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Executive Summary

Retatrutide (LY3437943) is Eli Lilly’s first-in-class triple hormone
receptor agonist targeting GLP-1, GIP, and glucagon pathways. It
has produced the highest weight-loss efficacy ever recorded in a
Phase 3 obesity trial — 28.7% average weight loss at 68 weeks
(efficacy estimand; 23.7% by the treatment-regimen estimand,
which accounts for real-world discontinuation) — significantly
outperforming both tirzepatide (Zepbound/Mounjaro) and
semaglutide (Wegovy/Ozempic). With an NDA filing expected by
Q4 2026 and potential FDA approval in late 2027, retatrutide
represents the most consequential drug in Lilly’s pipeline.

Important caveat: The 28.7% figure comes from
TRIUMPH-4, which enrolled adults with obesity and knee
osteoarthritis (84% had BMI =35). Results in this bariatric-
OA population may not generalize to all obesity patients. The
pivotal general-obesity trials (TRIUMPH-1, TRIUMPH-2)
have not yet reported.



The bull case is strong: best-in-class efficacy, a massive and
growing addressable market, and Lilly’s dominant commercial
position in GLP-1 therapies. Analyst peak sales estimates range
from $5 billion to $30 billion.

The bear case is also real: higher adverse-event discontinuation
rates (18.2%), a novel safety signal (dysesthesia), internal
cannibalization of Zepbound/Mounjaro, pricing pressure from
government deals, and fierce competition from Novo Nordisk and
others.

LLY stock impact: The drug is partially priced in already.
Approval success could drive the stock to $1,200-1,300+ (analyst
consensus ~$1,220), while a clinical or regulatory setback could
push it down 15-25%. The stock currently trades around $963.

What Is Retatrutide?

Retatrutide is a once-weekly injectable that simultaneously
activates three metabolic hormone receptors:

Mechanism Effect Why It Matters
Slows
GLP-1 (glucagon- gransugl(i:n Same pathway as Wegovy,
like peptide-1) sup%xyesgés Ozempic
appetite
GIP (glucose- 5121;11?11111%8
dependent secretion Added in tirzepatide
insulinotropic synergizés (Zepbound)
polypeptide) with GLP-1
Increases
energy Unique to retatrutide —
Glucagon expenditure, addresses metabolic
promotes fat adaptation
oxidation

This “triple agonist” approach is why retatrutide produces
meaningfully more weight loss than dual agonists like tirzepatide,
or single agonists like semaglutide.




The Bull Case: Why Retatrutide Could
Be a Blockbuster

1. Unmatched Efficacy

Retatrutide’s Phase 3 TRIUMPH-4 trial results (in adults with
obesity and knee osteoarthritis) set a new benchmark for obesity
pharmacotherapy:

Avg Avg Weight
Weight Loss Trial
Drug Mechanism Loss (Treatment- D .
. . uration
(Efficacy  Regimen
Estimand) Estimand)
Retatrutide GLP-1 + GIP o o
(12 mg) + Glucagon 28.7% 23.7% 68 weeks
Tirzepatide / 0
Zepbound ~ GLP-1 + GIP 22.5% 20.9% (per 55 v eeks
FDA label)
(15 mg)
Semaglutide / _ o
Wegovy (2.4  GLP-1only ~14.9% 12.4% (per 6o veeks

FDA label)
mg)

Note on estimands: The “efficacy estimand” measures
outcomes in patients who stayed on treatment (best case).
The “treatment-regimen estimand” accounts for real-world
discontinuation and is the figure used in FDA-approved
prescribing labels. Comparing across estimands can inflate
apparent differences — the table above shows both for
transparency.

Nearly 58.6% of patients on the 12 mg dose lost =25% of
body weight — a level that rivals bariatric surgery outcomes
without the surgery. (47.7% achieved this threshold on the 9 mg
dose.)

