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BEEEERAT
Nivolumab +
Hyaluronidase 44 WUV
37 | i+ EAREES ﬁﬁ?if - FDA Label
(OPDIVO QVANTIG®
HER
12 ERUUE. REE
wrirmnm [0 30 kg BIRBIEIRREY KA ABURIMEE
S et b MSI-H/IMMR NEE
ZEpEEE
RREETF 2026 G L
3% Besponsa B
O'Z”O"gt;fn“l:r?t;a E>1%. BEELR|  ITCC059
= = HEERHIZS e | [ MEATERE CD22+ (WI203581; . Label(fda.gov)
38 | MEREIRRR (£E) MARE | gepaLL @B, | EudracT 2016 | 20 B 7 ShelEmA)
(Besponsa®)
eyl ZERXBERENIL|  000227-71)
FHES FEEREE T 2024 &
A
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2025/219876s000lbl.pdf
https://dailymed.nlm.nih.gov/dailymed/fda/fdaDrugXsl.cfm?setid=7d042c61-f28f-4ab5-ab10-d7558c0d49ff&type=display
https://www.ema.europa.eu/en/documents/product-information/spectrila-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/spectrila-epar-product-information_en.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2026/761381s012lbl.pdf
https://labeling.pfizer.com/showlabeling.aspx?id=9503
https://www.ema.europa.eu/en/documents/product-information/besponsa-epar-product-information_en.pdf

JLERERURRES Y1

o Tisagenlecleucel (KYMRIAH®)

label(fda.gov

Tisagenlecleucel(EMA_Label)

- B3R5 : #Bm7TIE (CAR-T 4HREFTIE)
« R X REHS (Int)

ENIE - ER AN b AR tEHE S A s (ALL)

Indication: Relapsed or Refractory (r/r) B-cell Acute Lymphoblastic Leukemia

(ALL)

JLEIREIXEE (ELIANA, NCT02435849): KYMRIAH 78 RS54 M b 4
e E AR A MR (B-ALL) B LEM &L &7 2B — IR
B, ZH0. 2ERERHTITEN. XMARJHLHET 107 8EE, 88 F
WA, 68 BIFESZ T AT, 63 RBEBRETITNT L. ATraE
FEEZ R KYMRIAH BEFIEE, #THEBREHLT (FXhDESH 30
mg/m2 , AEF 4K, FIHEEBEZEH 500mg/m2, A2 X ). FEARIEK (WBC)
T <1000/uL B9 22 B BE S, H 20 BEET KYMRIAH ZBiIES T HER
MMEST, A 2 BEREMERMETIIER TES T KYMRIAH S5, TEA
PERMER DT 208, B 53 BREEZ TILE (bridging) (637, KYMRIAH
BT RET TGS 3 T ARNKMTLEMRE (CR), TEEMSENE, URET
R ARKMIAZIST L EREAR/NFERARE (MRD)< 0.01% BIEELLF] (MRD
PAME (R 11), 7263 BEZHIMBEF, 525 (83%) KM T ZLER/
TELEMOMARITHTTLME, HP2EH MRD BAtt. EMET RN
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https://www.fda.gov/media/107296/download
https://www.ema.europa.eu/en/documents/product-information/kymriah-epar-product-information_en.pdf
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SRR BB ETIEN 4.8 PEMIBRT, RLER / ReEREMARITER
S2 4 E MR IS AT AR (BE: 12 E 141+ N3 ). RRER/ 5
2 ERBNAIHHRRS RE P ALE EBEN 29 K, 50 & /52 8 (96%)
REENELER | =2 ERE MM R IE L7 26 E 31 K28,
ETNRLER | T2 ERENARH B TR MENBES, BT TARE
HEBEL 179 12%(6/52).

The efficacy of KYMRIAH in pediatric and young adults with r/r B-cell precursor
ALL was evaluated in an open-label, multicenter single-arm trial. In total, 107
patients were screened, 88 were enrolled, 68 were treated, and 63 were evaluable
for efficacy. Treatment consisted of lymphodepleting chemotherapy (fludarabine
30 mg/m2 daily for 4 days and cyclophosphamide 500 mg/m?2 daily for 2 days)
followed by a single dose of KYMRIAH. Of the 22 patients who had a WBC count
<1000/pL, 20 received lymphodepleting chemotherapy prior to KYMRIAH while
2 received KYMRIAH infusion without lymphodepleting chemotherapy. Fifty-
three patients received bridging chemotherapy between time of enrollment and
lymphodepleting chemotherapy. The efficacy of KYMRIAH was established on
the basis of complete remission (CR) within 3 months after infusion, the duration
of CR, and proportion of patients with CR and minimal residual disease (MRD)
< 0.01% by flow cytometry (MRD-negative) (Table 11). Among the 63 infused
patients, 52 (83%) achieved CR/CRI, all of which were MRDnegative. With a
median follow-up of 4.8 months from response, the median duration of CR/CRi
was not reached (range: 1.2 to 14.1+ months). Median time to onset of CR/CRi was
29 days with onset of CR/CRi between 26 and 31 days for 50/52 (96%) responders.
The stem cell transplantation rate among those who achieved CR/CRi was 12%

(6/52).
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9 Nelarabine Z54I:% (ARRANON®)

arranon (novartis.com

Tisagenlecleucel(EMA Label)

- B3R5 ARSHAY (KTH )2 45)
« R X REHS (Int)

BMIE: 15 RUESREMAN THESARB MR /T HES4H
Rt

Indication: T-cell acute lymphoblastic leukemia (T-ALL) and T-cell
lymphoblastic lymphoma (T-LBL) in adult and pediatric patients age 1 year

and older

JLEIGRIRL PGA2001(COG P9673): RRANON® 7£) LB BEPHR S
MNEM MR BT —TIRRIREHITHRN | X2—IE . WM&, K
IMEBIRALLLAK (nelarabine) B3, WREEVIRIZEIRER <=21 . B85
ERMEEAM T-ALL 3 TNHL IRIXE, 84 ZHBED, F 39 BBEZRD
RELZRAFNIESTE, ESTEH 650 mg/m2 B ARRANON, i&83d B4k
A, BRI LN, EES5K, 821 XEE—R, IRBETATIRE
FRHIR 2 R FEBHESERAEESUER, FF 4R ARRANON #17
BT, FENBHMSTEEIATNE 21 KIMEERR S SR (5
BIFSBRNE ), FHED BRERMERETE 21 RIS BEEMAM <25%, ™
FHT BRI NERTE 21 RSB <5%.
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https://www.novartis.com/us-en/sites/novartis_us/files/arranon.pdf
https://www.ema.europa.eu/en/documents/product-information/kymriah-epar-product-information_en.pdf
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The safety and efficacy of ARRANON in pediatric patients were studied in a
clinical trial: a phase II, two-stage, open label study of nelarabine in subjects
with relapsed or refractory T-ALL or T-NHL who were <=21 years of age at initial
diagnosis. Eighty-four (84) patients, 39 of whom had received two or more prior
induction regimens, were treated with 650 mg/m2/day of ARRANON administered
intravenously over 1 hour daily for 5 consecutive days repeated every 21 days.
Patients who experienced signs or symptoms of Grade 2 or greater neurologic
toxicity on therapy were to be discontinued from further therapy with ARRANON.
The primary efficacy analysis would be the assessment of the early partial (or
better) marrow response rate at day 21 of treatment. An early partial marrow
response required<25% bone marrow blasts and an early complete marrow

response required <5% bone marrow blasts at day 21.

789MA%IZ4 . Nelarabine-Reach Z#iE (nelarabine)

2 EIRBEF : Nelarabine-Reach(nelarabine)

« RIET R IREHIZ CRARIL )

o ENIE : SEERIZBIRZ Nelarabine Z2hDE (ARRANON®) —2,

SIMAHIZS Nelarabine-Reach F1ZRIEIEMRFAZS Nelarabine(ARRANON®) 35
RIEPE _EFFRH) L EMEEN T,
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https://www.tga.gov.au/sites/default/files/2024-08/auspar-nelarabine-reach-240821-pi.pdf
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Gemtuzumab-0Ozogamicin HZ £ i
(MYLOTARG ™)

LABEL (fda.gov

Population Pharmacokinetics of Gemtuzumab Ozogamicin in Pediatric Patients with

Relapsed or Refractory Acute Myeloid Leukemia | Clinical Pharmacokinetics (springer.com)

Mylotarg(TGA_Approval)

B3 « ERyTE
[RERET R : 1EimHIL (RE )
< ENIE : 2 SR EEREEEY _CD33_ A EBEAM A

Indication: relapsed or refractory CD33-positive acute myeloid leukemia

(AML)

« JLE IIf R 3% 3& 0903A1-102-US phase I/Il study: FIXWHR T %
0903A1-102-US £8 I/Il BARARHR, 29 BEIM< 17 %, BHELIM AR
BEANRE A MRAY) LE BB LKA Gemtuzumab-Ozogamicin FEI AR
5 (popPK)e = hP67.6 AR AR A KR Gemtuzumab-Ozogamicin 1€
A% (PK), SE— M WEEE : GFLMER (CLL) M8 & =R AT E
RHFUERR, A RMEIR X — Gemtuzumab-Ozogamicin A& 73% (PK)o
MNEIEEM BRI E T A RIREN A N RN = R AR SR E
FREREEE (UC; fE) B PK, AMRAEEIER RN, E&EEN CLL
MPLBREEEF M. hP67.6 F1 UC By PK SHRAZ A BMADHITF
RAEMZeNREBEANDEE (BEABHRIN) WEZFM, HI0HT T
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https://link.springer.com/article/10.1007/s40262-018-0694-x
https://link.springer.com/article/10.1007/s40262-018-0694-x
https://link.springer.com/article/10.1007/s40262-018-0694-x
https://www.tga.gov.au/sites/default/files/auspar-gemtuzumab-ozogamicin-201008-pi_0.pdf
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PALLELEE Gemtuzumab-Ozogamicin BIFIE A% (7E5% 1 KM 15 X518
6. 7.58 9mg/m2, 5EFEE 1. 47 XKAEFNENR 3 mg/m2 I ZMLL ),
ERBREFMENAHHET, SBIEM UC RS REE AT BEREE

This report describes the popPK of GO following intravenous administration in
29 pediatric patients aged < 17 years with relapsed or refractory AML who were
enrolled in the 0903A1-102-US phase I/l study. The pharmacokinetics (PK) of GO,
as represented by total hP67.6 antibody, were described by a two-compartment
model with two clearance components: a linear clearance (CL1) and time-
dependent clearance that includes a decay coefficient. The PK of unconjugated
calicheamicin (UC; payload) were described by a two-compartment model
with CL1 and an input rate of formation based on antibody rate of elimination.
Allometric scaling was included in both models, with baseline body weight
as a fixed effect on CL1 and central volume. PK parameters for hP67.6 and UC
were not significantly affected by any of the available demographic factors and
safety laboratory values tested as covariates (except baseline body weight).
Simulations to compare GO dosing regimens (6, 7.5, and 9 mg/m2 on days 1 and
15 versus, 3 mg/m2 fractionated dosing on days 1, 4, and 7) were performed,
showing that total antibody and UC trough concentrations were maintained at
higher concentrations during treatment following the more frequent dosing than

following the original regimen.
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Calaspargase Pegol-mknl £ EZ =
B2 L X £ BiB&Es (ASPARLAS ™)

LABEL (fda.gov

- BRI ARESHEY (HTH)
« [RERE] 5 iedEH (FEE)

BNIE : 1A 21 SHIEHEARE mREE

Indication: A component of a multi-agent chemotherapeutic regimen for
the treatment of acute lymphoblastic leukemia in pediatric and young adult

patients age 1 month to 21 years.

JLEIGKIXIE (Study AALLO7P4, Study DFCI 11-001) : sTRBvHE

HF @S 3 BEEkCEST ASPARLAS 2500 U/m2 B REBIM4F RIS
REEBESEME (NSAA) 7£ 0.1 U/mL U EBIKF, S SHNTERESER, Xt
124 Z B AMARMEMEABEA MR (ALL) BEH ASPARLAS A F#1T
THIZR. £RETR, EH 6. 12, 18, 247130 &, 124 RBEHE 1235 (99%,
95% Cl: 96% - 100%) IR RIEIMERLEEESEME > 0.1 U/mLo

The determination of efficacy was based on a demonstration of the achievement
and maintenance of nadir serum asparaginase activity (NSAA) above the level
of 0.1 U/mL using ASPARLAS 2500 U/m2 intravenously every 3 weeks. The
pharmacokinetics of ASPARLAS were studied when used in combination with

multiagent chemotherapy in 124 patients with B cell lineage acute lymphoblastic

17


https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/761102s008lbl.pdf
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leukemia (ALL). The results showed that 123 (99%, 95% Cl: 96% - 100%) of the 124
patients maintained NSAA>0.1 U/mL at weeks 6, 12, 18, 24 and 30.
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sparaginase Erwinia Chrysanthemi
(Recombinant)-rywn X K& (E4)
KL Bii%ES (RYLAZE™)

label (fda.gov

Crisantaspase(TGA Approval)

Enrylaze(EMA_Label

- R MRS (TH )2 45)

- RHA R BXHEG (ZR=)

© BVAE : 1 TARMERNKBIFEITENREL QBRI BRI
B4R aMmE (ALL) FiHES4MEHERE (LBL) JLESE

Indication: acute lymphoblastic leukemia (ALL) and lymphoblastic

lymphoma (LBL) in pediatric patients 1 month or older who have developed

hypersensitivity to E. coli-derived asparaginase

+ JLE{5 JZP458-201 (NCT04145531): RYLAZE ™3 FEBUEME
AR 3 P B S AR M B IE B X AT R RIREIR T L ERR L BERRES ™
RN BERATRREMFTRHIT TG ZATH—TF AR,
ZRAFI. 2R, BT HFEREIE RVLAZEMUAENE, 8A— =&
APDESY, H6R, UEBRASBIMKRLHZENAE, 97 & (94%) BEL
AR L BLAREE - I R, 6 BEBE (T%) RET BERNKEE .
TRV E B TR R MR RS MBR LRI LHZIEEN (NSAA) 5F 0.1
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/761179s000lbl.pdf
https://www.tga.gov.au/sites/default/files/2024-07/auspar-erwinase-240626-pi.pdf
https://www.ema.europa.eu/en/documents/product-information/enrylaze-epar-product-information_en.pdf
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U/mL 7K FRGERR, BIEFEINERER, W& 48 /NEALPIESS 25 mg/m2
BFIE, RYLAZE “RH/E 48 /NERSMMBERLEEENE > 0.1 U/mL B
BELEI 93.6%(95% Cl: 92.6%, 94.6%)o

The efficacy of RYLAZE for the treatment of patients with acute lymphoblastic
leukemia (ALL) or lymphoblastic lymphoma (LBL) who have developed
hypersensitivity to E. coli-derived asparaginase as a component of a multi-agent
chemotherapeutic regimen was evaluated in Study, an open-label, multi-cohort,
multicenter trial. A treatment course consisted of RYLAZE at various dosages
administered intramuscularly every Monday, Wednesday, and Friday for a total
of 6 doses to replace each dose of pegaspargase. For the 102 patients treated,
the median age was 10 years (range, 1-24 years). Ninety-seven (94%) patients
had experienced a hypersensitivity reaction to pegaspargase, and 6 patients (7%)
had reported silent inactivation. The determination of efficacy was based on a
demonstration of the achievement and maintenance of nadir serum asparaginase
activity (NSAA) above the level of 0.1 U/mL. The results of modeling and
simulations showed that for a dosage of 25 mg/m2 administered intramuscularly
every 48 hours, the proportion of patients maintaining NSAA = 0.1 U/mL at 48
hours after a dose of RYLAZE was 93.6% (95% Cl: 92.6%, 94.6%) .
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Brentuximab Vedotin % ZE i
(ADCETRIS®)

label (fda.gov

- BMAR  EEYBEEY (Antibody-Drug Conjugate, ADC)
- R R KH ( B4 ) MIBGRESEEZEAE (XE)

BRAE : 2 5 RUERZBTHELCEHRETZHER (cHL)

Indication: 2 years and older with previously untreated high risk classical
Hodgkin lymphoma (cHL), in combination with doxorubicin, vincristine,

etoposide, prednisone, and cyclophosphamide

« JLEIRKA3E AHOD1331(NCT02166463): 7£—IKE#H. FFHARZ.

