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Muscle Loss in Obesity Therapy as a Therapeutic Target: Trial Design and
Endpoints for Regulatory Discussions

Stephan von Haehling 1'2, Ryosuke Sato 1'2, Henning Langer 3, Muhammad Shahzeb Khan 4’5, Andrew J S Coats E‘,
10,11,

William Evans ?:ﬂ, Steven Heymsfield 9, Stefan D Anker
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ABSTRACT

The Society on Cachexia and Wasting Disorders (SCWD) convened a Regulatory and Trial
Update Workshop in Washington, D.C., in December 2024, assembling experts from academic
institutions, the pharmaceutical industry and the US Food and Drug Administration (FDA)
for focused discussions. This article summarizes the latter half of the meeting, which
primarily focused on novel anti-obesity therapies based on incretin pathway alteration.
Discussions highlighted the impact of glucagon-like peptide-1 (GLP-1) receptor agonists or
GLP-1/glucose-dependent insulinotropic polypeptide (i.e., GLP-1/GIP) agonists on body
composition and muscle health; the challenges of distinguishing ‘true’ skeletal muscle from
fat-free tissue; the impact of treatment discontinuation and weight regain; advances in
imaging and quantitative assessment of lean body mass; as well as insights from emerging
muscle-preserving therapies (e.g., bimagrumab, pemvidutide and enobosarm). There are
significant challenges in defining meaningful structural, functional and patient-reported
endpoints for the use of muscle-'protective’ drug therapies in the context of weight loss
therapies. These also involve significant regulatory considerations for future drug
development and approval pathways, for instance related to the very large number of

individuals that may be considered for these therapeutic approaches as well as from the

Source: CH2&XAEH
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ST 75 86.6 990 1038 1397 308 (Y-Y%) 287 16.1 65 200 144
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Rl 304 304 38.7 28.6 358 Per share Data
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SRR 44 54 60 71 86 BPS 13,337 15,609 18090 19800 23440
SHAESY (9.3) (11.9) 28 (127 (82)  DPS 200 300 350 400 600
IHEAHEEAEI] (7.8) (2.7) 32 (52)  {(113) Multiples(x,%)
THDAPAZEA(EI] .7 (102) (13) (53) 03 PER 93 82 94 96 144
B I=ESTIEIYN| 02 03 (0.5) (20) 07  PBR 1.7 13 14 1.2 14
EXpiZ (25.1) (220) (32.3) (57)  (295)  EV/EBITDA 62 43 57 5.1 69
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AH|ER} (11.3) (5.4) (7.5) (6.3) 69) PSR 23 1.7 20 16 19
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NEEEY, (2.4) (2.6) (2.3) (34) (39 Net debt/Equity n/a n/a n/a n/a n/a
N (1.8) (2.6) (39 (120) 149 Net debt/EBITDA n/a n/a n/a n/a n/a
HiE2X2 18 26 39 46 50 fsHlE 6775 7055 8536 6637 6483
o2 54 16 30 07 88 213 OxiEAHiE n/a n/a n/a n/a n/a
2525 2(Gross CF) 438 4956 448 469 510 O[S0z 0.1 0.1 02 02 02
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(+) Apbtof 13 (0.6) 02 (1.1) 03)  AS+EXXR%) 448 474 513 490 54,1
Free Cash Flow 94 15.7 153 285 133 XEIx
() 7|EF=At 00 24 76 (0.0) 37)  XL3%) 2.1 29 24 30 3
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