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NASH’te FGF-21 Analogu Pegozafermin’in Randomize Kontrollii Calismasi
Randomized-Controlled Trial of the FGF-21 Analogue Pegozafermin in NASH
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Girig: Pegozafermin, non alkolik steatohepatit (NASH) ve ciddi hipertrigliseridemi tedavisi igin
gelistirilen uzun etkili glikopegile FGF-21 analogudur. Pegozafermin’in biyopsi ile kanitlanmis
olan non-sirotik NASH’te etkinligi ve glivenligi iyi belirlenmemistir.

Yontemler: Bu faz 2b, cok merkezli, ¢ift kor, 24 haftalik, randomize, plasebo kontrollii
calismada, biyopsi ile dogrulanmis NASH ve evre F2 veya F3 (orta veya siddetli) fibrozu olan
hastalari, haftada bir 15 mg veya 30 mg veya 2 haftada bir 44 mg dozunda subkutan
pegozafermin veya haftada veya 2 haftada bir plasebo almak iizere rastgele atadik. iki birincil
sonlanim noktasi: 24. haftada NASH'de kotiilesme olmaksizin fibroziste iyilesme (0 ila 4
arasinda bir 6lgekte 21 evre azalma olarak tanimlanmistir, daha yiiksek evreler daha biyuk
siddeti gosterir) ve 24. haftada fibroziste kotilesme olmaksizin NASH rezoliisyonudur. Glivenlik
de degerlendirilmistir.

Bulgular: 192 hasta analize dahil edilmistir. Fibroziste iyilesme kriterlerini karsilayan hasta
orani, plasebo grubunda %7; 15 mg pegozafermin grubunda %22; 30 mg pegozafermin
grubunda %26; 44 mg pegozafermin grubunda %27 bulunmustur. NASH rezollisyonu
kriterlerini karsilama orani ise plasebo grubunda %2; 15 mg pegozafermin grubunda %37; 30
mg pegozafermin grubunda %23; 44 mg pegozafermin grubunda %26 bulunmustur. En sik yan
etkiler bulanti ve diyare olmustur.

Sonug: Bu faz-2 calismada pegozafermin tedavisinin fibroziste iyilesme sagladig gosterilmistir.
Bu sonuglar, pegozaferminin faz-3 ¢alismalarina ilerlenmesini desteklemektedir.



CLINICAL PROBLEM

For patients with nonalcoholic steatohepatitis (NASH),
the development of clinically significant fibrosis is asso-
ciated with worse liver-related outcomes (e.g., progression
to cirrhosis and hepatocellular carcinoma), cardiovascular
events, and death. No pharmacologic treatment has been
approved for NASH.

CLINICAL TRIAL

Design: A phase 2b, multicenter, double-blind, 24-week,
randomized, placebo-controlled trial assessed the efficacy
and safety of pegozafermin — a long-acting glycopegy-
lated fibroblast growth factor 21 (FGF21) analogue —
in adults with biopsy-confirmed NASH and moderate
or severe fibrosis.

Intervention: 222 patients were assigned to receive subcu-
taneous pegozafermin (15 or 30 mg weekly or 44 mg once
every 2 weeks) or placebo (weekly or once every 2 weeks).
The primary end points, evaluated at week 24, were an im-
provement in fibrosis (defined as a reduction by 21 stage
on a scale of 0 to 4) without worsening of NASH and
NASH resolution without worsening of fibrosis.

RESULTS

Efficacy: Treatment with the weekly 15-mg or 30-mg dose
or every-2-week 44-mg dose of pegozafermin led to greater
improvements in fibrosis than placebo.

Safety: The most common adverse events were nausea,
diarrhea, and injection-site erythema. No adverse events
with a severity above grade 3 or deaths were reported.

LIMITATIONS AND REMAINING QUESTIONS

= Patients with newly diagnosed type 2 diabetes, or any
illness that might affect the results of the trial or pose
an additional risk to the participant, were excluded.

Most of the patients were White, limiting the general-
izability of the data.

Longer-term data on safety and noninvasive biomarker
assessments are needed.
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CONCLUSIONS
In patients with biopsy-confirmed NASH, pegozafermin

treatment either weekly or every 2 weeks led to improve-
ments in fibrosis over 24 weeks.
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