Anamorelin — Basic Review Questions
Main Takeaways

Question 1 — What anamorelin is and what sets it apart
What kind of molecule is anamorelin, and what makes it unique among cachexia
treatments and within this peptide course?

Response: Anamorelin (ADLUMIZ / ONO-7643) is a first-in-class, orally active,
non-peptidic ghrelin receptor (GHS-R1a) agonist — a small molecule, not a peptide,
and it does not act on the GHRH receptor like the GHRH analogs (sermorelin,
tesamorelin). It is the only pharmacological agent approved anywhere for cancer
cachexia (Japan, 2021, for NSCLC, gastric, pancreatic, and colorectal cancer
cachexia). Unlike megestrol acetate or corticosteroids, which mainly add fat mass or
worsen muscle loss, anamorelin increases lean body mass. It also offers once-daily oral
dosing, avoiding the injection burden of peptide therapies.

Question 2 — Two-site mechanism and signaling
Describe anamorelin's two-site mechanism of action and how its intracellular signaling
differs from GHRH analogs.

Response: Anamorelin activates GHS-R1a at two key sites simultaneously. In the
hypothalamic arcuate nucleus it stimulates orexigenic NPY/AgRP neurons and inhibits
anorexigenic POMC/CART neurons, driving appetite. In anterior pituitary somatotrophs
it stimulates GH secretion, which raises hepatic IGF-1 to drive muscle protein synthesis
(via PISK/Akt/mTOR) and suppress degradation (via FOXO inhibition). Signaling goes
through the Gg/11 — PLC — IP3/Ca2+ and DAG/PKC pathway — distinct from the
Gs/cAMP/PKA pathway used by GHRH analogs at the GHRHR. It also modulates
NF-kB to lower TNF-alpha and IL-6, adding an anti-inflammatory action against the
cachexia cycle.

Question 3 — The handgrip strength endpoint and regulatory divergence
Why did anamorelin fail to gain FDA/EMA approval despite positive lean-mass data,
and how is that failure best explained?

Response: The Phase 3 ROMANA 1 and ROMANA 2 trials (combined N=979) showed
statistically significant gains in lean body mass, body weight, and cachexia symptoms,
but the co-primary endpoint of handgrip strength was not met (p=0.15 and p=0.65). The
EMA's CHMP issued a negative opinion on that functional-endpoint failure, and no FDA
application was submitted, while Japan approved it on the lean-mass and appetite data.
The best-supported explanation is an exercise gap, not a drug failure: cancer-related
inflammatory mediators (TNF-alpha, IL-6) impair actin-myosin contractility, so newly built
lean mass does not automatically become strength without concurrent resistance
exercise — which the trials did not include.

Question 4 — NLR as a patient-selection biomarker



What is the neutrophil-to-lymphocyte ratio (NLR) used for with anamorelin, and why is it
clinically valuable?

Response: Baseline NLR helps predict response and prognosis: an NLR below 4.4
predicts better treatment response and improved 1-year overall survival, while an NLR
of 5 or higher is associated with attenuated response and should prompt reassessment.
A high NLR reflects a more inflammatory tumor environment where cachexia tends to
be more severe and less responsive to anabolic therapy. Its value is practicality — it
comes from a standard CBC differential, costs nothing extra, and is actionable at
baseline and at 4 weeks, helping guide whether anamorelin is likely to help a given
patient.

Question 5 — Optimal treatment window
At what stage of cachexia is anamorelin most effective, and what is the most common
clinical error in timing?

Response: Anamorelin works best when the patient still has physiological reserve to
respond — that is, in pre-cachexia (under 5% weight loss but with anorexia and
metabolic changes) and early cachexia (at least 5% weight loss, still responding to
treatment). In refractory cachexia (ECOG performance status of 3 or higher, life
expectancy under 3 months), benefit is minimal and care shifts to palliation. The most
common clinical error is waiting until refractory cachexia to start; earlier intervention is
unambiguously better.

Question 6 — Multimodal management requirement
Why is anamorelin described as a supportive agent rather than a stand-alone treatment,
and what does multimodal management include?

Response: Anamorelin addresses anorexia and lean-mass loss, but it does not treat
tumor biology, protein deficiency, physical deconditioning, or the psychosocial
dimensions of cachexia — so it is mechanistically insufficient alone. Evidence-based
multimodal management pairs it with high-protein nutrition (1.2-1.5 g/kg/day, ideally
timed to the post-dose appetite surge), supervised resistance exercise (essential for
converting lean mass into strength), anti-inflammatory support such as omega-3 fatty
acids, nutritional counseling, and effective anti-tumor therapy as the primary
intervention. Resistance exercise in particular is the bridge that turns the anabolic
substrate anamorelin creates into functional benefit.



