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Background Scenario analysis: - Total savings, excluding drug costs, were $1.75 billion (Figure 3).

« The impact of an approximately 2-fold increase in CAR-T use on outcomes was examined in _ _
Figure 3. Incremental costs at the population level

= n  Diffuse large B-cell ymphoma (DLBCL) is the most common non-Hodgkin lymphoma both treatment arms, to reflect potential increase in CAR-T use due to its recent approval by
P O p U I atl on H ea Ith an d E conomic subtype." In the US, the prevalence of DLBCL is expected to increase by 11% between the FDA for the second-line treatment of DLBCL®® 8 -
_ 2020 and 2025.2 — The analysis assumed increases from the base case in the use of CAR-T from 7.32% to ~ -
Be n efl ts Of PO I a _R_C H P Ve rs u s Regarding first-line treatment of DLBCL, several studies have demonstrated that 14.63% and from 9.50% to 18.90% after Pola-R-CHP and R-CHOP, respectively 2
polatuzumab vedotin in combination with rituximab, cyclophosphamide, doxorubicin, and (Table 2). 2 6 - = Dr sition”
= = = prednisone (Pola-R-CHP) is cost effective versus rituximab, cyclophosphamide, Table 2. Sub ¢ treat ¢ after first-line th i the POLARIX stud 2 5 1g acquisttio
R-C H 0 P I n Patle nts Wlth doxorubicin, vincristine, and prednisone (R-CHOP) as a result of an improved and a) e 2. subsequen.reament aver 1rst-ne therapy in tne Stucy 2 ] = Productivity loss
sustainable progression-free survival benefit, reducing the use of subsequent therapies . Pola-R-CHP R-CHOP  Total costs, S 4 - y
- - . . : _ 35 Treatment 0 o -
P I U t t d D ff such as chimeric antigen receptor T-cell therapy (CAR-T; Table 1). (%) (%) UsSD o = Sub ¢ treatment
reviousiy uvntreate ITuse - | 2 3- ubsequent treatmen
* Although the clinical and economic value of Pola-R-CHP has been demonstrated at the Salvage therapy + o
: : : : e 34.15 31.84 19,376.521 —_ :
Lar e B Cel I L m h Om a i n th e patient level, the impact of Pola-R-CHP at a population level is unknown. rituximab 5 2 - w End-of.life
| o
g y p Salvage therapy 5.69 3.91 3,527.12% =g N
. Table 1. Pola-R-CHP is cost effective versus R-CHOP in previously untreated DLBCL?> u Other
U N Ited State S Chemotherapy 8.13 8.38 16,552,648 Estimated using 0 -
mean dosing, ASP, and Pola-R-CHP R-CHOP
Treatment Total cost, USD  Cost/QALY, USD Chemotherapy 00 7 0o 35 29 250,961 administrative costs
+ rituximab ' ' o
Pola-R-CHP 12.20 10.15 251,825 . . :
’ Drug Productivity Subsequent End-of-life,
Pola-BR 0 4.47 112,805.44
ola Ul acquisition,* USD loss, USD treatment, USD usSD
Authors: Anthony Masaquel, PhD, MPH,'* Jia Li, PhD," Rodrigo Ho, PharmB,2 R-CHOP .73 9.69 219,001 Rituximab monotherapy 163 223 31,642.79
David Fox, PharmD,1 Katherine L. Rosettie, |V|PH,1 Fadoua El Moustaid, PhD,1 . Pola-R-CHP | 3,463,732,444 442,625,716 1,467,782,211 495,816,263 |1,249,028,612
TinaTina Qu. PhD .3 Yana M PhD3 Difference 0.47 0.46 32,824 70,719 CAR-T 7.32 9.50 501,994.57 Keating et al. 20228
Ing 1ing Wu, ,~ Yang lvieng, oL difuce larae Bl lmoro Ly T S pe—— T —— R-CHOP 782,890,429 680,596,447 | 2,959,431,198 | 506,636,950 |1,261,496,937
, dliffuse large b-cell iympnoma, , IIT€ year; rFola-~- , Polatuzumab vedolin In compbination with rituximan,
: c . . : - L SCT 13.82 17.32 351,913.22 Purdum et al. 20197
cyclophosphamide, doxorubicin, and prednisone; QALY, quality-adjusted life year; R-CHOP, rituximab, ’ i
. cyclophosphamide, doxorubicin, vincristine, and prednisone. e oot ovel amalvcie of POLARIY. 1 e e R Difference 2,680,842,015 -237,970,731 -1,491,648,988 -10,820,687 -12,468,325
_ HIE n a treatment-level analysis O , tN€ average numper or supbsequent treatments was nigner wi - an
E-mail: masaquel.anthony@gene.com with Pola-R-CHP (2.28 vs 2.03). TCost was based on treatment with R-ICE. *Cost was based on treatment with ICE. *Cost of treatment is $122,525 for Pola-R-CHP and $27,694 for R-CHOP.
: : $Cost was based on treatment with bendamustine. TCost was based on treatment with bendamustine + rituximab. tOther costs include drug administration, adverse reactions, and routine care costs.
Objectlve: ASP, average sales price; BR, bendamustine + rituximab; CAR-T, chimeric antigen receptor T-cell therapy; ICE,
_ _ _ _ . _ _ _ ifosfamide, carboplatin, etoposide; R-ICE, rituximab, ifosfamide, carboplatin, etoposide; SCT, stem cell transplantation.
- To examine the societal value of delaying disease progression in patients with DLBCL after - At the population level, Pola-R-CHP was found to be cost effective versus R-CHOP with an
first-line treatment with Pola-R-CHP versus R-CHOP in the US over a lifetime horizon. incremental NMB of $1.04 billion (Figure 4).
Summary
Results Figure 4. Incremental NMB with Pola-R-CHP versus R-CHOP

