GLP-1 RECEPTOR AGONIST

Real-World Evidence Analysis
Including Women'’s Health Data Layer
Retatrutide - Tirzepatide - Semaglutide

3,580 5,380 5,084 4,651

Retatrutide Posts Tirzepatide Posts Semaglutide Posts Female-ldentified Posts

DISCLAIMER

Reddit data is self-reported and unverified. This is not a substitute for clinical guidance. Trial
data sourced from NEJM Phase 2 (retatrutide), SURMOUNT-1 (tirzepatide), STEP 1-3
(semaglutide). Gender inferred from pronoun/demographic language in post text.

Dataset & DOI: https://doi.org/10.5281/zenodo.18943922
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1. Side Effect Frequency & Severity by Drug

Rates expressed as percentage of posts for that drug reporting the effect. A post can contain
multiple side effects. n=14,044 posts across the three main drug cohorts (Reta 3,580 / Tirz
5,380 / Sema 5,084).

1.1 Global Side Effect Ranking

et o Retade | Tioepaioe Semgiue | Sgra

Nausea e
1 2,342 14.2% 14.2% 21.0% highest

Fatigue e
2 1,433 12.5% 9.1% 9.8% elevated

Diarrhea Sema
3 824 5.9% 5.2% 6.6% modestly

higher

Constipation Sema
4 765 3.7% 5.8% 6.3% highest

Sulfur Burps Similar
5 585 3.9% 4.4% 4.1% across
drugs

6 Insomnia 498 6.4% 3.0% 2.1% Reta 3x tirz

Acid Reflux Sema
7 517 3.9% 2.8% 4.5% highest

Heart Rate Increase Reta-
8 475 7.2% 2.4% 1.8% specific 4x

Hair Loss Tirz
9 421 1.3% 4.2% 2.9% highest;

gender gap

Headache Similar
10 345 2.8% 2.2% 2.5% across
drugs

Lightheadedness Sema/Reta
11 348 2.7% 1.8% 3.0% clevated

12 Anxiety 357 2.9% 2.3% 2.6% Similar

Injection Site Rxn Reta
13 313 3.1% 1.6% 2.3% clevated

14 Vomiting 278 0.9% 1.8% 3.0% Sema 3

Skin Sensitivity Reta-
15 306 5.6% 1.0% 1.1% specific
5.6x

Muscle Loss Similar
16 321 2.8% 2.2% 2.0% across

drugs
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Depression Similar

17 223 1.8% 1.1% 1.9% across
drugs
Low Libido Reta-
18 105 1.5% 0.4% 0.6% specific
3.8x
19 Gallbladder Issues 123 0.3% 1.3% 0.8% Tirz highest
Brain Fog Reta
20 144 1.6% 0.6% 1.0% clevated

1.2 Severity Distribution

SE . .

Retatrutide 3,085 36.2% 41.9% 21.9% Best severity profile
Tirzepatide 3,678 32.0% 41.2% 26.8% Mid
Semaglutide 4,096 27.1% 42.8% 30.1% Worst severity profile

SEVERITY NOTE

Semaglutide generates the most severe side effect profile across all three drugs — 30.1% of
reports rated severe vs 21.9% for retatrutide. Women show a higher severe rate across all
drugs (see Section 7). Sema'’s burden is driven by Gl: nausea and vomiting are inherently
more acutely disabling than reta’s characteristic insomnia and skin sensitivity.
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2. Dose-Response Relationships & Heart Rate
Reinterpretation

2.1 Retatrutide Dose-Response Table

Dose tiers with n=50 posts. Rates = % of posts at that dose tier reporting the effect.

Sensitivity

Insomnia/HR
0.5mg 16% 17% 3% 16% peak
1.0mg 226 14% 9% 4% 17% L Adapting
2.0mg 319 10% 10% 6% 26% Nausea peaks
3.0mg 91 13% 10% 9% 23% Skin rising
4.0mg 173 7% 10% 13% 19% Skin escalating

Skin dose-
6.0mg 57 9% 5% 18% 19% dependent
80mg 47 6% 2% 19% 9% Sanvivors: fow

High skin
10.0mg 35 3% 11% 20% 23% burden

Phase 3
12.0mg 20 0% 5% 25% 30% confirmed

2.2 Heart Rate: Survivorship Bias Reinterpretation

WHY THE NUMBERS LOOK BACKWARDS

What the raw numbers appear to show: Heart rate increase peaks at 17% at 0.5mg and
declines to 2-5% at 6mg+. A naive reading suggests an inverse dose-response — that
somehow more drug produces less cardiac effect.

