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* L-asparaginase (ASP) is an important compo1n2ent of multi-agent treatment regimens osing Coh 150 my/mt
i) (gl e sGUll i el A= | Table 1. Demographic and Baseline Characteristics Al Dosing Cohorts 25/25/50 mg/m? MWF
- Hovyever, antllbpdy—medla‘ged’hype'rsensm'vlty rgac‘uons occur in up to 30% of <6 6to <12 [12t0 <18 =18 IM Total <6 6to <12 [12t0 <18| =18 IV Total N=167

patients receiving Escherichia coli (E. coli)-derived ASP, often leading to treatment IM JZP458 IV JZP458 Years Years Years Years N=167 Years Years Years Years N=61 Median (range) number of doses on/before the onset of AEls
discontinuation, which is associated with inferior clinical outcomes?*® 95/25/50 95/25/50 n=44 n=57 n=45 n=21 - n=20 n=14 n=17 n=10 - Allergic reactions® 13 (1-64) 6 (1-25)

e The pivotal Children’s Oncology Group Study AALL1931 (NCT04145531) evaluated 25 mg/m? 37.5 mg/m? "o | M Total | mg/m? Pancreatitis 11 (4-30) 18 (12-18)
JZP458, a recombinant Erwinia ASP, in patients with ALL/LBL who developed ::II_V;; I':"_Vg MWF N=167 MWF Any TEAES, n (%) GHEE | solEd) | oty | 20 | e ) | DG | T9Es) | IVE | 100l | GUES Thrombosis 9(4-14) 21 (21-21)
hypersensitivity/silent inactivation to £. coli-derived ASPs, leading to the approval of Characteristics n=51 Any TRAES, n (%) 31(70) 38(67) 40(89) 17(81) 126(75) 19(95 13(93) 14(82) 9(90)  55(90) Increased ALT/AST 6(2-55) 7(2-30)

