
GH Axis Secretagogues — Systems-Level Comparison
Understanding the mechanistic differences between growth hormone secretagogues requires examining their classification, receptor targets, 
signal kinetics, and physiological consequences. This framework categorizes peptides by their site of action, output characteristics, and 
metabolic profiles—enabling evidence-based selection for specific clinical or optimization goals.

Dimension Sermor. CJC-1295 Tesa. Ipam. GHRP-2 GHRP-6 IGF-1 LR3 HGH 191 

Class GHRH 
analog

GHRH 
analog

Stabilized 
GHRH 
analog

Selective 
GHRP

GHRP GHRP IGF-1 analog Exogenous GH

Primary role Intro GH 
signaling

Rhythmic GH 
optimization

Axis 
correction + 
metabolic

Pulse 
amplifier

Aggressive 
GH spike

GH spike + 
appetite

Downstream 
growth 
signal

Hormone 
replacement

Acts where Pituitary Pituitary Pituitary Ghrelin 
receptor

Ghrelin 
receptor

Ghrelin 
receptor

Peripheral 
tissues

Systemic 
circulation

Signal pattern Short, weak 
pulses

Clean, 
frequent 
pulses

Longer, 
stronger 
pulses

Sharp, clean 
spike

Very sharp 
spike

Sharp spike Continuous 
downstream

Flat elevation

GH output Low Moderate High 
(physiologic)

Moderate 
(per pulse)

High High N/A 
(bypasses 
GH)

High

IGF-1 impact Minimal Low–
moderate

Moderate–
high

Minimal 
alone

Moderate Moderate Direct, high Direct, high

Visceral fat 
effect

Minimal Mild Clinically 
proven

Indirect Indirect Indirect Body-part 
specific

Strong

Sleep quality Mild Good Excellent Good Fair Fair Neutral Variable

Recovery / 
repair

Mild Moderate Strong Moderate Strong Strong Very strong Very strong

Appetite effects Neutral Neutral Neutral Neutral Mild High hunger Neutral Neutral

Cortisol / 
prolactin

Neutral Neutral Neutral Neutral Can elevate Can elevate Neutral Neutral

Feedback intact Yes Yes Yes Yes Yes Yes Partial 
bypass

Bypassed

Suppression risk None None None None Low Low Moderate High

Longevity 
suitability

Entry High High 
(cycled)

High 
(stacked)

Low Low Low–
moderate

Low

Stack role Starter Framework Driver Amplifier Short-term 
tool

Appetite-
biased

Growth 
finisher

Replacement 
only



CLINICAL CLASSIFICATION

Evidence-Based Positioning — No Marketing Language
Peptide selection demands clarity on mechanism, receptor specificity, and endocrine consequences. The categories below distinguish 
secretagogues by their physiological architecture and operational role within the GH axis—enabling practitioners to match agent selection to 
clinical objectives without promotional bias.

GHRH Analogs (System Architects)
These compounds act at the pituitary to restore or enhance 
endogenous GH release patterns. They preserve negative feedback 
loops and maintain physiologic pulse structure.

GHRH analogs exert their effects by specifically binding to and 
activating growth hormone-releasing hormone receptors (GHRH-Rs) 
located on somatotroph cells within the anterior pituitary gland. This 
interaction stimulates the synthesis and release of endogenous 
growth hormone (GH) in a manner that closely mimics the body's 
natural physiological pulsatility. Unlike direct GH administration, 
which bypasses regulatory mechanisms, GHRH analogs work within 
the existing neuroendocrine framework to upregulate the pituitary's 
own capacity for GH production.

The preservation of physiological pulse structure is paramount for 
maintaining the integrity of the somatotropic axis. Endogenous GH 
is released in distinct, intermittent pulses, which are crucial for 
optimal receptor sensitivity and downstream signaling. GHRH 
analogs, by stimulating this pulsatile release, "teach" or re-educate 
the pituitary to function more efficiently, rather than "overriding" it 
with a constant, supraphysiological signal. This avoids the 
desensitization of GH receptors and the potential disruption of 
negative feedback loops involving IGF-1, which are common with 
exogenous GH administration.

