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BACKGROUND RESULTS

* Historically, the clinical prognosis for patients with relapsed/ * The search identified 467 publications, of which 3 were * Two of the studies (comparing axi-cel or liso-cel to SoC) used * As expected, all three CAR-T therapies resulted in significantly
refractory (r/r) diffuse large B-cell lymphoma (DLBCL) has been poor, included in the evidence base (Figure 1). SCHOLAR-1, a historical SoC cohort designhed to act as a control improved outcomes across OS, ORR and CR when compared
w]:thh!lmltgd CLi.ratlve trea’imegzlg;_)rtlorlwls.CH:IQN_?VE? the.mtroductlon . The included studies were all published after 2020. icxozgg\glﬁr-\llét?g:acl)tﬁﬁ;llrtzooled data from two clinical trials and to SoC (Table 3).

OT chimeric ahtisen receptor -cell (CAR-T) therapies are ' * Axi-cel demonstrated significantly longer OS compared to

Changing hOW r/r DLBCL patients are treated' AXicabtagene * The StUdy Comparing tisa-cel to SoC used CORAL. CORAL was one both Iiso_cel (HR 054) and tisa_cel (HR 047) There was no

i i-cel), i i i i Figure 1. Systematic literature review - i ] . . .
C|Ioleucel.(aX|.ceI) for example |s.showmg encourlagmg efficacy g Y of the trial cohorts used to build SCHOLAR-1. difference between liso-cel and tisa-cel for OS (Table 3).
results, with five year overall survival rate of 43%.

