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For educational and research purposes only. Not medical advice. Sermorelin is not FDA-approved for anti-aging or longevity indications.
Consult qualified healthcare providers.

SECTION 1 - PROFILE OF THE PEPTIDE

Overview

Sermorelin (also referred to as GHRH(1-29) or the 1-29 amino acid complex) is a synthetic analog of the first 29
amino acids of endogenous hypothalamic growth hormone-releasing hormone (GHRH), which itself is a 44-amino
acid peptide. Sermorelin was the first synthesized peptide designed to mimic endogenous GHRH, and it
represents the biologically active fragment of the full sequence — the amino acids responsible for GHRH receptor
activation at the anterior pituitary.

It was originally FDA-approved under the brand name Geref for diagnostic use in evaluating GH secretory
capacity, and later for pediatric growth hormone deficiency. It was subsequently withdrawn from the US market by
EMD Serono, but remains available as a compounded preparation for off-label clinical use. Unlike exogenous
recombinant human GH (rhGH), which is federally restricted to AIDS wasting and confirmed GH deficiency,
sermorelin lacks an explicit federal prohibition on off-label compounded prescribing in adults.

Generic Name Sermorelin (GHRH(1-29)-NH:)

Also Known As GHRH(1-29); 1-29 amino acid complex; Geref (former brand name)
Synthetic GHRH analog (29-amino acid biologically active fragment of

Drug Class GHRH(1-44))

Approved — diagnostic use and pediatric GHD (Geref); withdrawn from

Original FDA Status market by EMD Serono

Current Availability Compounded preparation; off-label prescribing not prohibited by federal

law
Manufacturer / Source Compounding pharmacies (US); original approval via EMD Serono
Route of Administration Subcutaneous injection (abdomen, outer thigh, upper arm)
. ~10-20 minutes (physiological clearance); approximately 10—15 minutes
Half-Life :
most cited
Duration of GH Release Up to approximately 2 hours post-injection
Bioavailability Subcutaneous; bioavailability via SC route

Structural Distinction: Why 29 Amino Acids?

Endogenous GHRH from the hypothalamus is 44 amino acids, but it is degraded rapidly — within 4—5 minutes —
by circulating aminopeptidyl peptidases (including DPP-4). More importantly, amino acids 30—44 of the native
sequence have no relevance to GHRHR activation; the first 29 amino acids constitute the entire biologically active
fragment. Sermorelin:



* Represents the activating sequence of endogenous GHRH
» Carries a C-terminal amidation that enhances receptor binding stability

* Has a slightly longer half-life (~10—15 minutes) than native GHRH (~4-5 minutes) — enough to reach the
anterior pituitary and initiate signaling
* Was the first synthesized peptide to mimic endogenous GHRH for clinical purposes

Regulatory Note

Sermorelin is NOT FDA-approved for anti-aging or longevity indications. Clinical use must be directed at treating
documented mechanistic, metabolic, or immune-related processes. This distinction is critical for practitioners
working in off-label compounded prescribing contexts.

SECTION 2 - MODES OF ACTION AND MECHANISMS

Primary Receptor Mechanism: GHRHR Binding and Signal Cascade

Sermorelin binds the growth hormone-releasing hormone receptor (GHRHR), a Class B Gs protein-coupled
receptor (GPCR) located on somatotroph cells in the anterior pituitary. This initiates a dual signaling cascade:

Pathway 1 — cAMP / PKA / Gene Transcription
1. GHRHR activation — Adenylate cyclase stimulation — 1 Cyclic AMP (cAMP)
2. 1 cAMP — Protein Kinase A (PKA) activation
3. PKA activates the cAMP response element (CRE) — 1 GH mRNA transcription
4

. Result: Increased GH gene transcription — expansion of somatotroph GH reserve (not just release, but
production)

Pathway 2 — Calcium / Exocytosis
5. Sermorelin triggers opening of non-selective cation channels — membrane depolarization
6. Depolarization activates voltage-gated Ca?* channels — 1 intracellular calcium
7. Intracellular Ca?* triggers fusion of GH-containing secretory granules — GH exocytosis

These two parallel pathways are complementary: the cAMP/PKA arm builds long-term pituitary GH reserves,
while the calcium arm drives immediate GH release. This is one of sermorelin's most important mechanistic
features — it actively increases the machinery for GH production in addition to stimulating release.