2. Beyond Weight Loss — Multi-Indication
Potential

Retatrutide isn’t just a weight-loss drug. The TRIUMPH-4 trial
showed:

* 75.8% reduction in knee osteoarthritis pain scores (WOMAC)
— a percent change from baseline, derived from a post-hoc
analysis

* 14 mmHg drop in systolic blood pressure

 Significant reductions in non-HDL cholesterol, triglycerides,
and hsCRP (inflammation)



* 1 out of 8 patients became completely free from knee pain

Eli Lilly Investor Release

Additional Phase 3 trials are testing retatrutide for obstructive
sleep apnea (TRIUMPH-3), non-alcoholic fatty liver disease/NASH
(TRIUMPH-NAFLD), cardiovascular outcomes (TRIUMPH-CVOT,
10,000 patients), and type 2 diabetes disease modification/
remission (TRIUMPH-EM). If even a subset of these indications is
approved, retatrutide’s addressable market expands dramatically.

3. Massive and Growing Market

* The global obesity drug market is projected to reach $67
billion by 2034 (Fortune Business Insights, 29.2% CAGR) and
$105 billion by 2030 (Reuters)

* ~100 million U.S. adults have BMI =27 (the likely FDA
indication threshold)

* Clarivate’s Drugs to Watch 2026 named retatrutide and
orforglipron as “defining GLP-1 drugs of the next decade,”
projecting a $150 billion combined obesity/diabetes
market by 2035 PharmFExec

4. Peak Sales Estimates Are Enormous

Source Peak Sales Projection Timeline

Clarivate $_30 billion ($10B obesity + $20B 2031
diabetes)

Bernstein .$2(.)'3(.) billion (across Bull case
indications)

GlobalData $15.6 billion 2031

RBC Capital $4.9 billion 2030

Evaluate e11s

Pharma $5-5.6 billion 2030

Even the conservative estimates position retatrutide as a top-5
pharmaceutical product globally.

5. Lilly’s Commercial Moat

Lilly already commands 60.5% U.S. market share in obesity/
diabetes drugs (Q4 2025), with Novo Nordisk at 39.1% CNBC.
Lilly has demonstrated unrivaled ability to manufacture,
distribute, and market GLP-1 drugs at scale. Mounjaro and
Zepbound generated $36.5 billion in combined 2025 revenue,
with Q4 2025 revenue hitting $19.3B company-wide. Lilly’s 2026
revenue guidance (raised April 30, 2026) is $82-85 billion.


https://investor.lilly.com/news-releases/news-release-details/lillys-triple-agonist-retatrutide-delivered-weight-loss-average
https://www.pharmexec.com/view/eli-lilly-orforglipron-retatrutide-glp-clarivate
https://www.cnbc.com/2026/02/04/eli-lilly-lly-earnings-q4-2025.html

6. First-Mover Advantage on Triple Agonism

Retatrutide is the most advanced triple agonist in development.
Novo Nordisk’s closest competitor — a triple agonist acquired
from United Laboratories International for up to $2 billion — is
years behind, still in early-stage development CNBC. Novo’s
CagriSema (semaglutide + cagrilintide) is in Phase 3 with ~25%
weight loss, but it’s a combination rather than a single molecule.

The Bear Case: Why Retatrutide Could
Disappoint

1. Safety Signal: Dysesthesia

The most concerning finding is dysesthesia — an abnormal
sensation of touch, tingling, or burning — which appeared in
20.9% of patients on the 12 mg dose (vs. 0.7% placebo) in
TRIUMPH-4. This was not observed in Phase 2, making it a new
safety signal that emerged only at scale. BioSpace

Key concerns: - The mechanism is poorly understood — it could
indicate peripheral nerve effects - The FDA will likely scrutinize
this signal heavily, potentially requiring additional safety studies
or a Risk Evaluation and Mitigation Strategy (REMS) - Long-term
persistence is unknown — does it resolve after treatment stops?