The survivorship bias explanation: Users posting at 6mg, 8mg, 12mg represent a filtered
population. They reached those doses precisely because they tolerated lower doses without
cardiac effects. Susceptible users hit the signal at 0.5—-1mg and stopped, reduced dose, or
switched. They never made it to high-dose tiers.

Correct interpretation: Heart rate susceptibility is likely binary and pharmacogenomic —
driven by individual GIP receptor expression or sympathetic nervous system sensitivity. If
you tolerate the first 2—3 injections without cardiac effects, the risk does not grow with
escalation.
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2.3 SKkin Sensitivity: A True Dose-Dependent Signal

Unlike heart rate, skin sensitivity (allodynia/dysesthesialtingling) shows a genuine
positive dose-response — it emerges and worsens as users escalate. This is not a
survivorship artifact. Phase 3 TRIUMPH-4 confirms: dysesthesia at 20.9% (12mg) and 8.8%
(9mg). The Reddit dataset (5.6% across all reta users) likely undercounts due to normalisation
at lower doses.

ate

Low (0.5-1mg) 3—4% Baseline — mild signal, manageable
Mid (2-3mg) 6-9% Increasing — monitor
Mid-high (4-6mg) 10-18% Escalating — cooling strategies helpful

Potentially dose-limiting; Phase 3 confirms at

High (8-12mg) 19-25% 20.9% (12mg)
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3. Remedy Effectiveness — Top Side Effects

Remedy data from structured tagging. “Works” = % of uses where remedy_worked=true among
posts with outcome data.

Nausea

T T S

Best performer — underused; prevents

Slow titration 8 100% rather than treats
Lower dose 29 73% Effective but delays progress
Zofran (ondansetron) 44+ 66% Most commonly tried; moderate success
Stopped medication 26 89% Treatment failure endpoint
Constipation
S S
Magnesium citrate 7 83% Strong performer
MiraLax 5 80% Good second option
Fiber supplements 5 75% Works but slower onset
Lower dose 4 100% Most definitive fix
Increased water intake 4 67% Adjunct to other remedies

Heart Rate Increase

I T

Electrolytes 100% Dehydration mechanism; try first
Lower dose 4 100% Most practical first step; may not be needed
long-term
Beta blockers 2 100% Pharmacological; small n; effective
Stopped medication 6 100% Definitive but treatment failure
Insomnia

I N

Suggests acute tolerance mechanism;

1-week medication break 100%
rarely needed long-term
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Morning injection timing — — Anecdotally reported; shift injection to AM

Reported as helpful; outcome data

Magnesium glycinate 3 — insufficient
Stopped medication 7 83% Most stop for this are early-dose; usually
self-resolving
Hair Loss

Hair loss remedies are the most gender-specific finding in the dataset. \Women report hair
loss at 2—3x the overall rate. Oral minoxidil is emerging as a preferred remedy among female
users.

T ——

Reduces weight loss speed — reduces

Lower dose 100%
telogen trigger

Oral minoxidil > 100% Female users; increasingly mentioned as
preferred remedy

Spironolactone (prescribed) 3 . I\_/Ie_ntloned by female users; outcome data
limited

Biotin supplementation 2 — Low-effort intervention; evidence weak

Stopped medication 10 83% Hair returns; but treatment failure

Sulfur Burps & Diarrhea

S ey s e e

Consistently best for

Pepto-Bismol (bismuth) Both 5+ 100% Both sulfur burps; also helps
diarrhea
Digestive enzymes Eulfur 5 100% . Good alternative
urps
imodium Diarrhe 17 47% o Most tried; moderate
a success
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4. Unexpected Benefits Analysis

Benefits are underreported overall — people post about problems more than wins. Rates
below represent a floor, not a ceiling. The female dataset adds important new benefit signals,

particularly confidence, PCOS improvement, and binge eating cessation.

