* The following PICOS-T criteria were used to identify relevant studies:

SA35 Background Objective - Population: US adult patients (aged = 18 years) with DLBCL

. Chimeric antigen receptor T-cell (CAR-T) therapies have changed the * The current study aimed to conduct an SLR of the real-world efficacy, - Intervention: Innovative treatments for DLBCL (axi-cel, liso-cel, tisa-cel,
treatment landscape for several malignancies, including diffuse large B- safety, HRU, costs, and unmet needs for innovative treatments, including pola, tafa, lonca, selinexor, epcoritamab, glofitamab)
l ' n m et N e e d S an d cell lymphoma (DLBCL)? 2 CAR-T therapies, for patients with DLBCL . Comparators: Not applicable
Methods - Qutcomes: Efficacy, safety, HRU, costs
» CAR-T therapy involves the genetic modification of a patients’ T-cells ex- - Study Design: Real-world observational studies (non-interventional)
. vivct)r,]gen?_rati[ngtspecifici’lt?/ ?l;the patients’ T-cells to the specific proteins Data Source and Search Strategy . Time Frame: January 1 2017 — April 9 2024
rl(: "I rl on the patients’ tumor cells® . - | |
V I e e a S O p An SLR was conducted_usm_g MEDLINE and E_mbase _datab_ases (J_anuary 1 Study Selection and Data Extraction
2017 — April 9 2024) to identify real-world studies published in English that H stud g dentl d for inclusion b . h
 Since the approval of the first CAR-T therapy for DLBCL in 20174, many evaluated the efficacy, safety, HRU, costs, and unmet needs of innovative ) Eac_ _stu y was indepen ent y assessed 10T INciusion by tWo reviewers, with an
- = other innovative treatments have been approved for the treatment of treatments for DLBCL (axicabtagene ciloleucel [axi-cel], lisocabtagene addltlongl third reviewer re-solvmg any discrepancies | |
P at I e I l t S W I t h D L B C L DLBCL, but a systematic literature review (SLR) of the current real-world maraleucel [liso-cel], tisagenlecleucel [tisa-cel], polatuzumab vedotin [pola], ‘ Informgnon on r_elev_ant articles was extracted systematically using a data
evidence for these treatments is lacking tafasitamab [tafa], loncastuximab tesirine [lonca], selinexor, epcoritamab, and extraction form in Microsoft Excel
glofitamab) among adults with DLBCL in the United States « Studies that included LBCL populations without separately reporting DLBCL-
o specific results were excluded
I r e at e d W I t I l C/ \ I a - I Results Efficacy Outcomes (Cont.) Figure 4. Studies Reporting on ICANS Among Patients With DLBCL
Search Results « CRs were generally higher in studies reporting on axi-cel (40-58%; five Treated With CAR-T

o studies’ % 17-19) than those reporting on liso-cel (15%; one study?°) or tisa-cel

80%

Table 1. Summary of Efficacy Outcomes Reported in Studies
Evaluating Specific CAR-T Therapies * One study reported on secondary primary malignancies, with 4.7% of

patients developing acute myeloid leukemia/myelodysplastic syndrome33
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Follow-Up Progression-Free

. o . . _ . . . ] .
Of the 1,256 records identified, 92 real-world studies (21 journal articles (25-38%:; two studies?! 22) (Table 1) - Grade <3ICANS  m Grade 3+ ICANS = Any grade ICANS
= [22.8%] and 71 [77.2%] conference abstracts) were selected for _ _ . . . .
: : : « Respectively, five and three studies reported on median OS and PFS for axi-cel 60%
Inclusion (Figure 1) 2 = BT w
: . . > 33%
n - « Median OS ranged from 16.4-25.5 months among three studies’ 17- 18, with - 33%
Figure 1. PRISMA Flow Diagram two studies reporting that OS was not reached (Table 1) 23 g, 0% 1%
- Median PFS ranged from 4.5-8.9 months in two studies,”- 18 with one stud g - 26%
20%
_— Ovid search restits } reporting that PFS was not reached?® (Table 1) I B
Identification n=1.256 Records excluded: n = 972 (77%) ’ 15% 15%
Duplicates (n = 35; 4%) . . . . . .
Non-US patient population (n ~ 298, 313 * Three studies reported efficacy outcomes in patients treated with axi-cel vs. 0%
$ ‘ No patlers sing eanentsof nitest 1 =36 4% tisa-cel and found longer OS (Kittai 2021: hazard ratio [HR] 0.61; 95% L - A R N A R USRI 4
rvrseiag eyl L : : : o~ 24 : : : G S S & © % % & S & ©
— N et L iy e N confidence interval [Cl]: 0.31-1.20; p=0.15 ) and PFS (Fitzgerald 2020: HR: g & 9 & &8 & & & \%%J
° n=1,256 (100%) e oo oxed = 152 G 0.12; 95% CI: 0.04-0.36; p<0.0012°; Kittai 2021: HR: 0.60; 95% CI: 0.34-1.05; ~ *
‘ Dupcstes (1 =13, (n:%_ - p=0.0724; Shouse 2023 HR: 1.42; p=0.01119) for axi-cel based on adjusted Axi-cel Liso-cel Tisa-cel
- Patients without DLBCL (n = 61: 34%) analvses (Table 1 - .
No patients “S‘”Q treatment_s of'interest (n = 15; 8%) y ( ) A?)irg\t/?;tiztr);t: Z)iit?cel: axicabtagene ciloleucel; CAR-T: chimeric antigen receptor T-cell; DLBCL: diffuse large B-cell lymphoma; ICANS: immune effector cell-
] Full-text records assessed No outcomes of Interest (n =11; 6%) associated neurotoxicity syndrome; liso-cel: lisocabtagene maraleucel; tisa-cel: tisagenlecleucel.
Level Il Screening n=284 (23%) Study design (n = 5; 3%)