2. Higher Adverse-Event Discontinuation Rates

* 18.2% discontinued due to adverse events on 12 mg
(vs. 4% placebo)

* 12.2% discontinued due to adverse events on 9 mg

* Overall treatment discontinuation rates were similar
across retatrutide and placebo arms — this is an important
nuance

* Compared to: semaglutide 6.9% overall AE discontinuation,
tirzepatide ~15% overall AE discontinuation

Lilly attributes a meaningful portion of the AE discontinuations to
“perceived excessive weight loss” rather than traditional adverse
events — which, while still a discontinuation, arguably reflects the
drug’s potency rather than a safety deficiency. However, the AE
discontinuation rate is nonetheless higher than competitors, and
the distinction between “excessive weight loss” and tolerability
issues may blur in real-world use. Lola Health


https://www.cnbc.com/2026/03/19/eli-lillys-obesity-drug-retatrutide-clears-late-stage-diabetes-trial.html
https://www.biospace.com/drug-development/lillys-retatrutide-scores-triple-trial-triumph-with-26-weight-loss-but-new-safety-signal-emerges
https://lolahealth.com/blogs/longevity/retatrutide-side-effects

3. Internal Cannibalization of Zepbound and
Mounjaro

This is the paradox of retatrutide: Lilly’s biggest threat to its
own drugs is itself. Tirzepatide (Mounjaro/Zepbound) generated
$36.5 billion in 2025 revenue and is projected to hit $62
billion annually by 2030 (Evaluate Pharma) FiercePharma. If
retatrutide steals patients from Zepbound:

* Revenue shifts from one product to another within the same
company (no net gain)

 Lilly must shoulder the R&D, regulatory, and launch costs of
retatrutide ($1B+)

* Margins could compress if payers demand lower prices for the
“upgrade”

The bull counter: Retatrutide expands the market by converting
patients who didn’t respond adequately to current therapies
(estimated 30-40% of obese individuals) and by unlocking new
indications (osteoarthritis, NASH, sleep apnea).

4. Pricing Pressure and Government Deals

Lilly struck a landmark deal with the Trump administration to
slash obesity and diabetes drug prices for Medicare/Medicaid
beneficiaries in exchange for a three-year tariff exemption. The
company has acknowledged “a step down in pricing” CNBC.
Reuters reports that global obesity drug sales estimates have
already been cut from $130 billion to $105 billion by 2030 due to
“steeper price erosion and changing customer-use patterns.”
Reuters

Retatrutide may command a premium, but payer resistance to
$1,200-1,500/month injectables is intensifying.

5. Fierce Competition

The obesity drug market is no longer a two-horse race: - Novo
Nordisk’s CagriSema — ~25% weight loss, could be on market
by 2027 - Oral GLP-1 pills — Novo’s oral Wegovy was approved
December 2025; Lilly’s own orforglipron pill is pending FDA
approval (May 2026 action date) - Boehringer Ingelheim’s
Survodutide — GLP-1/glucagon dual agonist in Phase 3 - Amgen,
Viking Therapeutics, Structure Therapeutics — all have
obesity candidates in development

A pill option (like orforglipron) could undercut retatrutide’s
market share among patients who fear needles or want simpler
administration.


https://www.fiercepharma.com/pharma/2030-eli-lilly-will-generate-113b-drug-sales-including-62b-mounjaro-zepbound-evaluate
https://www.cnbc.com/2026/02/04/eli-lilly-lly-earnings-q4-2025.html
https://www.reuters.com/business/healthcare-pharmaceuticals/obesity-market-sales-potential-tightens-novo-lilly-enter-new-era-2026-02-02/

6. Manufacturing and Supply Constraints

GLP-1 drugs have faced chronic shortages since 2022. Retatrutide
is a peptide requiring complex synthesis. Even with Lilly’s
substantial manufacturing infrastructure, scaling to meet demand
for 5-10 million patients in the first 3-5 years (260-520 million
annual doses) is a massive challenge. Supply constraints at launch
could limit initial revenue and create frustration among patients

and prescribers.

7. Regulatory Timeline Risk

* NDA filing: Q4 2026 or Q1 2027 (assuming positive
TRIUMPH-1 and TRIUMPH-2 results in H1 2026)
* FDA approval: Late 2027 (priority review) to Q1 2028

(standard review)

* CVOT results (TRIUMPH-CVOT): Not expected until 2028-
2029 — the FDA may require these before full approval or

broad labeling

Any safety signal requiring additional studies could push approval
back by 1-2 years, during which competitors close the gap.