Trpaf RN, WL T ADCETRIS® XS uT e R R TS BEHE
FEMEEILBEREQE<2SY)NTH. THERIELEHERER (EFS)
WER, EXANEHDEIRENTRARNELR. FTREMEMERE
AIRESHHILTAETE, EMEANDECA 600 HIEEH, 300 FIREH 2 EE
ADCETRIS+ B [Al. KE#E [V, FTAE (E). SRt (P). HBER [C]
(ADCETRIS+AVEPC) 48, 300 IR 2 AL E) A+ 13 3K [B]+V+E+P+C (ABVE-PC)
25, ADCETRIS+AVEPC AARYJLEH, HEHTHEEFZEN 23%, M ABVE-PC
2879 52%s,

The efficacy of ADCETRIS in combination with chemotherapy for the treatment
of pediatric patients (2 to <22 years of age) with previously untreated high
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/125388s106lbl.pdf
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risk cHL was evaluated in a randomized, open-label, actively controlled trial.
Efficacy was established based on event-free-survival (EFS), defined as the time
from randomization to the earliest of disease progression or relapse, second
malignancy, or death due to any cause. Of the 600 total patients randomized, 300
were randomized to ADevent-free survivalCETRIS + Doxorubicin [A], Vincristine [V],
Etoposide [E], Prednisone [P], Cyclophosphamide [C] (ADCETRIS + AVEPC) arm
and 300 patients were randomized to A+ Bleomycin [B]+V+E+P+C (ABVE-PC) arm.
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Pembrolizumab THIEFI kS 7
(KEYTRUDA®)

label (fda.gov
Pembrolizumab(EMA_Label)

- HmER  RETTE

R R : BB (XE)

BRNYE 1: ) LR IS BETEMEME (cHL), R 2 ANESL
AITEERNEHESTENEHE

Indication 1: refractory Classical Hodgkin Lymphoma (cHL), or Classical

Hodgkin Lymphoma that has relapsed after 2 or more lines of therapy

JLERZA: KEYTRUDA® ERNBZATT/N LEAEREST SHEEE
ENRMNBRECBIER. 1) BREPFER KEYTRUDA® AT X LS
RAES R T TN M RIF X BRI A SIEENSS, Higft T ) LERETIN
HREHFM L 2 EIE.

The safety and effectiveness of KEYTRUDA as a single agent have been established
in pediatric patients with cHL. Use of KEYTRUDA in pediatric patients for these

indications is supported by evidence from adequate and well-controlled studies

in adults with additional pharmacokinetic and safety data in pediatric patients.

M A% 3& 1 KEYNOTE-204 (NCT02684292): —Ii%E 304 il & & s #t
A CHL BB RHTHMN. FRFS. RBRRIRR. ZiREETED
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2026/125514s194lbl.pdf
https://www.ema.europa.eu/en/documents/product-information/keytruda-epar-product-information_en.pdf
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—MEANTAREERIEAETEBIMEAN. BEWEN (1:1) FZ: L
KEYTRUDA 200mg #8BkE 59, & 3 A—R, 2. AHZE R 1.8 mg/kg &
BloEES, &3 EA—R.

A randomized, open label, active controlled trial conducted in 304 patients with
relapsed or refractory cHL. The trial enrolled adults with relapsed or refractory
disease after at least one multi-agent chemotherapy regimen. Patients were
randomized (1: 1) to receive 1.KEYTRUDA 200 mg intravenously every 3 weeks or,

2.Brentuximab vedotin (BV) 1.8 mg/kg intravenously every 3 weeks.

IBMIE 2: RRMEMRA B AREHEE

Indication 2: Primary Mediastinal Large B-Cell Lymphoma, PMBCL

JLERZIHEA: KEYTRUDA® fERSBZATF /N LR AR HAREA B AR D
BENLZL2UNERMEEEINEE., ) LERBERER KEYTRUDA® AT
LEMNESE T RO N RIFNBHNARRIEENSF, HiRHT) I BEZEM
IR NEN L2 MEIB. Keytruda NEFERTEE L2488 FARH
PMBCL &%,

The safety and effectiveness of KEYTRUDA as a single agent have been established
in pediatric patients with PMBCL. Use of KEYTRUDA in pediatric patients for these
indications is supported by evidence from adequate and well-controlled studies
in adults with additional pharmacokinetic and safety data in pediatric patients.
Keytruda is not recommended for treatment of patients with PMBCL who require

urgent cytoreductive therapy.

A AIREE 1 KEYNOTE-170 (NCT02576990) : —IZeht FFRHITES. &
BRI, MNT 53 BERSEERLEHRA B AHHEBEE, BEE3
[A&#RICE KEYTRUDA 200mg, BEIAAESNSUNICRIVERHE, FE
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BHBNEEHITA 24 N BRYVETT. BMEMEF 45%(95%Cl: 32, 60), B
1 11% AUSTEEREN 34% B DR, REIRERIEIAOA R AR E R4 e (H
fL9.71MNA ) BREMNER (TTREMNENER ) NPANEN 28 ME; T
IR pembrolizumab BT AT R E LS ETTHY PMBCL £4&,

A multicenter, openlabel, single-arm trial in 53 patients with relapsed or refractory
PMBCL. Patients were treated with KEYTRUDA 200 mg intravenously every 3
weeks until unacceptable toxicity or documented disease progression, or for
up to 24 months for patients who did not progress. For the 24 responders, the
median time to first objective response (complete or partial response) was 2.8

months (range 2.1 to 8.5 months).

BRAE 3: H5e/RABRETE

Indication 3: Merkel Cell Carcinoma, MCC

JLERZER: KEYTRUDA fER B AT /N LIS/ RAMRBENR M
HMBERMELRFENESE, ) L ZEZEDPEA KEYTRUDA A7 XEENERE T
FEOM BIF WA RILEN XS, FRMT ) ZERETINAREHFE
Mz 2R,

The safety and effectiveness of KEYTRUDA as a single agent have been established
in pediatric patients with MCC. Use of KEYTRUDA in pediatric patients for these
indications is supported by evidence from adequate and well-controlled studies

in adults with additional pharmacokinetic and safety data in pediatric patients.

M AIRXIE KEYNOTE-017 (NCT02267603): —MZ . IERENL. 7T
BATERIRL, BET 50 BELMBUBANEB IR/ RARESRE, X
LB BT R S H BB R 58T, TET SRR NEMRER
(ORR) MR R#4eEdia), EIRIIAIPREHNIIRIE RECIST 1.1 #TTE, &

X
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ERRZ )Y 56%(95% Cl: 41, 70), STREMEZE Ny 24%. 1T 28 FIBEMAIEBEF,
96% HYR RZFFEEAY a6 MR, 54% Wk RZFFEEaEEd 12 MR,

A multicenter, nonrandomized, open-label trial that enrolled 50 patients with
recurrent locally advanced or metastatic MCC who had not received prior systemic
therapy for their advanced disease. The primary efficacy measures were objective
response rate (ORR) and duration of response, as assessed by an independent
central blind review facility according to RECIST 1.1. The objective response rate
was 56% (95% CI: 41, 70) and the complete response rate was 24%. Of the 28
patients who had a response, 96 percent had a response lasting longer than six

months and 54 percent had a response lasting longer than 12 months.

BNV 4: MIESEFREMNHEEEREE

Indication 4: microsatellite instability-high (MSI-H) or mismatch repair

deficient cancer

JLERZHA: KEYTRUDA fERSRZ a7 DEFRE SR e S iEE
B NR2MNERMELSENESE, £ LEREDEMR KEYTRUDA /AT XLE
BMESE T mOM BN R M AR, HieftT) LERETU
AR NFN R 2 R,

The safety and effectiveness of KEYTRUDA as a single agent have been established in
pediatric patients with MSI-H cancer. Use of KEYTRUDA in pediatric patients for these

indications is supported by evidence from adequate and well-controlled studies

in adults with additional pharmacokinetic and safety data in pediatric patients.
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© ENAES5: MBRELRES

Indication 5: Tumor Mutational Burden-High Cancer, TMB-H

JLERZGER: KEYTRUDA fER R LA/ LIMBRT AR BREN T 2 MM
BERMEEBINER, T) | ZERBEFHEA KEYTRUDA BT XLBNAERE T 75
MRFWRBRARTIEENSZ R, Hief T BEREBTINNANDHFENRE
i ¢/=0

The safety and effectiveness of KEYTRUDA as a single agent have been established
in pediatric patients with TMB-H cancer. Use of KEYTRUDA in pediatric patients
for these indications is supported by evidence from adequate and well-controlled
studies in adults with additional pharmacokinetic and safety data in pediatric

patients.

M A#3% KEYNOTE-158 (NCT02628067) : —IZai. IEREHL. FF
&R, 1050 BIBERANTH DM AR RIBHDIGLENLNER, X
790 518 RIBALHITINM B Z HITHEERR T AME (TMB) 2. 7E 790
BIEED, 102 Y (13%) BIPMPEHIBHE S TMB- h, EX A TMB = 10 MRE /
VSN

A multicenter, non-randomized, open-label trial.1050 patients were included in
the efficacy analysis population. TMB was analyzed in the subset of 790 patients
with sufficient tissue for testing based on protocol-specified testing requirements.

Of the 790 patients, 102 (13%) had tumors identified as TMB-H, defined as TMB

= 10 mutations per mega base.
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« IENZSE 6: KEYTRUDA fERNSBZATT 12 5 MU EEEMRE (RIS
M) ZEEBEHIRANSVE, UKRERT 12 ¥ RUEBEST2TRMN 1B
HA. I CHASK 11l B B e R B E M HBATT.

Indication 6 : KEYTRUDA as monotherapy is indicated for the treatment of
adults and adolescents aged 12 years and older with advanced (unresectable or
metastatic) melanoma, and for the adjuvant treatment of adults and adolescents
aged 12 years and older with Stage IIB, IIC or Ill melanoma and who have

undergone complete resection.

JLEIEFRIALE (KEYNOTE-051):173 2 2 H BB ERM PD-L1 B4
MREA. ERFMAM R AEIMEEN) LBEE B NMEELR SUT
HILEMI8 B 125 E 1T SMFVF)BIFER—R22R/ TREE
89 pembrolizumab &7, FrE £ &= R pembrolizumab 7 & R #
45 (GEE 1357 ), HAR138EEHE 85.7%) =T 2/ 2/ U LR
pembrolizumab J&57, SN & VFRBRBEENRKARLEIFEEER,

E R A A SRR 2/ LB E RIAE T3 723X KEYNOTE-051 /87789 5
LR ERBEEVFEE5ER, SERERGT2NENER, 1 2BER

BRTE.

173 pediatric patients (65 children aged 6 months to less than 12 years and
108 adolescents aged 12 years to 17 years) with advanced melanoma or PD-
L1 positive advanced, relapsed, or refractory solid tumours or lymphoma were
administered pembrolizumab 2 mg/kg bw every 3 weeks. All patients received
pembrolizumab for a median of 4 doses (range: 1-35 doses), with 138 patients
(85.7%) receiving pembrolizumab for 2 doses or more. Data from clinical studies
in adolescent melanoma patients is very limited and extrapolation from adult

data has been used to establish efficacy. Among the 5 adolescent participants
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with advanced melanoma treated on KEYNOTE-051, no patient had a complete or

a partial response, and 1 patient had stable disease.