JZP458 in the US (Rylaze®) and the European Union (Enrylaze®) A Increased bilirubin 11 (1-30) 11 (8-15)
— Inthe US, JZP458 is approved for intramuscular (M) administration at 25 mg/m? v Grade 3/4 TRAEs,n (%) 20 (45) 30(53) 28(62) 10(48) 88(53) 14(70) 9(64) 10(59) 5(50)  38(62) 25/25/50 mg/m* MWF 25/25/50 mg/m MWF
, PP , g Median (range), years 11 (1-24)  8(1-20) 12(3-25) 10 (1-25) 10 (1-24) ’ n=51 N=61
on Mondays/Wednesday and 50 mg/m? on Friday, or at 25 mg/m? every 48 hours® - -
i) e i, RS T el o ¥ Tifeenons (1] <6 years, n (%) 9(27) 24 (29) 11 (22) 44 (26) 20 (33) Any-grade treatment-related AEls, n (%) Number of any-grade allergic reaction events, n 8 20
B A 0 , 0 On/after 25 mg/m?, n (%)° 3(398) 9 (45)
administration Monday/Wednesday/Friday (MWF) or every 48 hours’ sw=lzuzm il e | Sl | TeEs ) e | Tk(E, Alergic reactions ~ 7(16)  6(11)  3(7)  2(10) 18(11) 4@0) 4(29  6(35 2(0) 16(26) On/after 50 m/me. n (%)° 562 11 (55
e The primary efficacy and safety results of AALL1931 have been reported? 12to<18years,n(%)  7(1)  20(24) 18(35)  45@7)  17(29) - " . o 6 4 (1o o s . (1o . 36 No dose within 7 dé\ys of event, n (%)° 0 0
= = =18 years, n (%) 8(24) 5(6) 8(16) 21 (13) 10(16) ancreatis @ (16) (19) Y ©) (12) © Number of patients experiencing grade =2 nausea/vomiting, n (%) 11 (22) 37 (61)
ObIECtlve Sex, n (%) Thrombosis 0 0 1(2) 1(5) 2(1) 0 0 0 1(10) 1(2) Number of grade =2 nausea/vomiting events, n 20 81
i ' . . i Male 17 (52) 55 (66) 31 (61) 103 (62) 36 (59) On/after 25 mg/m?, n (%)° 8 (40) 36 (44)
° TO FGDQTT qn adyerse evgnts (AEs) of mtgrest (AEls; cpmprlsmg allp(glc reactions, Female 16 (48) 28 (34) 20 (39) 64 (38) 25 (41) Increased ALT/AST 7 (16) 7(12) 10 (22) 2(10) 26 (16) 3(15) 4(29) 3(18) 1(10) 11 (18) On/after 50 mg/m?, n (%)° 11 (55) 43 (53)
[including infusion reactions], pancreatitis, thrombosis, hepatotoxicity) and No dose within 7 days of event, n (%)° 1(5) 2(2)
nausea/vomiting, and to summarize post hoc descriptive analyses of AEls by BMI* Increased bilirubin 1(2) 2 (4) 7 (16) 1(5) 11(7) 0 3(21) 0 0 3(5) Percentages may not add up to 100 due fo m;n ding
timing and known risk factors (e.g., age and ethnicity) ; 2 19.9 17.9 18.4 18.4 19.6 ) ! . ! . o I ' I ' aIncludes anaphylactic reaction, (drug) h ersensitivity, infusion-related reaction, rash, rash erythematous, rash maculopapular, and urticaria. *Frequencies were derived based on the number
Median (range), kg/m 13.4-42.6) (13.7-30.7)° (13.8-42.0) (13.4-42 6)° (13.2-43.8 Note: ALT/AST increased includes the terms ALT increased, AST increased, and transaminase increased. Bilirubin increased includes the terms blood bilirubin increased and conjugated phy » (arug) hyp Y, » rash, y , papular, q
( s ) ( S ) ( o ) ( e ) ( o ) bilrubin increased. ; . " . ; . /ifET:egé?/érse events of interest; ALT, alanine aminotransferase; AST, aspartate aminotransferase; IM, intramuscular; |V, intravenous; MWF, Monday/Wednesday/Friday
M eth Od s <925 kg/mz’ n (%) 26 (79) 74 (89) 41 (80) 141 (84) 51 (84) ¢5A2d¥fg§$meg§2trse;l éAtglds,a ?j?’\éfgzees\éi?ts of interest; ALT, alanine aminotransferase; AST, aspartate aminotransferase; IM, intramuscular; IV, intravenous; TEAE, treatment-emergent adverse event; ' VD ’ ' P P ' ’ ’
- - 25 to <30 kg/m2, n (%) 4(12) 6 (7) 2 (4) 12.(7) 4(7) Y Timing of AEls and nausea/vomiting
Figure 1. Study Design =30 kg/m? n (%) 309 2(2 8 (16) 13(8) 6 (10) AEls by age group e Timing of any-grade AFEls and grade =2 nausea/vomiting by route of administration is shown in Table 4, including the median
Pivotal Part A: Part B: . 1.28 1.01 1.29 1.18 1.18 . . . number of doses on/before the onset of AEls
e e Median (range) BSA, m? ] e There were no apparent increases in rates of TEAES or TRAES by age group across dosing cohorts (Table 2 . o . . . o .
IM route of administration [l IV route of administration (0.44-2.53) (0.56-2.26)" (0.54-2.43) (0.44-2.53)° (0.52-2.42) hp , , Y 43¢ grotip acros: g conor ( , ) e Consistent with literature reports on native Erwinia ASP? treatment-related allergic reactions (including infusion reactions) were
Each long-acting dose of Each long-acting dose of Race,’ n (%) * Rates of any-grade treatment-related allergic reactions, pancreatitis, thrombosis, increased alanine aminotransferase (ALT)/aspartate observed more frequently in patients receiving IV JZP458 compared with patients receiving IM JZP458 (rates of any-grade