Impact on LLY Stock Price

Current Snapshot

Metric

Value

Current stock price
Analyst consensus rating

Average 12-month price
target

Highest target
Lowest target

2026 revenue guidance
2026 EPS guidance

Forward P/E

~$948 (May 8, 2026 close)
Strong Buy (19 analysts)

~$1,220-1,263

$1,680

$850

$82-85 billion (raised April
30, 2026)

$35.50-$37.00 non-GAAP
(raised April 30, 2026)

~25x (based on midpoint of
updated EPS guidance)

Sources: StockAnalysis, Yahoo Finance, TipRanks, MacroTrends,

MarketBeat


https://stockanalysis.com/stocks/lly/forecast/
https://finance.yahoo.com/quote/LLY/
https://www.tipranks.com/stocks/lly/forecast
https://www.macrotrends.net/stocks/charts/LLY/eli-lilly/stock-price-history
https://www.marketbeat.com/stocks/NYSE/LLY/forecast/

Scenario Analysis

[0 Bull Case: Full Approval, Strong Launch (Probability:

~50%)

» Retatrutide approved on schedule (late 2027)

* Peak sales of $15-30 billion by 2031-2032

e Multi-indication labeling (obesity + T2D + osteoarthritis)

* Dysesthesia deemed manageable, no REMS required

* Stock price impact: $1,200-1,400+ (25-45% upside from

current)

* BMO ($1,300 PT), Truist ($1,281), Wolfe ($1,325), and Morgan
Stanley maintain Outperform/Buy ratings

[] Base Case: Approval with Restrictions (Probability: ~30%)

* Retatrutide approved late 2027 with narrower labeling (BMI
=30 only, or severe obesity)

e Peak sales of $5-10 billion

* REMS required for dysesthesia monitoring

» Some cannibalization of Zepbound

* Pricing pressure from Medicare deals and oral competitors
* Stock price impact: $1,000-1,200 (modest upside, much of
it already priced in)

[0 Bear Case: Clinical Setback or Delay (Probability: ~20%)

* FDA issues Complete Response Letter (CRL) requiring
additional safety data

* Or: dysesthesia signal worsens in remaining TRIUMPH trials

* Or: cardiovascular outcomes trial shows unexpected risk

* Launch delayed to 2029+

* Competitors (CagriSema, oral options) capture market share

* Stock price impact: $700-850 (12-27% downside)

* The stock is priced for perfection — any disappointment would

be punished

Key Catalyst Dates in 2026

Quarter Event Stock Impact

Orforglipron

FDA decision Positive — expands Lilly’s
Q2 2026 (May) (oral GLP-1 portfolio

pill)

TRIUMPH-1

results Hiah — d . NDA
Q2-Q3 2026 (pivotal 1gh — determines

obesity trial,

filing



Quarter Event Stock Impact

2,500
patients)

TRIUMPH-2
results
Q3-04 2026 (obesity +
T2D, 1,400
patients)

Remaining
Q4 2026 TRIUMPH Moderate
trial readouts

High — determines
diabetes indication

Very High — regulatory

Q4 2026 / Q1 2027 NDA filing pathway clarity

Conclusion

Retatrutide is the most important drug in Eli Lilly’s pipeline and
arguably the most consequential obesity drug ever developed. The
efficacy data is extraordinary — 28.7% weight loss at Phase 3 is
unprecedented for a pharmacological intervention. The bull case
is compelling: a massive and growing market, multi-indication
potential, Lilly’s commercial dominance, and a multi-year first-
mover advantage on triple agonism.

However, the bear case is not trivial. Dysesthesia is an
unexplained new safety signal. Discontinuation rates are high.
Internal cannibalization could eat into tirzepatide’s $60B+
revenue trajectory. Government pricing deals and intensifying
competition compress the commercial opportunity. And the stock
at ~$963 already embeds significant optimism.

Bottom line: If you own LLY, hold. Retatrutide success is already
partially priced in, but approval and strong launch would provide
a multi-year tailwind. If you're considering buying, the risk/reward
is attractive but not one-sided — wait for TRIUMPH-1 results in
Q2-Q3 2026 for a clearer signal before committing. A setback on
safety would create a meaningful buying opportunity given Lilly’s
broader portfolio strength.