M Ai$38 (KEYNOTE-006): KEYNOTE-006 2—H% . FFHUFE. W
I HARSR, AFRAERESRLETVATHRERERERE, 84 2EE (F
H9SOHEE : 18-89 % ) #WREAOEL (1: 1: 1) #%% pembrolizumab 10 mg/kg A5,
F 2/ (n=279) 5 3 A (n=277) —R, IEZFELFEH 3 mg/kg FE, §3F
—R (n=278), BRAFV600E R BRI EBE T REEHIEST BRAF M7
BT, TETMEREMNTHRLER (PFS) MEBLERFH (0S). RBTHEE
RIETFREMEE (ORR) FIEMIFLATEL

The safety and efficacy of pembrolizumab were investigated in KEYNOTE-006, a
multicentre, open-label, controlled, Phase IlI study for the treatment of advanced
melanoma in patients who were naive to ipilimumab. 834 Patients (age range:
18-89) were randomised (1: 1: 1) to receive pembrolizumab 10 mg/kg bw every
2 (n=279) or 3 weeks (n=277) or ipilimumab 3 mg/kg bw every 3 weeks (n=278).
Patients with BRAFV600E mutant melanoma were not required to have received
prior BRAF inhibitor therapy. The primary efficacy outcome measures were
progression-free survival (PFS) and overall survival (OS). Secondary efficacy

outcome measures were objective response rate (ORR) and response duration.
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Table 3: Efficacy results in KEYNOTE-006

Endpoint Pembr Pembr Ipili
10 mg/kg bw every 10 mg/kg bw 3 mg/kg bw
3 weeks every 2 weeks every 3 weeks
n=277 n=2179 n=178
0s
Number (%) of 119 (43%) 122 (44%) 142 (51%)
patients with event
Hazard ratio” 0.68 (0.53, 0.86) 0.68 (0.53, 0.87)
(95% CI)
p-Value' < 0.001 <0.001 -
Median in months Not reached Not reached 16
(95% CI) (24, NA) (22, NA) (14,22)
PFS
Number (%) of 183 (66%) 181 (65%) 202 (73%)
patients with event
Hazard ratio” 0.61 (0.50,0.75) 0.61 (0.50,0.75)
(95% CI)
p-Value' <0.001 =0.001 -
Median in months 4.1 5.6 28
(95% CI) (2.9,7.2) (3.4,8.2) (2.8,2.9)
Best objective
T
ORR % (95% CI) 36% I7% 13%
(30, 42) (31,43) (10, 18)
Complete 13% 12% 5%
Tesponse
Partial response 23% 25% 8%
Response duration®
Median in months Not reached Not reached Not reached
(range: (2.0,22.8+) (1.8,22.8+) (1.1+,23.8+)
% ongoing at 68%* T1%* T0%:*
18 months
* Harard ratio i i to ipili based on the stratified Cox proportional
hazard model

' Based on stratified log-rank test
¥ Based on patients with a best objective response as confirmed complete or partial response
¥ Based on Kaplan-Meier estimation

NA = not available

« BEAIREE (KEYNOTE-002): ¥ B2 FL e RERBEEHT
BORSERIAZT. KEYNOTE-002 2—HUATT MIARBRENEZF L. WNE. WR
7, MRMNRE 540 B BEZIFRBHUETHERE (FIHERE 1 15-89% ),
WNER BRAF V600 5RZEFAT:, %52 BRAF 3¢ MEK HIMHIFTI AT . REWMEHN DS (1:
L) #ERE3FNEN22%/ TRAEE (180 A)H 1027 / TRIEE (181 A)
B9 pembrolizumab 5ifby7 (179 A, B¥EA-RERKR. BEMWE. . 5E
R+ BB )o EETRIERZH IRO 88 RECIST 1.1 i T EAE
7H (PFS) 12 E7FH (09)s

Controlled study in melanoma patients previously treated with ipilimumab.

The safety and efficacy of pembrolizumab were investigated in KEYNOTE-002,
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a multicentre, double-blind, controlled study for the treatment of advanced
melanoma in 540 patients (age range: 15-89) previously treated with ipilimumab
and if BRAF V600 mutation-positive, with a BRAF or MEK inhibitor. Patients were
randomised (1: 1: 1) to receive pembrolizumab at a dose of 2 (n=180) or 10 mg/
kg bw (n=181) every 3 weeks or chemotherapy (n=179; including dacarbazine,
temozolomide, carboplatin, paclitaxel, or carboplatin+paclitaxel). The primary
efficacy outcome measures were PFS as assessed by IRO using RECIST version 1.1

and OS.

Table 4: Efficacy results in KEYNOTE-002

Endpoint Pembrolizumab Pembroli b Ch herapy
2 mg/kg bw every 10 mg/kg bw every
3 weeks 3 weeks
n=180 n=181 n=17%
PFS
Number (%) of patients 150 (83%) 144 (80%) 172 (96%)
with event
Hazard ratio” (95% CI) 0.58 (0.46, 0.73) 0.47 (0.37, 0.60) -
p-Value' <0.001 <0.001 -
Median in months (95% CI) 29(2.8,3.8) 3.0(28,52) 2.8(2.6,2.8)
08
Number (%) of patients 123 (68%) 117 (65%) 128 (72%)
with event
Hazard ratio’ (95% CI) 0.86 (0.67, 1.10) 0.74 (0.57, 0.96)
p-Value' 0.1173 0.0106}
Median in months (95% CI) 13.4 (110, 16.4) 14.7 (11.3, 19.5) 11.0 (8.9, 13.8)
Best objective response
ORR % (95% CI) 22% (16, 29) 28% (21, 35) 5% (2, 9)
Complete response 3% % 0%
Partial response 19% 20% 5%
p duration®
Median in months (range) 228 Not reached 6.8
(1.44,2534) (1.1+,28.34) (2.8,11.3)
% ongoing at 12 months 73%1 79%" 0%
" Hazard ratio (pef z compared to b ) based on the stratified Cox proportional hazard model
T Based on stratified log-rank test
f Not statistically signi after adjustment for

¢ Based on patients with a best objective response as confirmed complete or partial response from the final analysis
Based on Kaplan-Meier estimation

« BEAIREE (KEYNOTE-001): fHd R It g ivar M S Rt
AT R BRBREHTHOFBAREM . KEYNOTE-001 BITEX BRFF IR
FEPAZLN pembrolizumab BT IR EREREN R MENBREHT T
B, ZMRWE T REMMEETIRY 276 £ 2E (FUISTHE: 18-88 % ) 1Y
72, Hop— AP B EER I R STUATTBIERE (10R BRAF V600 R

TREM, NS BRAF 3 MEK MIGIFATT ), S—PUFIBERESIRILE
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TUAITHEE. BEWMNOEES pembrolizumab /&7, FEAE3E2
mg/kg AEE 3 A 10 mg/kg A&, BEES pembrolizumab &77, BE
AR HU A ESNEERN. RREIERE BB S FEEHREIE
WEE T SLEEZAT, BREFRHERIMIA. TETHEREMERA
RECIST 1.1 #TH7 R &AM BMEME (ORR). R ES7 ISR BRI
= (DCR, BHERLEMR. BHOEMNERIRE ). ERISENE. THBRER
HA (PFS) F1RLETZHR (05)o

Open-label study in melanoma patients naive and previously treated with
ipilimumab. The safety and efficacy of pembrolizumab for patients with advanced
melanoma were investigated in an uncontrolled, open-label study, KEYNOTE-001.
Efficacy was evaluated for 276 patients (age range: 18-88) from two defined
cohorts, one which included patients previously treated with ipilimumab (and if
BRAF V600 mutation-positive, with a BRAF or MEK inhibitor) and the other which
included patients naive to treatment with ipilimumab. Patients were randomly
assigned to receive pembrolizumab at a dose of 2 mg/kg bw every 3 weeks or
10 mg/kg bw every 3 weeks. Patients were treated with pembrolizumab until
disease progression or unacceptable toxicity. Clinically stable patients with initial
evidence of disease progression were permitted to remain on treatment until
disease progression was confirmed. The primary efficacy outcome measure was
ORR as assessed by independent review using RECIST 1.1. Secondary efficacy
outcome measures were disease control rate (DCR; including complete response,

partial response and stable disease), response duration, PFS and OS.
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Table 5: Efficacy results in KEYNOTE-001

Endpoint Pembrolizumab 2 mg/kg bw | Pembrolizumab 2 mg/kg bw
every 3 weeks in patients every 3 weeks in patients
previously treated with naive to treatment with
ipilimumab ipilimumab
n=89 n=51
Best objective response” by
IRO'
ORR % (95% CI) 26% (17, 36) 35% (22, 50)
Complete response 7% 12%
Partial response 19% 24%
Disease control rate %* 48% 49%

Response duration®

Median in months (range)

30.5 2.8+, 30.6+)

27.4 (L6+, 31.84)

% ongoing at 24 months® 75% 1%
PFS

Median in months (95% CI) 4.9(2.8,8.3) 4.7(2.8,13.8)

PFS rate at 12 months 34% 38%

0s

Median in months (95% CI)

18.9 (11, not available)

28.0 (14, not available)

OS rate at 24 months

44%

56%

Includes patients without measurable disease at baseline by independent radiology

IRO = Integrated radiology and oncologist assessment using RECIST 1.1
Based on best response of stable disease or better

Based on patients with a confirmed response by independent review, starting from the date the response was first
recorded; n=23 for patients previously treated with ipilimumab; n=18 for patients naive to treatment with ipilimumab

Based on Kaplan-Meier estimation
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0 Rituximab FI 52 &3 (RITUXAN®)

label (fda.gov

- @R BEERE

- FERRA R ElERR (£EH )

* JENE : 6 A KR LERETTBIERER cd20 FAE DLBCL(CD20 FAERY
YREA B ZAREME S )/BL(Burkitt #E4& )/BLL(B B4Rk
By )/B-AL( 2% B Al A% ) BE

Indication: Previously untreated, advanced stage, CD20-positive diffuse large
B-cell lymphoma (DLBCL), Burkitt lymphoma (BL), Burkitt-like lymphoma (BLL)
or mature B-cell acute leukemia (B-AL) in pediatric patients aged 6 months and

older

« JLE IR R it € Inter-B-NHL Ritux 2010, NCT01516580: — % &
O FFRGRE. FENIRL, MRRE 6 NA R ERIRATT AR cd20 A
1% DLBCL(CD20 FHI4BI5F8 K B 4BRE MR8 )/BL(Burkitt ;248 )/BLL(B i#E
MBI )/B-AL( 2% BAEH MR ) 2E&., BEDNFA : LMB A R-LMB
(Rituxan®+LMB), 1th {14 K& 43 B 2 Lymphome Malin B (LMB) 1437 48 ( &2
REERE, KEMWH, LANBERR. AFERER. FERE. RIS
R RITAEM=ZBKAY) [ RRIRK /FIERE / RREER | 88677 )
5 RITUXAN® & S E 2 ERB T TR Z S 8, RIBLMB A%, LL375
mg/m2 BSA BIFIE7E 5T 6 2% RITUXAN® V( - MESRTES 28, mANRE
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STREEZ 1R ). HRARLKI, £ LMBHAFE 28 NEH (Event), MEFZE R
#—LMB A7 10 4 (Event),( MK EL 5 0.32; 90% AIEX 8 : 0.17, 0.58;
p=0.0012)s

RITUXAN® in combination with chemotherapy was evaluated in Inter-B-NHL
Ritux 2010 (NCT01516580), a multicenter, open-label, randomized trial of
patients with previously untreated, advanced stage, CD20-positive DLBCL/BL/
BLL/B-AL aged 6 months and older. Patients are divided into two groups: LMB
and R-LMB (Rituxan+LMB). They were randomized to Lymphome Malin B (LMB)
chemotherapy (corticosteroids, vincristine, cyclophosphamide, high-dose
methotrexate, cytarabine, doxorubicin, etoposide and triple drug [methotrexate/
cytarabine/corticosteroid] intrathecal therapy) alone or in combination with
RITUXAN® or non-U.S. licensed rituximab, administered as six infusions of
RITUXAN® IV at a dose of 375 mg/ m2 BSA (two doses during each of the two
induction courses and one during each of the two consolidation courses) as per

the LMB scheme.

EF={AHE  FIZERHUESHR (ONFIER ©)

HmERRED  MZERHN

BRI R DEERXNFENFIZHERAE

ENIE 10 RERTFRAERRMEAMISEERREMKERE (ER LD B
C 7 D ARy B ABAEAFERT2MEE ) BBTT,

ERE 2: RIERFRASRIRE AT CD20 A -V BB REST H
B, BENSHTRGER.

ERE 3 RIEATFAA CD20 FAMTREX B 4Bt IFE &7 & (DLBCL)
R SARAE CHOP b7 (P EERRZ . P B R IKEHTHR. SRRV )8 PN EHAEX 57677,

* EFEAHARZERIUESTR XA ®) £ E EHERRKHM) LEMEERNA,
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0 Dasatinib i X7V#E (Sprycel®)

SPRYCEL U.S. Prescribing Information (bms.com)
Dasatinib(EMA Label

- M35  EREEFF
- I X BYEERE (XE )

BNIE 1: 1 S RUEBRERGEHHEY Ph+ 2 HEHRE MR

Indication 1: newly diagnosed Philadelphia chromosome-positive (Ph+)

acute lymphoblastic leukemia (ALL)

JLE G FRiZ 34 CA180372 (NCT01460160): Sprycel® & 7Bt & Lir
FPMTE 2 BB 2P0, B4E CAL80-372 FRSTM B FIsR T iT4E, BFARE
$E 78 BEILUTA b AAEATIR Phe ALL B9) LRI, 7 3 MR, TEME
7% (EFS) Z7tE A 64.1%(95%CI[Cl]: 52.4 ZE 74.7)0 TEHEFHENXAM
Sprycel® FHABIE =M BRRERNERSER. EX. SR THMERED
FRFTT-HBYIal. B SAETRAY, 75 8 B (96%) 09 BB D4R S 84 5%,
TITEREILREY, 76 BEBE (97%) K TX—7kFo

The efficacy of Sprycel® tablets in combination with chemotherapy was evaluated
in a single cohort of the Phase 2, multicenter, single-arm CA180-372 study, which
included 78 pediatric patients with newly diagnosed B-cell precursor Ph+ ALL.
Efficacy was established on the basis of 3-year event-free survival (EFS), defined as
the time from the start of SPRYCEL to lack of complete response at the end of the

third high risk block, relapse, secondary malignancy, or death from any cause. The
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3-year EFS binary rate for patients on Study CA180372 was 64.1% (95% Cl: 52.4,
74.7). At the end of induction, 75 patients (96%) had a bone marrow with <5%

lymphoblasts, and 76 patients (97%) achieved this by the end of consolidation.

