PREDICTED EFFECTIVENESS OF FIRST- AND SECOND-LINE TREATMENT
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BACKGROUND RESULTS

For patients presenting with advanced Previously, the standard first ST was : : ¢ In pMMR patients, PE_M+PA(?+CARBO foIIowed.by Table 4: Base-case results, dMMR population
stage or recurrent endometrial cancer (EC), paclitaxel plus carboplatin (PAC+CARBO), Ir\]/l aovree tr)eec;ennitrllyé ;T?r:?géhiiigqﬁs t(rleoa)tm ent Given the change in first ST LEN+PEM was assc_Jc:lated with the longest survival ,
primary treatment consists of surgery, and the standard second ST was lenvatinib varadigm as firsf ST treatment options, a sequencing (2.51 LYs) and the highest number of QALYs (1.89) (Table 3).
hormon_e therapy, radiation and/or plus pgmbroli_zumab (LEN+PEM, primarily T . model was developed to compare ¢ In dMMR patients, dostarlimab+CARBO+PAC followed
systemic therapy (ST). for patients with pMMR disease). - I(? 2023, I\’jhte Na;lft)naltCorT](pre_rlier;_swe3 the effectiveness of potential by LEN+PEM had the most LYs (3.33) and QALYs (2.52) Dostarlimabs PACS CARBO - LEN+PEM ) 5 333
~ EC can be classified based on tumor DNA ~ For recurrent pMMR tumors, LEN+PEM is ancer Metwork treatment guidelines first ST and second ST treatment (Table 4).
mismatch repair (MMR) status, classified also recommended as first ST where prior were updated to include 10 plus . sequences for the treatment of
: . ; . chemotherapy in the preferred systemic ¢ Threshold analysis showed that LEN+PEM remains the Dostarlimab+PAC+CARBO - PEM monotherapy 2.46 3.23
as either MMR proficient (pPMMR), or platinum-based therapy has been used ih . o advanced/recurrent EC. , ) ) _
. . . 5 erapies for first line and recurrent EC. optimal second ST (as measured in LYs) even if the efficacy
MMR deficient (dMMR). as neoadjuvant or adjuvant therapy-. \ . 5 o
of LEN+PEM foIIowmg 10 therapy IS _42 70 and 12% worse Dostarlimab+PAC+CARBO - Platinum-based chemotherapy 2.44 3.20
than the efficacy of LEN+PEM following non-10 therapy for
dMMR and pMMR, respectively (i.e. HRs of 1.42 or 1.12 are
METHODS applied to observed data for LEN+PEM). PEM+PACTCARBO - LEN+PEM 241 318
¢ In both the pMMR and dMMR populations, PAC+CARBO Dostarlimab+PAC+CARBO - Non-plati hemoth 5 41 315
Decision problem ¢ To inform the transitions between health states in the ratios were applied to the reference curves (PAC+CARBO followed by non-platinum chemotherapy was associated with ostarimabrAL* on-piatinum chemotherapy : :
¢ The population considered was patients presenting with mulltlstate model, flye SUI'V-IV8| curves were generated: for first ST, non-platlngm chemotherapy f9r second ST). the fewest LYs (2.08 and 2.27, respectively). S PR ARG Dt Ties e 5 30 315
advanced stage or recurrent EC. — Time to progression at first ST (censored on death) ¢ Reported overall survival (OS) hazard ratios (HR) were ' '
. — Pre-progression survival at first ST (censored on assumed to be applicable to the pre-progression survival and _
¢ SUbgrOl_Jp anaIySIS was COn(.jUCted for the pMMR and dMMR progression) pOSt_progreSSion survival curves; reported progression_free Table 3: Base-case reSU|tS, pMMR pOpulatlon PEM+PAC+CARBO - PEM monotherapy 2.35 3.08
populations as some therapies are available for dAMMR ) . : .
