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Introduction Methods (cont’d)

Conclusions
* Despite major advances in HIV treatment and prevention, the HIV epidemic Model Inputs Outcomes and Analyses
persists globally and in the US*2 - Starting age was set at 16 years, consistent with the minimum eligibility - MSM/TGNB and CGW were modeled separately, with results reported as a weighted
* Lenacapavir (LEN) has demonstrated efficacy and - HIV prevention strategies, including treatment of people living with HIV and age of participants in the PURPOSE-1 & 2 trials'01" population; evLYs, QALYs, and pair-wise incremental cost-effectiveness ratios (ICERS)
: - widespread PrEP use, are critical to meeting the US Ending the HIV Epidemic goal « Clinical inputs were sourced from the PURPOSE-1, PURPOSE-2, HPTN were calculated
safety in the PURPOSE_-1 and PURF?OSE-Z trials as a of 90% reduction in incident cases by 20307 083, and IF-)IPTN 084 trials!0.11.13,14 - A probabilistic sensitivity analysis was conducted using 2,000 iterations to account for
pre-exposure prophylaxis (PrEP) option for human - Approved PrEP options include daily oral tenofovir disoproxil fumarate/ . Costs included drug acquisition, drug administration, monitoring, HIV the joint uncertainty of the underlying parameter estimates
immunodeficiency virus (HIV) prevention in the US emtricitabine (TDF/FTC) and tenofovir alafenamide fumarate and emtricitabine testing, adverse events, HIV management, and mortality, and were * Scenario analyses were conducted to assess the impact of key model inputs and
(TAF/FTC), every-two-month injectable CAB, and twice-yearly injectable LEN*’ sourced from the NAVLIN by EVERSANA database'® and published assumptions including (1) MSM/TGNB and CGW subgroups (2) no discounting, (3)
« Compared with generic and branded oral PrEP and . Amo_n? eftabli-srcmled PrEP rhr!oc?alitie.st,_ USLuEp[:[lake remlains sul?[;)ptimal, wi;h. - literature,6-20 expressed as 2026 USD 4 [nediaq stgrtir;?(a;)]es from P(LjJI:{POSE-1 & 2,(160,)11 (4) di/rr]\:mic ;irslésprg)dro;irrm]éog;(;ward
. . . . ersistent sociodemographic inequities: was only recently approved in ’ . i ibi ion-7 ransmission, no onward transmission, (6) usin u u A
cabotegravir (CAB), LEN provides more quality-adjusted . Zdherence and Iong-tirr: persistqence with daily oral )I:/’rEP areysigr?ificant PrieP dosing schedules were based on US Prescribing Informafion confidence interval for HIV incidence for LEN and C%\B, to g()amine uncertainty around
life years (QALYs) and equal-value life years (evLYs) at challenges; with only about one third of new users persisting at 12 months® incidence estimates, (7) 25-year time horizon, and (8) 30 year HIV-risk duration
lower overall costs, supporting LEN as the dominant  The PURPOSE-1 and PURPOSE-Z trials demonstrated superior efficacy for LEN
versus oral PrEP among cisgender women (CGW), men-who-have-sex-with-men ReSLI":S
strategy (MSM), and transgender and non-binary persons (TGNB), with 299.9% of

participants who received LEN remaining HIV-negative0.

— LEN's consistent dominance across nearly all « This analysis evaluated the cost-effectiveness of LEN versus oral PrEP and
scenarios supports its cost-effectiveness injectable CAB for HIV prevention in US populations who benefit from PrEP

Primary Results

* Over a 50-year time horizon in the weighted MSM/TGNB and CGW population, LEN strongly dominated (more effective, less costly than comparator) both CAB and branded
and generic daily oral PrEP, generating more QALYs (+0.07 to +0.39) and evLYs (+0.05 to +0.24) at a lower cost (-$6,978 to -$41,358) (Table 1)