. N N N

Records Included pEEdElELe Studies deemed not suitable for extraction upon Study Study Design Data Source (median gggglﬁéz (mOevdei;?:InSuunr]\l/)i\é?IOf Survival . . . .
13 Graft Xiaoxiao Lu h=102 (36%) - e roviow: a1 (1006 number o S an e i * No studies formally compared incidence of AEs across CAR-T therapies
! ] — using covariate-adjusted analyses
1 Medical College of Wisconsin, Milwaukee, WI, USA I | Fitzgerald 20207 | REUOSPECtve | e, 52 axi-cel: 61 NA NA T e ey
5 . , , Records included in data extraction cohort tisa-cel: 16 (in favor of axi-cel)® HRU and Costs
AnaIySIS Group, Inc., Montreal, Quebec, Canada Records included in n=92 (90%) . L HR: 0.61 (95% CI: 0.31-|HR: 0.60 (95% ClI: 0.34- : i : : : :
3Janssen US Medical Affairs, HorSham, PA, USA data extraction Corﬁ]gelirem?:leagécslteric?sz:2n1=(7213(()/70)7%) Kittai 2021 Retr(:oosrf)()er(;tlve 4 academic institutions 13 t?sxz:-((::e(}ell.:%% NA (inlfzegfz?élx?-);l) (inllfgsé)ﬁ)z?gg-)z;el) ¢ PatlentS WhO rece|ved CAR'T IN the Outpatlent (OP) VS. |npat|ent (IP)
4 Janssen Scientific Affairs, Horsham, PA, USA response rate setting had lower use of IP> 34 35and intensive care unit (ICU) services
unnin Prospective CIBMTR and . an.alysis: 493 % . % Cl 19.3-32. . .
Abbreviations: DLBCL: diffuse large B-cell ymphoma; PRISMA: Preferred Reporting Items for Systematic Reviews and Meta-Analyses; US: United States. ) . cohort SCHOLAR-1 245 survwaelsggnalyss: NA (58%) 25.5(95% Cl: 19.3-32.6) NA pOSt'lnfUS|On34
_ _ o _ - _ Manzar 2023* Retgoosrf’;‘t:ﬂ"e Medical record reviews NA 40 Azt?f’?s‘;%c‘ 22 (95% Cl: NA) 8.9 (95% Cl: NA) * One StUdy reported that post-CAR-T, 44% of patients had Unplanned re-
* 86 stuc!les reported on pat_lents rec_elvmg CAR-T theraples specn‘lcally, with Nikolaenko 2023 Retz:oosrf’;‘t:“"e City of Hope 19 6 At 30 days: 3 (50%)| 16.4 (95% CI: 1.3-NR) | 4.5 (95% CI: 1.0-NR) nOSpitanzationS and 25% had unplanned emergency room ViSIts (resultS
the majority (N=48) reporting on axi-cel Ravella 2021+ | Revospective | Single institution NA 5| ot A A not stratified by OP vs. IP administration)3®
90 days: 8 (40%) . . g - .
K ey TakeaW ayS B d . Th d T S . Shouse 2023 Retrospective 9 academic medical 21 axi-cel: 393 NA NA HR: 1'3’3()(%5:1-(;/-(;5': NA: ° Based On 14 StUdIeS eValua“ng COStS, tOtaI COStS (InCIUdIng medlcal
ridging lTherapy ana Ireatment sequencing coner centers Hoarcel: 120 (in favor of axi-cel) services and treatment) for CAR-T therapies were generally higher than
_ D . Tabbara 2021+ | Rewospective Single-center NA 54 NA NR NA : :
: : : * Twenty studies reported on the use of bridging therapy prior to CAR-T; I T P . o 1 53%) - - OUMEIT MEVEIES Ureel e
 This SLR showed that more real-world and comparative research Is however, few studies reported on the specific regimen received; among « One analysis found lower pre-administration and higher post-
Y : : : these, the most commonly reported bridging therapies included ~alowski 2010+ | Retrospective edists % ini i i i i
needed to Optlmlze Outcomes for patlents Wlth DLBCL treated Wlth h th d th y p d t gt g d 5_1? F 2 Jaglowski 2019 cohort CIBMTR CT registry 5.8 70 18 (38%) NA NA adm|n|5trat|0n HRU and med|Ca| COSts fOI‘ CAR T I‘e|a'[lve to aUtOIOgOUS
CAR-T th - olud " " qt N f chemotherapy, radiotherapy, and corticosteroids=>= (Figure 2) Shao 2021 | Revospective | - Karmanos Cancer | ¢ 7 12 2 (25%) A A hematopoietic stem cell transplant (HSCT), and lower pre- and post-
erapy, Including regarding access, site (and transition) of care, * Overall, no preferred option or clear guidance on the use of bridging s o T¥ale Schol of Medicine administration HRU and medical costs compared to allogeneic HSCT?’
" " _ _ " " Mirza 2022* rospective Hematologic Disease 3 13 2 (15%) NA NA . . . .
bridging therapy, and management of post-CAR-T falilure. therapies emerged cohort Tissue Bank « While a descriptive study found tisa-cel to have lower non-CAR-T costs
*Denotes abstracts than axi-cel, no studies formally compared HRU or costs between CAR-T

