Comparative effectiveness and safety of omidubicel versus other current allogeneic hematopoietic stem cell donor sources using network meta-analysis
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BACKGROUND RESULTS LIMITATIONS

» Allogeneic hematopoietic stem cell transplantation (allo-HSCT) is a potentially curative FIGURE 1. PRISMA FLOW DIAGRAM FIGURE 4. FOREST PLOTS FOR POOLED EFFECT ESTIMATES FOR 0S AT DIFFERENT TIMEPOINTS « The data analyzed were dependent upon the available published data (i.e., outcomes reported, sample sizes, patient

procedure for a variety of hematologic malignancies [1] demographics/characteristics, quality of data, etc.)
*The number of allo-HSCTs each year in the United States (US) has increased from recorde dentifiod (- 1298 m 1-year 0S 2-year 0S - As indicated by wide credible intervals of the pooled effect estimates, there was substantial heterogeneity across the

. . . enuricatuon ecorasiaenuariea(n="1, . . . . . . . .

approximately 8,000 in 2013 to more than 9,000 in 2018 [2,3] or s oR (055 1) included studies that could result from inherent differences in study designs and populations that could not be adjusted
» Donor sources for allo-HSCTs may include matched related donors (MRD), matched unrelated — Screeneﬁ pr———— Haplovs. Omidubicel 110 (056, 2.20) Haplo vs. Omidubicel ——®—— 1.40(0.53, 3.70) for adequately in the NMA

donors (MUD), mismatched unrelated donors (MMUD), unrelated donors (UD) that can either be Soreening emove - However, despite the heterogeneity, omidubicel shows statistical equivalence (i.e., non-inferiority) or superiority

. _ . . - Records excluded MMUD vs. Omidubicel - 0.88 (0.41,1.80) MMUD vs. Omidubicel —®——  0.97 (0.35, 2.60) . . . . . .
EPJ?;?T or mli:\atcg_e#, hah; ma(’;c?id/h;%lgldentlfsl donotrs (Hfaplo)c,l an E:m:";fal cord blood > (n=472) *  When necessary due to insufficient follow-up periods , some estimates were extracted from Kaplan-Meier curve
. Amon ese different modalities, s are the most preferred due to better :
\mong o StP MRD vs. Omidubicel . 140 (068, 280) MRD vs. Omidubicel ———&—— 170 (0.64, 4.50) extrapolations as opposed to observed event rates
compatibility [i.e., lower incidence of graft-versus-host-disease (GVHD)] and ease of access to Full-text articles assessed for eligibility oo el i s ‘ o . L . . . :
. . e gqegs — ull-text articles excluaeaq, wi reasons In order ot nierarcny _ -
donor, though the donor needs to be appropriate (e.g., right age, absence of comorbidities, (n = 410 e O (95% Cr) e O _ 0062 250 Evolving data from the omidubicel Phase 3 trial was included, and longer-term endpoints have the potential to change
o Conference abstract only/no full-text available (n = 1) o MUD vs. Omidubicel —sa— 150 (0.58 4_10) as the data mature
etC) [4] Eligibility Hand searched® Not comparative data on HSCT donor sources (n = 195) Haplo vs. Omidubicel —&—— (0.55(0.24, 1.30) ’
Not lation/h tologi li fint t(n=4) ’ . . . . . . .. .
- Only 15-30% patients find suitable MRDs, and many patients may not find a suitable donor of L > > > P Single center study with n<180 patients (n < 33) UCBvs. Omidubicel 081(042,150) B v Omidibicel 00t (037 240) «  The examination of multiple safety and tolerability outcomes was not possible due to insufficient capture with
! No outcome of interest (n = 2) vs. Omidubicel| ——&—— . ol 2. . . . . . .
any type [1]. Sometimes, even if a suitable donor is identified, they may not be readily available Not study design of interest (1=10) MMUD vs. Omidubicel ———=——— 0.67 (0.26, 1.80) - . retrospective studies using data sources such as patient registries
T Cohort primarily younger than 12 years of age (n = 4) UD vs. Omidubicel 1.10(0.50, 2.30)
for sample collection when needed [5] neludeg S In L Data for patients prior to 2010 (n = 130) . — T UD vs. Omidubicel ——=—— 1.30 (0.47, 3.70)
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* Non-MRD donor sources are associated with multiple limitations, including increased risk of Included ! , B MRD vs. Omidubicel ——®——— 0.63 (0.25, 1.50) Favors Omidubicel OO0 R0 s Other Donor < 05 | 20 >
. . . . . . . Studies excluded for non-comparability (n = 4) Sources Favors Omidubicel Y- . Favors Other Donor
GVHD, slow immune reconstitution, and lack of donors for minority populations; there is no Included studies or NHA Odds Ratio  Sources
. . . . . . . . . n=
clear indication of superior clinical benefit associated with any non-MRD allo-HSCT donor MWD tes. Rrridubicélhase-2-ens-Phase® Z61(0!GBicET0)RIS Note: Data from Phase 2 and Phase 3 omidubicel trials Note: Data from Phase 2 omidubicel trial is included CONCLUS|ONS
source [6-9] <eries. Disease models, Anmal models, arrativ reviews, Economic studies, i viro stucies, Book chapters wers exciuded at the tmect searches. o delnes, Genefiostudles, Gase reports are included are Included

