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Versus Olaparib + Abiraterone in Introduction Methods
Metastatic Castration-Resistant . The efficacy and safety of TALA+ENZA in patients with mCRPC » The evidence network (Figure 1) consisted of four trials and five treatments. Only one trial supported Figt”re '1 Evidence
Prostate Cancer were evaluated in the Phase lIl, double-blind TALAPRO-2" RCT, each connection; therefore, all trials were essential to connecting TALA+ENZA with OLA+ABI networ
\év:s;ea'rl':dL@;E EIZ\I';XGWTO%ZS,[:::ZEUTELOZV:%isesnavci?hrlg;iebo) - Three time-varying NMA methods, totaling 45 models, were fitted to the network TALA+ENZA
TALAPRO-21
: :  The NICE HTA submission for TALA+ENZA required comparative Fractional polynomial NMA Restricted cubic spline NMA Two-step parametric NMA
ObJeCtIVG analyses between TALA+ENZA and key comparators, such as (FP-NMA)® (RCS-NMA)’ (PNMA)?
OLA+ABI, to inform the cost-effectiveness analysis
* To compare the OS and rPFS of First- and second-order FP-NMA NCT022944612
TALA+ENZA with other treatments for - Standard NMAs were conducted to estimate the relative OS and models were fitted to the data. The One-, two-, and three-knot RCS- Seven “standard” parametric
MCRPC when hazards are non- rPFS of TALA+ENZA against OLA+ABI. Standard NMA of time-to- tf){hoitC_?e Of]POWG{rSé inﬁ'U%eg 8(\)" - Nl\l/:A?Otd'ilstV\:jeLe fi:ted usi_r]'c\_g t di&‘;\tﬁ\ijlvxt(ims Weret_UfeVC\i/ f<_>br tne BSC
- " : compinations 1rom -4, -1, -U.9, U, U.9, equally distribute NOLS SPeECITIC 10 P exponential, vveloull,
proportlonal tehvent tendpkOmtS assumes that the PH assumption holds across 1, 2}, giving a total of 35 models each treatment arm, based on the gamma, Gompertz, generalized COU-AA-30234
C I : € networ (seven and 28 for first and second log of uncensored survival times gamma, log-normal, log-logistic)
Onclusions » During the NICE appraisal, uncertainty was raised regarding order, respectively)

. TALA+ENZA demonstrated greater rPFS assumptions underpinning the indirect treatment comparison for
compared with ENZA and OLA+ABI survival outcomes. As a result, the use of time-varying (non-PH) * All NMAs used Bayesian fixed-effects models due to the sparse evidence network PROpel®

NMAs was explored to address potential violations of the

regardless of the time-varying NMA oroportional hazards assumption.

method used

The choice of time-varying NMA method Results
can have a meaningful impact on

survival estimates Model convergence and selection rPFS results (cont.) Figure 2. Estimated rPFS across time-varying NMA models?

* For each model, survival estimates for ENZA and OLA+ABI were calculated by applying the OLA+ABI
estimated time-varying HR to the reference curve (TALA+ENZA; log-normal). Mean survival time was
calculated from these curves (using the trapezium rule) and compared

FP NMA

TALA+ Difference in mean

It was not possible to reliably estimate - FP and RCS-NMA models did not converge for OS. Most pNMA » Predicted survival curves for ENZA and OLA+ABI differed 5 ,;, )
comparative OS using time-varying NMA models converged; however, estimated HRs had very wide Crls across time-varying NMA models (Figure 2) B\

70%

ENZA vs rPFS (months; 95% CI)