Physiological Regulation: Negative Feedback and Pulsatility

Somatostatin released from the hypothalamus inhibits excessive GH
Somatostatin Feedback release. This feedback remains fully intact with sermorelin, making GH
overdose physiologically impossible — a self-limiting safety architecture.

Sermorelin mimics the episodic, pulsatile pattern of natural GH secretion.
GH pulses typically occur every 3 hours, with a refractory period of 2—3
hours between pulses during which further stimulation yields minimal
additional release.

Pulsatile GH Release

Through GH mRNA transcription, long-term sermorelin use increases

iy esaive EilEl somatotroph capacity — expanding the GH reserve within the anterior



pituitary over time. This is the opposite of what occurs with exogenous
rhGH, which suppresses the gland.

The concept of 'pituitary recrudescence' — the pituitary's ability to cycle
through refractory periods and reactivate — is preserved and supported
with GHRH analogs. With aging, this capacity declines. Sermorelin helps
maintain it.

Neuroendocrine Axis
Preservation

GHRH directly activates VLPO/MnPN sleep-regulatory neurons in the
hypothalamus, independent of GH action itself. This means sermorelin has
direct sleep effects that do not depend on whether GH is actually released
— making it preferable to GHRPs for sleep applications.

Sleep Pathway
(GH-Independent)

Sermorelin vs. Exogenous rhGH — Head-to-Head

FS————— Exogenous tGH

Mechanism Stimulates endogenous GH Direct GH receptor agonism
release via GHRHR (bypass)
GH Pattern Pulsatile — mirrors physiologic Square-wave supraphysiologic

Feedback Inhibition

Overdose Risk

Tachyphylaxis

Pituitary Reserve

IGF-1 Levels

Legal Status (Adults)

Insulin Resistance Risk

Pituitary Recovery

secretion

Intact — somatostatin fully active
Minimal — physiologically
self-limiting

Minimal — feedback-regulated

Increases over time
(recrudescence)

Rises within normal age-adjusted
range

Off-label compounded; no federal
ban

Low — insulin sensitivity
preserved in trials

Maintained; easily preserved

GHRH + GHRP Synergy: Dual Receptor Activation

continuous release

Bypassed — no somatostatin
regulation

Present — continuous GH without
brakes

Can occur with chronic use

Suppresses — atrophy risk with
prolonged use

Often supraphysiologic
Restricted — AIDS wasting or
confirmed GHD only

Higher — continuous GH blunts
insulin

Difficult — 4—6 months
post-cessation to recover

Sermorelin acts through the GHRHR (Class B GPCR, Gs — cAMP — PKA). Growth hormone-releasing peptides
(GHRPs) — including ipamorelin, GHRP-2, GHRP-6, and MK-677 — act through a completely separate receptor:
the GHS-R1a (ghrelin receptor), which signals via Gqg — PLC — IP3/DAG — PKC + Ca?". This separate pathway
also suppresses somatostatin, permitting direct GH exocytosis.

Combined use produces synergistic (greater than additive) GH release. Clinical trial evidence (Bowers 1990,
1996; Veldhuis 2004) confirms:

« Submaximal doses of GHRP + GHRH together produce synergistic GH response greater than either alone
* Chronic GHRP-2 converts an additive GHRP+GHRH response to a fully synergistic one over time

« Sermorelin 100 mcg + GHRP-2 100 mcg showed significant IGF-1 rise (159.5 — 239.0 ng/mL, P<0.0001)
» Preferred combination: Sermorelin + Ipamorelin (less cortisol/prolactin elevation, minimal side effects)



A Note on Aromatase Inhibitors / SERMs

Co-administration of aromatase inhibitors (Als) or selective estrogen receptor modulators (SERMs) significantly
blunts IGF-1 response. Estrogen is required for hepatic IGF-1 production via the JAK-2/STAT-5 pathway.
Practitioners should not suppress estrogen excessively in patients using GH secretagogues — particularly in men
on TRT, postmenopausal women, or older individuals with already-low estrogen reserves.