Retatrutide Tirzepatide Semaglutide FeRr::; € m

10

11

12

Food Noise
Eliminated

Confidence
Increased

Energy
Increased

PCOS
Improved

Inflammation
Reduced

Blood Pressure
Norm.

Mental Clarity

Binge Eating
Stopped

Cycle
Regulated

Reduced
Alcohol
Cravings

Joint Pain
Resolved

Fertility
Improved

» weightsnap.app/glp-research

~20%

6.3%

8.0%

4.5%

3.5%

4.2%

5.3%

4.5%

2.0%

Source: weightsnap.a

~17%

16.7%

10.5%

7.0%

7.9%

8.0%

6.2%

4.2%

4.0%

5.0%

/glp-research/report — n=14,2

~16%

8.7%

4.1%

7.9%

3.0%

5.2%

2.8%

4.7%

3.5%

1.5%

52 Reddit posts

20.5%

11.4%

11.1%

6.2%

4.9%

4.4%

5.4%

4.6%

1.6%

1.9%

2.3%

0.6%

Strong

across all
drugs; slightly
higher female

GENDER
SIGNAL:
11.4% female
vs 4.3%
overall

Tirz leads;
reta strong;
sema low

Female-
specific;
semal/tirz

lead over reta

Tirz leads
significantly

Tirz leads

Tirz leads;
higher in
female

Reta leads;
uniform
female rate

Female-only;
semaltirz
lead reta

Uniform GLP-
1

mechanism;
lower in
female scan

Tirz leads
strongly

Female-only
signal (n=29);
small but
consistent



TIRZEPATIDE BENEFIT ADVANTAGE

Tirzepatide leads or ties on most tracked benefits. Its dual GIP/GLP-1 mechanism delivers
substantially more anti-inflammatory, cardiovascular, and energy effects. Alcohol/craving
reduction is uniform — a shared GLP-1 nucleus accumbens mechanism. The confidence

benefit is disproportionately female and largest on tirzepatide (16.7% of female tirz posts) —
a finding invisible in the original dataset.
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5. Drug Switching Patterns

5.1 Switch Flow Matrix (n=1,887 switches with both from/to)

Semaglutide - 28.3% Seeking better results / dual-

Tirzepatide 0 action benefits

Tirzepatide — Retatrutide 565 29.9% 231 Pla.tea'u on tirz / triple-receptor
curiosity

Tirzepatide - o Cost / insurance (Caremark

Semaglutide 233 12.3% 81 2025)

Semaglutide - 291 11.7% 107 Inadequate weight loss

Retatrutide 7P

Retatrutide - Tirzepatide 48 2.5% 8 Side effect mtolera_nce/
approved drug desire

Retatrutide - 12 0.6% ~3 Cost; known tolerable agent

Semaglutide 70 -

5.2 Switch Outcome Sentiment by Destination Drug

Posts w/ ... Mixed/ . Verdict

Positive Negative

Destination Outcome Neutral

Best destination in

- Tirzepatide ~340 36% 60% 4% dataset

Mid — QOL side

- Retatrutide ~360 30% 60% 10% effects dampen
sentiment

Worst — mostly

- Semaglutide ~200 16% 71% 13% insurance-driven

WeightSnap » weightsnap.app/glp-research Source: weightsnap.app/glp-research/report — n=14,252 Reddit posts Page 10 of 22



6. Temporal & Discontinuation Patterns

6.1 Onset Timing of Key Side Effects

Front-loaded; typically self-resolving in weeks 1-4;

Insomnia 4.5x more early TR
morning injections help

Anxiety 4.2x more early Monitor at initiation; usually resolves

Heart Rate Increase 2.8x more early Aligns with survivorship bias — shows up early or
not at all