ENIE 20 1 F R EERFREEENE Ph+ 1% FBEME R MRS

Indication 2: newly diagnosed Philadelphia chromosome-positive (Ph+)

chronic myeloid leukemia (CML) in chronic phase

- JLEIEARIRIE (NCT00306202, NCT00777036): AU 97 gt

KRR B w2 E B LEHASR TG T SPRYCEL® 72) LB ERHT . E—I
FRARE. EREANFIE BRI (NCT00306202) AI—IABATE . JEREHL. £
B30 (NCT00777036) H5a7r By 97 HIIEMERIEMH BBt A MmEBES, 5114
BE (RERBEHL ) 2RSS, 46 fIEE (17 fIkB
FEEERL, 29 fIRASERR ) WEFMNADSERATEMAHAMZ,
97 Bl LEEZEHE 91 fl# SPRYCEL® 5 60mg/m2 & H 1 RAST (1= BSA
BERANEN 100mg BH 1R ). BERZGTEERRERNLIA I
ZHIEM,

The efficacy of SPRYCEL in pediatric patients was evaluated in two pediatric
studies of 97 patients with chronic phase CML. Among 97 patients with chronic
phase CML treated in two pediatric studies, an open-label, non-randomized dose-
ranging trial (NCT00306202) and an open-label, non-randomized, single-arm
trial (NCT00777036), 51 patients (exclusively from the single-arm trial) had newly
diagnosed chronic phase CML and 46 patients (17 from the dose-ranging trial and
29 from the single-arm trial) were resistant or intolerant to previous treatment
with imatinib. Ninety-one of the 97 pediatric patients were treated with SPRYCEL
tablets 60 mg/ m2 once daily (maximum dose of 100 mg once daily for patients
with high BSA). Patients were treated until disease progression or unacceptable

toxicity.
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@ Bosutinib {872 (BOSULIF®)

Label (fda.gov

- HmER: EREEREHDHIT

- R R 1RImEIE (=E )

© BNAE: 1% R EIRIZ M 2 A R AV IS R SR S e A PE %
1EM4REE R M (Ph+ CML)

Indication: pediatric patients 1 year of age and older with chronic phase (CP)
Philadelphia chromosome-positive chronic myelogenous leukemia (Ph+

CML), newly-diagnosed or resistant or intolerant to prior therapy

« JLEIFRIA3E The BCHILD trial(NCT04258943) : BCHILD i#it 2 —
WAL EREN. FBIRENIRR, SERESARKOR—X BOSULIF® A9
EHE, BTEEMBZHNEEZEMEEARREIEMREE B MREN) LEE
EMEFESIE DR TKI AT B s AR Y 5218 14 B 25 30 22 2 (PR 14 18 M BiE
HHOREN) L EEE, UITHEZSM. MSEMAERE, ¥ BOSULIF®
EZEEFRAPNEG)NNF. WHHAMZ RIS MR N G A IS
EHEAMKREBEMNEE (MCyR) FI5EL (CCyR) AREIEEF M E 2578 82.1%
(95% Cl: 63.1, 93.9) ¥ 78.6% (95% Cl: 59.0, 91.7)o it Z350 it 2 B8 M HA 2R
WA EREMEIEMERE B MREBEENEED FEYFERMEZE (Major Molecular
Remission, MMR) 33 50.0% (95% Cl: 30.6, 69.4). MR4.5( X3 BCR-ABL/ABL
IS < 0.0032%) 9 17.9% (95% Cl: 6.1,36.9). 7E 14 318 MMR (9885, 5
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2 BIBETEATT 13.6 MAM 247 MREKRET MMR. ME MR RIS
BRI R B AR IE MR O MR B E BENR A EFRMEIANEN 232D
A ( ;ﬁ 1.0 /|\ﬁ, 61.5 M8 )o

The BCHILD trial is a multicenter, non-randomized, open-label study conducted
to identify a recommended dose of bosutinib administered orally once daily
in pediatric patients with ND CP Ph+ CML (Newly-Diagnosed Chronic Phase
Philadelphia Chromosome-Positive CML)and pediatric patients with R/
I(Resistance or Intolerance) CP Ph+ CML who have received at least one prior
TKI therapy, to estimate the safety and tolerability and efficacy, and to evaluate
the PK of bosutinib in this patient population. The major (MCyR) and complete
(CCyR) cytogenetic responses among patients with R/I CP Ph+ CML were 82.1%
(95% Cl: 63.1, 93.9) and 78.6% (95% Cl: 59.0, 91.7), respectively. The MMR among
patients with R/l CP Ph+ CML was 50.0% (95% Cl: 30.6, 69.4). The MR4.5 (defined
as BCR-ABL/ABL IS << 0.0032%) was 17.9% (95% Cl: 6.1, 36.9). Among 14 patients
who achieved MMR, two patients lost MMR after 13.6 months and 24.7 months on
treatment. The median duration of follow-up for overall survival was 23.2 months

(range: 1.0, 61.5 months) in patients with R/l CP Ph+CML.
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@ Azacitidine FI$LEEE (Vidaza)

label (fda.gov

- AR5 ARSHERY (HTH)
- R R BEBRE (X))
© ENAE : 1 AR EIZET O EXIZERE B iR

Indication: pediatric patients aged one month and older with newly

diagnosed Juvenile Myelomonocytic Leukemia (JMML)

« JLENEKBEIE AZA-JMML-001 (NCT02447666) : —IREFR. ZH0n
FRAREMR, ETEIHME Vidaza EEMTAMBERNGHNFE. BHHF.
LR, #1841 LREE, HoEREARamnRs JMML). 3 MEfE,
11 FIBE (61%) HFECIETRARR, 7 HIBE (39%) KiEHER. FERHIM/IMER
89 16 BIREHE 6 41 (38%) 72 3 ARSI, T2EREE DNA FELH
RA, FrE 7 HAEBEPERREBMSENBEEIRIIRRERD R (clinical
partial remission, cPR)o 17 I BEEZIEMTAEEE ;14 5 (82%) EiE+
MRS IESRAIMEY 23.8 A (SBE 7.0-39.3 1A ) TAMK. Vidaza iS4
R, MIRE - Bfie)phsl 5 M A RN EFIAEM.

An international, multicenter, open-label study to evaluate the pharmacokinetics,
pharmacodynamics, safety, and activity of VIDAZA prior to hematopoietic

stem cell transplantation (HSCT) in a total of 18 pediatric patients with juvenile

myelomonocytic leukemia (JMML). After 3 cycles, 11 patients (61%) were in cPR
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and 7 (39%) had progressive disease. Six of 16 patients (38%) who needed platelet
transfusions were transfusion-free after 3 cycles. All 7 patients with intermediate-
or low-methylation signatures in genome-wide DNA-methylation studies achieved
CPR. Seventeen patients received HSCT; 14 (82%) were leukemia-free at a median
follow-up of 23.8 months (range, 7.0-39.3 months) after HSCT. Azacitidine was
well tolerated and plasma concentration--time profiles were similar to observed

profiles in adults.
EF={AElZ x5 ARMLAEE
HmfERWERT  FALAAE

MHIA &K FEHE (B ) BRAF

Rt

- BREEERBELS (MDS), FATY 5M MDS WA (a1 R M, M#a
MR MR BRI A B ARIE 2 M B B 8 I RIARAR DE. /)R
BERFERM, ¥attROAERNARES, EatrRmMs
[RIGAMEIE % - R T RN M B BER 2L B 1% ) P ER—MIL
BMBE,

&N

E = {(hH25 45 AL E TP E L HERRK) LEMEERE.
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@ Crizotinib 3 EMEE (XALKORI®)

XALKORI (fda.gov
Crizotinib(EMA_Label

- M35 : EREERAES D HI5T
- R X IERHL (X3 )
© BNAE 1: 1 % R LA ERIEAET 4 F4RRYE , ALK FEMERY) LERE

Indication 1: pediatric patients 1 year of age and older with unresectable,
recurrent, or refractory inflammatory myofibroblastic tumor (IMT) that is

ALK-positive

+ JLEIERBELE ADVL0912 (NCT00939770): —mEHd. SE. FMinE
BUREE, MIRMRN 1 ES 21 F¥REE, BF 14 AIFaR. EREEGME alk
FRME IMT B9) LRLERE, BEFTEEIRBALUF RIS RUIITIONEEL ALK Bl
Fo BE (n=12) AR XIES XALKORI 280 mg/m2 J&857, BEHERHABI LR
AIEEMET.

A multicenter, single-arm, open-label study in patients 1 to < 21 years of age
that included 14 pediatric patients with unresectable, recurrent, or refractory
ALK-positive IMT. Patients were required to have an ALK fusion determined
locally by immunohistochemistry or fluorescence in situ hybridization. Patients
(n=12) received XALKORI 280 mg/ m2 twice daily until disease progression or

unacceptable toxicity.
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BRAE2: 15 RUEELAFTHAERAHEATERARMKERE
(ALCL), alk PEMRIJLEERE

Indication 2: pediatric patients 1 year of age with relapsed or refractory,

systemic anaplastic large cell lymphoma (ALCL) that is ALK-positive

JLEIRRIRIE ANHL12P1(NCT01979536): 7 —IFfd XALKORI® B &

1LIT AT IS T ALCL /N LB EMMZAP, 2 FEEMHEETE (EFS) H 76.8%(95%
Cl, 68.5-88.1), 2 EREFEN 95.2%(95% Cl, 85.7-98.4), B 15 REBEEX, —
BBET; MZEITHRIIEANRANEN 74 M8, EXLERNMTTME,
66 B EBHETTA T 384 MUTERR. 66 REBEFE 13 BLLET 2 RPN Miete
ERREM (19.7%; 95% Cl, 11.1-31.3), FEIZZoRHIMTAR TG 25 BEBE R,
BRI ESM (8.0%; 95% Cl, 0.01-26), MDD iNIERAPMNEEEESE
FHIT/E, HEFS 59 85.6%(95% Cl, 68.6-93.8); T MDD #&ill4E B AFAMER B E
EFS 3%, 9 58.1%(95% Cl, 33.4-76.4),

In a study that evaluated XALKORI® in combination with chemotherapy in
pediatric patients with newly diagnosed ALCL. The 2-year event-free survival (EFS)
is 76.8% (95% Cl, 68.5 to 88.1) and the 2-year overall survival is 95.2% (95% Cl, 85.7
to 98.4). Fifteen patients relapsed and one patient died; median time to relapse
was 7.4 months from diagnosis, with relapses occurring after chemotherapy was
complete. The 66 patients completed 384 cycles of chemotherapy. Thirteen of
the 66 patients experienced a grade 2+ thromboembolic adverse event (19.7%;
95% Cl, 11.1 to 31.3). In the 25 patients who received mandated prophylactic
anticoagulation, there were two thromboembolic events (8.0%; 95% Cl, 0.01 to
26). Patients with negative MDD had a superior outcome, with an EFS of 85.6%
(95% Cl, 68.6 to 93.8); positive MDD was associated with a lower EFS of 58.1% (95%
Cl,33.4t0 76.4).
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« JLEIRKRIRXIE 2 ADVL0O912(NCT00939770) : —HWZrhh. 4. FK
FEHHR, ARNRA 1 E<2 FNBE, 8% 26 HIETEL—RLEEFTH
ERWHEAEES alk BB ALCL 8235, ALK FEMERES (FIL ALK BiE ) @I e d
AU R EARTIIREHE, BEEZ XALKORI® 280 mg/m2(20 1) 5% 165
mg/m2(6 ) OBR, SRR, HIFEFEHERFIEINEL, BERATELE
XALKORI®, #E=2&EMMT4EHZIE (HSCT)o

The efficacy of XALKORI was evaluated In Study ADVL0912 (NCT00939770), a
multicenter, single arm, open-label study in patients 1 to < 21 years of age that
included 26 patients with relapsed or refractory, systemic ALK-positive ALCL
after at least one systemic treatment. ALK-positive status (confirmation of an ALK
fusion) was determined locally by immunohistochemistry or fluorescence in situ
hybridization. Patients received XALKORI 280 mg/m2 (20 patients) or 165 mg/m2
(6 patients) orally twice daily until disease progression or unacceptable toxicity.
Patients were permitted to discontinue XALKORI to undergo hematopoietic stem

cell transplantation (HSCT).
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@ Trecondi H152EF M, (Treosulfan)

Trecondi(TGA Approval)
Trecondi(EMA Label

« BmER : BEfTE
« RIS X MRET (GRAFIE )

BRE: 1TMARMLEEEEEMETHOLRFTNILERE,
Trecondi (treosulfan) SHEEHCEBREER, BiLEEER
EBK, WURTREFRENTARBETNTLIEET,

Indication: Paediatric patients aged 1 month and older with malignant
and non-malignant haematological diseases. Trecondi (treosulfan) is
indicated in combination with fludarabine, with or without thiotepa, as
part of conditioning treatment prior to allogeneic haematopoietic stem cell
transplantation (alloHSCT) in paediatric patients older than one month with

malignant and non-malignant diseases.

« JLEIGRFKRIRLE (Study MC-FludT.17/M): 7£ 70 2BEHRHITT Treosulfan

BIFRAMEGTT HRAT RN L 214G, XEREARBEIMEMEARSM
B SUREMAIR. SREEERESAIIS4FR S EEA MRINEE.

XEBERSZ T A Treosulfan MBEHDEATTNIES S, Hoh 65 ZEER6E
ATERK, M5BBEREH. BHE 37T BEE (52.9%) FNF 128, &
BREREFRRAMBERN, B -2 EHBARAMREERETHRIER
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BRM. XTFREMARAENKLER  HREARSNTMEBERSE 28 XK
BEIH A9 94.2%(90%Cl: 87.2%-98.0%); EREFSMTFEHZIEGEE 100 XA
B&1H A 91.3%(90%Cl: 83.6%-96.1%); 1E% 12 A RIKEIA 79 91.2%(90%Cl:
82.4%-96.5%), 24 ™ A B R K & 77 = )9 85.7%(90%Cl: 77.1%-91.2%), 70 %
BERHBFLE (171%) T, HPSZAREL / FEHBIET, 4 8HAB
BEXFEREE., AREREDTFABEBIES 100 RNWBEEXETER
98.6%(90%Cl: 93.4%-99.9%), R 70 BEEFE 1 FERERSMTHHEEE
f& 100 KRS /AT AR RIRSE T, 24 A BIRBAEAERIE T2 4 4.696(90%Cl:
1.8%-11.4%), #7516 EREHME L / FEHE, TRERGOTHBBIE
BE241MA, EX/FEHEMNRERALEEN 23.0%(90%CI14.7%-31.3%).
AEHRWZIREES TRIUVMVIEAR, HPEBRUSATFES 257
B 2R RERENTARBERBRDFRLR. ASHEEFEWNT 28K
Z 11 £ 28] (Treosulfan 2B 5 88.2%), TEREREMTAMERIER 100 XK,
Treosulfan EMBETBIEEMNE 100 AMDAFER S ERBEIATMIETH
Ebf ( EEIRPRE SIEHT ) 9 100.0%(90%Cl: 94.3%-100.0%), Treosulfan £8AY 1
FERRETFET 96.1%(90%Cl: 88.0%-98.8%).