patients only — Time to progression at second ST (censored on death) survival (PFS) HRs were assumed to be applicable to the
« Modelled fi ' STs incl SAC+CARBO - Pre-progression survival at second ST (censored on time-to-progression curves. PEM+PAC+CARBO - Platinum-based chemotherapy 232 | 305
q octlerl_erg gitp A(és +|gc;l|1?d8eg n d+PEM +p A’C +CARBO progression) ¢ In the absence of survival curves for platinum-based PEM+PAC+CARBO - LEN+PEM 1.89 2.51
ostarlima | , @ o — Post-progression survival at second ST. chemotherapy as second ST, HRs were calculated between _ PEM+PAC+CARBO - Non-platinum chemotherapy 2.29 2.99
¢ gﬂh%drﬁgter?efaeg;nslastﬁuIrgctl)gdseeccll Iaﬁgrzsﬁl\eﬂr’arg/n-apr:?jtmum ¢« These survival curves were used to estimate the time- PEC"ta)tﬁ' mon;)thedrapy b(rerlarﬁsentingtr;\on-plat(inum . AEMPRAD RS0 o AT Es G IRy e | 2
. ’ k ’ dependent probability of transitioning between health states. chemotnherapy) and caroboplailin monoiherapy (repreésenting - Non-plati
dostarlimab or PEM monotherapy (dMMR patients only). ‘ ToF:jeterminpe treatm;lnt Ctatus (on/o?f reatment) within each olatinum-based chemotherapy) from Heffernan 20227, The PEM+PAC+CARBO - Non-platinum chemotherapy 1.79 2.35 PAC+CARBO - LEN+PEM 1.90 2.73
¢ All combinations of first and second ST were considered, health state two additional curves were used: resulting HRs (0.80 for OS; 0.94 for PFS) were applied to Dostarlimab+PAC+CARBO - LEN+PEM 1.79 2.44
with the exception of dostarlimab+PAC+CARBO followed . R . ' non-platinum chemotherapy as second ST (based on the | | PAC+CARBO - Dostarlimab monotherapy 185 | 266
by dostarlimab monotherapy, as dostarlimab rechallenge — Time to discontinuation at first ST TPC arm in Study 309/KEYNOTE-775) in the model to Dostarlimab+PAC+CARBO - Platinum-based chemotherapy | 1.74 2.37
is expected to be uncommon in practice. — Time to discontinuation at second ST. generate the curves for platinum-based chemotherapy as _ _ PAC+CARBO - PEM monotherapy 1.75 2.49
: Dostarlimab+PAC+CARBO - Non-plat hemoth 1.66 2.25
¢ The outcomes evaluated were mean survival (life years [LY]) ¢ The relationships between the health states and the survival second ST. Hazard ratios were assumed to be the same for e T
and quality-adjusted life years (QALY), and a lifetime time curves used to estimate the transitions between health states the dMMR and pMMR populations. PAC+CARBO - LEN+PEM 164 | 229 PAC+CARBO - Platinum-based chemotherapy 170 | 2.41
horizon was considered. are illustrated in Figure 1. ¢ Selected survival distributions were based on statistical fit only. |
¢ Acycle length of 28 days was used. ¢ As the efficacy of LEN+PEM following 1O plus chemotherapy PACTEARED - Plafinum-based chemofnerapy 0 | 22 PAC+CARBO - Non-platinum chemotherapy 161 | 227
Model type and structure has not been evaluated in randomized clinical trials, PAC+CARBO - Non-platinum chemotherapy R
¢ A multistate survival model was developed to estimate mean Figure 1: Model structure efficacy data for LEN+PEM following IO plus chemotherapy Abbreviations: dMMR, mismatch repair deficient;
survival and QALY for all considered treatment sequences. was assumed to be the same as for LEN+PEM f0||0Win9 Abbreviations: dostarlimab+PAC+CARBO, dostarlimab plus paclitaxel plus carboplatin; EéﬁagigﬁbrPAiT???Bo’ doztarlimab slllj-s\,(pliclitaxel Ig,I:CS) cgflgggtin; el o ool
) : + envatini us pembrolizumab: ife year: + . paclitaxel plus carboplatin: + , lenvatinip plus pemprolizumab; , lIfe year; + , paclitaxel plus carbopiatin;
¢ A cohort of patients is modelled to begin treatment with first Progression-free 1 Pre-progression _ ;:hetrrhotherap}[/_ a{on?.tghreshcl):dtantilyss was pt_erformed to II;[E':/I +F;>i|\£+lc ARéo,bppelmbfoanm; i plusb;)::;i tl afxeyl e F;/;(;OEQE:O paclitaxel plus carboplat P sambralrat, PEMAPAGHOARBO, parmbraimab slue paclioc arel carbeoitin
ST and transition between health states at a time-dependent T:'g]eré(;sion - |rst ST) (censored on progression) estine sensitivity o e resuits to this assumpflion. pMMR, mismatch repair proficient; QALY, quality-adjusted life year; ST, systemic therapy. QALY, quality-adjusted life year; ST, systemic therapy.
