Efruxifermin treatment improved collagen biomarkers consistent with remodelling
of the extracellular matrix in patients with F2-F3 fibrosis due to MASH
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‘ BACKGROUND AND AIMS ‘ RESULTS

Efruxifermin (EFX) is a long-acting, bivalent Fc-FGF21 fusion In the Phase 2b HARMONY study of patients with F2-F3 MASH, Change in Pro-C3 from Baseline to Week 24 ) Change in CTX-lll from Baseline to Week 24 Change in Pro-C3:CTX-lll Ratio from Baseline to Week 24
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EFX led to significant rates of histological improvement across modulates distinct components of the ECM (Figure 2)

multiple Phase 2 studies in patients with advanced fibrosis or
compensated cirrhosis due to MASH, including fibrosis
improvement and/or MASH resolution’234_ In addition, EFX
significantly improved markers of insulin resistance, dyslipidemia,
liver injury, fibrosis, and fibrogenesis.

-20 -

-20 =

Percent Change
Percent Change
Percent Change
Percent Change
Percent Change
Percent Change

Epithelial cells
-40-

Arresten, Canstatin, Tumstatin, Y 4 N 4 X1, XVII,

2 4 LY .
v Tetrastatin, Penstatin, Hexastatin s vl XXM
vil Vastatin
-40 -80 -80 T T