SECTION 3 - POINTS OF CLINICAL RELEVANCE

* 1. Sermorelin is the only GHRH analog with multiple independent clinical trials demonstrating GH and IGF-1
restoration in aging adults.

Three core clinical trials (Corpas 1992, Khorram 1997, Vittone 1997) established that sermorelin can restore GH
and IGF-1 parameters in men aged 55-76 to levels comparable with younger adults. GH peak amplitude, 24-hour
mean GH, and IGF-1 all increased significantly with consistent subcutaneous dosing.

» 2. The pituitary reserve-building effect distinguishes sermorelin from every other GH-axis intervention.

Because sermorelin activates GH gene transcription (via PKA — CRE — GH mRNA), it does not merely trigger
GH release — it expands the somatotroph's long-term production capacity. This is mechanistically opposite to
exogenous rhGH, which suppresses pituitary output and risks gland atrophy with prolonged use. Transitioning
patients off rhGH may require 4—6 months of rehabilitation time.

« 3. Immune system activation is a documented, clinically meaningful benefit.

Khorram et al. (1997b, N=19, age 55-71) demonstrated robust immunological improvements with GHRH(1-29):
CD71+ lymphocytes and monocytes increased 30%; B cells +30%; TCR alpha/beta +20%; TCR gamma/delta
+40%; B cell mitogen responsiveness +50%; IL-2 receptor-expressing lymphocytes +70%; enhanced IL-2
secretion and IL-2R mRNA expression. No adverse effects and no sex differences were observed. These are
meaningful changes for aging patients with diminished immune reserve.

» 4. Direct sleep pathway activation — independent of GH release — is a unique mechanistic advantage.

GHRH directly activates VLPO/MnPN sleep-regulatory neurons through its own receptor pathway, independent of
GH action. This means the sleep benefits of sermorelin (enhanced NREM/stage 3—4 deep sleep, increased
glymphatic drainage) occur through a mechanism that does not depend on downstream GH release. For sleep
applications, this makes GHRH analogs preferable to pure GHRPs, which lack this direct sleep neuron activation.

» 5. Cognitive and neuroprotective signals are supported by mechanistic and clinical data.

Baker et al. (2012, 6-month trial) showed improved fluid intelligence in healthy older adults treated with
GHRH(1-29). Supporting mechanistic work (Oikonomakos et al. 2025) demonstrates that GHRH-based therapies
increase GABA in the hippocampus, decrease myo-inositol (an MRI-measurable osmotic stress marker linked to
early cognitive decline), and directly activate sleep neurons — all contributing to neuroprotective benefit. Note: the
most robust cognitive trial data comes from tesamorelin (a related GHRH analog); sermorelin-specific cognitive
RCTs are limited.

» 6. Exercise timing critically affects the efficacy of each injection.

High-intensity training produces a significant endogenous GH surge — followed by a 2—3 hour refractory period
during which further GH secretion is suppressed. Injecting sermorelin during this window wastes the dose.
Practitioners should instruct patients to: (a) avoid high-intensity exercise immediately before an injection; (b) wait
at least 3 hours after intense training before injecting; (c) time low-intensity morning or bedtime injections to
maximize pituitary responsiveness. Caloric restriction — including prolonged fasting — also blunts GH response
and reduces hepatic IGF-1 production; this should be considered when counseling patients on fasting protocols.

« 7. Functional pituitary integrity is required for efficacy.