This mechanism of action—working with, not against, the body's 
intrinsic regulatory systems—confers significant advantages for 
long-term therapeutic strategies. By maintaining the physiological 
rhythm and preserving the negative feedback mechanisms, GHRH 
analogs minimize the risk of pituitary suppression or 
desensitization. This inherent safety profile makes them suitable for 
indefinite or prolonged use in optimization protocols, distinguishing 
them as a "system architect" approach that supports endocrine 
health, in stark contrast to exogenous GH replacement, which often 
leads to pituitary dormancy and dependency.

Sermorelin

Entry-level GHRH analog 
with weak GH stimulation. 
Limited clinical utility beyond 
diagnostic testing or 
introductory protocols. 
Minimal downstream IGF-1 
elevation.

CJC-1295 (No DAC)

Restores pulsatile GH 
secretion with preserved 
circadian rhythm. Optimal for 
long-term optimization 
strategies. Maintains 
feedback integrity without 
cortisol or prolactin 
elevation.

Tesamorelin

Stabilized GHRH analog with proven visceral adipose reduction. 
Higher amplitude pulses than CJC-1295. FDA-approved for 
lipodystrophy; strongest metabolic correction profile among 
secretagogues.

GHRPs (Signal Amplifiers)
Ghrelin receptor agonists that amplify GH pulse amplitude. Typically 
stacked with GHRH analogs for synergistic output. Variable 
selectivity profiles affect tolerability and side effect burden.

Ipamorelin

Highly selective GHRP with clean pharmacology. No cortisol or 
prolactin stimulation. Preferred amplifier for longevity and 
optimization stacks due to minimal off-target effects.

GHRP-2

Potent GH release but less selective binding. Moderate cortisol 
and prolactin elevation limits sustained use. Reserved for short-
term tactical applications where aggressive GH spiking is 
prioritized.

GHRP-6

Similar profile to GHRP-2 with pronounced appetite stimulation 
via ghrelin mimicry. Niche use in wasting syndromes; 
contraindicated in longevity-focused protocols due to hunger 
signaling.

Downstream Effectors and Replacement Therapy

IGF-1 LR3

Long-acting IGF-1 analog bypassing hepatic GH signaling. 
Delivers direct anabolic effects at peripheral tissues. Breaks 
negative feedback hierarchy—moderate suppression risk. 
Used in short, targeted cycles for localized growth and 
recovery.

HGH 191 (Somatropin)

Bioidentical recombinant growth hormone for replacement 
therapy. Highest efficacy but complete axis suppression. 
Reserved for documented GH deficiency or elite 
performance contexts where suppression cost is 
acceptable.



CLINICAL PRACTICE

Evidence-Based Stacking Protocols
Combination therapy leverages complementary mechanisms—GHRH analogs establish pulsatile architecture while GHRPs amplify signal 
magnitude. Stacking decisions depend on therapeutic goals, risk tolerance, and axis preservation priorities. The protocols below represent 
clinically validated approaches used in longevity medicine and performance optimization contexts.

1

Longevity / Neuroendocrine Optimization
Protocol: CJC-1295 (No DAC) + Ipamorelin

Restores physiologic GH pulse frequency (CJC-1295) with amplified pulse amplitude (Ipamorelin). Maintains negative feedback 
loops—zero suppression risk. Improves sleep architecture, recovery kinetics, and body composition over 6–12 month protocols. 
Preferred for health-span extension without endocrine disruption.

Key advantage: Preserves axis integrity indefinitely; suitable for continuous or long-cycle use.

2

Metabolic Correction / Recomposition
Protocol: Tesamorelin ± Ipamorelin

Tesamorelin delivers the strongest physiologic GH signal with clinically proven visceral fat reduction. Adding Ipamorelin enhances 
pulse magnitude without cortisol penalties. Evidence supports 12–26 week cycles for cardiometabolic endpoints including waist 
circumference, triglycerides, and insulin sensitivity.

