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Tesamorelin is a growth hormone-releasing hormone (GHRH) analog that reduces visceral
fat and liver fat in the populations studied. [1-8,25,26] It increases endogenous growth
hormone and insulin-like growth factor 1 and has demonstrated human benefits for lipid
profiles, lean body mass, and muscle composition in the populations studied. Cognitive
improvement remains plausible, with mixed human findings. [1-5,10,12,17,22,23,25,26]

Human trials characterize tesamorelin’s safety profile through approximately 52
weeks; safety with indefinite use remains uncertain. [3-5,19,25,26]

Reduction in visceral fat is established for tesamorelin. [1-5,20,24-27]

Recovery, fithess, and generalized body recomposition through GH-axis support remain
plausible. [1-5,20,24-27]

Disclaimer: These notes are not authoritative and should not be interpreted as definitive
scientific guidance. They are summaries, compilations and plausible extrapolations drawn from
the most relevant research | was able to locate, and may omit nuances, conflicting data, or
emerging evidence. The material reflects an attempt to organize and understand
complex topics, not to provide clinical recommendations or expert
interpretation.

This document was updated 13-Oct-26. The most recent version of this

documentis available at https://pdfs.researcher6076.com/pdfs/tesamorelin.pdf

Dosage & Patterns

The pivotal phase 3 tesamorelin trials used 2 mg subcutaneously once daily for 26 weeks to
reduce visceral fat in adults with HIV-associated abdominal fat accumulation. [2,4,5] A 12-week
randomized, placebo-controlled trial in adults with type 2 diabetes compared tesamorelin 1 mg
and 2 mg subcutaneously once daily. Both doses significantly increased IGF-1 relative to
placebo, with mean increases of 33 ng/mL at 1 mg and 66 ng/mL at 2 mg. [11]

The following speculative dosing approaches are commonly discussed:

e Tesamorelin 2 mg daily.
o Tesamorelin 0.5-1 mg daily, often selected in community practice in an effort to improve
tolerability.

Reported schedules include once daily, five days per week, or every other day.

Tesamorelin studies generally used continuous daily treatment, including trials extending to 52

weeks. If laboratory findings exist, clinical responses and adverse effects can be assessed, thay
can provide a basis for determining treatment duration and breaks rather than an arbitrary fixed

cycle. [3-5,19] Persistent IGF-1 elevation above +3 SDS, clinically significant deterioration in
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glucose control, or GH/IGF-1-related adverse effects such as edema, arthralgia, or carpal-tunnel
symptoms are plausible reasons to discontinue or reduce GH-axis stimulation. Restarting after
IGF-1 has returned to the age-adjusted reference range, glucose abnormalities have resolved or
are adequately controlled, and clinically significant adverse effects have resolved is a
conservative and biologically plausible approach. [19]

Instead of laboratory assessment, a common community practice is cycling GH-axis peptides. A
12-week ON / 6-week OFF pattern is commonly used in community protocols and longer cycles
such as 12-24 weeks ON followed by 4-12 weeks OFF are also reported. These cycling schedules
are speculative.

Bur, for a finite 26- or 52-week course, therefore, there is no clinical evidence that scheduled
cycling is necessary if laboratory values and tolerability remain acceptable. If laboratory
values cannot be practically obtained, or for indefinite or repeated long-term use, then periodic
OFF periods can nevertheless be justified as a conservative, mechanistically plausible strategy
to reduce cumulative GH/IGF-1 exposure. [3-5,19]

Benefits

Tesamorelin has demonstrated human benefits for visceral fat, liver fat, lipid profiles, lean body
mass, and muscle composition. Cognitive improvement remains plausible, with mixed human
findings. [1-8,12,17,22,23,25,26]

o Visceral fat reduction: Tesamorelin 2 mg subcutaneously once daily produced a pooled
placebo-adjusted 15.4% reduction in visceral adipose tissue at 26 weeks. It also reduced
waist circumference and waist-to-hip ratio while largely preserving abdominal subcutaneous
fat. [5]

o Improved lipid profile: In pooled phase 3 trials, tesamorelin reduced triglycerides and
improved the ratio of total cholesterol to high-density lipoprotein cholesterol. [5]

o Reduced liver fat: In a 12-month randomized trial, tesamorelin reduced liver fat and reduced
progression of liver fibrosis. [7]

¢ Plausible cognitive improvement: A 20-week randomized trial in healthy older adults and
adults with mild cognitive impairment found improved overall cognition and executive
function. But, later trials did not establish a between-group cognitive benefit. [17,22,23]

e Probable increased lean body mass: In a 12-week randomized dose-ranging trial,
tesamorelin 1 mg and 2 mg daily increased lean body mass relative to placebo. [1]

e Plausible improved muscle composition: In an exploratory analysis, trunk-muscle CT
density and muscle area increased over 26 weeks. [12]

« Plausible improved fat quality: In an exploratory analysis visceral and subcutaneous fat CT
density increased independently of changes in fat quantity, suggesting improved fat quality.
[13]