The efficacy and safety of treosulfan-based conditioning was evaluated in
70 patients with acute lymphoblastic leukaemia (ALL), AML, MDS, or juvenile
myelomonocytic leukaemia (JMML) who received a conditioning regimen with
treosulfan and fludarabine with (n = 65) or without (n = 5) thiotepa. A total of 37
patients (52.9%) were younger than 12 years. No patient experienced a primary
graft failure but one patient with ALL experienced a secondary graft failure. The
incidence of complete donor-type chimerism was 94.2% (90% Cl 87.2-98.0%) at
day +28 visit, 91.3% (90% Cl 83.6-96.1%) at day +100 visit and 91.2% (90% CI 82.4-
96.5%) at month 12 visit. The overall survival at 24 months is 85.7% (90% Cl 77.1-
91.2%). A total of 12 of the 70 patients (17.1%) died, 8 patients because of relapse/

progression and 4 patients transplant-related. The freedom from transplant-
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related mortality until day +100 after HSCT (primary endpoint) is 98.6% (90%
Cl1 93.4-99.9%) because one of the 70 patients died due to transplantation/
treatment-related cause until day +100 after HSCT. Transplant-related mortality
at 24 months is 4.6% (90% CI 1.8 - 11.4%). Sixteen patients had a relapse/
progression. The cumulative incidence of relapse/progression is 23.0% (90% ClI
14.7-31.3%) at month +24. Most trial subjects received the intensified regimen
with thiotepa given in 2 single doses of 5 mg/kg/body weight on day -2. Most
patients were 28 days to 11 years of age (88.2% in the treosulfan arm). The
incidence of freedom from transplantation (treatment) related mortality until day
+100 (primary endpoint) was 100.0% (90% Cl 94.3%-100.0%) in the treosulfan
arm. Overall survival at 1 year was 96.1% (90% CI 88.0%-98.8%) with treosulfan.
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m Plerixafor & &iV4& (Mozobil®)

Plerixafor(Mozobil®

© B

7l : BBmfriE

« [RERET XK : T|E3E (ZE)
© BNAE : T EEHREENELETEMERN)LEEE (1 5 EKRK 18

%), Mozobil® SHi4iEE ZERMEF (G-CSF) XS,
AT REEnFARMSEEHENINA MRS, UEHITHE
MpEENBAETARRESZE, SRTUTERZ—: 1) Rk
fER : HBSRAMEZRHETF (G-CSF)( IEENAES
b5 ) momhEmMFARE, BEEHEWSEBNSMNE M
RPRMNTABREERELLAEITARSN FABKES
BY; 2) MNRBEZEZHWETARERLERD (BZER
BBETFARKREE ).

Indication: For paediatric patients (1 to less than 18 years), Mozobil® is indicated

in combination with G-CSF to enhance mobilisation of haematopoietic stem cells

to the peripheral blood for collection and subsequent autologous transplantation

in children with lymphoma or solid malignant tumours, either: - pre-emptively,

when circulating stem cell count on the predicted day of collection after

adequate mobilization with G-CSF (with or without chemotherapy) is expected

to be insufficient with regards to desired hematopoietic stem cells yield, or who

previously failed to collect sufficient haematopoietic stem cells.
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« JLEIGRKIELE (DFI112860): Mozobil® g4 fl 2 MIE—IkEH] (2: 1)
FHARE. ZH0. NRIFRFFHT 7ITHE, AANKRNEEREE (S5
L0, B, LXERRE ) 3OhEEEEaER B nT4mEEn
JLREE, BERMRE. THEITTHARIRZE], BREPERELEINRIEYE
4HPE (AR EMEEAE ) RN EE N GEZT THRBEN EEW
HEBRTESD, 45 B LBIEE (1P EXRMA 18 % ) 2 2: 1 LLBIBEN 2 BRI
48 : {58 0.24 mg/kg Mozobil® SHREENF % (G-CSF AL ST ) RIBE
BIafT, MXBA : NEZINEMRE. TRER: VT D ER, Mozobil®
AP 80% MBEEITXNERERF—RELEERFMERME, AN
CD34+ ZHRETH /D ENE, MAERARNE 28.6% WEE XS THEBINMER
(p=0.0019)s Mozobil® AEEMELLEIP K YKIMNE M CD34+ 4BRRITHELRI R (L
EINT 3.21%, MAREN 14 E

The efficacy and safety of Mozobil® were evaluated in a randomized (2: 1), open
label, multi-center, controlled study in paediatric patients with solid tumors
(including neuroblastoma, sarcoma, Ewing sarcoma) or lymphoma who were
eligible for autologous hematopoietic stem cell transplantation (DFI12860).
Patients with leukemia, persistent high percentage marrow involvement prior
to mobilization, or previous stem cell transplantation were excluded. Forty-five
paediatric patients (1 to less than 18 years) were randomised, 2: 1, using 0.24 mg/
kg of Mozobil® plus standard mobilisation (G-CSF plus or minus chemotherapy)
versus control (standard mobilisation alone). Efficacy results: The primary
analysis showed that 80% of patients in the Mozobil® arm experienced at least a
doubling of the PB CD34+ count, observed from the morning of the day preceding
the first planned apheresis to the morning prior to apheresis, versus, 28.6 % of
patients in the control arm (p=0.0019). The median increase in PB CD34+ cell
counts from baseline to the day of apheresis was by 3.2 fold in the Mozobil® arm

versus by 1.4 fold in the control arm.
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* #BIMAHIZS : Plerixafor Accord EFR04E (15%H!)

o S fEAIHBAS : Plerixafor(Plerixafor Accord)

o (AR HiE (FEESF)

ENEE | SEIEIEMRIAZ Plerixafor & &704& (Mozobil®) —%,
* #BIMAHIZS Plerixafor Accord RTEFEFRHL) LEMIEIE N E,

- EFARIS  EROEEHR

AR B8
s HRAT R B DNBS L RN BRAE

ERIAE : SRABRESERIBEAF (G-CSF) B A, ERTIFETMEE (NHL)
MZ &M SEEE MM) BEHREM T (HSC) #HAINB M, UETFTER
HSC X&E5 B 1R,

« EFEARIZE RDEEREDE LA ERRM) L EMEERNE.
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lobenguane I-131 f#ZFAM 1-131
(AZEDRA®)

Full Prescribing Information | AZEDRA® (iobenguane | 131)

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6678905,

- BEmEH: MAHESYIT A

FHRA X EFEERHHZA (EEH)
BRE: 12 %KLL E iobenguane | 131 3SR AIYIRR, BERRE
HAk R, PESRARBNEIMETE

Indication: pediatric patients 12 years and older with iobenguane scan
positive, unresectable, locally advanced or metastatic pheochromocytoma

or paraganglioma who require systemic anticancer therapy

JLEIRFKIRIE Study IB12B (NCT00874614): ZHARB—I AR,
B, ZHR0MIERIEE (NCT00874614), FEIFMERIEREHEE LD
B (88 28X) 1 50% HELHNAENRBMELRVHEENLE, {3
RITE T ARYE RECIST( S2ABRR i 2 PR AR/ SE 1.0 AR ) TS O SV ARBRYER = Lo
AREN 12 MATMEE, BEHRNKBIEME, REZHN4E. HET4EE
BT T AZEDRAMFIZNER, EFEVES, 68 BREEZTEL—K
BITHIE, 250 BEBETEE/D 90 KMBTEIERNES T MU HIE. 7
SNEFFA 185 mBqg & 222 MBq( 3 FAE >50 kg BIEE ) A 3.7 MBg/kg(
FARES 50 kg FIERE ). SATFIEN 18,500 MBg( X FRE >62.5 kg HIEE )
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#0296 MBq/kg( W FAE< 62.5 kg BVEE ). 1£68 BBER, PUFUN 55
% (16 ET72% ), R4 RECIST MFTBHRIANREIINERD R,

An open-label, single-arm, multicenter clinical trial (NCT00874614). The major
efficacy outcome measure was the proportion of patients who experienced a
50% or greater reduction of all antihypertensive medication(s) lasting for at least
six months (28 days per month). Overall tumor response measured by RECIST
(Response Evaluation Criteria in Solid Tumors version 1.0) was also evaluated.
After the final 12-month assessment, patients entered into long-term follow-up
for up to 4 additional years. A total of 74 patients received the dosimetric dose of
AZEDRA. Following dosimetry, 68 patients received at least one therapeutic dose
and 50 patients received two therapeutic doses administered at least 90 days
apart. The dosimetric dose was 185 mBq to 222 MBq (5 mCi to 6 mCi) for patients
weighing > 50 kg and 3.7 MBg/kg (0.1 mCi/kg) for patients weighing < 50 kg. The
therapeutic dose was 18,500 MBq (500 mCi) for patients weighing >62.5 kg and
296 MBq/kg (8 mCi/kg) for patients weighing < 62.5 kg. Among the 68 patients,
the median age was 55 years (16 to 72 years). All confirmed responses per RECIST

were partial responses.
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Dinutuximab 32 EF $ix
(UNITUXIN ™)

LABEL (fda.gov
https://www.nmpa.gov.cn/datasearch/search-info.html?nmpa=aWQ9ZTE4NGE3YjYxZjYxM
TEXZjZhMTc0ZGNmYWFiYjQxNGEmaXRIbUIkPWZmODA4MDgxODNJYWQ3NTAWMTgOMDg4

NjYINzEXODAw

- H@AEF: 1 GD2 RBITE

- [FEFZ5I K United Therapeutics ( £E )

© ERAE: MEEE—4ZHY. SERAATEVRESHIERNSEH
L84E) | EEE

Indication: pediatric patients with high-risk neuroblastoma who achieve at

least a partial response to prior first-line multiagent, multimodality therapy

« JLEIRAKIRIE ANBLO032: —IFEHL. FRARE. ZH0RAK. ZKIXKTE
SEMESARBHN/N LEERHT. BETEFRTARBEENE 50 XE
B 77 RN SR, FEFLOEZE UNITUXIN ™ /RA LARIEBETE 13-cis- 4
FER (RA) MBEMERA—MBEERE, B2 TRZE 1A Dinutuximab( IRERI
orkt), SHAA - EMABMREERBEFHABRNER -2 BKEEM. Mk
MHBECR RA ANBEREZ T 73 1NEHA RA

A randomized, open-label, multicenter trial conducted in pediatric patients with
high-risk neuroblastoma. Patients were randomized between Day 50 and Day 77

post-autologous stem cell transplantation. Patients randomized to the Unituxin/
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2015/125516s000lbl.pdf
https://www.nmpa.gov.cn/datasearch/search-info.html?nmpa=aWQ9ZTE4NGE3YjYxZjYxMTExZjZhMTc0ZGNmYWFiYjQxNGEmaXRlbUlkPWZmODA4MDgxODNjYWQ3NTAwMTg0MDg4NjY1NzExODAw
https://www.nmpa.gov.cn/datasearch/search-info.html?nmpa=aWQ9ZTE4NGE3YjYxZjYxMTExZjZhMTc0ZGNmYWFiYjQxNGEmaXRlbUlkPWZmODA4MDgxODNjYWQ3NTAwMTg0MDg4NjY1NzExODAw
https://www.nmpa.gov.cn/datasearch/search-info.html?nmpa=aWQ9ZTE4NGE3YjYxZjYxMTExZjZhMTc0ZGNmYWFiYjQxNGEmaXRlbUlkPWZmODA4MDgxODNjYWQ3NTAwMTg0MDg4NjY1NzExODAw
https://www.nmpa.gov.cn/datasearch/search-info.html?nmpa=aWQ9ZTE4NGE3YjYxZjYxMTExZjZhMTc0ZGNmYWFiYjQxNGEmaXRlbUlkPWZmODA4MDgxODNjYWQ3NTAwMTg0MDg4NjY1NzExODAw

JLEBME RIS AR

RA arm received up to five cycles of dinutuximab (clinical trials material) in
combination with granulocyte-macrophage colony-stimulating factor (GM-CSF)
or interleukin-2 (IL-2) plus 13-cis-retinoic acid (RA), followed by one cycle of RA
alone. Patients randomized to the RA arm received six cycles of RA. The efficacy

results are summarized in Table 10.

Table 10: Efficacy Results

Unituxin/ RA arm RA arm
Eﬂlcuy Parameter n=113 n=113
No. of Events (%) 33 (29%) 50 (44%)
grs | Median (95% CI) (years) MR (34 NR) 1.9(1.3, NR)
Hazard Ratio (95% Cl) 0.57 (0.37, 0.89)
p-value (log-rank test)’ 0.01
No. of Events (%) 31 (27%) 48 (42%)
08? [ Median (95% Cl) (years) NR (7.5.NR) NR (3.9,NR)
Hazard Ratio (95% Cl) 0.58 (0.37,0.91)

NR = not reached
' Compared to the allocated alpha of 0.01 pre-specified for the seventh interim analysis of EFS
* Based on an additional three years of follow up after the seventh interim analysis of EFS
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@ Avelumab FI4 & &4 (BAVENCIO®)

label (fda.gov

- BmER: REFrE (PD-L1)
- RERE XK Reslz (RE)
© BNAE: 12 5 KLU L) L ERBER/RAMRE

Indication: pediatric patients 12 years and older with metastatic Merkel cell

carcinoma (MCC).

« JLEFZHEA: BAVENCIO® 1F 12 % K M E b R 1 BR T /RARRSR V) L
BEPNRZ2MNEREERIFHIA. EXNFIAMAE BAVENCIO 53T 7
BAMRFEHIA BAVENCIO SAARBNEES, REEAOSAEHFE
IRIERRFRANMAERS avelumab BIRRSIBER B IRREXAIR N, W TS5z
JUE, BAR 12 5 R LRV LBENAYERBEEMN. M2 /RAMRE
FRARTER AR LBERBBABM, ATLUSARASIBHETE /N LEBE. 125K
BN LB ERIEE T B S R AEE.

The safety and effectiveness of BAVENCIO have been established in pediatric
patients aged 12 years and older for metastatic MCC. Use of BAVENCIO in this
age group is supported by evidence from adequate and well-controlled studies
of BAVENCIO in adults with additional population pharmacokinetic data
demonstrating that age and body weight had no clinically meaningful effect on

the steady state exposure of avelumab, that drug exposure is generally similar
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between adults and pediatric patients age 12 years and older for monoclonal
antibodies, and that the course of MCC is sufficiently similar in adult and
pediatric patients to allow extrapolation of data in adults to pediatric patients.
The recommended dose in pediatric patients 12 years of age or greater is the

same as that in adults.