Key advantage: Only secretagogue with FDA approval for fat redistribution; metabolic benefits extend beyond GH elevation alone.

3

Short-Term Performance Push
Protocol: GHRP-2 or GHRP-6 (4–8 weeks)

High-amplitude GH spikes for acute anabolic or recovery demands. Not suitable for longevity due to cortisol/prolactin elevation 
and appetite dysregulation (GHRP-6). Used tactically in periodized training blocks or injury rehabilitation. Requires monitoring of 
cortisol and glucose metabolism.

Key limitation: Off-target receptor activity limits duration; not foundational therapy.

4

Growth Acceleration (Advanced)
Protocol: IGF-1 LR3 (short cycles, 4–6 weeks)

Bypasses GH axis to deliver direct IGF-1 signaling at muscle, connective tissue, and bone. Potent localized anabolism and recovery 
acceleration. Moderate suppression of endogenous GH/IGF-1 production—requires structured cycling and post-cycle axis 
restoration. Reserved for experienced users with clear tissue-specific goals.

Key limitation: Breaks feedback hierarchy; not suitable for continuous use or longevity frameworks.

5

Hormone Replacement / Deficiency
Protocol: HGH 191 (Somatropin)

Direct GH replacement for documented deficiency or elite contexts where maximal output justifies suppression. Flat 
pharmacokinetics eliminate pulsatility—requires careful dosing to avoid metabolic side effects (edema, insulin resistance, joint 
pain). Complete axis shutdown necessitates indefinite use or structured cessation with HPTA restoration protocols.

Key consideration: Replacement, not optimization. Appropriate only when endogenous production is inadequate or therapeutic 
ceiling exceeds secretagogue capacity.



Clinical Decision Framework
Selecting among GH axis modulators requires matching mechanism to objective. The decision tree below distills therapeutic intent into 
actionable agent selection—prioritizing biological alignment over marketing claims. Secretagogues teach or restore axis function; replacement 
therapies override it. The distinction determines both efficacy and long-term endocrine consequences.

Raw output
Direct GH/IGF-1—high cost

Amplify the signal
Enhance GH release pulses

Fix the system
Correct regulatory dysfunction

Teach the system
Use targeted receptor priming

This framework reflects a fundamental principle in endocrine therapeutics: secretagogues respect biology, while replacements override it. 
Agents that preserve negative feedback allow indefinite use and maintain physiologic variability. Replacement therapies deliver higher absolute 
output but eliminate pulsatility, suppress endogenous production, and require careful metabolic monitoring.

Teach the System

When GH pulse frequency or amplitude has declined but axis responsiveness 
remains intact, CJC-1295 (No DAC) re-establishes pulsatile architecture. Restores 
circadian rhythm without feedback disruption. First-line for optimization and 
longevity.

Fix the System

When metabolic dysfunction or visceral adiposity predominates, Tesamorelin 
provides the highest physiologic GH output with proven fat redistribution. 
Corrects axis dysfunction rather than bypassing it. Evidence-based for 
cardiometabolic endpoints.

Amplify the Signal

To increase pulse magnitude without off-target effects, Ipamorelin selectively 
amplifies GH release. No cortisol or prolactin stimulation. Ideal stacking partner 
for GHRH analogs; maintains clean pharmacology for long-term use.

Raw Output (Accept Trade-Offs)

When therapeutic ceiling exceeds secretagogue capacity, HGH 191 or IGF-1 LR3 
deliver maximal anabolic stimulus. Complete axis override—requires acceptance 
of suppression, metabolic monitoring, and structured cycling. Not optimization; 
replacement or augmentation.

Final Principle

Secretagogues respect biology. Replacements 
override it.

This distinction determines appropriateness, 
duration, and risk profile. Axis-preserving agents 
enable indefinite use with minimal monitoring. 
Replacement therapies demand clinical oversight, 
metabolic surveillance, and exit strategies. Choose 
based on whether the goal is restoration or 
substitution.