Sermorelin works by stimulating the anterior pituitary somatotrophs — it will have significantly limited or no
GH-axis effect in patients with severe pituitary damage from surgery, radiation, infarct, or tumor. Secondary
benefits through extra-pituitary GHRH receptors (immune, sleep) may persist, but practitioners should not expect
a GH response when pituitary reserve is substantially compromised.

SECTION 4 - GENERAL DOSING INSTRUCTIONS AND DELIVERY OPTIONS

Standard Dosing by Age Group
0.15-0.25 mg (150-250 mcg) SC nightly — start low, titrate by IGF-1

Ages 30-45
response
Ages 46-60 0.20-0.30 mg (200—-300 mcg) SC nightly — clinical practice standard
range
Ages 61+ 0.10-0.20 mg (100—200 mcg) SC nightly — conservative; monitor closely
Pediatric (FDA label) 30 mcg/kg once daily SC — from original Geref diagnostic indication

100 mcg sermorelin + 100 mcg GHRP (ipamorelin, GHRP-2, or GHRP-6)

iR reiseels — synergistic dual-pathway dosing

Cognitive / research dose Standard bedtime dosing (100-200 mcg); align with nocturnal GH surge

Multi-Dose Frequency Option

Sermorelin can be used once nightly or up to three times daily (first thing in the morning, at bedtime, and after a
workout). Important constraints for multi-dose protocols:

» The pituitary refractory period is approximately 3 hours — dosing within this window yields minimal GH
release

« Three-times-daily use requires strict attention to injection timing relative to exercise, meals, and prior doses

* IGF-1 should be monitored more frequently with increased dosing frequency

* Most clinical protocols use once-nightly dosing as the standard

Administration Protocol

Subcutaneous (SC) — abdomen, outer thigh, or upper arm. Outer thigh is
Injection Route often preferred for fewest injection site reactions. Rotate sites with each
injection.

Bedtime is primary — aligns with endogenous nocturnal GH surge and
Timing GHRH-mediated NREM sleep activation. Can also be used first thing in
the morning or 60—90 min after exercise.

Inject at least 1 hour after eating. Fasting state enhances GH pulse
Meal Timing amplitude. High-carbohydrate and high-fat meals before injection blunt the
response.

Bacteriostatic water for injection. Do not shake — gently swirl or allow to
Reconstitution sit; peptides are fragile and shaking can disrupt amino acid bonding.
Typically 2 mL per 3 mg vial.

Refrigerate after reconstitution (2—8°C). Protect from light. Use within 30

Storage days of reconstitution.



Pinch skin fold; 45-degree angle; 0.3 mL insulin-type syringe. Alternate

Injection Technique sites, document site reactions.

Cycling Protocols
No cycling protocol has been formally validated by RCT. Clinical guidance is empirical:

» 5days on/ 2 days off — most commonly recommended; reduces desensitization risk, particularly when
used in combination with GHRPs

* 4 weeks on/ 1 week off — alternative for mono-GHRH use
* 12 weeks on / 6 weeks off — longer cycle for structured treatment programs

Note: GHRH receptors are less prone to desensitization than GHRP receptors. The 5-on/2-off recommendation is
most important when sermorelin is co-administered with a GHRP to protect GHRP receptor sensitivity. When used
as monotherapy, more liberal scheduling is acceptable.