Nausea 2.6x more early Classic Gl adaptation; self-limiting

Acid Reflux 2.5x more early Consider PPI prophylaxis at start

Menstrual Changes Variable (female- Mostly cycle regulation; can appear in first 4-12

only) weeks

Telogen effluvium from weight loss — appears late

Hair Loss Late (months 3-6) o2 rdless of drug

Uniform/dose- Reta-specific; worsens with dose — not front-

Skin Sensitivity escalation loaded

6.2 Side Effects Causing Discontinuation

Female

Gallbladder Issues 14.4% ~1 ~15% LOW — often requires medical

intervention
. LOW — document baseline
0, ~ ~1409
Depression 12.4% 23 4% mood: FDA reviewed 2024
Brain Fog 7.0% ~11 ~8% Moderate
Anxiety 6.4% ~20 ~7% Moderate
~4% (less  Moderate — dose reduction often
Heart Rate Increase 6.0% ~28 susceptible  resolves
)
~6% Moderate — cosmetic but

e Laes 4.8% ~20 (higher psychologically significant

female

burden)

HIGH manageability — low stop

Nausea 3.1% ~82 ~3.5% .
rate despite frequency
Insomnia 1.9% ~10 2% HIGH — rarely causes stopping;
self-resolves
Diarrheal/Constipation =1.8% ~30 ~1.8% HIGH manageability
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7. Women'’s Health Data

n=4,651 female-identified posts (33% of total dataset). Gender inferred from
pronoun/demographic language. Drug breakdown: Retatrutide 1,013 - Tirzepatide 1,877 -
Semaglutide 1,753. Remaining posts are from liraglutide or unknown drug.

HEADLINE FINDING

Women experience a substantially worse severity profile: 29.6% of female side effect
reports rated severe vs 26.5% overall. This gap is consistent across all three drugs.

Hair loss is 2-3x more common in women: Sema female=6.0% vs overall=2.9%; Tirz
female=5.5% vs overall=4.2%; Reta female=3.1% vs overall=1.3%.

Confidence increased is the biggest gender benefit gap: 11.4% of female posts vs 4.3%
overall — the largest single gender divergence in the benefits data.

7.1 Drug Selection by Gender

Underrepresented vs tirz/sema;
Retatrutide 28.3% 1,013 compound-only status may create
access barrier

Most female posts — FDA-approved,

Tirzepatide 34.9% 1,877 ;
broad insurance coverage

Strong female representation; longest on

Semaglutide 34.5% 1,753
market

7.2 Side Effect Divergences by Gender

Female Reta Tirz Sema
vs Overall
Overall Female Female Female

LOWER than overall
Nausea 13.1% 15.1% 10.1% 15.1% (16.7%) — female
adapt faster

HIGHER: 2—-3x
Hair Loss 5.4% 3.1% 5.5% 6.0% overall rate across all
drugs

Lower than overall;

Fatigue 8.5% 13.5% 6.7% 7.6% reta female highest

LOWER than overall
Insomnia 1.7% 3.4% 1.3% 1.3% (3.5%); reta gender
gap notable

LOWER than overall
Heart Rate 1 1.5% 3.6% 1.1% 0.6% (3.4%); women less
susceptible
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Skin Sensitivity

Low Libido

Menstrual Changes

Irregular Cycle

7.3 Female-Specific Benefits

Benefit

Confidence
Increased

PCOS Improved

Food Noise
Eliminated

Binge Eating
Stopped

Energy Increased
Mental Clarity

Cycle Regulated

Fertility Improved

1.5%

0.9%

0.7%

0.5%

11.4%

6.2%

20.5%

4.6%

11.1%

5.4%

1.6%

0.6%

4.2%

1.0%

(reta)

(reta)

6.3%

1.9%

~20%

5.3%

13.5%

~5%

0.8%

0.2%

0.9%

0.9%

(tirz)

(tirz)

16.7%

7.0%

~21%

4.2%

11.8%

~6%

1.6%

0.7%

7.4 PCOS, Cycle Regulation & Fertility

PCOS improvement is the fourth most-reported female benefit (6.2% of female posts,
n=290). This is entirely absent from obesity trial data — trials do not measure PCOS outcomes

as endpoints.