Sources
BioSpace — Lilly’s Retatrutide Scores Triple Trial Triumph

Eli Lilly — TRIUMPH-4 Press Release
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https://www.biospace.com/drug-development/lillys-retatrutide-scores-triple-trial-triumph-with-26-weight-loss-but-new-safety-signal-emerges
https://investor.lilly.com/news-releases/news-release-details/lillys-triple-agonist-retatrutide-delivered-weight-loss-average
https://www.cnbc.com/2026/03/19/eli-lillys-obesity-drug-retatrutide-clears-late-stage-diabetes-trial.html
https://www.cnbc.com/2026/02/04/eli-lilly-lly-earnings-q4-2025.html
https://www.ainvest.com/news/eli-lilly-retatrutide-game-changer-obesity-drug-market-strategic-buy-2026-2512/
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Disclaimer: This report is for informational purposes only and
does not constitute investment advice. The author has no position
in Eli Lilly (LLY). Always consult a qualified financial advisor
before making investment decisions.

Fact-Check Addendum (May 11, 2026)

The following corrections were incorporated based on
independent fact-checking:

# Issue Correction
Added both efficacy and
treatment-regimen estimands to
. the comparison table.
1 X\(I;;llgl::il:sz mixed Retatrutide’s treatment-regimen
np estimand is 23.7% (vs. 28.7%
estimands . .
efficacy), narrowing the gap
with Zepbound’s FDA-label
figure of 20.9%.
“Nearly 60% lost Corrected to 58.6% on the 12
2 =25% body mg dose specifically (47.7% on 9
weight” mg).
" ) °
73.8 /° O‘% pain Added note that this was a post-
reduction” not ; ;
3 hoc analysis, not a pre-specified
flagged as post- dpoi
hoc endpoint.
Added caveat that 84% of
participants had BMI =35, and
) results may not generalize to all
4 TRIUMPH-4 was obesity patients. The pivotal
an OA population . .
general-obesity trials
(TRIUMPH-1, TRIUMPH-2) have
not yet reported.
Discontinuation Corrected: 18.2% is
5 rates presented discontinuation due to adverse

as overall

events, not overall. Overall


https://www.pharmexec.com/view/eli-lilly-orforglipron-retatrutide-glp-clarivate
https://www.reuters.com/business/healthcare-pharmaceuticals/obesity-market-sales-potential-tightens-novo-lilly-enter-new-era-2026-02-02/
https://www.fiercepharma.com/pharma/2030-eli-lilly-will-generate-113b-drug-sales-including-62b-mounjaro-zepbound-evaluate
https://www.retaweightloss.com/article/complete-retatrutide-guide-2026-phase-3-trials-timeline-whats-next
https://www.noom.com/blog/weight-management/retatrutide-side-effects/
https://stockanalysis.com/stocks/lly/forecast/
https://www.iqvia.com/locations/emea/blogs/2026/01/outlook-for-obesity-in-2026
https://pharmaceutical-journal.com/article/news/investigational-weight-loss-drug-trial-shows-average-reduced-body-weight-of-almost-30
https://pharmaceutical-journal.com/article/news/investigational-weight-loss-drug-trial-shows-average-reduced-body-weight-of-almost-30
https://www.nejm.org/doi/full/10.1056/NEJMoa2301972

Issue

Correction

“Mounjaro/
Zepbound $36B+
through first 3
quarters of 2025”

Stale 2026
guidance

Stock price
updated

discontinuation was similar to
placebo. Restructured the bear
case section with this critical
nuance.

Corrected: $36.5B is the full-
year 2025 total. First-nine-
months revenue was ~$24.8B.

Updated from $80-83B
revenue / $33.50-$35.00 EPS
(Feb 4 guidance) to $82-85B
revenue / $35.50-$37.00 non-
GAAP EPS (raised April 30,
2026). Forward P/E corrected
from ~28x to ~25x.

Updated from ~$963 (May 1
estimate) to ~$948 (May 8, 2026
actual close).
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