SECTION 5 - EVIDENCE PROFILE

Clinical Trial Evidence

Category Study / Evidence Key Finding

Clinical Trial Corpas et al., JCEM 1992 (N=10, Restored GH and IGF-1 to levels comparable
elderly men, twice-daily dosing) with young men (P<0.001); GH peak amplitude
improved (P<0.05)
Clinical Trial Khorram et al., JCEM 1997a (N=19, IGF-1 +28% (P<0.05); IGFBP-3 increased
ages 55-71, 5 months, 10 mcg/kg (P<0.001) within 2 weeks; GH response
nightly SC) sustained 16 weeks; lean body mass and insulin
sensitivity improved in men
Clinical Trial Vittone et al., Metabolism 1997 Nocturnal GH release increased (P<0.02); GH
(N=11 men, ages 64-76, 2 mg peak area under curve (P<0.006); muscle
nightly SC, 6 weeks) strength improved (shoulder press, abdominal
crunch, upright row); systolic BP decreased
Clinical Trial Khorram et al., JCEM 1997b — GH +107% (men), +70% (women); IGF-1 +28%;
Immune (same cohort, N=19) CD71+ lymphocytes +30%; B cells +30%; TCR
gammal/delta +40%; IL-2R lymphocytes +70%;
no adverse events
Clinical Trial Sigalos et al., Am J Mens Health GH secretagogue treatment raised IGF-1 in
2017 (N not specified) hypogonadal men; sermorelin + GHRP-2 (100
mcg each): IGF-1 rose 159.5 — 239.0 ng/mL
(P<0.0001); AI/SERM co-administration blunts
IGF-1 response
Clinical Trial Bowers et al., JCEM 1990 (N not Submaximal GHRP + GHRH produced
specified) synergistic (>additive) GH response —
foundational synergy trial
Clinical Trial Bowers & Granda-Ayala, JPEM Chronic GHRP-2 converts additive
1996 GHRP+GHRH response to synergistic over time
Clinical Trial Veldhuis et al., JCEM 2004 (30-day Combined GHRP-2+GHRH stimulated GH more
continuous SC infusion) than either alone (P<0.024); IGF-1, IGFBP-3,
IGFBP-5 all elevated; safety screening normal
Clinical Trial Baker et al., Arch Neurol 2012 GHRH(1-29) improved fluid intelligence in
(limited) (N=152, 6 months, GHRH parent healthy older adults; comparable findings in MCI

trial)



Mechanistic Oikonomakos et al., Horm Metab GHRH increases GABA in hippocampus;
Res 2025 decreases myo-inositol; activates VLPO/MnPN
sleep neurons (GH-independent);
cardioprotective and immunomodulatory benefits

Mechanistic/Review | Walker, Clin Interv Aging 2006 Foundational mechanistic rationale for
sermorelin in adult GH insufficiency; regulatory
and pharmacological overview

Mechanistic/Review | Sinha et al., Transl Androl Urol 2020 | Role of GH secretagogues in modern body
composition management; pharmacokinetics
and safety profile review

Evidence Classification Summary

* Clinical Trial: Strong — for GH/IGF-1 restoration in older men (multiple independent trials)
 Clinical Trial: Moderate — for body composition, lean mass, and muscle strength benefits

* Clinical Trial: Moderate — for immune activation (single cohort, replicated findings)

* Clinical Trial: Moderate — for synergistic GH response with GHRP combination

* Clinical Trial: Limited — for cognitive benefits (1 trial; data primarily from related analog tesamorelin)

* Mechanistic: Moderate-Strong — for sleep pathway activation (VLPO/MnPN, GH-independent); supported
by 2025 review

» Mechanistic: Supporting — for pituitary reserve building, neuroprotection (GABA, myo-inositol),
cardioprotection

Critical Gaps in the Evidence
* No large-scale, long-term RCTs: Most trials have N<20 and durations of 5-26 weeks. No long-term
randomized controlled trial exists for sermorelin in an aging population.

*  Women underrepresented: Gender differences have been documented, but the majority of participants
across trials are men. Optimal dosing and efficacy in women remain undefined.

« Dosing frequency not established: The 5-on/2-off cycling protocol and optimal dose range are empirical —
no comparative trial data support one protocol over another.

* Long-term safety beyond 6 months: No safety data exist beyond 6 months in aging populations. Theoretical
concerns about sustained IGF-1 elevation (malignancy risk, insulin sensitivity) require ongoing monitoring.

» Cognitive data gap: The cognitive benefit literature most cited originates from tesamorelin (a more stable,
longer-acting GHRH analog with a drug-affinity complex modification), not sermorelin specifically. The Baker
2012 trial used GHRH(1-29) but requires larger replication.