F% A i 3& JAVELIN Merkel 200 trial (NCT02155647): — I FF M 4%

. BB ZHhOMR, ANTAHARFE EHANEBERRARESRE, B
FREEZT AT ERERENEREHE. BEE 2FEZ—R60 DM
BAVENCIO® 10 mg/kg BbxiaE, HERRERATEZCENELLRE. AR
SMERHRESHERIKEHNTRNEE, REMNRMNERNER. 2 AL
ERRMRESEE M UARERRIOATHNEE, AILUBSERET. TE2TH
KREEH—NEFRIULFAREEER S (IRC) IHAIIRHE LA R BT 4R
JE (RECIST)v1.1 HATERYHEIZ SRR M (ORR) A IRC #F{hAY R Rz5£2RY (o

An open-label, single-arm, multi-center study conducted in patients with
histologically confirmed metastatic MCC whose disease had progressed on or
after chemotherapy administered for distant metastatic disease. Patients received
BAVENCIO® 10 mg/kg as an intravenous infusion over 60 minutes every 2 weeks
until disease progression or unacceptable toxicity. Patients with radiological
disease progression not associated with significant clinical deterioration, defined
as no new or worsening symptoms, no change in performance status for greater
than 2 weeks, and no need for salvage therapy, could continue treatment. The
major efficacy outcome measures were confirmed overall response rate (ORR)
according to Response Evaluation Criteria in Solid Tumors (RECIST) v1.1 as
assessed by a blinded independent central review committee (IRC) and IRC-

assessed duration of response.
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€D agroxofusp-erzs (ELZONRIS ™)

LABEL (fda.gov

- BERER: BETA
- [RERZ R : Stemline Therapeutics (£E)
< BRIAE: 2 % RUER) LERMIEN SR MRS

Indication: blastic plasmacytoid dendritic cell neoplasm (BPDCN) in

pediatric patients 2 years and older

- JLEIRKIRALE 1 STML-401-0114 (NCT 02113982; Study 0114): —
MR, FRIRE. REIRKINE, BT 13 fIRE AT IR AN IR0
JEEBEMEIEMERLY . AT EFE ELZONRIS ™ 12mcg/kg BRBKEST, 1548 15 D,
BRIR, 2L KAPNELIEE S5 X
A multicenter, open-label, single-arm, clinical trial that included a prospective
cohort of 13 patients with treatment-naive BPDCN. Treatment consisted of
ELZONRIS ™ 12 mcg/kg intravenously over 15 minutes once daily on days 1 to 5 of

a21-day cycle.

« JLEIRAKIRXLE 2 STML-401-0114 (NCT 02113982; Study 0114): —
MBAL. FRIRE. 28, 8 15 S8R a RAREN SR ARESE
BlRRIEK. AT HREIE ELZONRIS™, &1 21 XAMNSE 1 X5I%E 5 XEH
12meg/kg BIFIE, 71 15 RE. [ MA LR MmN RAREEED, 5—82
EBRXE T REER (BEE 111 X ), B—RBERDTRLEMR (LRSI
B, FHEEE 424 K)o
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A multicenter, open-label, single-arm, clinical trial that included 15 patients with
relapsed or refractory BPDCN. Treatment consisted of ELZONRIS ™ 12 mcg/kg
on days 1 to 5 of each 21-day cycle. In the 15 patients with relapsed/refractory
BPDCN, one patient achieved a CR (duration: 111 days) and one patient achieved
a CRc (duration: 424 days).
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Nivolumab and Relatlimab-rmbw
(OPDUALAG ™)

label (fda.gov

« BmER. REITIE
- R R BERRE (XE)

BNIE: 12 SR ERAIIRHESERERE

Indication: pediatric patients 12 years of age or older with unresectable or

metastatic melanoma

JLERZiHER: OPDUALAG ™A AIT R el kRl %/ R e RETE 12 R

£ GEEDR 40 AT LBENR2ENBERIEESEHiIL. OPDUALAG ™
EXPNEMEFHERRFET REMRIFERIBNAAMRIEESS, FEEH
WEEDITER, 125 RUE HREEDRN 40 2F BN LEEH nivolumab A
relatlimab AYEMEEITREZIEXMFRAN TN BN . BREFENZA
AFMAEIGRE B RERBIREERAM 12 F XU L. GFEEDHN 40
RFBN LEERRBAEN, PR ABBSIERITE 12 5 R . GEED
740 ARV LEE,

The safety and effectiveness of OPDUALAG for the treatment of unresectable
or metastatic melanoma have been established in pediatric patients 12 years
of age or older who weigh at least 40 kg. Use of OPDUALAG for this indication is
supported by evidence from an adequate and well-controlled study in adults and

additional data analyses that suggest that nivolumab and relatlimab exposures
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in pediatric patients 12 years of age who weigh at least 40 kg are expected to
result in similar safety and efficacy to that of adults. The pharmacokinetics of
monoclonal antibodies and the course of unresectable or metastatic melanoma
are sufficiently similar in adults and pediatric patients 12 years of age or older to
allow extrapolation of data from adult patients to pediatric patients 12 years of

age or older (who weigh at least 40 kg).

B A i 38 RELATIVITY-047 (NCT03470922) : —TikE# (1: 1), WEIRk
30, MINT 714 BRBAETINEBESR AR 1 Bisk IV AR B XEEE,
BERMN D EEZE 4 B —ROERKEEE OPDUALAG ™ (nivolumab 480mg
relatlimab 160mg)(n=355) & 4 B—XEVERBKEE nivolumab 480mg(n=359), B
AEEHERE AR ZNSEED. TETRESZHRRINEAPRIFH (BICR)
15 FA SRR | AT AT (RECIST v1.1) AEREEBAEFER (PFS)e HMITHER
BI¥EH BICR 8 RECIST v1.1 EM S A4TFHA (OS) MBRARREZZ (ORR).

Arandomized (1: 1), double-blinded trial in 714 patients with previously untreated
metastatic or unresectable Stage Ill or IV melanoma. Patients were randomized to
receive OPDUALAG ™ (nivolumab 480 mg and relatlimab 160 mg) by intravenous
infusion every 4 weeks (n=355) or nivolumab 480 mg by intravenous infusion
every 4 weeks (n=359) until disease progression or unacceptable toxicity. The
major efficacy outcome measure was progression-free survival (PFS) determined
by Blinded Independent Central Review (BICR) using Response Evaluation Criteria
in Solid Tumors (RECIST v1.1). Additional efficacy outcome measures were overall
survival (0S) and overall response rate (ORR) determined by BICR using RECIST
v1.1.
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@ ipilimumab RL#x (YERVOY®)

Yervoy FDA Drug Label

GmEy: RBTE
[RERZ K. BNEERE (XE )
BNIE: 12 5 R L)L EFATRREBERECRRE

Indication: unresectable or metastatic melanoma in pediatric patients 12

years and older

JLERZIRA: YERVOYC MR EMMERMHEEE 12 F KU LMW L EEES

BERER, BT AFARtIRsSES R BERE, YERVOY® EIRFRARERREE
TRAFRIFMRAIMA YERVOY® HIRAVIEENX 5, ABLREIHFEIERE,
3mg/kg M Img/kg FIBTE) LRI AABTHREZEAEE TN, b, BRBRE
RBEMAN 12 F XU L) EREFHMBEYFIREIFEEM, EBILRAR
ANBENIIRIMNEE ) L ZERE,

The safety and effectiveness of YERVOY® have been established in pediatric
patients 12 years and older for the treatment of unresectable or metastatic
melanoma. Use of YERVOY® in this age group is supported by evidence from
adequate and well-controlled studies of YERVOY® in adults and population
pharmacokinetic data demonstrating that the exposure at doses of 3 mg/kg and
1 mg/kg in the pediatric and adult populations are comparable. In addition, the
tumor biology and course of advanced melanoma are sufficiently similar in adults

and pediatric patients 12 years and older to allow extrapolation of data from
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adults to pediatric patients.

+ JLEIGEKIRLEE (NCT01445379,NCT01696045): YERVOY® EFMIGHKIA L

AT 45 B0 LEE. EXFMIUART, 17 2E8> 12 yNBEREREN
BEETT YERVOY® jaYT, Hh 2 RRERNMTENRE, SE— T BOER,
47 16 MR, ERAIFRCRBELRMENRE PRNEIERRLE, EXWIIH
B, RUMEEVN LBEHIFNZ2ES.

YERVOY® was evaluated in a total of 45 pediatric patients across two clinical
trials. Of the 17 patients = 12 years of age with melanoma treated with YERVOY®
across both studies, 2 patients experienced objective responses including one
partial response that was sustained for 16 months. There were no responses in
patients with nonmelanoma solid tumors. No new safety signals were observed

in pediatric patients in these two studies.
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@ nivolumab @£ (OPDIVO®)

OPDIVO U.S. Prescribing Information (bms.com)

https://www.nmpa.gov.cn/datasearch/search-info.htm(?nmpa=aWQ9ZWEzMThjNzJjZWI3
ZmNKNzc40GEzMzljYzgwZTIkZGUmaXRIbUIkPWZmMODA4MDgxODNjYWQ3NTAWMTgOMDg
4NjY1INzZEXODAwW

- B BRiTiA
- REIE XK. BREHERE (XE)
« ERHE 1: 12 SR ERIYIREEBERERE

Indication 1: unresectable or metastatic melanoma in pediatric (12 years

and older) patients

- JLERZHEA: OPDIVO® R LURMBMIEBETE 12 ¥ R LM | BEEEHTSE
@, BPaTAalRsESERERE, WMEATT 2R 1B #3. 1IC AL
I HASK IV BB R R, OPDIVO® BT XLEMNERNIHERBNMFERBREERSE
FTHNFDH RIF MBS, Uk R EBERNIINGREh D FEEE.

The safety and effectiveness of OPDIVO® have been established in pediatric
patients aged 12 years and older for the treatment of unresectable or metastatic
melanoma, adjuvant treatment of completely resected Stage I1B, Stage IIC, Stage
IIl, or Stage IV melanoma. Use of OPDIVO® for these indications is supported by
evidence from adequate and well-controlled studies in adults with melanoma or

MSI-H or dMMR mCRC and additional pharmacokinetic data in pediatric patients.

« A3 CHECKMATE-066 (NCT01721772) —IZ . RE FEHL (1: 1)
38, MNT 418 ] BRAF V600 FAERR AR HBIERERBEE. BEMH
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B2S 2 BT OPDIVO® 3mg/kg 306 3 A E#BXIAEE BB 1000 mg/m2,
BIESRERNA RS,

A multicenter, double-blind, randomized (1: 1) trial in 418 patients with BRAF
V600 wild-type unresectable or metastatic melanoma. Patients were randomized
to receive either OPDIVO 3 mg/kg by intravenous infusion every 2 weeks or
dacarbazine 1000 mg/m2 intravenously every 3 weeks until disease progression

or unacceptable toxicity.

BRIE2: 125 RUEIESERIERRE | SBEEERBEE
e
Indication 2: microsatellite instability-high (MSI-H) or mismatch repair

deficient (dAMMR) metastatic colorectal cancer (mCRC) in pediatric (12 years

and older) patients

JLERZ5iHEE : OPDIVO® ER B AMNRT L MMAMMEELRE 12 S RUENES

HMDEFRENS (MSI-H) RIBECEEEREE (AIMMR) HB1EEER%E (MCRC) BI)L
BEREDSINESR, XERBUHLSERETERMEE. O BNEIBRATER
BiE. TRANIETREESNEREERMBESHEERRINAZER,
OPDIVO® BT X —ENIENEIRFE T O M RIFRAI RIS, BEHIAR
HRNFEIERR, FRNFENARERNRERSRER B IRAREXFE,
AR 12 ¥R LR BB ENR R ERGAYREREEM. HEAMIEFRE
MRS ECiE E AR B S EREMAN) LERE THRIERBAEM, FTLUE
BUABIEHRSNER]) LERE P

The safety and effectiveness of OPDIVO as a single agent have been established
in pediatric patients age 12 years and older with microsatellite instability-high
(MSI-H) or mismatch repair deficient (dMMR) metastatic colorectal cancer (mCRC)

that has progressed following treatment with a fluoropyrimidine, oxaliplatin,
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and irinotecan. Use of OPDIVO for this indication is supported by evidence from
adequate and well-controlled studies of OPDIVO in adults with MSI-H or dMMR
mCRC with additional population pharmacokinetic data demonstrating that
age and body weight had no clinically meaningful effect on the steady-state
exposure of nivolumab, that drug exposure is generally similar between adults
and pediatric patients age 12 years and older for monoclonal antibodies, and that
the course of MSI-H or dMMR mCRC is sufficiently similar in adults and pediatric

patients to allow extrapolation of data in adults to pediatric patients.

M A3 CHECKMATE-142 (NCT02060188): —mZHit IEHEH. %

FATATN ABAfrERR, HRANKABBHENHIETREMSRELBER
feieistEEhERE, XERETRZTAMIE. RVFHERFEILERMTREEK
ZEHIERERE. ANEL OPDIVO® M EEFREMSERBITEEMRIGINE
E1 2 [HH3 OPDIVO® 3mg/kg &Bkia (IV)o 4N OPDIVO® FIRILSHTATT T
EFREUSHRBMEERENTINEREEZR OPDIVO® 3mg/kg MFLEHT Img/
kg B2RICESY, B 3BAK 4R, WBESE 2 AT OPDVO® fERE—%1), 7
B 3mg/kg. MABEWRLAT, EEHNATEZNSERZGEHE.

A multicenter, non-randomized, multiple parallel-cohort, open-label trial
conducted in patients with locally determined dMMR or MSI-H metastatic CRC
(MCRC) who had disease progression during or after prior treatment with
fluoropyrimidine-, oxaliplatin-, or irinotecan-based chemotherapy. Patients
enrolled in the single agent OPDIVO® MSI-H mCRC cohort received OPDIVO® 3 mg/
kg by intravenous infusion (IV) every 2 weeks. Patients enrolled in the OPDIVO®
and ipilimumab MSI-H mCRC cohort received OPDIVO 3 mg/kg and ipilimumab 1
mg/kg intravenously every 3 weeks for 4 doses, followed by OPDIVO® as a single
agent at a dose of 3 mg/kg as intravenous infusion every 2 weeks. Treatment in

both cohorts continued until unacceptable toxicity or radiographic progression.
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IERZAE 3: 12 F R LA LA 11 X IV AR R EZT £ E & (cHL) (+AVD
chemotherapy)

Indication 3: In combination with AVD chemotherapy for the treatment of
patients aged 12 years and older with previously untreated Stage Ill or IV

classical Hodgkin lymphoma (cHL).