Methods - A total of 28,270 patients eligible for first-line treatment in 2023 were included, based on the
. . . : . Incremental QALYs
Cohort: proportion of patients with previously untreated DLBCL receiving Pola-R-CHP or R-CHOP —ed . | | | | NMB
(91.0%) and the annual increase in the incidence of DLBCL (2.2% per year). Imeneipaze) Essinmiig & ACTEMEE o nerementa
« Patients with previously untreated DLBCL in the US were enrolled (static cohort). WTP threshold of $150,000) $927,933,284t $1,040,278,031
* Pola-R-CHP resulted in 13,329 incremental LYs (+4%) and 13,121 incremental QALY's $1,968,211,315*
Treatment with Pola-R-CHP Time horizon: (+5%) versus R-CHOP, over a lifetime horizon (Table 3).
resulted in 13.329 Pola-R-CHP prevented - Lifetime (60 years). _ *Calculated by multiplying 13,121 QALYs by $150,000.
’ . 2.335 disease progression Table 3. LYs and QALYs at the population level tCalculated by subtracting $1,752,908,731 (incremental cost savings) from $2,680,842,015 (incremental drug costs).
: : + _
incremental Ilfe years (+4%) events versus R-CHOP Outcomes: SE—— LYs QALYs
and 13,121 incremental (25% reduction) - Cumulative life years (LYs) and quality-adjusted LYs (QALYs) gained were evaluated. Scenario analysis:
qua"tY'adJus_teq life RS - Cumulative treatment, routine care, adverse reactions, subsequent treatment, work Pola-R-CHP 344,799 256,906 - The incremental cost savings for Pola-R-CHP versus R-CHOP increased from $1.75 billion
(+5%) over a lifetime horizon productivity, and end-of-life costs were estimated. R-CHOP 331,471 273,785 in the base case to $2.20 billion, resulting in total incremental costs of $477.3 million and
versus R-CHOP - The cumulative number of disease progression events prevented were estimated. , an incremental NMB increasing from $1.04 billion to $1.49 billion.
Difference 13,329 13,121
Incremental net monetary benefit (NMB) analysis: Limitations:
* Incremental NMB is calculated as shown in Figure 1 - Pola-R-CHP prevented 2,335 disease progression and death events (25% reduction versus ) Z,:LS 2?ag[iséifiggoanztggfefﬁhotﬁ;n:;z?dsg; OSIyrI;irenlc gg?o:é:;/hlch SIS MUl
— A positive value of incremental NMB would indicate that Pola-R-CHP is cost effective R-CHOP; Figure 2). o . pl 5 ) tg yh ) . qlu ; years. DLBCL and
. i _ . e analysis does not take into account the changing landscape in and new
versus R-CHOP at a population level Figure 2. Number of disease progression events with Pola-R-CHP and R-CHOP therapies entering the market.
Figure 1. Incremental NMB method 10,000 - « The cost-effectiveness analysis is based on assumptions regarding the extrapolation of
: " survival curves and treatment effects over time.
The use of Pola-R-CHP At the population level, £ 8,000 - 9,179
resulted in an estimated Pola-R-CHP is cost effective S 3
saving of $1.75 billion due to versus R-CHOP with a net ('“Crert'_’e”dta' QALYs ¢ ¢ 6,000 - P
. . . monetizea assuming T onclusion
prevention of progression monetary b-epeflt of 2 WTP threshold Incremental costs Incremental NMB £ @ 4,000 -
events and death $1.04 billion of $150,000) - 5
g_ 2,000 - » This analysis demonstrated that the use of Pola-R-CHP in patients with previously untreated
DLBCL generates substantial population-level value in the US by extending QALYs and
0 reducing the number of disease progression events and deaths, which resulted in an
NMB, net monetary benefit; WTP, willingness to pay. Pola-R-CHP R-CHOP incremental NMB of over $1 billion.
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