Eligible patients E. coli-derived ASP is replaced  E. coli-derived ASP is replaced White 24 (73) 58 (70) 33(65) 115(69)  43(70) aminotransferase (AST), and increased bilirubin in the IM cohort were 11%, 7%, 1%, 16%, and 7%, respectively, and 26%, 5%, 2%, treatment-related allergic reactions: 26% [16/61] vs 11% [18/167], respectively)
ﬂmt'é r(i);r:.:ela by 6 ggfnei?] i(;]; :é?;g (IM) by 6 gg;efii i?‘; ;él(’f;s (v) Black or African 39) 143 8 (16) 22 (13) 20) 18%, and 5% in the IV cohort ~ Treatment-related allergic reactions occurred after both the 25 mg/m? dose and 50 mg/m? dose, regardless of
grade =3 HSR e IM 25 mg/m? MWF IV 25/25/50 mg/m? MWF American e Subgroup analyses showed no consistent trends in rates of any-grade treatment-related AEIs by age group (Table 2) administration route
to a long-acting (Cohort 1a) Asian 1Q) 5(6) 1(2) 7(4) 3(5) e Among patients who developed treatment-related allergic reactions, the events occurred during course 1 in 39% of patients (7/18)
E. coli ASP ¢ |IM 37.5 mg/m?> MWF American Indian or 0 0 36) 30 20) receiving IM JZP458, and 62% of patients (10/16) receiving IV JZP458
in:::tsi:::?izn . ::;:2%?215%0 mo/mz MWE Alaska native e Treatment-related grade =2 nausea/vomiting occurred in 21% of patients across IM cohorts and 61% of patients in the IV cohort
(Cohort 1¢) g Multiple 1(3) 0 0 1(1) 1(2) Table 3. Summary of Any-Grade Treatment-Related AEls by Ethnicity — Rates of grade =2 nausea/vomiting events were broadly similar following 25 and 50 mg/m? IM or IV dosing
. | . Not reported 4(12) 9(11) 6(12) 19 (11) 10 (16) )
Treatment duration dqp_endipg on ASP doses remaining Ethnicity,? n (%) Hispanic/Latino Non-Hispanic/Latino
in each individual’s treatment plan Hispanic or Latino 13(39) 23(28) 17(33)  53(32)  21(34) Any-grade treatment-related AEIs, n (%)? n=74 n=140 .
Primary objectives: Safety and efficacy of IM JZP458 NotHispanic or Latino  18(55)  56(67)  32(63) 106(63) 34 (56) p— o012 16 CO n CI usions
) , , . , ergic reactions
Proportion of patients with the last 72-h 2h fter the F Declined to state 2 (6 4(5 24 8 (5 6(10 . . . . . . . . .
m e E——— © o @ o 1o ) * The safety profile of JZP458 is consistent with other ASPs in patients with ALL/LBL being treated with
Occurence of TEAES ALL | Pancreatits 40 e multi-agent chemotherapy;8'%'" rates of treatment-related pancreatitis, thrombosis, and hepatotoxicity
i were similar for the IM and IV cohorts and in line with the safety profile expected with ASPs in general
Key secondary objective: Efficacy of IM JZP458 at a different time point B-ALL 27(82)  60(r2)  37(73) 124(74)  51(84) Thrombosis 1) 2(1) - yp P . . g
Proportion of patients with the last 48-hour (48 hours after the Monday or T-ALL 412 13(16)  9(18)  26(16) 7 (1) ncreased ALT/AST 1419 2 (16) * The rates of AEls were generally similar across age subgroups and between Hispanic and
Wednesday dose) NSAA level =0.1 IU/mL during course 1 LBL non-Hispanic patients
Exploratory objectives: Efficacy and safety of IV JZP458 ?LLBBLL 2(()6) 10‘()1 ; 1% 123 gi}) f g: Increased bilirubin 5(7) 8 (6) e Consistent with literature reports on native Erwinia ASP,° treatment-related allergic reactions were more
Proportions of patients with the last 48/72-hour NSAA level =0.1 and o o . . Note: ALT/AST increased includes the terms ALT increased, AST increased, and transaminase increased. Biirubin increased includes the terms blood bilirubin increased and conjugated frequent in the IV cohort than in the IM cohort. Rates of nausea and VOmiting were also more frequent
=0.4 IU/mL during course 1 “Only patients with data. avallable: Based on 82 patients. “Based on j66 patlents. Self-reported. . bilirubin increased. - .
ék/h ECléte |ymDh03|aSTgS|KUEGZNa: E}-ALL, B»ceII'IVIac.u{e ‘Vmph()lmasl\t/l? Ietzukemla; BLLBBLL’IB%Al gllmptholtﬂaSUhC lymphoma; aNumbers and frequences of AEls from the IM and IV cohorts were pooled by ethnicity. n the |V COhort
, D0y mass Index; , Dody surface area; Iivl, Intramuscular; IV, intravenous; , lympnaoplastic lymphoma; i . i i . i . i . i
Safety Occurence of TEAES MW, Moynday/Wednesday/Fridag; TALL,T-cell acute ymphoblastic leukemia: T-LBL. T-cyellFl)ymphoblas%icp\)ymphoma. AEl, adverse events of interest; ALT, alanine aminotransferase; AST, aspartate aminotransferase; IM, intramuscular; IV, intravenous. . Frequencies Of allergic reactions and grade 22 nausea/vomiting following the 25 mg/m2 and 50 mg/m2

