Characterization of the Patterns of Resolution of Histopathology After
Efruxifermin Treatment of Patients with NASH Fibrosis (F2/3) for 24 Weeks
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EFX Led to Histologic Improvement and was Associated With Changes in Key More Biopsies From EFX-Treated Subjects Were Classified as Improved for
Features of Regression Fibrosis and Features of NAS

Scoring: Two pathologists analyzed biopsy images (paired by subject, but blinded to timepoint

Efruxifermin (EFX) IS a Iong-acting Fc-FGF21 analogue being developed as a Consensus ApproaCh for HiStOIOQic Evaluation of Primary and Secondary EndPOints Scoring: Two pathologists independently analyzed liver blopsy images and scored for any of 6 and treatment) and classified, by consensus: b|0psyA as same, better, or worse than b|0psy B
potential therapy for patients with fibrosis due to non-alcoholic steatohepatitis - . : | pre-determined features of regression. Biopsies were not paired, and pathologists were blinded to with regard to steatosis, lobular inflammation, ballooning, and fibrosis stage.
(NASH). Findings from our 24-week Phase 2b (HARMONY) study confirmed * Biopsies independently scored by two pathologists, subject treatment and visit sequence.
those from the 16-week phase 2a (BALANCED) study of patients with biopsy- Wt')th a th'rdf pathologist available to adjudicate in Figure 3. Histology Images from a Paired Subject in HARMONY
confirmed NASH (F1-3): EFX significantly reduced liver fat content and absence _O CONSENsUS o o , |
improved markers of liver injury, fibrosis, and lipid and glucose metabolism » Pathologists underwent protocol-specific training to ‘ Table 5. Definitions of Features of Regression
while demonstrating an acceptable safety and tolerability profile!23. EFX align on NASH-CRN scoring interpretation LS s
treatment was associated with rapid improvements in liver histology and * Pathologists blinded to subject, treatment, and TRy e Feature of S

. : . . sequence . 56 efinition
regression of fibrosis and resolution of NASH. _ _ _ Regression >

* No paired biopsy reads (i.e., pre- and on-treatment

As in the Phase 2a study?, the rapid histological improvements and changes in biopsies not read side-by-side) SesEnsEive GTEmIE Hepatc_)cytes of normal appearance separating thin strands of collagen, often
collagen features in the Phase 2b study prompted several post-hoc - This method was used for primary efficacy analysis occurring as a row of hepatocytes between two strands of collagen
quantitative and qualitative evaluations to further characterize the changes, and post-hoc analysis unless otherwise specified

e : : ; |solated thick collagen Thick but short, often square or rectangular, fibers of collagen in the hepatic
and features of regression in biopsies from the Phase 2b study. RS S IS NS, fibers parenchyma, not associated with a vascular or portal structure

Table 2. Primary and Secondary Endpoints (NASH CRN) . Large collections of intraportal or pericentral macrophages containing >3 fat _
‘ AI M S Large lipogranulomas
droplets
Endpoint _ EF:J( _5?3:'9 Better fibrosis and steatosis Worse fibrosis and steatosis

Linear strands of collagen with an obvious break in the strand,
Interrupted septa

TereEe T i i a 0 0/ \* 0/ \* can be as small as a single hepatocyte width . - : P
These post-hoc, histopathology analyses aim to characterize changes in liver Fibrosis improvement without worsening of NASH 8 (19.5%) 15(39.5%) 14 (41.2%) | | | _ _ rl%ure ? P;?/ﬂ?]rtl'?on of S,[Lf{bjesc;ts ?t Weik bz 4| Cllasfflf'ed ats_, Sarlgel,l Bet_ter, or \(/jvlc;tze C_ompared
in participants in the Phase 2b study. NASH resolution without worsening of fibrosis® 6 (14.6%) 18 (47.4%)* 26 (76.5%)*** S P Strr?a” arteﬂles |0tcat<?d In th;% herﬁtlc parenchyma and not associated with O Baseline VWith kespect 1o steatosis, Lobular Inflammation, baflooning, and FIbrosis
other vascular structures of portal areas. _
Quantitative analyses evaluated (1) steatosis-activity-fibrosis (SAF) and (2) L . A Steatosis :

. Fibrosis improvement and resolution of NASH 2 (4.9%) 11 (28.9%)** 14 (41.2%)*** : : : : L ” - Week 24 Steatosis Placebo EFX 28 mg EFX 50 mg
SAF-Activity (SAF-A) scores. '(I:'Qlllzk :Qd thin :?]f[gaad rgir;gst r?.l; (;(;I:ac%?lg vg;hsf'[;hne; an abrupt termination or abrupt transition 190 Bl = (N=41) (N=38) (N=34)
Two qualitative analyses were also undertaken: Resolution of ballooning ¢ nt 10 (24.4%) 20 (52.6%) 29 (85.3%) 9 J ' g 7% thantgse;"ne 9 (22.0%) 32 (84.2%) 32 (94.1%)
(1) Evaluation of exploratory features associated with fibrosis regression NASH Resolution without worsening of fibrosis plus a =2-point . . o S 501 s