- . . . . . aEstimate was adjusted via propensity score matching. . . . . .
. Figure 2. Bridging Therapies Reported in CAR-T Studies Estimate was adusted via mulivariable modeling therapies in DLBCL using covariate-adjusted analyses?®
O n C u S I O n S Abbreviations: axi-cel: axicabtagene ciloleucel; CAR-T: chimeric antigen receptor T-cell; CIBMTR: Center for International Blood and Marrow Transplant Research; ClI:
confidence interval; HR: hazard ratio; liso-cel: lisocabtagene maraleucel; NA: not available; tisa-cel: tisagenlecleucel.

Innovative

Study Bridging Therapy, N (%)

Treatment Safety Unmet Needs and Evidence Gaps
. . . _ Chemotherapy_or targqteq therapoy: 160 (29%) _ _
This dSLI?S EIan (r:n Lanzte.d tthe efficacy, SCa,g\eRty'i' HRCLJJ’ tChOSt.S’ and E[J.nmet R I Radioterapy. 29 11%) - Cytokine release syndrome (CRS) was a commonly reported safety outcome * Unmet needs and evidence gaps were broken down into four key themes:
- Bridging _ _ - . . . o
neeas o | patien S receiving and o | e_r Innovative ey . for CAR-T (N=32 studies) with grade 3+ CRS reported in 0-32% of patients treatment sequencing, effectiveness, access, and transition of care (Table 2)
treatments, with most evidence focused on descriptive analyses caut2021 | axicel | 22 | Ritusimabidexametasoneioyirabinsicipatin: 1 (5%) treated with CAR-T therapies overall; these rates were 2-18% for axi-cel® 1% 18
Rituximab/ifosfamide/carboplatin/et ide: 1 (5% - - . .
= | : fth t diff t CAR-T R e i oA ARt 7 & 19,26-31 804 for liso-cel?%, and 0-8% for tisa-cell 21 22.27,29,32 (Figure 3) Table 2. Summary of Unmet Needs and Evidence Gaps
ormal comparisons o eSe outcomes aCross ailrreren - Bridging
. . . . . . therapy Manzar 2023*|  axi-cel 40 Radiotherapy: 40 (100%) . . . . . Unmet Needs Evidence Gap
therapies and in different settings (i.e., IP vs. OP) in DLBCL are one = = D E— Ty before CAR-T: 66 (699%) Figure 3. Studies Reporting on CRS Among Patients with DLBCL — _ _ _ _
n=64 —7 J Radiation therapy before CAR-T: 3 (3%) . * Poor outcomes of treatments used in lines of therapy » Studies evaluating appropriate treatment sequencing
scarce n= ) 5 Tr eated W|th CA R-T Treatment sequencing after CAR-T highlight the unmet needs for better before (e.g., bridging therapy) and after CAR-T therapy
Ravella 2021*|  CAR-T 20 Chiematnerapy: 8 (40%) treatments post CAR-T is needed
RERlEUEn Insieipy, & 250, Grade <3CRS  mGrade3+CRS  m Any grade CRS
- g - . . . Bendamustine: 62 (11%) 100% » Studies comparing outcomes between different CAR-
M Ore researCh |S needed to |dent|fy the mOSt approprlate brldg I ng axi-cel, Non-bendarﬁus?neu:rggr?ptherapg/: 112 (19%) /- S — « Prognosis for patients with DLBCL remains poor T '[L;lelrapies are I:mitedu " |
. . . Shouse 2023 Iti':g_'gee:; o177 RC acgit ;%S:?Lc;?; : 7'3321(363)) . 80% | 85% | 86% 86% » Patients continue to experience severe AEs » Studies evaluating safety across different CAR-T
therapy and treatments post-CAR-T failure to optimize outcomes for o g therapies are Imited
