Fibrosis Improvement 21 Stage D. Fibrosis Improvement 22 Stages 10= \\.\S 4=
AND NASH Resolution at Week 24 and No Worsening of NASH at Week 24
- - 5+ : . 3 0
o * Pro-C3, a blo_marlfer of collagen syn?hems, was Placebo  EFX 28 mg EFX 50 mg Placebo  EFX 28 mg EFX 50 mg
50 0 T T T normalized in EFX-treated subjects. _
% Week 24
41%*** Placebo EFX 28 mg EFX 50 mg -%- Baseline
[2] [72] 0 *kk
-5 40 .EJ 20+ 6% - % Baseline w Week 24 LS Mean Absolute CFB (HbA1c (%), Tg (mg/dL)); Tp< 0.05, versus baseline; *p<0.05, ***p<0.001, versus placebo (MMRM)
p 307 aiio L - LS Mean Absolute CFB (ng/mL): ***p<0.001, versus placebo (MMRM) _ Placebo EFX 28 mg
o 204 o 10- (N=22) (N=24) (N=20) |
| 5% LS Mean *edkk
10 5% B SEEr +0 -0.7 Norn1<a(I3|z5%;|;>r:]<zz/HbA1c 3 (14%) 9 (38%) 8 (40%)
0 T T 0 I 13- (s o
Placebo EFX28 mg EFX50mg Placebo EFX 28 mg EFX50mg i
N=41 N=38 N=34 N=41 N=38 N=34 ELF Score 29.8: increased likelihood of advanced fibrosis Placebo EFX 28 mg EFX 50 mg
*p<0.05, **p<0.01, ***p<0.001, versus placebo (CMH) 12 (N=17) (N=19) (N=16)
. . . . P ; 3 Normallzatlon of Triglycerides
Figure 3. EFX normalized LFC in many subjects within 24 weeks ) 11- F;I;::g)o Elgl( =2184r;|g EFX 50mg (= 150 mg/dL with > 15% decrease), n (%) 2 (12%) 11 (58%) 10 (63%)
LS Mean 1.9 11 .3*** o 0),';%;
SO_CFB: Liver Fat Content by MRI-PDFF » 10- ?’é: . EFX treatment was associated with normalization of HbA1c and triglycerides, important markers of
o 0 w 1 & E'-': gsg”e at week 24 n (%) 4 (21%) 6 (43%) 9 (75%) glucose and lipid metabolism, consistent with restoration of a healthy whole-body metabolic phenotype.
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S 20 g ELF score normalized in a greater proportion of EFX-treated Figure 7. Normalization of markers of liver health is associated with increased odds of
< 30- S5 =L, GRS L o e L ELeer el achieving histologic improvements in EFX-treated subjects
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% 50 o el o wleeta Normalization of liver fat content (LFC), N=71 OR [95% CI]
10= o’ -52%*** LS Mean Absolute CFB, ***p<0.001, versus placebo (MMRM) _ _ _ _
- 8 £ ol Odds of NASH resolution and no worsening of fibrosis 4.6 [1.5,14.2] **
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. 9 0 -64% C I\é?:aBn +0.11 072 FAST Risk Cateqories for likelihood of NAS >4 and F>2: Odds of fibrosis improvement with no worsening of NASH 1.4 0.5, 3.6]
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= EERRILS == GIEEA N4 =3 A 5 Normalization of ALT, N=37 OR [95% CI]
LS Mean Absolute (%) and Relative (%) CFB: ***p<0.001, versus placebo (ANCOVA) IS :’g Placebo EFX 28mg EFX 50mg ’ ¢
_ S EFX 28mg 5% (N=39) (N=37) (N=34) Odds of NASH resolution and no worsening of fibrosis +inf [2.9, +inf] **
- _ o 0.75+ - _ _
(N=42) s (N=33) - __ @ HightoIndeterminate 7 (18%) 9 (24%) 4 (12%) Odds of fibrosis improvement with no worsening of NASH +inf [1.0, +inf] *
Liver Fat Normalization 0 13 (34%)*** 8 (51%)*** @ Q % QE,
(>5% at Baseline, <5% at Week 24) ( S § © 2 Indeterminate to Low 4 (10%) 12 (32%) 13 (38%) Odds of NASH resolution AND fibrosis improvement +inf [0.9, +inf]
. . . . N o S =
Izzg?‘::[ \I/QVeeI:lt(l\éz Reduction in Liver 1(2.4%) 24 (63%)*** 27 (T7%) *** = 0.50 % ;% E‘ High to Low 0 6 (16%) 14 (41%) Normalization of AST, N=32 OR [95% CI]
S
T | =z No Change 21 (54%) 9 (24%) 3 (9%) Odds of NASH resolution and no worsening of fibrosis +inf [0.6, +inf]
. . eyy - - , Odds of fibrosis improvement with no worsening of NASH +inf [0.2, +in
Figure 4. EFX normalized ALT and AST within 24 weeks 0.25 3 2 Lowtoindeterminate  1(3%) 0 0 P 5 S
2 € . . Odds of NASH resolution AND fibrosis improvement +inf [0.2, +inf]
LS Mean 3.0 _3D g+ 20 _D8 D*¥* G § Indeterminate to High 6 (15%) 1 (3%) 0
250(2FB 300- é _ *p<0.05, **p<0.01 by Fisher’s exact test;
0.00 I I = Low to High 0 0 0 inf = infinity (all subjects that achieved the histologic outcome also normalized ALT or AST)
Placebo EFX 28 mg EFX 50mg
200+ % Baseline % Week 24 Greater proportion of EFX-treated subjects improved Normalization of LFC and ALT were associated with greater odds of achieving NASH resolution
Satist _ _ _ FAST Score by one-to-two risk categories, consistent and fibrosis improvement.
atistics not calculated for arithmetic mean CFB in FAST Score with reduced likelihood of active NASH with fibrosis.
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Placebo  EFX28mg  EFX350mg . \'7\;a°ib2°4 EFX28mg  EFX 50 mg ELF and FAST composite scores. EFX markedly improved these, with high rates of normalization . Harrison et al (2022), AASLD
%X~ Baseline ee
LS Mean CFB (U/L): ***p<0.001, versus placebo (MMRM) « Almost all EFX-treated subjects with elevated ALT or AST at baseline achieved normalization of these
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AST Normalization at Week 24 415 (27%) 13114 (93%) 18/19 (95%) « Although fibrosis histopathology regressed in 40% of patients treated with EFX, non-invasive markers of
(SULN with 215% decrease) fibrosis normalized in most patients, suggesting longer treatment could lead to more regression of fibrosis ‘ CONTACT
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3/22 (14%) 13/18 (72%) 17/20 (85%) with EFX-treatment
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