rate; in each model cycle, the cohort accrues LYs and QALYS, bfrsteT | ~ The threshold analysis evaluated how much worse
which are summed at the end of the model time horizon. (()cnegzg;ﬁ()d x Pre-prolgr;ession . the hypOthetlcal efflcacy of LEN+PEM after |O plus
. Pro(gsreecs:rl‘:lnéf_ll:t)an (S;er:'SV()areZ osneﬁfongression) R chemotherapy would need to be (compared with the
¢ The following health states were modelled to capture Tmeto _®/ observed data for LEN+PEM after chemotherapy alone) STRENGTHS AND LIMITATIONS
transitions between first ST and second ST, progression btsecond ST~~~ - for the conclusions of the analysis to remain unchanged.
status and death: g';]eg:g;ﬁ‘)j Post-progression L ) s
~ Progression-free 1 (progression-free at first ST) Progressed survival at second ST Utility data ¢ A key strength of the ana.IyS|s_|s that data have been a formal network mej[a-analy3|s. In addltlon., for some
~ Progression-free 2 (progressed at first ST, progression-free ¢ In the | EAP-001 and Studv 300 trials. health-related it incorporated across multiple lines of therapy, and the treatments, assumptions have been made in the absence
ot sgcon 4 ST) ! Abbreviations: ST, systemic therapy; Tx, treatment r}l'fe - and u yEQ 583 S ?a -related quality analysis includes newly available treatments. of data. In particular, no data is available on the use of
iNni of life was measured usin - uestionnaires. -
- Progressed (progressed at second ST) Clinical data o ) . ¢ Alimitation is that the current model relies on individual LEN+PEM as second ST after prior |0, therefore threshold
¢ In the sequencing model, clinical data were used as inputs ¢ EQ-5D responses were used to calculate utility values for each sources of HRs. which have not been combined into analysis was performed.
- Dead. _ ’ _ _ e o . ,
for progreSSK)n and Surv|va|_ |nputs were |nf0rmed by pa“ent_ health State, IN the mOdel, the Utl|lty Va|ueS were app“ed fOl' the
¢ Health states based on progression status and treatment level data from LEAP-001 and Study 309/KEYNOTE-775, duration of time spent in each health state to calculate QALYSs.
line were chosen as progression is an important and reported data from RUBY, NRG-GY018, and other ¢ In the progression-free 1 (first ST) state, mean utility values CONCLUSION
determinant of quality of life in EC, and treatment line published literature (Table 1). were derived from analysis of patient-level data from
affects the risk of mortality. ¢ Where patient-level data were available for a specific LEAP-001; utility values for the progression-free 2
¢ It is assumed that patients transition to second ST treatment, survival curves for each of the five transitions were (second ST) and progressed states were modelled using : : :
: : . : : N : . ¢ ¢
immediately on progression from first ST. derived directly; for all other treatments considered, hazard patient-level data from Study 309 (Table 2). Of the seqUEESS t.ested, across boliHISEEE CReE re.lpldly B treatment Ia.ndscape,
and dMMR populations, 1O plus chemotherapy further studies are warranted to investigate the
followed by LEN+PEM is projected to result in the effectiveness of LEN+PEM after 10 to inform
Table 1: Data sources used to inform efficacy Table 2: Utility values longest survival and the most QALYs. treatment sequencing options in patients with
— « PAC+CARBO followed by non-platinum advanced/recurrent EC.
First ST 0S AR 0S AR chemotherapy was the least effective of the
PAC+CARBO Patient-level data for PAC+CARBO arm in LEAP-001 trial* Survival curves generated from patient-level data o s Ly eslarkiee sequences tested.
PEM+PAC+CARBO Reported HR vs PAC+CARBO from NRG-GY018 trial’ 0.79 0.54 0.55 0.30 (F:cirrc;?rg??lgtriwﬁtree 0.745 0.717 from LEAP-001
Dostarlimab+PAC+CARBO Reported HR vs PAC+CARBO from RUBY trial” 0.79 0.76 0.32 0.28 4 patient-level data
Second ST
- - Progression-free 2
LEN+PEM Egﬁé‘%ﬂ%ﬁa eSS T T Ehiey <) Survival curves generated from patient-level data (sec?ond ST) utility, 0.726 0.721 References Acknowledgment
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