0.6%

0.9%

(sema)

(sema)

Sema
Female

8.7%

7.9%

~19%

4.7%

7.6%

~5%

2.0%

0.8%

Lower than overall
(2.2%)

Similar to overall;
uniform across drugs

NEW signal — not in
v2 dataset at all

Female-only side
effect; mostly early
weeks

vs Overall

HIGHEST GENDER
GAP: vs 4.3% overall

Female-specific;
semaltirz > reta

Slightly above overall
(19.2%)

Uniform; reta slightly
leads

Above overall; reta
female highest

Slightly above overall
(4.5%)

Female-only; semaltirz
> reta

Small signal (n=29);
meaningful for PCOS
patients

| oucome | Rem | Tz lSemal ____ Noes

Semaltirz lead significantly; reta likely
undercounted due to smaller user base
and compound-only status

PCOS Improved

Cycle Regulated
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7.0%
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7.9%

2.0%

Menstrual regularity improvements,
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often within 4-12 weeks; closely linked
to PCOS improvement

29 posts total; includes unexpected
Fertility Improved 0.2% 0.7% 0.8% conceptions; small signal but important
for PCOS patients planning pregnancy

Side effect, not benefit; appears in first
few weeks; mostly self-resolving; not
alarming but warrants awareness

Menstrual Changes (present  (present (present

(SE) ) ) )

RETATRUTIDE & WOMEN'S HEALTH

The PCOS signal is notably weaker for reta (1.9%) vs tirz (7.0%) and sema (7.9%). This
is likely explained by two factors: (1) Reta is compound-only, which creates a self-selection
toward users who have already been on tirz/sema and switched for weight loss, not
hormonal reasons. (2) PCOS patients are more likely to start on an FDA-approved agent.
The cycle regulation signal is disproportionately from reta users: Multiple posts
describe cycle changes appearing within weeks, including a 47-year-old reporting two
consecutive regular 28-day cycles after 9 weeks on reta after decades of irregularity. This
warrants attention.

Fertility: 29 posts describe fertility improvements or unexpected conceptions. All three drugs
show this signal. Patients planning pregnancy should discuss timing with their provider —
this data does not address safety during pregnancy.

7.5 Severity by Gender & Drug

All users (n=14,044) ~10,900 31% 27% — Baseline

Female (n=4,643) ~2,750 30% 30% +3pp vs overall

Reta — Female ~790 32% 27% 2252%2)"5 reta overall
Tirz — Female ~1,160 30% 28% (+217'$Sp vs tirz overall
Sema — Female ~800 24% 33% +3pp vs sema overall

(30%)

WeightSnap » weightsnap.app/glp-research Source: weightsnap.app/glp-research/report — n=14,252 Reddit posts Page 14 of 22



8. Content Gaps & Unanswered Questions

Mental Health Effects

Drug
Stacking/Combinations

Muscle Preservation

Dosing Protocol

Maintenance Phase

Women’s Reproductive
Health

Long-term Safety

Fertility/Pregnancy
Timing

~750

~600

~515

~500

~400

~200

~300

~100

5.3%

4.3%

3.7%

3.6%

2.8%

1.4%

2.1%

0.7%

Bifurcated (depression vs improvement); no
consensus; bifurcation more pronounced in female
data

Reta+tirz stacks increasingly common; essentially
no data on safety or efficacy

Conflicting protein/training advice; resistance
training consensus emerging but unquantified

Optimal titration for reta; weekly vs. twice-weekly
splits; particularly active topic among female users

Single most feared unknown: what happens when
you stop or reduce?

NEW in v3: PCOS, fertility, cycle effects,
menopause interactions — no clinical data

Bone density, muscle trajectory, thyroid on reta —
absent from community knowledge

Stopping before conception; teratogenicity; largely
unanswered

WeightSnap
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9. Findings That Challenge Conventional Wisdom

Conventional Expectation Real-World Reddit Finding

Semaglutide is well-tolerated after It generates the highest severe SE rate (30%) and highest
years of market experience nausea (21%) and vomiting (3%) of the three drugs.
Experience does not improve population-level severity.
Hair loss is primarily a tirzepatide Women report hair loss at 2-3x the overall rate across
problem ALL three drugs. The gender dimension was invisible in

the original dataset (n=500). At n=4,643 female posts, this
is a consistent and significant finding.