- - o e S duction i I NAS o, nt 3 (7.3%) 18 (47.3%) 25 (73.5%) 5 ame 23 (56.1%) 6 (15.8%) 2 (5.9%)
(2) Comparison of paired biopsies to determine if post-treatment biopsies reduction In overa score Fiqure 2. Examole Histoloqv Images of Eeatures from HARMONY Stud S e as baseline
improved, worsened or stayed the same relative to pre-treatment. Improvement in NAS by =2 without worsening of fibrosis ™ 8 (19.5%) 27 (71.1%) 28 (82.4%) g ' P gy fmdg Y . Wsrsel_ 9 (22.0%) ; .
0 | | | an paseiine
Improvement in NAS by =4 without worsening of fibrosis " 0 6 (15.8%) 16 (47.1%) . : : P('raa:i?;) EF()l(\lngTg EF()r(\l:g;;‘g
Interrupted septa Isolated thick collagen fibers Large lipogranulomas Lobular Inflammation
M ET H O DS 'p<0.05 ; **p<0.01; ***p<0.001 vs placebo [Cochran-Mantel-Haenszel (CMH) test] B 100+ Week 24 Lobular Placebo EFX 28 mg EFX 50 mg
a Consistent with FDA published guidance, no worsening of NASH is defined as no increase in any one or more of steatosis, inflammation or - Inflammation (N=41) (N=38) (YEXTN
ballooning score;  Consistent with FDA published guidance, NASH resolution is defined as a ballooning score of 0 and a lobular inflammation , 754
score of 0 or 1, with any score (0 to 3) for steatosis; ¢ In contrast to FDA published guidance that permits any steatosis score (0 to 3) for a patient ° Better _ 13 (31.7%) 27 (71.1%) 28 (82.4%)
to achieve NASH resolution, this endpoint requires that a patient must achieve a =22-point reduction in overall NAS score, in addition to a g than baseline
- i i ballooning score of 0 and lobular inflammation score of 0 or 1, to be deemed a NASH resolution responder; ¢ Defined as ballooning score 21 at ..g S o o o
Flgure 1. HARMONY Main StUdy DeSIQn baseline and 0 at Week 24; " post hoc analysis not tested for significance X s as b:;neTine 2 (@) L () 6 (17.6%)
Long-Term Safety Follow-Up o : : : thar\mNboarzzline 4 (9.8%) 0 0
24 Weeks . (up to 96 Weeks) : EFX-treated Subjects Improved SAF-A and Total SAF Scores, in a Dose-dependent oo B Zoana EFX S0
c N N nin
o |2~ IENEEEES Yy §5 o Response | C Ballooning Week 24 Placebo EFX28mg  EFX 50 mg
s o » SAF-Activity (SAF-A) = Ballooning (0-2) + Lobular Inflammation (0-2) 1907 ] Ballooning (N=41) (N=38) (N=34)
o > - N \ — _ _ . _ . . )
5 c_% : : Total SAF = SAF-A (0-4) + Steatosis (0-3) + Fibrosis (0-4) g 7 . thanBS;t:;nne 15 (36.6%) 24 (63.2%) 31 (91.2%)
o -> Table 3. Baseline SAF-A and SAF scores by treatment group § 50+ Same
Table 6. Number of Subjects With Definite Features Present at Baseline and Week 24 5 T - 20 (48.8%) 14 (36.8%) 3 (8.8%)
: : : Baseline Placebo EFX 28 All EFX T 251 Worse
—— — —— Placeb EFX 28 EFX 50 ’ than baseline PR : :
A Liver Biopsy _ acebo mg mg Plac_:lebo EFX EIB mg EFX E'o mg
® MRI-PDEE Mean (SD) SAF-A score 3.28 (0.8) 2.95 (0.8) 3.21 (0.8) 3.08 (0.8) Feature of Regression (N=41) (N=38) (N=34) . o .(N_38-) (No3d)
Mean (SD) total SAF score 8.00 (1.2) 7.71 (1.1) 8.07 (1.0) 7.89 (1.1) , _ _ o Fibrosts Week 24 Placebo EFX 28 mg EFX 50 mg
HARMONY is an ongoing, randomized, placebo-controlled phase 2b study, Baseline Week 24 [Baseline Week24  Baseline Week 24 Fibrosis (N=41) (N=38) (N=34)
evaluating EFX 28 and 50 mg, dosed subcutaneously (SC), once weekly (QW).’ Table 4. Responder analysis in SAF-A and SAF at week 24 R tive ch 2 7% . - Better 7 (17.1% 22 (57.9% 24 (70.6%
Participants with biopsy-confirmed F2—F3 NASH (n=128) were randomized (1:1:1) ] P y egenerative change E; than baseline (17.1%) (57.9%) (70.6%)