decision-making, supporting adoption of long-acting Table 1. Primary Results (Weighted MSM/TGNB and CGW Populations)
LEN as a high value intervention with strong HIV Model Structure TAFIFTC TDFIFTC TDF/FTC (generic)
: : A Markov model was developed to simulate HIV acquisition, persistence, and
prevention potential transmission over a 50-year time horizon from a US commercial healthcare payer Total Costs® $356,045 $397,403 $392,621 $375,039 $363,023
 Results support prioritizing LEN for populations perspective using quarterly cycles and 3% discounting (Figure 1) Total evLYs 24.467 24.227 24.230 24.230 24.422
Ji i telv affected by HIV scularly th « All individuals enter the model without HIV and initiate PrEP in the first cycle
ISproportonately arrecte Y , particuiarlty tnose . PrEP options include oral TAF/FTC, oral TDF/FTC (using generic and brand Total QALYs 20.988 20.599 20.604 20.604 20.916
facing adherence challenges to daily or more frequent prices), injectable CAB, and long-acting LEN Incremental Costs -$41.358 -$36.576 -$18.994 -$6.,978
: :  PrEP persistence was modeled using an exponential decay approach based on
dOSIng reglmens 1_year discontinuation rates Incremental evLYs 0.241 0.238 0.238 0.045
° AS |Ong-aCtIng HIV preventIOn Cont|nues to eVOIVe, LEN — Half of these dlSCOﬂtlﬂUlng InJeCtabIe PrEP switch to an oral PrEP Optlon (BISO Incremental QALYs 0.389 0.384 0.384 0.073
| ot rale f e IR st subject to discontinuation)
Nl [Plehf e Pl Fells Nt Itselbiednts InkslelsineE, - Individuals are assumed to have a greater likelihood of HIV acquisition for 10 ICER (Cost/evLY) LEN Dominant LEN Dominant LEN Dominant LEN Dominant
avoiding the lifetime burden of HIV, and expanding the years, after WhICh. remaining PrEP users tr§n3|t|on off PrEP and revert to the lower ICER (Cost/QALY) LEN Dominant LEN Dominant LEN Dominant LEN Dominant
_ background HIV risk of the general population.
reaCh and |mpaCt Of PFEP prOg rams ° Once transitioned Off PFEP, individuals dO not re-initiate PI'EP aTotal costs include costs associated with drug acquisit-ion, drug administration, monitoring, HIV testing, adverse events, HIY manage.ment, an(.j mortality
Note: MSM/TGNB represented 76% of the total population, and CGW accounted for 24%; results represent outcomes for a single weighted patient
Abbreviations: CAB, cabotegravir; CGW, cis-gender women; LEN, lenacapavir; ICER, incremental cost-effectiveness ratio; evLY, equal value life year; MSM, men who have sex with men; PrEP, pre-exposure prophylaxis; QALY, quality adjusted life year; TAF/FTC, tenofovir
Figure 1 MOdel Structure alafenamide fumarate and emtricitabine; TDF/FTC, tenofovir disoproxil fumarate and emtricitabine; TGNB, transgender and non-binary
Plal n Lang uage Su m mary Probabilistic Sensitivity Analysis Results
* Results of the probabilistic sensitivity analysis were consistent with the primary results for the weighted MSM/TGNB and CGW population. LEN was dominant versus CAB
: : : I d generic and branded daily oral PrEP options
Lenacapavir (LEN) is a long-acting injectable (LAI) for an
‘ p ( ) J J 1 ( ) « Using the Institute for Clinical and Economic Review’s willingness-to-pay threshold of $100,000 per QALY 22 the probability of LEN being the most cost-effective PrEP was
prevention of HIV (PrEP). It has shown a good 77% for MSM/TGNB and 63% for CGW
balance of benefits and cost versus oral pills and Scenario Analysis Results
cabotegravir (another LAI). As an LAI, LEN may help Table 2. Scenario Analysis Results (ICER [Cost/QALY]) * LEN remained dominant across all but three scenarios (Table 2) |
: _ — In the scenario with no onward HIV transmission, limiting the analysis to the
patients stay on treatment which can lower HIV rates. m— direct effects of PrEP on the user, LEN was dominant versus TAF/FTC and
This balance of benefit and cost may help payer and TAF/FTC TDF/FTC ) CAB more effective but not dominant compared with branded and generic
; decisi (generic) TDF/FTC and CAB (ICERs ranging from $15,508 to $93,227 per QALY)
POlICYy aCCess decisions. MSM/TGNB subgroup Dominant | Dominant | Dominant | Dominant — With a duration of HIV risk of 30 years, LEN remained dominant versus all
_ _ _ _ comparators except generic oral PrEP (ICER: $28,219 per QALY)
CGW subgroup Dominant | Dominant | Dominant | Dominant — Similarly, LEN was dominant versus all comparators but generic oral PrEP
References: 1. World Health Organization. HIV statistics, globally and by WHO region. 2025. Available from: 0% discount rate Dominant Dominant Dominant Dominant when the time horizon was reduced to 25 years (lCER $45,262 per QALY)
https://cdn.who.int/media/docs/default-source/hqg-hiv-hepatitis-and-stis-library/who-ias-hiv-statistics 2025-new.pdf. 2. CDC. . — . .
Degihscand Prc;valen(;eacl)f I(-)Ilc\i inets; U?]_Ci)t:geStaqtes ande%aTe?ri?oriez asnd Fareyely :s::ciatez gtztecgs._2025. A(\a/aiIZl_ale frgm: *Transition to the death state is possible from all states Start aae: MSM/TGNB: o Usm.g a Wllllngness-to-_pay threshold of $1 OO’OOO per QALY’ LEN I.S still
?étﬁsE';(V;Vg;vfic\;gﬁ;é?lev;floarﬁlﬂtq;zzxﬁ\ﬁgg2Ze:\;/deehaet?psﬁsradt;gﬁ/\éil:g?ﬁ{ri(azf_'TJt_rgI_' s&OCdDaCﬁdES?&ggggfn:::;éﬁf:?-ﬁbnvtzgxs Abbreviations: CD4, cluster of differentiation four; HIV, human immunodeficiency virus; PrEP, pre-exposure prophylaxis g ] . ] Dominant Dominant Dominant Dominant considered cost-effective versus all Comparators across all scenarios
(emtricitabine and tenofovir disoproxil fumarate): Full Prescribing Information. 2024. Available from: https://www.accessdata.fda. 29 yrs, CGW: 21 yrs
gov/drugsatfda_docs/label/2024/ 021752s0641bl.pdf. 5. U.S. Food and Drug Administration. DESCOVY (emtricitabine and e . - u =
tenofovir alafenamide): Full Prescribing Information. 2025. Available from: https://www.accessdata.fda.gov/drugsatfda_docs HIV Acquisition and Progression Dynamic onward LI m Itatlons
/label/2025/ 2082155023s025Ibl.pdf. 6. U.S. Food and Drug Administration. APRETUDE (cabotegravir extended-release . Dominant Dominant Dominant Dominant