-40 T T T T T
Placebo 28mg 50mg Below median Above median

| i s liCe ot -60 T T T -60 , : | | |
% % ~\ & )’(’V -l -)'(V'I" Ne Placebo 28mg 50mg Below median Above median Placebo 28mg 50mg Below median Above median
: s N b Restin Endostatin Baseline Pro-C3 Baseline CTXAII Baseline Pro-C3:CTX-lll
Endotrephin X *9 iﬁ::f&’fi,ﬁ’iw %ﬁ;};’?\mmm . " Figure 5. EFX significantly reduced Pro-C3, a biomarker of type-lll collagen synthesis and Figure 6. EFX tended to reduce CTX-Ill, a biomarker of type-lll collagen degradation, with Figure 7. EFX significantly decreased relative fibrogenesis-to-fibrolysis of type-lll collagen, particularly in
‘ ) ‘ S liver fibrosis. Data are presented as mean = 95% confidence interval. A, Pro-C3 percent change larger effects in those with high levels at baseline. Data are presented as median + 95% those with a fibrogenic interstitial matrix phenotype at baseline. Data are presented as median £ 95%
. K : RAZIRER -;‘f'j:" f’ from baseline to week 24 by dose group. ****p<0.0001, one-way ANOVA and Dunnett’'s multiple confidence interval. A, CTX-Ill percent change from baseline to week 24 by dose group. B, confidence interval. A, Pro-C3:CTX-lll percent change from baseline to week 24 by dose group. *p<0.05, Kruskal-
piotho (5" FerR BKlotho B comparison test. B, Pro-C3 percent change from baseline to week 24 by dose group and baseline CTX-Ill percent change from baseline to week 24 by dose group and baseline CTX-Ill levels Wallis and Dunn’s multiple comparisons test. B, Pro-C3:CTX-IllI percent change from baseline to week 24 by dose
PRRSUY IUSSr._ g0, SR S Fibroblasts W i <= Pro-C3 levels (above or below study-wide baseline median). *p<0.05, **p<0.01, ***p<0.001, (above or below study-wide baseline median). *p<0.05, 2-way ANOVA and Dunnett’'s multiple group and baseline Pro-C3:CTX-Ill ratio (above or below study-wide baseline median). *p<0.05, 2-way ANOVA and
AT AT AT AT AT ****n<0.0001, 2-way ANOVA and Dunnett’'s multiple comparisons test. comparisons test. Dunnett’'s multiple comparisons test. C, lllustration of overall shift towards type-lll collagen fibrolysis.
. . . . . . L . L : Change in Pro-C4 from Baseline to Week 24 Change in C4M from Baseline to Week 24 Change in Pro-C4:C4M from Baseline to Week 24
Figure 1. Efruxifermin (EFX) is a bivalent Fc-FGF21 Figure 2. Localization of different collagens within various compartments of g g g -
fusion protein with three amino acid substitutions to the ECM. A B A B ‘ A 7 0 Pacee B ] . —— C
. - . . 104 20— 7 I 1
enhance formulation stability, receptor binding , - , 3 Placebo ’ - I3 Placebo : * , 3 28mg . _ '
- . . . = 28mg ' ' = 28mg i o 30+ B 50mg
affinity, and resistance to proteolytic degradation T m 50mg m 50mg _ 1 Fibrogenesis l
5= 10— 10— - - . Pro-C4
1 - lFibCronsis
J . 20— 4AM
() STUDY DESIGN 0 m 0 , 8,
Key Inclusion Criteria Ph 2b Pri Endpoint Key Secondary Efficacy Endpoints § § '5“ ‘5‘ % % T Preservation of basement membrane,
y Inclusi e ase rimary £ndpoin y ary Efficacy ! ! g 5 |5 5 8 10- g 104 _ through greater reduction of
* F2-F3 MASH e 21- i isi i * MASH Resolution & N ° L t * MRI-PDFF L e () = o 3 .
* NAS 24 w;ri?]gi]:gﬂg‘rcli/slfslmgrto;/jnv?/zg(\glthom WorseninegS zqulict))r;osiso . (;‘:Iilcc);irrﬁiglgsontrol « FibroScan e %7 a g 107 & a o T C4M relative to Pro-C4
* Liver Fat (MRI-PDFF) 28% * Fibrosis Biomarkers * Weight Change * Liver Injury Biomarkers
10— -20- o7
24 Weeks Long-Term Safety Follow-Up (up to 96 Weeks) L
c Placebo 15 : : : A5 : : 30 | | | 30 r T -10 r r T -10 . _ r
‘E” = | Placebo 28mg 50mg Below median Above median Placebo 28mg 50mg Below median Above median Placebo 28mg 50mg Below median Above median
g — :§ EFX 28 mg EFX 28 mg Baseline Pro-C4 Baseline C4M Baseline Prp-C4:C4M
v & Figure 8. EFX modestly reduced Pro-C4, a biomarker of type-lIV collagen synthesis, particularly Figure 9. EFX reduced C4M, a biomarker of type-lIV collagen degradation, particularly in Figure 10. EFX significantly increased relative fibrogenesis-to-fibrolysis of type-lV collagen, particularly in
EFX 50 mg in those with high levels at baseline. Data are presented as mean + 95% confidence interval. A, those with high levels at baseline. Data are presented as mean * 95% confidence interval. those with a fibrolytic basement membrane phenotype at baseline. Data are presented as mean £ 95%
A N N Pro-C4 percent change from baseline to week 24 by dose group. **p<0.01, one-way ANOVA and A, C4M percent change from baseline to week 24 by dose group. **p<0.01, one-way ANOVA confidence interval. A, Pro-C4:C4M percent change from baseline to week 24 by dose group. *p<0.05, Kruskal-
Py Py Py Dunnett’'s T3 multiple comparison test. B, Pro-C4 percent change from baseline to week 24 by dose and Dunnett’'s multiple comparison test. B, C4M percent change from baseline to week 24 by Wallis and Dunn’s multiple comparisons test. B, Pro-C4:C4M percent change from baseline to week 24 by dose
Screening ‘Week 24 Week 96 group and baseline Pro-C4 levels (above or below study-wide baseline median). *p<0.05, **p<0.01, dose group and baseline C4M levels (above or below study-wide baseline median). *p<0.05, group and baseline Pro-C4:C4M ratio (above or below study-wide baseline median). *p<0.05, **p<0.01, 2-way
Hiver Blopsy A Livor Biopsy (P,ﬁ,'n":,:,'i'ﬁgﬁ,ysis) Hiver Blopsy ***p<0.001, 2-way ANOVA and Dunnett’s multiple comparisons test. *p<0.01, 2-way ANOVA and Dunnett’s multiple comparisons test. ANOVA and Dunnett’s multiple comparisons test. C, lllustration of overall shift towards type-IV collagen
@ WVRI-PDFF regeneration.
Figure 3. HARMONY study design.
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Figure 4. EFX significantly improved liver fibrosis after 24 and 96 weeks (liver biopsy Over 24 weeks, EFX significantly reduced biomarkers of fibrogenesis and collagen synthesis, including Pro-C3, Pro-C6, and Pro-C8, in patients with F2-F3 fibrosis due to MASH. This study and all analyses were funded by Akero
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CTX-Il, pg/L 19.8 (13.3, 36.1) 17.2 (9.4, 31.8) 27.2 (11.5, 43.7) weeks, 39% of subjects receiving 28 mg EFX (N=38) and 41% of subjects receiving 50 mg EFX treatment was associated with a significant shift towards fibrolysis relative to fibrogenesis of the fibrillar, interstitial type-lll collagen (decrease in Pro-C3:CTX-lll ratio) families, and the investigators and their teams for
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