to groups that received 28 mg or 50 mg EFX or placebo, SC QW; 126 received at Isolated thick collagen fibers 12 16 9 o5 6 17 2 % Same o . o
least 1 dose of study drug; 113 participants underwent liver biopsy at week 24 Week 24 flacsbe LIS ° < as baseline e 19 (e Dty
(primary endpoint). Biopsies were scored independently by 2 NASH-CRN-trained (N=41) (N=72) Large lipogranulomas 4 6 4 5 1 12 . Wt:)rser 7 (17.1%) 1 (2.6%) 2 (5.9%)
pathologists, blinded to groups and biopsy sequence. Proportion of subjects with at least 2-pt 0 . . : an baseline
; . - 4 (9.8%) 17 (44.7%) 24 (70.6%) 41 (56.9%) Placsbo EFX28mg EFX 50 mg
Additional post-hoc histopathology evaluations were conducted to further improvement in/SAF-A, (%) ™ Interrupted septa 4 14 3 19 ° 1o Other Si .f.(N = ¢ F.(N ;8) — Histol A t of blinded or s di thologists al
characterize the effect of EFX on the liver. Proportion of subjects with at least 2-pt o o o o . er Significant Findings on Histology: As part of blinded primary efficacy reading, pathologists also
irlilprovement ot SAF, n (%)™ P 9 (22.0%) 30 (78.9%) 30 (88.2%) 60 (83.3%) Isolated arteries 4 0 ! 0 10 10 noted any significant findings indicative of other liver diseases(s). At Week 24:
Table 1. Baseline Demoarabhics . . . ) Thick and thin collagen 3 2 3 3 6 3 » two placebo subjects were noted to have multiple granulomas or dense portal inflammation raising the
o Pr(i)r%(:)r:cl)?/r;r?lfeil:?t]egfa}’vggﬁtr:e(?z;i Pt 0 13(34.2%) 21(61.8%) 34 (47.2%) possibility of a disease other than NASH.
Baseline characteristics Placebo EFX 50mg Definite Feature was determined if both pathologists identified a feature of regression independently. « no findings were noted for any EFX-treated subjects at Week 24.
(Mean unless otherwise noted) (N=43) (N=43) nt = post-hoc analysis not tested for significance
Age (Years) 55 57 52
sn S ONCLUSIONS " ) REFERENCES
Weight (kg) 108 104 103
Fibrosis Stage (%F2/%F3) 30/70 36/64 37/63 ‘ 1Harrison, S. 2021 Nature Medicine. 27; p1262
Liver Fat Content (%, MRI-PDFF) 17.1 18.5 17.5 2Harrison, S. 2023.JHEP Reports 5; p1
ALT (UL) 02 >9 o9 « Total SAF and SAF-A scores were improved in more EFX-treated subjects, corroborating the findings of improvement in NASH-CRN fibrosis stage and NAS >Harrison S. The Liver Meeting (AASLD 2022).
Al (LI o7 2 52 " 4Behling C. The Liver Meeting (AASLD 2021)
HbAte (). o > > (s.teatohepatltl_s) | L | | | . o | _ _ 5Wanless, IR et al. 2000 Archives of Path and Lab Med. 124; p1599
% Ujp2 2 DIELSEE 65 76 70 « Direct comparison of paired biopsies demonstrates intra-grade (NAS) and intra-stage (fibrosis) improvement, which is not detectable in categorical staging systems 6 . .
Triglycerides (mg/dL) 170 158 154 Khan, S.; Saxena, R. 2021. Adv Anat Pathol. 28; P408
epp— 0 0 08 « Consistent with previous reports, histologic features of regression such as interrupted septa or isolated thick collagen fibers were identified on liver biopsies at
FAST Score 0.68 0.61 0.67 baseline and post-baseline biopsies ‘ AC KN OWLEDGM ENTS
Pro-C3 (ug/L 16.5 15.3 18.4 : (s s : :
e Stff‘f‘fes)s by VCTE (Fibroscan) (kPa) 5 y 8 . Orthggqqal post-hoc §em|-quantltatlve an_d qualitative anallyse_s of histopathology reveals progressive dose-dependent response to EFX e ety et
NAS 5.4 5. 5.6  No significant safety findings were noted in EFX-treated biopsies at Week 24 © autnors WISh 1o thanie the patients, telr Iamilies, and Study investgators.

This study and all analyses were funded by Akero Therapeutics



	Slide Number 1