* No women-specific or non-aging population RCTs: No dedicated trials for general metabolic syndrome,
obesity, or NAFLD in non-HIV populations.

SECTION 6 - CLINICAL CONSIDERATIONS

Absolute Contraindications

» Active malignancy: IGF-1 stimulates cell proliferation — contraindicated in any active cancer
» Pregnancy and breastfeeding: Contraindicated — effects on fetal/infant development unknown
» Hypersensitivity to GHRH peptides: Discontinue immediately if allergic reaction occurs

» Intracranial lesions or increased intracranial pressure: Contraindicated due to potential for worsening
intracranial dynamics



Relative Contraindications
* Uncontrolled diabetes mellitus: GH transiently blunts insulin — glucose must be stable before initiating;
GLP-1 agents may be appropriate to address metabolic dysfunction first
» History of hormone-sensitive tumors: Use with caution; evaluate risk/benefit carefully

» Severe hypothyroidism: Thyroid function should be addressed before starting — subclinical changes may
normalize with metabolic improvement over time

» Severe pituitary damage: Post-surgical, post-radiation, or infarcted pituitary significantly limits GH-axis
efficacy; secondary GHRH effects (immune, sleep) may still occur

Adverse Effect Profile

Transient facial flushing Common (~15 min post-injection); self-resolving; no intervention needed
Injection site reactions Redness, mild pain; rotate sites; outer thigh often best tolerated
Headache Mild, transient; usually resolves with continued use

Dizziness Rare; monitor in early treatment phase

Nausea / somnolence Rare; bedtime dosing typically minimizes impact

Observed in Khorram 1997; resolved by study end — mechanism reflects
Transient hyperlipidemia GH-mediated lipolysis and early fatty acid mobilization. Not clinically
significant long-term.

Brief post-injection hyperglycemia due to GH blunting insulin; resolves;

UETE s e NEEREe monitor HbA1c in pre-diabetic or diabetic patients

Expected response; monitor to ensure levels remain within age-adjusted

IGF-1 elevation ) - i
normal range; reduce or pause if persistently elevated

Overall safety record: Well-tolerated across all clinical trials. No serious adverse events reported in Corpas 1992,
Khorram 1997, Vittone 1997, or Veldhuis 2004. Adverse event profile significantly more favorable than exogenous
rhGH.

Drug Interactions

Suppress GH secretion — reduce sermorelin efficacy; minimize use or

Glucocorticoids .
time separately

Antidiabetic agents (insulin, = GH affects insulin sensitivity — monitor glucose carefully; adjust
etc.) antidiabetic dosing as needed

Interact with GH/IGF-1 axis — ensure thyroid function is optimized before

Dbt ety and during treatment

Significantly blunt IGF-1 response by suppressing estrogen — estrogen is
Aromatase inhibitors (Als) required for hepatic IGF-1 production via JAK-2/STAT-5; do not
over-suppress estrogen in men on TRT or older women

SERMs (tamoxifen, Also blunt IGF-1 response via estrogen pathway interference — inform
clomiphene, etc.) prescribers of all concurrent hormonal therapies

Patient Selection

Ideal candidates:
» Age >30 with documented age-related GH decline or low/borderline-low IGF-1 for age/sex
» Body composition concerns: increased adiposity, lean mass loss
* Poor sleep quality or reduced sleep efficiency



Cognitive concerns or reduced mental acuity
Patients seeking metabolic optimization with intact pituitary function
Motivated for consistent long-term protocol adherence

Exclude or exercise caution:

Active malignancy, pregnancy, GHRH peptide hypersensitivity, intracranial lesions
Uncontrolled diabetes — address metabolic stability first

Severe pituitary damage — manage expectations for GH-axis response

Patients on Als or SERMs — discuss IGF-1 blunting before initiating

Monitoring Framework

IGF-1 (age/sex-adjusted), TSH/free T4, morning cortisol, fasting glucose,

Baseline HbA1c, lipid panel, body composition (DEXA or InBody), blood pressure,

sleep quality assessment, cancer screening

Repeat IGF-1; assess symptom response and tolerability; injection site

Weeks 4-6 check. If IGF-1 below mid-normal: increase dose by 0.05-0.1 mg (50-100
mcg)
3 Months Full hormone panel (IGF-1, thyroid, cortisol), fasting glucose/HbA1c,