Regulatory approvals of axi-cel, lisocabtagene maraleucel (liso-cel) — — * Characteristics of SoC cohorts are outlined in Table 1. * Axi-cel (OR: 5.62) and liso-cel (OR: 4.24) had significantly
o - - i ifi Additional records identifie . - . . .
gUIatory abp . v (150Cabtagel et paietobuatitibint through other sources nigher probability of objective response compared to tisa-cel,
and tisagenlecleucel (tisa-cel) in patients with r/r DLBCL with two or Embase. m v 386 (n=1) o but there was no significant difference between axi-cel and
more prior lines of treatment were based on single-arm, non- S Medline: n = 77) Table 1. Characteristics of controlcohorts < o-cel
comparative, clinical trials: ZUMA-1, JULIET, TRANSCEND NHL 001 S '
(TRANSCEND) and TRANCEND WORLD. § Trial Patient group SoC  Complete response was not reported for tisa-cel vs. SoC, so
. . . - comparisons were limited.
* |n the absence of randomized controlled trials (RCT), the efficacy of [iietprisi SCHOLAR-1 r/r DLBCL * Salvage P
these CAR-T therapies have been compared with historical standard- | r/r defined as one of the following: chemotherapy Table 3. Network Meta-analysis results
of-care (SoC) cohorts.?34This allows the estimate of comparative R l *Best PD ( 24 cycles of first LoT) - — -
. . . . . . 00 °
efficacy of CAR-T to other available therapies in an earlier timeframe | £ — — Best SD (2 cycles of subsequent LoT) (HR, 95% Crl) (OR, 95% Crl) (OR, 95% Crl)
than would be possible with an RCT S (n = 467) > (n = 450 "ellZ MRS [PSt HSCU FElEpse) ' ' '
' S Compared to historical SoC:
» However, to understand the comparative efficacy of the three — l CORAL r/r CD20(+) DLBCL after first LoT * Salvage Axi-cel vs SoC 0.27 (0.00,0.38)* 9.32(5.11,18.08) * 8.57 (4.96, 15.05) *
- : : chemothera
approved CIAR-hT thsraples, ’;rj.atment.ccjompa risons ?CFOSS ;c]rlals dre Z Full-text articles assessed Full-text articles excluded, by Liso-cel vs SoC 0.50 (0.40, 0.60) *  7.05 (4.71, 10.74) * 12.90 (8.17, 20.73) *
. - 2 for eligibilit > ith reasons , _ , _
ra](ej;:uestseadnilndni rtecet ?:O?Y?Sacreisznsl r(-ﬁ/(I:ZIeC\:/SI) I‘e]g\(;g’bsee;/r?rcaor:git(ftelggThiS = (n . |17I)I ! W'(n - 14) DLBCL: diffuse large B cell lymphoma; LoT: line of therapy; PD: progressive disease; SD: Tisa-cel vs SoC 0.57 (0.44,0.73) *  1.66 (1.05, 2.65) * -
- Stable disease; SoC: standard of care :
method matches the individual patient data (IPD) from one trial, — l |y design =2 Between CAR-T comparison:
with the patient characteristics of the second trial. However, these - Studies included in * The axi-cel and tisa-cel studies both used IPD. Patients from the Axi-cel vs tisa-cel 0.47(0.26,0.88) *  5.62(2.64, 12.42) * -
comparisons have led to conflicting results. 3 ot respective clinical trial and the SoC cohorts were matched using Axi-cel vs liso-cel 0.54(0.37,0.79)*  1.32(0.64,2.87)  0.67(0.32,1.37)
, , £ on 3 studies) propensity score methods. Liso-cel was compared to published SoC . .
* This may be, in part, due to the lack of a common comparator. By summary data using an MAIC Liso-cel vs tisa-cel 0.87(0.42,1.78)  4.24(2.28,7.91) * -
using existing comparisons of CAR-T to historical SoC, it may be _ _ _ _ *Indicates a statistically significant result. Axi-cel: axicabtagene ciloleucel; Liso-cel:
possible to overcome the limitations of the existing MAICs by . . * Variables included when matchmg the groups varied across all IisoFabtagene maraleucel; SoC: standard of care; Ti.sa-c.eI: Tisagenlecleucel; CAR: Chimeric
creating a network with a common SoC comparator * The three studies were a comparison of a CAR-T therapy toa three studies. Age, sex, disease stage and prior autologous SCT antigen receptor; CR:. complete response; Crl: credible interval; ORR: overall response
historical SoC. One study was available for each of the were adjusted for in at least two studies (Table 2). rate; O5: overall survival; SoC: standard of care
* Here, we conduct an adjusted indirect comparison of axi-cel, liso- - . . .
cel a’nd tisa-cel using pLJJinshed comparativpe studies of CAR-’T 2pproved CAR-T treatments * Outcomes avalilable for analysis were overall survival (0S_, overall CONCLUSIONS
prc;ducts to historical SoC cohorts * This allowed the creation of a connected network, with SoC response rate (ORR), and complete response (CR).
as the common comparator (Figure 2). * Results of the analyses suggest that axi-cel leads to improved
METHODS Figure 2. Network of evidence OS|'m patllent; VYIth r/lr DLBCL after 2 prior treatments relative
On 17th Sentember 2021 et od EMBASE and - Table 2. Study characteristics of included publications to liso-cel and tisa-cel.
* On eptember we systematically searche an . _ —_——— . : .
P ! y y Axi-cel Liso-cel * Axi-cel and liso-cel were comparable with respect to response
MEDLINE databases. Subsequent conferences were searched, and Sample : : L outcomes, showing favorable ORR relative to tisa-cel
additional relevant literature was added upon publication. size* Method T e 2 D o v I / '
. . . . : N - * These results are in line with existing MAIC results, where
* Eligible studies enrolled patients with r/r DLBCL and compared Axi-cel AXI: 80 Propensity Age, sex, NHL subtype, relapse post efficacy between CAR-T treatments%\ave boen diréctly
approved CAR-T therapies to SoC. Outcomes of interest were >0C: 340 scoring auto SCT, refractory to 22 lines of . .
. therapy, primary refractory, compared, but offer the advantage of being able to include a
response and time-to-event outcomes. Safety outcomes were not ot prior | common comparator in the absence of placebo controlled
. . . numper prior lines.
reported in SCHOLAR-1 and published comparisons to SCHOLAR-1 so . . . . RCTS
safety could not be explored in this analysis. § Liso-cel Liso: 248 MAIC Age, se?<, NHL subtype, prior auto -
é SoC: 636 SCTs, disease stage, IPI score,
* The systematic search followed the Preferred Reporting Item for 9|2 refractory to last therapy REFERENCES
Systematic Reviews and Meta-Analyses (PRISMA) guidelines. All % s £ 1. Jacobson C, et al. Long-Term (24 Year and 25 Year) Overall Survival (OS) By 12- and
study selection and data extraction steps were conducted in dual and - g— 9 Tisa-cel Tisa: 111 Propensny Age at dlagn95|§, disease stage, 24 (I;/Ionftg E'VGBt Free Sg‘rlwlval (ElFS&. A2 lIdeaI;ceq Analysns of Zl;l\élﬂ% 1, the PLuvotaIB
independently = | = SoC: 145  scoring extranodal site involvement, r/r Ctlfl EIO hX'Ca taL%eCnLe BII OZUZCOeZ:{' >1<'3'8?1)7'65”4 atients (Pts) with Refractory Large B-
' = status (last line, all lines), time to , el ymp Omal( j ) Bloo ' f ol et |
o U - _ nd |; : - - . Maziarz RT, et al. Indirect comparison of tisagenlecleucel and historical treatments
For indirect treatm.ent compar.lsor]:s, network meta .analyses (NMA) §CTIIrr:E:1f;2: g:carger;;)SISSe,sprlor auto for relapsed/refractory diffuse large B-cell lymphoma. Blood Adv. 2022:6(8):2536-47.
were conducted using a B.ayeSIan ramev.vor <: For QIC jotomou§ ' i 3. Neelapu, S. S., et al. Comparison of 2-year outcomes with CAR T cells (ZUMA-1) vs
OUtCOmES, we USEd |OgIStIC regreSS|On W|th DInOmIal |nk fu nCtIOn. A . *Samp|e size is based on adjusted re5u|t5; Axi-cel Samp|e size is for response outcomes, Salvage Chemotherapy in refractory Iarge B-cell |ymphoma Blood Adv.
linear regression on log-transformed hazard ratios (HR) were used Tisa-cel survival had a separate set with axi-cel: 81 and SoC: 331; SCT: stem cell transplantation 2021:5(20):4149-4155.
for available time-to-event outcomes. The NMA used an anchored Axi-cel: axicabtagene ciloleucel; Liso-cel: lisocabtagene maraleucel: MAIC: Matching- * g::i/easéeGgheetn?ctthe?éal. ilr??jiiﬁ(jz;rli?;?E?;eiflr\r/]rs\i)rfi\?r:\]ac?f'l'lli:\cr)w-scceelnvs.
network with the historical SoC serving as the common comparator. adjusted indirect comparison; SoC: standard of care; Tisa-cel: Tisagenlecleucel vs. Scholar-1. Adv Ther. 2021:38(6):3266-3280. '
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