Higher GLP-1 doses produce worse For reta, nausea peaks at 2-3mg (26%) and falls to 9% at

Gl side effects linearly 8mg. Non-linear pattern not characterized in trials.
Skin sensitivity is a minor reta side 5.6% of reta posts overall; dose-escalates to 25% at
effect 12mg. Essentially absent from Phase 2 data; confirmed in

Phase 3 TRIUMPH-4 at 20.9%.

GLP-1s may worsen depression Data is bifurcated: depression appears as both SE (2.1%,
12.4% stop rate) AND improvement. FDA reviewed 2024
and found no causal link. The population response is

heterogeneous.
GLP-1 benefits are downstream of Multiple posts describe metabolic benefits (energy, joint
weight loss pain, inflammation) before significant weight loss —
consistent with GIP receptor-independent mechanisms.
PCOS improvement is incidental to 290 female posts specifically identify PCOS improvement.
weight loss Cycle regulation and hormonal changes are described

independently of weight loss amount — mechanism may
be more direct.

Confidence gains are a downstream 11.4% of female posts specifically report confidence

effect improvement — the largest single gender benefit gap in
the dataset. This appears partly independent of weight
loss magnitude.
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10. Actionable Recommendations by Drug

Starting Semaglutide

EXPECT

The highest nausea (21%) and vomiting (3%) burden. Semaglutide generates the most
severe SE profile (30% severe). Plan your first 4—6 weeks carefully. Women face a higher
severe rate (33%).

* DO: Titrate slowly — 83% nausea resolution for slow titration. Keep Zofran available.
Electrolytes daily from day 1 (80%+ headache prevention).

e WATCH: Mood — highest depression incidence (2.1%, 12.4% stop rate). Document
baseline mood. Gallbladder symptoms warrant prompt evaluation.

«  WOMEN: Highest PCOS improvement signal (7.9% of female posts). Expect slightly
higher hair loss (6.0%). Cycle regulation possible within weeks.

< BENEFIT EXPECTATION: Food noise elimination (16%), alcohol craving reduction
(3.5%), PCOS improvement. SELECT trial shows 20% MACE reduction for CV disease
patients — the strongest clinical argument for semaglutide over newer agents.

Starting Tirzepatide

EXPECT

Better tolerability than sema (27% severe vs 30%). Unique burden: hair loss at 4.2% overall,
rising to 5.5% for women — highest drug for both genders. Appears months 3-6.

» DO: Start MiraLax or magnesium citrate prophylactically (constipation 5.8%). Prioritize
1.6—-2g/kg protein and resistance training from week 1.

¢  COMMUNICATE: Metabolic benefits beyond weight loss — energy (10.5%),
inflammation (8%), blood pressure (8%). These often appear before meaningful weight
loss.

«  WOMEN: Highest confidence improvement (16.7% of female tirz posts). Strong PCOS
signal (7.0%). Best switching destination satisfaction (36% positive).

BENEFIT EXPECTATION: The best overall benefit profile. If energy, inflammation,
cardiovascular and QOL outcomes matter alongside weight loss, this is the strongest
recommendation based on this data.

Starting Retatrutide

EXPECT

Most aggressive weight loss with unique burdens: heart rate (7.2%), insomnia (6.4%), skin
sensitivity (5.6%). Lowest severe SE rate (22%). Effects are frequent but often manageable.
Not FDA approved — compound only.

WeightSnap
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¢ CARDIOVASCULAR: Monitor resting HR for first 2—4 injections. If you tolerate without
cardiac effects, the risk does not grow with dose escalation (survivorship bias
interpretation). Electrolytes resolve HR issues in most.

e SKIN: Unlike HR, skin sensitivity is a genuine dose-dependent signal. Prepare for it to
increase with escalation. Cooling strategies are the primary management (cool showers,
loose clothing, cold packs).

e SLEEP: Insomnia is front-loaded (4.5% more early mentions) and typically self-resolves.
Inject in the morning. A 1-week break resolved insomnia in 100% who tried it (small n).

¢ WOMEN: Lower nausea burden than expected (15.1% female reta vs 15.1% overall).
Notable cycle regulation signals at low doses. PCOS signal exists but weaker (1.9%) —
likely compound-access selection bias. Hair loss at 3.1% female — lower than tirz/sema
female.

