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Selumetinipb In pediatric patients
. . . e Data included for patients in the SPRINT study are based on latest data e Balance was generally achieved regardless of the propensity score method Evaluation of standardized differences after
Wlth Nneu rOflbrOmatOS|S type -l a ﬂd cut-off of March 31, 2021 (median follow-up of 4.3 years) used (Supplementary Table 1) licati £ diff t i thod
. . : - e All 50 patients enrolled in the Phase 2 SPRINT study (Stratum 1) and 75/111 e Balance was achieved across all baseline characteristics following appiication or i e.ren propens.l y.score methods
p‘eX”:Orm e rOf | brOma PFO pensrty patients from the NH study were included in this analysis (Figure 1) IPTW and 1:2 propensity score matching with replacement showed that baseline characteristics of the cohorts
. . e Baseline characteristics with standardized differences are shown in Table 1, (standardized difference <20%); balance was achieved following 1.1 were mostly balanced, supporting the published
SCore ana ‘yS|S Of the SPR' NT tﬂa‘ and were generally balanced, except for PN status and location propensity score matching without replacement, except for NF1-PN SPRINT direct comparison'

status (standardized difference 25%)
e NFI-PN progression following selumetinib treatment in SPRINT versus Selumetinib use in the SPRINT cohort was associated
with significantly reduced risk of NF1-PN progression

versus a Natural History control arm

Figure 1. Patient disposition NH, before and after propensity score analysis, is shown in Figure 2
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Ayo Adeyeml', Andrea M. Gross? Andrea Baldwin®, Eva Dombt?, NH study . : ) compared with the NH cohort; results were aligned
Brigitte C. Widemann?, Kyaw Joe Sint’  batients with NF1-PN with 51 PN SPRINT Phase 2 (Stratum 1) Figure 2. Kaplan—-Meier curves for PFS before and after propensity . .
’ volumetric MRI assessment n=50 score analysis before and after propensity score analysis
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. . . A Direct comparison B Propensity score matching 1:1 without replacement
Boston, MA, USA; “Pediatric Oncology Branch, Center for Cancer Research, National . " moy_ ° i . verall, these results rurther Strengt en eXIStlng
Cancer Institute, Bethesda, MD, USA: 3Clinical Research Directorate, Frederick National Excluded from propensity score analysis NE ~ Hrom - ~ Wron evidence on the clinical value of selumetinib Iin the
. — Patients aged 3-18 years without one PN w v . . . .
Laboratory for Cancer Research, Frederick, MD, USA volumetric MRI assessment (n=19) S o S e treatment of pediatric patients with NF1-PN
— Patients with missing baseline 4 % | % |
data (n=10) 3 40 3 40
— Patients who subsequently enrolled S T o
INTRODUCTION in the SPRINT trial (n=7) * 20+ e * 20+ o= =
v v O_(')%ééié.éé5'35'9.1'01'11'21'31'41'51'61'7 O_é%ééié.é%55.161'11'21'3121'51%1'7
NH control cohort SPRINT Phase 2 (Stratum .I) No. of paattiiz?st; Time from baseline (years) No. of Pittizrimsti Time from baseline (years)

Neurofibromatosis type (N |:‘|) is 3 multisystem genetic disorder with diverse — Patieﬂtsssggeik;fafl(;rsiropensity — PatientSSCe:!)irgeiglﬁaflc;rSEropenSity SPRINT:50 42 32 26 19 4 0 O O O O O 0O 0 O O 0 O SPRINT:37 31 23 18 14 4 0 0 O O O O O O O O 0 O

Cliﬂical f@iﬂtUl’@ST Nn="75 N=50 C Stabilized IPTW D Propensity score matching 1:2 without replacement . Why did we perform this researCh?

« NFl-related plexiform neurofibromas (NF1-PN) can be associated with severe 100 7 —m 100 —m ) Neurofibromatosis type 1 (NF1) is a disorder caused by mutations in the NFT gene.

HR O INndividuals with NF1 can develop tumors called plexiforrn neurofibromas (PN),
which can be painful, cause other clinical problems, and lead to a reduced
quality of life. Selumetinib is a drug that has been approved to treat children
with symptomatic NF1-PN. Its approval was based on positive results from the
SPRINT clinical trial. The SPRINT trial reported tumor shrinkage, improvements