JLEIRRKEL SWOG 1826 (NCT03907488) : MEFIALEMELE AVD 5

ST RLAE CA209-8UT 5T (SWOG 1826; NCT03907488) 1T 7 iT(h. %M
RE—THEN. ARITE. ZHR0IRKIRLE, WNBEERZETH I BsL IV BiL s
BEZSMHEE (HL) BFE, FilIN 12 ¥R E, 3994 fIEER 11 LAk
NFEZLUTAREZ—, H87 6 MAH: NRFLRTREKS AVD; HRZERHEK
B AD, EBFMARANMRETENTERES (PFS)  BRET, HEF)
LB S AVD B9 PFS BEM FHEBZE RIS AVD AH, XPatb) 0.42 (95%
Cl: 0.27-0.67; p<0.0001) o Hfiub&iH 13.7 NAR, FAKFAZIPAL PFS, 1L
BEis 36.7 DA, HHFILEREKSE AVD AMEREE BHEKS AVD AN TE
ELLBID B9 1.8% M 3.4%. FEMEFILRHERS AVD A, 39% BEREM™
BERRRE, 9% HNBERERBNSOTRRN, HP2.7% 5 3-4 %o HNEFL
BHMHEEFEN: RARKE> 40 kg ) LERZE: 240 mg; KE <40 kg BIJL
BERE 3mg/kg. MEFLRGURAFAEE, T8 28 RAMNE 1 XMNE
15 K5 AVD XB4AE, REAT 6 M. BIUME 1 NarBRFGamteE
FRRIAREEERIMEATF (G-CSF)

Efficacy of nivolumab in combination with AVD was evaluated in Study CA209-
8UT (SWOG 1826; NCT03907488), a randomized, open-label, multicenter trial in
patients 12 years and older with previously untreated, Stage lll and IV cHL. A total
of 994 patients were randomized (1:1) to receive either nivolumab plus AVD or
brentuximab vedotin plus AVD for 6 cycles.The primary efficacy outcome measure

was progression-free survival (PFS) per investigator. The study demonstrated
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superiority of PFS in the nivolumab plus AVD arm, with a hazard ratio of 0.42
(95% CI: 0.27, 0.67; p-value <0.0001). The median PFS was not reached in either
arm, after a median follow-up of 13.7 months. After a median follow-up of 36.7
months, there were 1.8% deaths in the nivolumab plus AVD arm and 3.4% in
the brentuximab vedotin plus AVD arm.In the nivolumab plus AVD arm, serious
adverse reactions occurred in 39% and immune-mediated adverse reactions
occurred in 9% of patients (Grade 3-4, 2.7%).The recommended dosing of
nivolumab is 240 mg (for adults and pediatric patients weighing = 40 kg) or 3
mg/kg (for pediatric patients weighing <40 kg), administered intravenously in
combination with AVD on Days 1 and 15 of each 28-day cycle for up to 6 cycles.
Primary G-CSF prophylaxis is recommended starting in Cycle 1.
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ipilimumab fRL#$z (YERVOY®) +
nivolumab i £ (OPDIVO®)

label (fda.gov,

© R EyTE (CART 4RI )
- RERAI K EEHS (mt)
BRAE 10 12 5 MU ERB SRR RERE

Indication 1: unresectable or metastatic melanoma in pediatric patients

aged 12 years and older

JLERZBA: OPDIVO® BX A ipilimumab a7 R IR s 14 BB EERN

ZeMNBEMMERRE 12 ¥ XU LR LBEEPEEIESE.

The safety and effectiveness of OPDIVO® in combination with ipilimumab for the
treatment of unresectable or metastatic melanoma have been established in

pediatric patients aged 12 years and older.

« BRAE2: 12FNULEILE)LESERIERRE | #HEiEBERES
EfE

Indication 2: microsatellite instability high (MSI-H) or mismatch repair

deficient (dMMR) metastatic colorectal cancer (mCRC)

« MAIRIE 1 CHECKMATE-142 (NCT02060188) : —HZehin. IEHEHL.
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TG FFRIREIRL, ARNRANEBRENHEETRE SN EREE
BEHRBEEEDRESSE, XESETEIEER. ORASFEIIERLTHE
HZ EHIEEERE. SANEE OPDIVO® P E R E M S B L EipE 8
BEE 2 AT OPDIVO® 3mg/kg EbkiaE (IV)o HIN OPDIVO® Al ipilimumab f
PEFREESHBMEERHEMTINEERES OPDIVO® 3mg/kg A ipilimumab
Img/kg B2BICEEY, B 3 BAZ 4R, WS 2 BFREKEE OPDIVO® (ERE—Z54),
FIEH 3mg/kg. MABEIIFLESAT, BELUTTESZNEUEREEFHE,

A multicenter, non-randomized, multiple parallel-cohort, open-label trial
conducted in patients with locally determined dMMR or MSI-H metastatic CRC
(mCRC) who had disease progression during or after prior treatment with
fluoropyrimidine-, oxaliplatin-, or irinotecan-based chemotherapy. Patients
enrolled in the single agent OPDIVO® MSI-H mCRC cohort received OPDIVO® 3 mg/
kg by intravenous infusion (IV) every 2 weeks. Patients enrolled in the OPDIVO®
and ipilimumab MSI-H mCRC cohort received OPDIVO® 3 mg/kg and ipilimumab
1 mg/kg intravenously every 3 weeks for 4 doses, followed by OPDIVO® as a single
agent at a dose of 3 mg/kg as intravenous infusion every 2 weeks. Treatment in

both cohorts continued until unacceptable toxicity or radiographic progression.
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Atezolizumab FRIEFIEkE
(TECENTRIQ®)

label (fda.gov

- HWmAH: RTITIE (PD-L1)
- BEHAR: ERERR (EH)
EMAE: 2 5 & E) L ERMBIRALNE

Indication:Alveolar Soft Part Sarcoma, ASPS in pediatric patients aged 2

years and older

JLVERZHEA: 122 ¥ R LK) LBHEE S, TECENTRIQ® AT RAILIRR
B ERAR BN T2 M E R D LR ENESR. TECENTRIQ® AT
X—EWERIEERE -0 BN RRFOMR, ZRRERAN 22FLD
FOMABLRANERE (= 12% ) hi#t(T, HE25E 1750 IBBEHRRK
BTHIMARTINFNREEHRE XEHERHA, 25 RULELEZEDN
atezolizumab 2ES5HARY, FEAETESHARMNZ2ENERL,
2- 11 ) | ERE AR E B M ESA R ABRRIES AN BV ER
EIFBEM, FULATLUE 2 SR L) ERENTRMZ 2N,

The safety and effectiveness of TECENTRIQ® for unresectable or metastatic
ASPS have been established in pediatric patients aged 2 years and older. Use of

TECENTRIQ® for this indication is supported by evidence from an adequate and
well controlled study of TECENTRIQ® in adults and 2 adolescent pediatric patients
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( = 12 years of age) with ASPS with additional pharmacokinetic and safety data
in pediatric patients 2 years to <17 years. These data suggest that atezolizumab
exposure in pediatric patients aged 2 years and older is comparable with that of
adults and is expected to result in similar safety and efficacy to that of adults. The
course of unresectable or metastatic ASPS is sufficiently similar between pediatric
patients 2 to 11 years old and that of adults and adolescent patients to allow

extrapolation of efficacy and safety to pediatric patients 2 years and older.

JLES R AIGKRIRLE ML39345 (NCT03141684): TECENTRIQ® #9577
RTE ML39345 (NCT03141684) FR5TARi#4T 71T, & SKE—TIT AR
SEMR, ANT 49 8 2 5 MU ERIYIREES M MERARNENRA
MILEEE, HABEESHBES 1200mg, )L EBEERICES 15mg/kg( &%
1200mg), |21 k—R, BIEERERFIEMAIZEZHEN,

The efficacy of TECENTRIQ® was evaluated in study ML39345 (NCT03141684),
an open-label, single-arm study, in 49 adult and pediatric patients aged 2 years
and older with unresectable or metastatic ASPS. Adult patients received 1200 mg
intravenously and pediatric patients received 15 mg/kg (up to a maximum of 1200
mg) intravenously once every 21 days until disease progression or unacceptable

toxicity.
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@ Trametinib Dimethyl Sulfoxide &
WS EAZ S (Mekinist / Spexotras®) +
Dabrafenib Mesylate ihi3EfE FRIEES L
(TAFINLAR® / Finlee®)

Dabrafenib+Trametinib(FDA label)
Trametinib Spexotras(EMA Label)
Dabrafenib Finlee(EMA Label)

Hmkn: ERMEBEIF / BRAF SESIDHIF

- RIS K EERZ (RL)

« BNAE 10 1% KR EBERAYIBREES L4 B % BRAF
V600E RTW)LE, XEBREFZIRTETEHREHE,
B HMIBARAT SR

Indication 1: pediatric patients 1 years of age and older with unresectable
or metastatic solid tumors with BRAF V600E mutation who have progressed
following prior treatment and have no satisfactory alternative treatment

options

« JLEIRKIRIE 1 TMT212X2101 (X2101) Study: —Bst¥EaMRE %
M) LERENSZ TN, FBARE. ZBFIME. C 285 2 Mekinist Bk&
Dabrafenib BJ7E BRAF V60O 825 82 thi# T IS 18, ZXEMRE (ORR)
25% (95% Cl: 12%, 42%). TEBRIEH 9 BIBRET, 78% HIEZE DoR > 6 MA,
44% B9 DOR = 24 1NHo
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A multi-center, open-label, multi-cohort study in pediatric patients with refractory
or recurrent solid tumors. The ORR was 25% (95% Cl: 12%, 42%). Part C was a
dose escalation of MEKINIST in combination with dabrafenib in patients with a
BRAFV600E mutation. For the 9patients who responded, DoR was = 6months for
78% of patients and = 24 months for 44% of patients.

JLE I &K it & 2 CDRB436G2201 (G2201) Study - High-Grade
Glioma Cohort: #1355 G2201(NCT02684058) @—IZ it FENL. FF AR
E 89 1| BBF 3R, Hf5% dabrafenib # trametinib 7£ BRAF V600E 2R 25 AU (K 4% 51
R EJE (LGG) M8 & 31T BRAF V600OE RETE SR FIRFIE (HGG) £) L1k
7 naive FRIR F. BWIERRZE (ORR) 5 56% (95% Cl: 40,72), H{i DoR 5
XH) (95% Cl: 9.2, NE)o TERZR5IR BB B RIERY 23 BIEREH, 78% K
2BE DoR = 61NA, 48% BIEE DoR = 12 1A, 22% HIEE DoR = 24 MNA,

Study G2201 (NCT02684058) CDRB436 was a multi-center, randomized, open-
label, Phase Il study of dabrafenib and trametinib in chemotherapy naive
pediatric patients with BRAF V600E mutant low-grade glioma (LGG) and patients
with relapsed or progressive BRAF V600E mutant high-grade glioma (HGG).
Patients with HGG were enrolled in a single arm cohort. The efficacy of TAFINLAR
in combination with trametinib was evaluated in 41 pediatric patients with
relapsed or progressive HGG.The ORR was 56% (95% Cl: 40, 72). The median
DoR was not reached(95%Cl: 9.2,NE). For the 23 patients who responded in the
HGG cohort, DoR was = 6 months for 78% of patients, = 12 months for 48% of

patients, and = 24 months for 22% of patients.
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« EREE 2: 1% LAt BRAF V60OE ZRZEFHIEAIRAK S BRIE (LGG)
FERGUATHILE

Indication 2: BRAF V600E Mutation-Positive Low-Grade Glioma aged 1 years

and older who require systemic therapy

JLEIGRIRIE CDRB436G2201 (G2201) Study - Low-Grade Glioma
Cohort: —MZHOLFBARE IR (Study CDRB436G2201; NCT02684058).
7 LGG PAZIFR, 110 & EBEMEN D ECE) D+T(n=73) B¢ C+V(n=37), G2201 Hft5%
BT, SO EER C+vAMEL, BBVl EE D+T A/ LGG BEH ORR A
PFS BUTERNBINE,

A multi-center, open-label trial (Study CDRB436G2201; NCT02684058). In the LGG
cohort, 110 patients were randomized to D + T (n=73) or C +V (n=37). Study G2201

showed a statistically significant improvement in ORR and PFS in LGG patients

randomized to D + T compared to those randomized to C +V.

ERZAE 3: 1 % &I L)L EEH BRAFV600E REMNZ K EE
(HGG), BEMEZI—RITH [ LT
Indication 3: aged 1 year and older with high-grade glioma (HGG) with a

BRAF V600E mutation who have received at least one prior radiation and/or

chemotherapy treatment

JLEIRKIRIE EudraCT 2015-004015-20: Dabrafenib BE& Trametinib
JBY7 1 /0 F 18 S BRAF V600E RETRH MR FUERY) LR B E IR FRTT 0
ZRMUE—IZH0. FEIREN || BBIRRARHRE T iHb. BEELTMH
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BMEERIRBUE (WHO 2016 48 3 7Al 4 4% ) IEBE WM N ELE Dabrafenib
BX& Trametinib A7 BAF. TEiZImPREASTH, Dabrafenib 0 Trametinib B3
BRFRMNEEME : 12 % LU EE DR Dabrafenib AIFIE 4 2.625 mg/kg,

SEENR; 12 ¥R EBENFIEN 225mg/kg, SRAMNR; 6 FUTEE
AR Trametinib 9724 0.032mg/kg, SH—R; 6 ¥ R FBEMFIZEAN
0.025mg/kg, HH—X, Dabrafenib BWFIE FRINEHMX, S 150mg,

Trametinib B7IE FFRAGH—X, 2mg, EBTHA S SIRIBHEIFER N
PR RANO(2010) #7043 HGG FAFIETTIR I B B /RS BRI MEREZ (ORR)o

TENWEMERETRED 32 BETEHT. TRASESIREENTIT,

HE 41 BEERIMAM HGG BENHFHIES Dabrafenib Bx& Trametinib /&8
7, BTSSR R 72.7 B, BEMPRAFHR N 13.0%, HR5EE
B (122%) FEWR RN 12 MBE<6%, 10 BEE (244%) FR N6 E<12 %,

26 £BE (63.4%) FEN 12 E <18 ¥ 56% Nlt. TERIAISHIITHIALR S
SR, 20 BEE (48.8%) F 4K, 13BEE (31.7%) N 3R, 4 BEE (9.8%)
F2%, 3BEE (13%) N 1%, 1 ZEE (24%) KREDR. BEIIFE
REEIE LM R E4RHE (31.7%). 182 M S E 6 2 A 4H08 (14.6%).
HGG NOS(9.8%) Ml & 1E B B2 4RI (9.8%). 40 ZEE (97.6%) RESZ
BENFRAT, Hip 24 FEE (58.5%) WRE—RFRATBRAR, 3328
& (80.5%) BT MMIBUIT. 37T BEE (90.2%) BEZIMT. 2128
& (51.2%) TESHFATHEERAE 2 5 R REER, ZATINENER
3 (ORR) 7 56.1%(23/41), 95% CI(39.7%, 71.5%): EF5E2%EM (CR) BE& 12
1l (29.3%), EBHER (PR) £E 11 Il (26.8%), A1z M7 #5426 /8] (DOR) H
222N (95% CI: 7.6 - NE), HFR 15 & 823 (65.2%) 1T E B EEEIR.