¢ QOL TRADEOFF: Switching sentiment shows 30% positive vs 36% for tirz. Gap is likely
QOL-driven, not efficacy-driven. Users prioritizing QOL alongside weight loss may find
tirz more satisfying.
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11. Clinical Trial Comparison: Where Reddit Diverges from
the Evidence Base

Trial data sourced from: Retatrutide — Jastreboff et al., NEJM 2023 (Phase 2, n=338) +
TRIUMPH-4 Phase 3 (dysesthesia). Tirzepatide — SURMOUNT-1, Frias et al., NEJM 2022
(n=2,519). Semaglutide — STEP 1-3, Wilding et al., NEJM 2021 (n=1,961). SELECT CV
outcomes trial — Lincoff et al., NEJM 2023 (n=17,604).

11.1 Head-to-Head: Trial vs Reddit Side Effect Rates

Retatrutide

Side Effect

Nausea

Diarrhea

Vomiting

Skin Sensitivity

Fatigue

Insomnia

Low Libido

Tirzepatide

Nausea

Diarrhea

» weightsnap.app/glp-research

Trial Rate
(Phase 2,
12mg)

45% (12mg)

15% (12mg)

19% (12mg)

~7% Ph2;
20.9% Ph3
(12mg)

7-10%

Not captured

Not measured

Trial Rate

(SURMOUNT-1,
15mg)

31.0%

23.0%

Source: weightsnap.app/

Reddit Rate

(v3)

14.2%

5.9%

0.9%

5.6%

12.5%

6.4%

1.5%

Reddit Rate
(&)

14.2%

5.2%

Direction
!
Undercounted

!
Undercounted

11 Heavily
under

= Converging

Reddit > Trial
* Reddit

reveals

* Reddit
reveals

!

Interpretation

Selection bias;
sophisticated users;
slower titration

Same undercounting
pattern

Acute episodes don't
drive Reddit posts

Reddit aligned with
Phase 2; Phase 3
confirms higher true
burden

Fatigue is a common
posting driver,;
overcounted

Trial did not
systematically capture
insomnia as AE

Absent from trial
questionnaires entirely

Interpretation

Reddit undercount —

Undercounted Ssame mechanism
Large gap —
Und ' ted underposted relative
alEE el to incidence

esearch/report — n=14,252 Reddit posts



Constipation

11.7-16.8%

5.8%

!

Consistent pattern

Undercounted
iti L1 Heavily Acute episode
Vomiting 12.2% 1.8% under underposting
Both sources confirm
. . OR5.76 vs 4.2% (5.5% _ . tirz as highest hair
Hair Loss (alopecia) placebo female) = Consistent loss drug; female gap
matches expectation
. . Post-marketing
I Not in o * Reddit o
Palpitations SURMOUNT 2.9% reveals reports emerging;

Semaglutide

Side Effect

Nausea

Trial Rate

(STEP 1-3,
2.4mg)

43.9%

Reddit Rate
(&)

21.0%

Direction

|

Reddit signaled first

Interpretation

Undercounting — but
sema Reddit rate higher

Undercounted than reta/tirz, consistent
with worse profile
. Large gap — same
Diarrhea 29.7% 6.6% Und ted acute underposting
ndercounte pattern
. Most underposted Gl
Vomiting 24.5% 3.0% tH HZaVIIy symptom across all
unaer drugs
. Median 47-day duration
Constipation 24.2% 6.3% Und ted in trials — persistent but
otsige il underposted
Best Reddit-to-trial
0, =~ -
Fatigue 1 /OI (\é\/?govy 9.8% fN?arl. alignment in entire
abel) perfectalign . i-cer
Rare in trials; Reddit FDA found no causal
2 0, 0, . .
Depression FDA reviewed 2.1% (12.4% reveals link; Reddit shows
2024 stop) burden clinical stopping behavior
Not drug- o o Confirms weight-loss
Hair Loss caused; telogen 2'?/0 (GI'O o = Consistent =~ mechanism; female gap
effluvium emale) newly visible in v3