6 Months

Ongoing

metabolic panel, body composition reassessment; adjust dose if needed

Full reassessment including bone density if indicated; consider 5-on/2-off
cycling protocol review; evaluate GHRP addition if response is suboptimal

IGF-1 every 3—6 months; annual comprehensive panel; hold or reduce
dosing if IGF-1 exceeds target or side effects emerge

Expected Treatment Timeline

Sleep quality improvements — GHRH direct activation of VLPO/MnPN

2as sleep neurons; stage 3—4 NREM sleep enhancement

2_4 weeks Detectable IGF-1 rise with consistent dosing; some patients report energy
and recovery improvements

2-3 months Body composition changes become measurable — lean mass increase, fat
partitioning shift. Objective evaluation via InBody or DEXA recommended.

3-6 months Muscle strength, immune function, and cognitive improvements more

apparent; pituitary reserve building continues with long-term use

Treatment Optimization: Practical Clinical Guidance

Bedtime dosing is critical: aligns with endogenous nocturnal GH surge and maximizes physiologic GH pulse

amplitude

Sleep hygiene synergy: combine with consistent sleep schedule, dark room, temperature regulation, and
screen avoidance before bed to reinforce GHRH sleep pathway effects

Protein intake: 1.6—2.2 g/kg body weight supports the anabolic effects of increased GH/IGF-1

Avoid injecting within 3 hours of high-intensity exercise: HIIT creates its own GH surge and refractory period;

injecting during the refractory period wastes the dose
Avoid prolonged caloric restriction while on sermorelin: extended fasting blunts hepatic IGF-1 production
and increases somatostatin inhibition — counterproductive if anabolic goals are the objective

Resistance training amplifies GH/IGF-1 anabolic effects: moderate aerobic exercise supports metabolic
benefits; time injections away from peak exercise intensity



SECTION 7 - A FINAL NOTE

Sermorelin is not a growth hormone therapy. It is a pituitary restoration therapy — and that
distinction changes everything about how it should be understood, prescribed, and
monitored.

The appeal of exogenous rhGH is intuitive: if GH declines with age, replace it. But this logic bypasses the body's
most fundamental regulatory architecture. The pituitary does not merely receive signals — it learns, adapts, and
reserves. Flooding the system with exogenous GH eventually teaches the pituitary to do less, suppresses
somatostatin feedback, and creates a dependency that can take months to unwind.

Sermorelin takes a different path. By acting upstream — at the GHRH receptor on the somatotroph — it
stimulates the pituitary to do what it was always capable of doing. It builds the reserve of GH-producing
machinery within the gland. It preserves the feedback loop that prevents excess. It restores a rhythm that the
aging body has slowed, not destroyed.

The clinical evidence, while predominantly from small trials, is consistent across independent research groups
over more than three decades: GH and IGF-1 restoration comparable to younger adults, improvements in lean
body mass and muscle strength, significant immune activation, direct sleep pathway engagement, and early
signals of cognitive and neuroprotective benefit.

Sermorelin's limitations are real. There are no large-scale long-term RCTs. Most trials enrolled fewer than 20
participants, predominantly male. Dosing protocols are empirical. Cognitive data relies substantially on a related
analog. These are not disqualifying facts — they are the honest state of the science, and they define where
clinical judgment must fill the evidence gap.

For practitioners working in metabolic and longevity medicine, sermorelin offers a physiologically coherent,
legally permissible, and well-tolerated tool — one that asks the pituitary to recover its own function rather than
replacing it from the outside. That is both its clinical rationale and its deepest advantage.

Prescribe it thoughtfully. Monitor it rigorously. And contribute to the evidence base that this class of peptides still
needs.
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