morbidities, and considerably impact guality of lifez*® MRI, magnetic resonance imaging; NF1, neurofibromatosis type 1; NH, Natural History; | HR 012
PN, plexiform neurofibroma.
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As of March 2023, selumetinib (ARRY-142886, AZD6244), a potent and highly selective
mitogen-activated protein kinase kinase 1/2 inhibitor, is the first and only approved
medical therapy indicated for the treatment of pediatric patients with NF1 and
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symptomatic, inoperable PN7? Table 1. Baseline patient demographics and PN characteristics before % —— % T et and et ; e ety i child . e
« Thisapproval was based on results from the pivotal SPRINT trial propensity score analysis o4 od 00O N pain ah unction, a.n. accgpta < Sa, Sty In children with syrmptomatic
° AS SDR| NT Was d Single_arm trialr an eXternal Natural HiStory (N H) StUdy Was Used tO No. of Patients Coh e e Tifneonmiasjlin;(()ye;ls) erm R R No. of Patients Coh et Tirief?omias:lin;(()yea]:'s) erEm R R WhO rece|\/ed Selumet.ln.lb. T.hIS StUdy dld nOt ha\/e c .Contr0| arrm tO Compare
compare progression-free survival (PF=) SPRINT NH Standardized SMZEER TS0 000530000 wMBEIRE G300 0808 08 e results o selumetinib with, iowever, & Matural History (W) stdy evaluated
. | e o ; <t eal tool that bal Characteristic zlfelzlie s ' ‘ oatients with NF1-PN who did not receive selumetinib. Participants from the
ropensity score analysis Is a causal Inference and statistical tool that balances (N=50) (N=75) difference Patients with propensity scores that were larger than the pre-specified caliper width were excluded SPRINT study were matched against participants from the NH study to create
observed baseline characteristics between treated and untreated groups'" from matching.  external control arm for the SPRINT tria
. Propensity score is defined as probability of treatment assignment given the Sex, n (%) IPTW, inverse probability of treatment weighting; NH, Natural History; PFS, progression-free survival. '
observed baseline characteristics?” ~emale 20 (40.0) 27 (36.0) 0.082 . . . . . : : >
ale 30 (60.0) 48 (64.0) e PFS hazard ratio (HR) adjusted for covariates was 0.11 with direct How did we perform this research? |
' ' Differences in baseline characteristics (e.g. age, sex, weight, race) between

comparison (Table 2)
e Following 11 propensity score matching without replacement, IPTW,

Race, n (%) the SPRINT and NH studies were identified. Then, a statistical method called

White 42 (84.0) 58 (77.3) | _ . . . propensity score analysis was performed to balance the characteristics
Asian 1(2.0) 1(1.3) 0.306 and 12 propensity SCOre matChmg W'th replacement, the adjusted between the studies. This allowed us to look at differences in the reduction in
Unknown/other 3 (6.0) 11 (14.7) PFS HRs were consistent with the direct comparison: O.11, 0.12, and O.11, the risk of PN progression for patients who had received selumetinib compared
OBJECTIVE Black/African American 4 (8.0 > (6.7) respectively, HR Cl 95% values fell between 0.09 and 0.42, and p-values with those who had not received selumetinib.
\F/Qve;:.ategorized race, n (%) 42 (84.0) 58 (773 0169 DI;NSGLGRCOHSE?E@ rltlé ;0.00] o follow - " R What were the findings of this research and what are the implications?
Ite ' ' ' ° Unadjusted 1or covariates 1oliowing 1.1 propensity score matcning The baseline characteristics were similar in both studies, su ting th
To perform propensity score analysis to account for differences in baseline prognostic : . : : :  SUPPOrting the
N PP Y Y PIos Other 8 (16.0) 17 (22.7) without replacement, IPTW, and 1:2 propensity score matching with findings from the SPRINT study. Notably, the results demonstrated that
factors between SPRINT study and NH external control arm | ' | <tent with di ' . Table 2 . if | ! 4 with cel -~ 4 with
. To estimate the reduction in the risk of NF1-PN progression with selumetinib Age,.years | 10.2 (4,17) 0.8 (3.18) 0.058 replacement were alsoO Consistent Wi IreCt Comparison ( apble ) PN progression signi |c.anty reaquced wit Se.umetw compare W|t
Median (min, max) ’ ' ‘ ! ‘ the NH cohort, supporting the use of selumetinipb to treat children with NFI1-PN.
Weight, kg Table 2. PFS HR before and after propensity score analysis
Median (min, max) 29.6 (16, 89) 29.9 (12, 78) O.017
: HRS HR1
Helght, cm . . .
\/lec?ian (Min, max) 132.8 (100, 171) 131.5 (83, 180) 0.021 Analysis (adjusted 95% CI p-value (unadjusted 95% ClI p-value Acknowledgements
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® SPRINT isan open-label, Phase 2, single-arm study evaluating selumetinib in pediatric : 0 Direct , O] 0.05 0.25 <0.001 0.2] 011 0.4] <0.007 P / /
patients with NF1 and symptomatic, inoperable PN (NCTO1362803)" 1aad 9 (18.0) 9 (12.0) Disclosures
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The propensity score for selumetinib treatment was estimated using multivariate Qecajcegorl?;;:l target PN stabilized IPTW 0.12 0.06,025  <0.00] 0.18 0.09,0.36  <0.00] I
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a , , , non-White race, age, weight, height, and PN location, status and volume as covariates); "HR was obtained Bost MA USA Mayv 7-10. 2023
selumetinib treatment on the risk of NF1-PN progression was estimated Unknown 14 (28.0) 8 (10.7) using Cox regression (including study as the only covariate). oston, 1 , Viay |
Race and PN location were re-categorized for visual representation of the data. Cl, confidence interval; HR, hazard ratio; IPTW, inverse probability of treatment weighting; PFS, progression- Corresponding author Ayo Adeyemi

NH, Natural History; max, maximum; min, minimum; PN, plexiform neurofibroma. free survival; PN, plexiform neurofibroma. (Ayo.Adeyemi@alexion.com)