ALL, acute lymphoblastic leukemia; ASP, asparaginase; E. coli, Escherichia coli; HSR, hypersensitivity reactions; . .. ..

IM, intramuscular; 1V, intravenous; IU, International Unit; LBL, lymphoblastic lymphoma; mL, mililiter; Patients AEls by ethnICIty dOSGS were brOadly Slmllar

MWEF, Monday/Wednesday/Friday; NSAA, nadir serum ASP activity; TEAE, treatment-emergent adverse event. i ) ) . o ) ) ;

e This two-part, open-label, phase 2/3 study evaluated IM and IV administration of ¢ {?g O;E%%T'?i' ?]zitgti?z?]go%l;, 1a6ti7eﬁ’?stl?géfei\rg%ell\\;ejjzmgéT#:EIS185 n=33; e Rates of any-grade treatment-related allergic reactions, pancreatitis, thrombosis, increased ALT/AST, and increased bilirubin were e These post hoc analyses were limited by the relatively small number of patients in each subgroup
JZP458 (Figure 1) PO T P similar between Hispanic patients (n=74) and non-Hispanic patients (n=140) (Table 3) at a certain dose level
— Each dose of long-acting E. coli-derived ASP was replaced by 1 course

(6 doses) of JZP458 administered over 2 weeks

e This post hoc descriptive analysis assessed rates of AEIS, and results were stratified by E E
known risk factors (age and ethnicity); timing of AEls and grade =2 nausea/vomiting _iiﬁ_
(a common treatment-related AE [TRAE] in the trial) were summarized by dosage References: 1. Hijiya N, et al. Leuk Lymphoma. 2016;57:748-757. 2. Maese L, et al. Blood. 2023;141(7):704-712. 3. Burke MJ, et . Future Oncol. 2022;18(10):1285-1299. 4. Burke MJ. Future Oncol. 2014;10(16):2615-2627. 5. Gupta S, et al. J Clin Oncol. 2020;38(17):1897-1905. 6. RYLAZE® (asparaginase erwinia chrysanthemi (recombinant)-rywn) [package insert]. Palo Alto, CA: Jazz Pharmaceuticals, Inc.; 2024. ;%pljgf ;’érts':)'f];lojstgroffl’;agr‘%dﬂy‘)ﬁg{‘t%“;ggrggig‘égs\f”%ﬁ -

Aeaf Ak q f 7. European Medicines Agency. Enrylaze Medicine Overview. 2023. Available at: https://www.ema.europa.eu/en/medicines/human/EPAR/enrylaze. Accessed May 8, 2024. 8. Maese L, et al. 65th American Society of Hematology (ASH) Annual Meeting & Exposition. December 9—12, 2023. San Diego, CA, US. Poster number 1498. 9. Vrooman LM, et al. Pediatr Blood Cancer. 2016;63(2):228-233. o © X

e The timing of AEls and nausea/vomltlng were described by the median (range) 10. Renlers D, et al. Can J Hosp Pharm, 201568(6)-481-454. 11, Tong WH, et al. Elood, 2014:123(13:2026-2033. permission from ASCO® or the authors of this poster. E
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