. . . = . . = % 67% o L 5% | . . . .
patlents Wlth d |ﬂ:ere nt CI | nlcal prOflleS N Corticosteroids: 31 (47%) = o 58/0 ) Pat.lent access to CAR-T admlnlstrat.lo.n. varies by : + Studies evaluating outcomes in important patient
Trando 2023 | X cel,a 66 Chemotherapy: 10 (15%) S | gy 54% patient subgroups (e.g., age, comorbidities) and region b ded
tisa-cel Radiation therapy: 2 (3%) £ 40% 45% 46% of residence, and is reduced by administrative barriers SU g-roups are n-ee © _
Additional real-world evidence is needed to better understand how the : e | pcesiated concars canbosepmedne | prapesimiod
. _ ) _ ) . agtetjrtlj(;}?:;:)brf;?;tr?diﬁergnt CAR-T thgrapies received but. brid.ging t.herapies were reportgd for thg overall CAR-T populatioq. . 20% gr:::giili,nz?zggi::)nneonrg:::];Jaglsrriers . Infor_mat.ion_ o_n clinical outcomes in the IP vs. OP
ad m I n IStratI O n Of CAR_T th e rap I eS Can be fu rth er O ptl m Ized to I m p rove Abbreviations: axi-cel: axicabtagene ciloleucel; CAR-T: chimeric antigen receptor T-cell; liso-cel: lisocabtagene maraleucel; tisa-cel: tisagenlecleucel. - Bt . Access to novel therapies remains limited setting is limited
. - . 0 C o o N Q o, N q, > o a, 0 Q N &) O, &) _ + Studies evaluating transition of care and related
patient outcomes and support physicians in treatment decisions for | | | FLP L LT ISP FTF & FFHFSF S BPOPOROIN - e o accesive, an ess neaitncare resource | © SUAIES SO0 Henalio ol cre e e
DLBCL patients - Several different treatments were used after CAR-T among patients with S &L FFHFFS & FHF&E & S L& LS ansive lnisnerifons patients inthe OP vs. IP setting are limited
CAR'T fal|ur612’ 13, but StUdleS re pOrtIng OUtCOmeS fOI‘ th ese tl’eatmentS *Q'z;\(b A < *§0\ < N ' ) ° . *Q(b > *\Q’% Abbreviations: AE: adverse event; CAR-T: chimeric antigen receptor T-cell; DLBCL.: diffuse large B-cell ymphoma; IP; inpatient; OP: outpatient.
in the relapsed/refractory DLBCL setting were generally poor (EEI% + o o e o |
bendamustine + rituximab median PFS range [3.1-5.5 months]** 1°; tafa “Denotes abstracts Stu dy L imitations
: . : 14. 15.- . Abbreviations: axi-cel: axicabtagene ciloleucel; CAR-T: chimeric antigen receptor T-cell; CRS: cytokine release syndrome; DLBCL: diffuse large B-cell ymphoma; liso-cel:
+ lenalidomide median PFS [1.7-2.0 months]** *>; lonca median PFS 2.1 FLISEHEL OIS 4GOS S Ulaues B
Acknowledgments . socabtagene maraleucel; tisa-cel: tisagenlecleuce
This study was funded by Janssen Scientific Affairs, LLC. Medical writing and editorial support were provided by Cobbs Creek Healthcare, LLC and funded by Janssen Scientific Affairs, LLC. months ) . o ¢ Due '[O the heterogeneity Of reported OUtcomeS and pOpUIatiOnS evaluated1
ER— * Immune effector cell-associated neurotoxicity syndr_ome (I_CANS) was another no statistical or other quantitative comparisons were conducted
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tisa-cell: 2127 (Figure 4)
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