« Omidubicel is an advanced cell therapy for allo-HSCT with nicotinamide-based proprietary UCB vs. Omidubicel ——=——  0.46 (0.21, 0.99)
technology that creates a high number of functionally optimized cells with improved migration,
homing, and engraftment. It was studied in two clinical trials in patients with hematologic

* In this NMA, omidubicel was demonstrated to be statistically equivalent to other donor sources in
. OrrlidubiceI@E_ monstrated statistically improved or equivalent OS at all time points examined versus all other donor sources efficacy (i.e., 0S, NRM) and safety (i.e., acute GVHD, and chronic GVHD)

* The systematic literature identified 31 studies including the published Phase 2 omidubicel
clinical trial data

malignancies who required an allo-HSCT and did not have a suitable donor available [10,11]. - k?vgsﬂﬁ“gﬁ’%ﬁgdgma Obieal chowed statistically significant improvement over standard UCB in 0S : : : : : . : :
Omigubicel can be mgtched more easily in diverse patients than other sources like M[RD a]s + Five of the included studies were multicenter, international studies, and almost half of the _ . _ y g. P . - PreV|0_US|Yr Or_mdUb'Cel niEs 0n|Y_ corr_1pared directly to UCB in the clinical trial program, and this
reflected in the clinical trial populations ' remaining studies were in sites in Asia - Atthe 1- and 2-year timepoints, OS with omidubicel was comparable with other donor sources study is the first comparing omidubicel to other donor sources

- In both Phase 2 (NCT01221857) and Phase 3 (NCT02730299) clinical trials comparing * Across all included studies (and the omidubicel clinical trials), the total number of patients - Omidubicel was also demonstrated to have statistically significant improvement in 0S at 6 months
omidubicel vs. standard UCB, omidubicel was associated with statistically significantly was 59,499, with patient ages ranging from 2-74 years FIGURE 5. FOREST PLOTS FOR POOLED EFFECT ESTIMATES FOR NRM AT DIFFERENT TIMEPOINTS and reduced risk of NRM at 2 years compared to standard UCB

improved time to neutrophil engraftment, prompt immune reconstitution, fewer days in

hospital. and a reduced rate of serious infections [10.11 1-year NRM 2-year NRM  The clinical equivalence of omidubicel to other donor sources supports its broad use in patients with
ospital, and a reduced rate of serious infections [10.41] FIGURE 2. STUDY DESIGN AND SAMPLE SIZE RANGES OF INCLUDED STUDIES 4 4

hematological malignancies without concerns of lower efficacy or increased safety issues

* There are no clinical studies directly evaluating the efficacy and safety of omidubicel compared OR (95% Crl) OR (95% Crl)
~ < < 20 Haplo vs. Omidubicel ——=——— 1.40 (0.56, 4.20) Haplo vs. Omidubicel y 0.96 (0.32, 3.20) - Omidubicel’'s comparable efficacy and safety also makes it an option for patients who lack suitable
OBJECTIVE o donors but need an allo-HSCT
15 MMUD vs. Omidubicel ~——=—— 1.70 (0.63, 5.20) MMUD vs. Omidubice! . 170046, 6.70)

* The ability to use omidubicel in place of other donor sources has the potential to decrease delays in
MRD vs. Omidubicel - 0.59 (0.20, 2.00) transplants associated with searches for acceptable donor sources, which may positively impact
patients’ chances of survival

« To conduct a systematic literature review and network meta-analysis (NMA) to evaluate
the comparative efficacy and safety of omidubicel versus all currently available allo-HSCT
donor sources, including MRD, MUD, MMUD, UD, Haplo, and UCB
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- Model convergence was evaluated through the Markov Chain Monte Carlo (MCMC)
simulation * Omidubicel demonstrated statistically equivalent rates of chronic GVHD versus all other donor sources

- The pooled effect estimates for all outcomes that were feasible for analysis were presented
as odds ratios (OR) and 95% credible intervals (Crl)

systematic review.
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