HIV acquisition probability determined transmission risk each cycle

injectable suspension): Full Prescribing Information 2025. Available from: https://www.accessdata.fda.gov/drugsatfda_docs/ transmission risk

label/2025/215499s009Ibl.pdf. 7. U.S. Food and Drug Administration. YEZTUGO (lenacapavir): Full Prescribing Information. — To account for onward HIV transmission. a multiolier was applied assumin . . . . cp .
2025. Available from: https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/220020s000Ibl.pdf. 8. Sullivan P. Lancet . . ’ p e 1o PP J No onward The analysis relied on several simplifying assumptions that may not fully reflect
e e o g M L g e A S 092 additional ransmissions per novel HIV acquisition Dominant | $15508 | $93227 | $23,280 real-world PrEP use patierns or HIV progression
strac . 10. Kelly CF, et al. ng ed. : : -76. 11. Bekker L-G, et al. ng ed. : ) -92. . - . ) . g H H ! ! ! _ _

12. Chen YH, et al. J Public Health Manag Pract. 2022;28;152-61. 13. Delany-Moretiwe S, et al. The Lancet. 2022;399;1779-89. Individuals who recently acquired HIV enter a one-cycle acute phase, stratified by transmission — Equal PrEP persistence was assumed for LEN and CAB, which may
14. Landovitz RJ, et al. N Engl J Med. 2021;385;595-608. 15. NAVLIN by EVERSANA. Wholesale Acquisition Costs (WAC). HIV acaquisition on versus off PrEP o - - - - :
2026. 16. Centers for Medicare and Medicaid Services. Physician Fee Schedule 2026. Available from: d _ _ _ o HIV incidence: 95% : : : : overestimate CAB per3|stence given its more frequent dosmg schedule
https://www.cms.gov/medicare/ payment/fee-schedules/physician. 17. Centers for Medicare and Medicaid Services. Clinical — HIV testing was assumed for PrEP users, consistent with US Prescribing upper Cl estimates Dominant Dominant Dominant Dominant — The cohort Markov model could not track time spent in health states
Diagnostic Laboratory Fee Schedule 2026. Available from: https://www.cms.gov/medicare/payment/ fee-schedules/clinical- " -4-7 it " ithi . e . . C ey " cr
laboratory-fee-schedule-clfs. 18. Farnham PG, et al. J Acquir Inmune Defic Syndr. 2013;64;183-9. 19. Cohen JP, et al. Informatlon, HIV vaUISItIOn on PrEP was assumed to be dlagnosed within assuming PrEP use until dlscontlnuatlon, HIV aCCIUISItIOFI, or death, S|mpI|fy|ng
Pharmacoecon Open. 2025;9;869-86. 20. Bazzazzadehgan S, et al. Value in Health. 2024;27. 21. Pinkerton SD. AIDS Behav. 3 months 25-year time horizon Dominant Dominant $45’262 Dominant real-world start-stop patterns
2012;16;791-6. 22. Institute for Clinical and Economic Review. Value Assessment Framework. 2023. Available from: HIV isiti # PrEP . di d _ _ . . .
https://icer.orgiwp-content/uploads/2025/12/ICER_2023_2026_VAF_For-Publication_112525.pdf. — acquisition oftf Frer may remain undiagnose 30-year risk Dominant | Dominant $28 219 Dominant — Incidence rates were sourced directly from randomized controlled trials, which
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