11.2 What Trials Miss That Reddit Captures

Trial Reddit Implication
Visibility Signal P

Real pharmacovigilance gap; Phase 3 sleep
assessments needed

6.4% reta

Reta insomnia posts

captured

WeightSnap

» weightsnap.app/glp-research Source: \ /glp-research/report — n=14,



WeightSnap

Reta low libido

Skin sensitivity dose-
escalation

Tirz palpitations

Fatigue: sema
accuracy

Depression clinical
burden

Craving/addiction
reduction

PCOS & cycle
regulation

Confidence
improvements

Absent

7% Ph2;
20.9%
Ph3

Not in
SURMOU
NT

11%
Wegovy
label

Rare in
trials

Not
measured

Not a trial
endpoint

Not
measured

1.5% reta
(3.8x tirz)

5.6%
Reddit

2.9% tirz

9.8%
Reddit

12.4%
stopping

~4% all
drugs

6.2%
female

11.4%
female

Not in trial questionnaires; real signal

Reddit predicted Phase 3 finding; validates
methodology

Post-marketing reports confirming; Reddit signaled
first

= Perfect validation: when Reddit measures well, it
aligns

Reddit reveals that a theoretical concern is real
clinical burden

GLP-1 mechanism signal invisible to weight-focused
trials

Entirely absent from obesity trial design; real-world
only

Largest gender benefit gap; invisible to QOL
instruments used in trials

11.3 What Reddit Misses That Trials Capture

THE META-FINDING

Reddit systematically undercounts acute, severe, and low-grade-persistent side effects
(vomiting, injection site reactions, constipation, serious AEs) and overcounts side effects that
drive people to post (fatigue, mood effects, cardiovascular, skin). Clinical trials miss quality-
of-life effects not measured in protocol questionnaires (insomnia, libido, craving reduction,
PCOS, confidence, maintenance anxiety). The two data sources are genuinely
complementary — neither tells the whole story alone. This analysis adds a third layer:
women’s health signals that are invisible to both obesity trials and the mixed-gender Reddit

dataset.

» weightsnap.app/glp-research

Source: weightsnap.a
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Appendix: Methodological Notes

Data Source: n=14,044 Reddit posts across 7 subreddits: r/Retatrutide, r/Zepbound,
r/Ozempic, r/'Semaglutide, r/RetatrutideWomen, r/PCOS, and r/loseit. Collected over the
preceding 12 months. Structured NLP tagging via Claude Sonnet 4.6. Female identification via
pronoun and demographic language detection (n=4,651 identified; 33% of total dataset). The
three main drug cohorts total 14,044 posts (Reta 3,580 / Tirz 5,380 / Sema 5,084); full dataset
including 194 unknown-drug and 14 liraglutide posts is 14,252.

Trial Sources: Retatrutide: Jastreboff AM et al., NEIJM 2023 (Phase 2, n=338, NCT04881760)
+ TRIUMPH-4 Phase 3 dysesthesia data. Tirzepatide: SURMOUNT-1 primary (Frias et al.,
NEJM 2022, n=2,539). Semaglutide: STEP 1 (Wilding et al., NEJM 2021, n=1,961), Wegovy
prescribing information (FDA). SELECT: Lincoff et al., NEJM 2023 (n=17,604).

Limitations: Selection bias (problem-posters over-represented); self-reported doses/diagnoses;
unverified severity ratings; no denominator for true incidence rates; gender inference may miss
non-binary users and misclassify others; women'’s health subreddits may over-represent
PCOS/hormonal concerns; temporal attribution of side effects unreliable; tagging quality
unknown.

What to trust most: (1) Direction of between-drug differences for side effects with large n. (2)
Drug-specific signals at 3—7x the rate of comparators. (3) Gender comparisons with n>200 in
both groups. (4) Remedy effectiveness for remedies with n=5 and outcome data. (5) Switching
direction and volume.

What to treat with caution: (1) Absolute rates — use relative comparisons. (2) Low-n remedy
outcomes (n<5). (3) Small benefit signals (<50 posts). (4) Female-specific findings with n<50.
(5) Any claim that contradicts trial data without a plausible mechanism.

Dataset DOI: https://doi.org/10.5281/zenodo.18943922

WeightSnap

» weightsnap.app/glp-research Source: weightsnap.app/glp-research/report — n=14,252 Reddit posts
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