¢ Improved metabolic and vascular markers: In a 12-month randomized trial in adults with
abdominal obesity and reduced GH secretion, tesamorelin improved triglycerides, C-reactive
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protein, and carotid intima-media thickness. These findings concern measured risk markers
rather than demonstrated prevention of cardiovascular events. [8]

Plausible support for muscle mitochondrial recovery: In a substudy of adults with obesity
and reduced GH secretion, increases in IGF-1 during tesamorelin treatment were associated
with improved phosphocreatine recovery after exercise. [24]

Potential Applications

Excess visceral fat. [2,4,5,8]

Fatty liver. [7]

Cognitive, recovery, fithess, and generalized body recomposition through GH-axis
support. [10,17,22-24,27]

Cautions

Active malignancy: Tesamorelin should not be used with active malignancy. [19]
Disrupted hypothalamic-pituitary function: Tesamorelin is contraindicated with disruption
of this axis due to hypophysectomy, hypopituitarism, pituitary tumor or surgery, head
irradiation, or head trauma. [19]

Previous malignancy: A preexisting malignancy should be inactive and its treatment
complete before tesamorelin is considered. [19,21]

Pregnancy or Breastfeeding: Tesamorelin should be avoided during pregnancy or
breastfeeding. [19]

Diabetes or glucose intolerance: Tesamorelin can cause glucose intolerance or diabetes,
so glucose status should be assessed before and during use. [19]

Persistently elevated IGF-1: Reassess use when insulin-like growth factor 1 remains above
the age-adjusted range. Discontinuation should be considered when it remains more than
three standard deviations above the age-adjusted mean. [19]

Concerning growth-related symptoms: Unexplained masses, rapid tissue growth, or other
concerning symptoms warrant clinical assessment and reassessment of continued use.
[19,21]

Side Effects

Fluid retention: Peripheral edema can occur and is often most apparent early in treatment.
[19]

Musculoskeletal symptoms: Joint pain and muscle pain can occur. [19]

Headache and nausea: Both have been reported in clinical studies. [1-4,11]

Changes in sleep: Deeper sleep and vivid dreams are reported in peptide communities and
remain speculative as tesamorelin-specific effects.

Cancer Risk

Tesamorelin increases circulating IGF-1. After 26 weeks of treatment, 47% of participants had

levels more than two standard deviations above the age-adjusted mean and 36% had levels

more than three standard deviations above the mean. Insulin-like growth factor 1 participates in

cellular proliferation, and higher circulating levels are epidemiologically associated with several
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cancers. It is therefore plausible that sustained growth-hormone and insulin-like-growth-factor-1
elevation could promote the growth of an occult or recurrent malignancy. [18-21]

Drivers of Diminished Response and Mitigation Strategies

GHRH-receptor regulation and desensitization plausibly influence response during repeated
stimulation. Neutralizing antibodies were detected in vitro in some trial participants, but mean
visceral-fat reduction and IGF-1 responses were similar in participants with and without them.
Antibody-mediated loss of clinical response remains a plausible concern rather than an
established outcome. [19] IGF-1-mediated negative feedback is established endocrine
physiology. Feedback and intracellular signaling adaptation plausibly influence response, but
their contribution to progressive loss of tesamorelin’s clinical benefits remains uncertain. [3-
5,20]

Treatment breaks are an empirical practice whose ability to preserve response remains
speculative. Laboratory findings, clinical response, and adverse effects provide a basis for
reassessing continued use. [3-5,19]

Biological Mechanism

Tesamorelin is a stabilized analog of growth-hormone-releasing hormone that activates the
growth-hormone-releasing-hormone receptor on pituitary somatotrophs. These receptors
couple primarily to the stimulatory G protein Gs, increasing adenylyl cyclase activity, cyclic
adenosine monophosphate, and protein kinase A signaling that supports growth-hormone
synthesis and secretion. [10,19,20]

Tesamorelin increases basal and pulsatile endogenous growth-hormone secretion in humans.
[10]

Tesamorelin-induced growth-hormone pulses activate hepatic growth-hormone receptors and
increase circulating insulin-like growth factor 1. Its effects plausibly involve increased lipolysis
and lipid oxidation, altered very-low-density-lipoprotein metabolism, growth-hormone-receptor
signaling through Janus kinase 2, signal transducer and activator of transcription 5, and mitogen-
activated protein kinase pathways, and insulin-like-growth-factor-1 signaling that supports
protein synthesis and mitochondrial function. [7,10,15,20,24,27]

Tesamorelin contains an amino-terminal trans-3-hexenoyl modification that increases
resistance to enzymatic degradation and improves stability relative to native growth-hormone-
releasing hormone. [10,19]

For the original tesamorelin acetate formulation, mean elimination half-life was 26 minutes in
healthy subjects and 38 minutes in participants with HIV after 14 consecutive days of
subcutaneous dosing. Peptide clearance does not define the duration of its hormonal effects:
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increased basal and pulsatile GH secretion was measured overnight, beginning approximately
eight hours after the final dose in a two-week human study. [10,19]
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