due to model convergence issues that were not informative for decision-making, so results are not * All NMA models showed that TALA+ENZA provides longer o ENZA 23.57 (17.42, 25.6)
The sparse evidence base and short presented. Convergence issues were likely due to the lack ot average rPFS versus ENZA, with 95% Cls excluding 0. $ o OLA+ABI | 25.60 (19.52, 35.09)
P follow-up in NCT02294461 (median OS not reached in either arm) For TALA+ENZA vs OLA+ABI, only the RCS-NMA 95% CI £ **
follow-up poses challenges for and sparse evidence network eluded O 5>
convergence of more complex models | | " o - —
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with more or non-linear parameters (e.g. Convergence was improved for rPFS, likely beoausg data were L imitations e
second order FP-NMA or three-knot more mtatur)e. Iﬁess gomﬁlex mdodels (e.q. modelts W{EP Lelwig ENZAKM —ENzA  TALAYENZA KM — TALAENZA — oLasAB
: parameters) snowead ennancead convergence rates ( lable _ _ 100%
RCS-NMA). ApNMA may be preferred in - Short follow-up in NCT02294461 and a sparse evidence % o RCS NMA S I —
such cases and more standard methods * The preferred model from each method was chosen based on network caused convergence issues, particularly for OS iy ENZAvs  rPFS (months; 95% CI)
may be requwed (eg standard NMA or statistical and visual fit to the data. This included: first order p = -1 and models with more parameters. In the cost- E 60% ENZA 24.03 (18.44, 26.68)
unanchored population-adjustment for FP-NMA, log-normal for pNMA, and two-knot for RCS-NMA effectiveness analysis, OS for comparators not in E SO OLA+ABI | 12.13 (-14.14, 34.16)
: S 40% : -14.14, 34.
methods) TALAPRO-2 was therefore based on time-constant HRs, ¢ .
Table 1. Model convergence for rPFS estimated using either standard NMA or matching- g o
Key: ABI, abiraterone; BSC, best supportive care; Cl, confidence interval; Crl, credible Method Converged models? Non-converged models adjusted Indirect Comparison % e
interval; ENZA, enzalutamide; FP, fractional polynomial; HR, hazard ratio; HTA, heath . = _1 f 0 50 100 150 200 250 300 350
technology assessment; mMCRPC, metastatic castration-resistant prostate cancer; NICE, FP-NMA First order p=-1 _0'5’ 0 Other first Order’ second ° Time-varying HRS a key reSU|t Of time-varying NMAS ime {months)
National Institute for Health and Care Excellence; NMA, network meta-analysis; OLA, order _ o 7 7 ’ ENZA KM —  ENZA TALA+ENZA KM —— TALA+ENZA — OLA+ABI
olaparib; OS, overall survival; PH, proportional hazards; pNMA, parametric network RCS One-knot. two-knot Three-knot and their statistical Slgnlflcance, can be difficult to _ NMA
meta-analysis; RCS, restricted cubic spline; RCT, randomized controlled trial; rPFS, ) ) ’ ) ) : - A : 2 90% Diff :
radiographic progression-free survival; TALA, talazoparib. NMA m_terpret due to their mU".II dlmenSIOnaI nature. The 3 80% Eﬁ;ﬁ -\I;s rF:Fgr(e:lc::tl:sr.ngg& Cl)
ONMA Al distributions None differences in mean survival time have been presented g 7% :
References: | | instead, to provide a single estimate of relative efficacy 5 6o ENZA A (Tdes) 20.06)
1. Agarwal N et al. Lancet. 2023; 402(10398):291-303. Note: 2 Assessment of model convergence was based on visual assessment of autocorrelation plots, 5 0% OLA+AB| | 25.82 (2021 35.93
2. PuYSetal Adv Ther. 2022; 39(6):2641-56. posterior density plots, trace plots, and plots of running means. : : : : : 5 40% 82 (20.21, 35.93)
3. Rathkopf DE et al. Eur Urol. 2014: 66(5):815-25. * Deviance information criterion values across methods 2 20
4. Ryan CJ et al. Lancet Oncol. 2015; 16(2):152—-60. : : : S 0%
5. Saad F et al. Lancet Oncol. 2023: 24(10).1094-108. can_not be compared becaus_e data and Ilkell_hoods differ, g
6. Jansen JP. BMC Med Res Method. 2011; 11(1):61. rPFS results posing a challenge for choosing the most suitable " o ———
/. Freeman SC and Carpenter JR. Res Synth Methods. 2017; 8(4):451-64. metho d9 0 50 100 150 200 250 300 350
8. Cope S et al. Res Synth Mel‘hOdS.. 2020.; 11(3):443—56. o Tlme-Varylng HRS fOr TALA_l_ENZA versus bOth COmparatOrS Time (months)
9. Cope S et al. Value Health. 2023; 26(4):465-76. _ _ _ _ _ ENZAKM — ENZA  TALASENZA KM —  TALAYENZA — OLASABI
were <1 when all trials had observed data across all methods. * No formal HTA guidance exists for time-varying NMA Notes: # FPFS estimates wore canped by OS.
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