The clinical efficacy and safety of dabrafenib plus trametinib combination
therapy in paediatric patients aged 1 to <18 years with BRAF V600 mutation-

positive glioma was evaluated in a multicentre, open-label, Phase Il clinical
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study (EudraCT 2015-004015-20). Patients with relapsed or refractory high-grade
glioma (WHO 2016 Grades 3 and 4) were enrolled into a single-arm dabrafenib
plus trametinib cohort. Dabrafenib and trametinib dosing in the clinical study
was age- and weight-dependent, with dabrafenib dosed orally at 2.625 mg/kg
twice daily for ages <12 years and at 2.25 mg/kg twice daily for ages 12 years
and older; trametinib was dosed orally at 0.032 mg/kg once daily for ages <6
years and at 0.025 mg/kg once daily for ages 6 years and older. Dabrafenib doses
were capped at 150 mg twice daily and trametinib doses at 2 mg once daily. The
primary efficacy endpoint was overall response rate (ORR, sum of confirmed
complete/CR and partial responses/PR) by independent review based on RANO
(2010) criteria for the HGG cohort. The primary analysis was performed when
all patients had completed at least 32 weeks of therapy. In the single-arm high-
grade glioma cohort, 41 patients with relapsed or refractory HGG were enrolled
and treated with dabrafenib plus trametinib for a median duration of 72.7
weeks. Median age was 13.0 years, with 5 patients (12.2%) aged 12 months to
<6 years, 10 patients (24.4%) aged 6 to <12 years and 26 patients (63.4%) aged
12 to <18 years; 56% were female. The histological grade at initial diagnosis
was Grade 4 in 20 patients (48.8%), Grade 3 in 13 patients (31.7%), Grade 2 in 4
patients (9.8%), Grade 1 in 3 patients (7.3%) and missing in 1 patient (2.4%). The
most common pathologies were glioblastoma multiforme (31.7%), anaplastic
pleomorphic xanthoastrocytoma (14.6%), HGG NOS (9.8%) and pleomorphic
xanthoastrocytoma (9.8%). Prior surgery was reported in 40 patients (97.6%),
among those patients the procedure at last surgery was resection in 24 patients
(58.5%). Prior antineoplastic chemotherapy was reported for 33 patients (80.5%).
Prior radiotherapy was reported for 37 patients (90.2%). Systemic corticosteroid
use while on study treatment was reported in 21 patients (51.2%). The ORR in
this cohort was 56.1% (23/41), 95% CI (39.7%, 71.5%): CR in 12 patients (29.3%)
and PR in 11 patients (26.8%). The median duration of response (DOR) was 22.2
months (95% CI: 7.6 - NE), with 15 patients (65.2%) censored at the time of the

primary analysis.
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IERAE 4: > 12 F 5V BRAF V600 REMARAI IR / HiS1ER
BERE, Uke2UIRENIIARGREREET

Indication 4: For adolescents aged 12 years and older with BRAF V600 mutation-
positive unresectable or metastatic melanoma, or as adjuvant treatment
following complete resection of Stage Ill melanomaFor adolescents aged 12
years and older with BRAF V600 mutation-positive unresectable or metastatic
melanoma, or as adjuvant treatment following complete resection of Stage IlI

melanoma.

JLERZHEA : ET—ORARESENA A BEIERA Nt ESE
BEBLEBEFNARDNZT PK) « BGHF (PD) RITHBIIMERS,
¥ TAFINLAR GxiudEfE) 1 MEKINIST (RhEEE) MENET BE: BT
VBT 12 F B #57 BRAF V600 REN RO EBIERERES D
BE, KRBT 125 R E. #5 BRAF V600 REWN I FARGERES VFER
EVEBATT.

Extension of indication to include treatment of unresectable or metastatic
melanoma with a BRAF V600 mutation and adjuvant treatment of Stage IlI
melanoma with a BRAF V600 mutation for adolescents aged 12 years and older
for TAFINLAR and MEKINIST, based on an extrapolation report using a modelling

and simulation approach to demonstrate PK, PD and efficacy of dabrafenib and

trametinib in adolescent patients.

MAIGEKRIALE 1 COMBI-d (NCT01584648) : COMBI-d 2—Tka#Hl. X
5. REFIMBOIERRE, AR R A RS R 5iARER B L8t
FAFEEfER4ZAT. 154 BRAF V600 3 V600K ZREHIFBIYIRR Il C #ASi#H
Y IVIAR BB TER ABENTFUMMNRS M, HE 423 AIBER 11 EIlE
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ZAfARE 150 mg SAMARBREGHERE 2 mg 8A—R (n=211) , B0k
3FE 150 mg EHRMABKARRN (n=212) . EETHE R ARREITHN
THRERE (PFS) , XPERBXRNRERFH (05 - TENMET, ¥
BRITHESIRAIEAFR B AAMF AL PFS £510 9.3 MEFM 88 ™A, HERHERE
FILTRBEEL (HR) 790.75 (95% Cl: 0.57, 0.99; p=0.035) . EEFM D,
FR{iI PFS 95179 11.0 B 88 A (HR0.67; 95% Cl: 0.53, 0.84) o AY
ROSHITETR, P OS2I 251 MAF 18.741 8 (HR0.71; 95% CI: 0.55,
0.92; p=0.011) »

COMBI-d (NCT01584648) was a randomized, double-blind, placebo-controlled,
Phase Ill trial evaluating the efficacy and safety of dabrafenib plus trametinib
compared with dabrafenib monotherapy in treatment-naive adult patients with
unresectable Stage IIIC or metastatic Stage IV cutaneous melanoma harboring
a BRAF V600E or V600K mutation. A total of 423 patients were randomized 1:1 to
receive dabrafenib 150 mg twice daily plus trametinib 2 mg once daily (n=211),
or dabrafenib 150 mg twice daily plus placebo (n=212). The primary efficacy
endpoint was investigator-assessed progression-free survival (PFS), and the key
secondary endpoint was overall survival (OS). At the primary analysis, median
PFS was 9.3 months in the combination arm and 8.8 months in the dabrafenib
monotherapy arm, with a hazard ratio (HR) for disease progression or death of 0.75
(95% CI: 0.57, 0.99; p=0.035). At an updated analysis, median PFS was 11.0 months
versus 8.8 months, respectively (HR 0.67; 95% Cl: 0.53, 0.84). In the mature OS
analysis, median OS was 25.1 months with dabrafenib plus trametinib and 18.7

months with dabrafenib alone (HR 0.71;95% ClI: 0.55, 0.92; p=0.011).

B AlGERIREE 2 COMBI-v (NCT01597908) : COMBI-v 2—FEHN. FF
BARE. BEMENEBIIERR, TR EEREHEEESEEIEE R L8
tb, BTFEREREZAT. S BRAF V600E 5§ V600K R AR JIFRaiE M
BEREBRBRASENTEINZEM, &5 704 flE2ERZ 1.1 MyEZAAL
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iEfe 150 mg EHMARBRKESHMEZ R 2 mgESH—R (n=352) , FLEEIERE
960 mg EHMR (n=352) o EEBFHE RN 0S, RPRELK R NHFTET
B PFSe BNITET, BABTESHERIFRANT 0S 1514 25.6 1
B 180 1A, FETREEH 0.66 (95% CI: 0.53, 0.81; p<0.001) « &
PFS DITR27R, HL PFS 2518 114 MARI 7.3 18 (HR0.56; 95% Cl: 0.46,
0.69; p<0.001) ; BEMEMZED5I7 64% F 51%, TE 5 FMIHOHTH, WA
B OS 7354 26.0 NAM 17.8 MA, 5 F 0S 5! 36% 1 23%:

COMBI-v (NCT01597908) was a randomized, open-label, active-controlled,
Phase Il trial evaluating the efficacy and safety of dabrafenib plus trametinib
compared with vemurafenib monotherapy in treatment-naive adult patients
with unresectable or metastatic cutaneous melanoma harboring a BRAF V600E
or V600K mutation. A total of 704 patients were randomized 1:1 to receive
dabrafenib 150 mg twice daily plus trametinib 2 mg once daily (n=352), or
vemurafenib 960 mg twice daily (n=352). The primary efficacy endpoint was OS,
and the key secondary endpoint was investigator-assessed PFS. At an updated
analysis, median OS was 25.6 months in the dabrafenib-plus-trametinib arm and
18.0 months in the vemurafenib arm, with an HR for death of 0.66 (95% Cl: 0.53,
0.81; p<0.001). At the primary PFS analysis, median PFS was 11.4 months and
7.3 months, respectively (HR 0.56; 95% ClI: 0.46, 0.69; p<0.001), and the objective
response rates were 64% and 51%, respectively. At the 5-year analysis, median
OS was 26.0 months versus 17.8 months, and the estimated 5-year OS rates were

36% versus 23%.

B AlEFRIRIE 3 COMBI-AD (NCT01682083) : COMBI-AD B2—IN%
O FENL. WE. REFIREB NG, TR KEmExE AT
BRAF V600E 3f V600K RZ. FEetIFFER IIEIRKEBEEREBRAREERG
TET RN Z 2. TaFHNIERNT2UER0IIASR CRBLERBH >1
mm) . Il BHAELII CHIRGBERE, HEMIOAR 12 ANTREETeH
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BEERERNTFART. #8870 fIFER 11 BHliE=AIER 150 mg
BEHMRBRSHESR 2mg8H—R (n=438) , HFMTE R (n=432) ,
BITEE 12 MR, TETBARAMREITENLTERERFH (RFS) , EX
AMBENDAZEERERE R AEARRFLTRIE,; RBREBLRA 0S,
FEDNET, BREBTANRNRFS HARE, 2RFIHN 166 M, &
EWILT XLt H 047 (95% Cl: 039, 0.58; p=153x10™) . H 3 & RFS
RF59 58% F 39%. TEIBINL 29 NAEILERNER DM A, RFS KD
SRR (HR0.51; 95% Cl: 0.42, 0.61) , 54 RFS ZE 235159 52% H 36%.
BEOSHMER, MAOSEERAIRITFEEZEM (HR 0.80; 95% Cl:
0.62, 1.01) ; it 54 OS FEH 5 79% K 70%, 10 F OS E 5579 66%
0 63%s.

COMBI-AD (NCT01682083) was a multicenter, randomized, double-blind, placebo-
controlled, Phase Il trial evaluating adjuvant dabrafenib plus trametinib in adult
patients with completely resected Stage Il cutaneous melanoma harboring
a BRAF V600E or V600K mutation. Eligible patients had completely resected
Stage IlIA melanoma with lymph-node metastasis greater than 1 mm, Stage
[11B melanoma, or Stage IIIC melanoma, and were required to have undergone
complete surgical resection, including complete lymphadenectomy, within 12
weeks before randomization. A total of 870 patients were randomized 1:1 to
receive dabrafenib 150 mg twice daily plus trametinib 2 mg once daily (n=438),
or two matching placebos (n=432), for 12 months. The primary efficacy endpoint
was investigator-assessed relapse-free survival (RFS), defined as the time from
randomization to disease recurrence or death from any cause. The key secondary
endpoint was OS. At the primary analysis, median RFS was not reached in the
combination arm and was 16.6 months in the placebo arm, with an HR for

recurrence or death of 0.47 (95% Cl: 0.39, 0.58; p=1.53X10"* ). The estimated

3-year RFS rates were 58% and 39%, respectively. At an updated analysis

incorporating approximately 29 additional months of follow-up, the RFS benefit
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was maintained (HR 0.51; 95% Cl: 0.42, 0.61), with estimated 5-year RFS rates
of 52% and 36%, respectively. At the final OS analysis, the difference in OS was
not statistically significant (HR 0.80; 95% Cl: 0.62, 1.01). The estimated 5-year OS
rates were 79% and 70%, and the estimated 10-year OS rates were 66% and 63%,

respectively.

- 7 : Trametinib Dimethy!l Sulfoxide( 3 E & dn & 79 Mekinst. KREEEmE N
Spexotras®) 1 Dabrafenib( ZE @& 79 TAFINLAR®. RREEE mE /9 Finlee®)
BeHERTAT) IZEMETEER R REIER (FOA) FMRUNZ REIRRE (EMA)
Bkttt £, Hep, ERERE 1M 2 AEERER) LEISEE, ERE 3 #
4 RN AN LRHERIfE,
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@ Eflornithine &S5 (IWILFIN™)

label(fda.gov

- HMER SEELMRESINEIF
- BT XK. US WorldMeds( %£E )
ERAE: BRIREBEESGHEEAE (HRNB) FIBAR) LEEER
BN, XEBEMANNSEY. SRAET (BFER
GD2 &ef&iafr ) ELE IS R,
Indication: reduce the risk of relapse in pediatric patients with high-risk

neuroblastoma (HRNB) who have demonstrated at least a partial response to

prior multiagent, multimodality therapy including anti-GD2 immunotherapy.

JLEIRKRIRIE Study 3b (NCT02395666) F1 ANBLO032: IWILFIN ™8y
REMNEREDEI—IER M ATIEZ 0. FBARE. FFRENIHRSEIES,
E—PGIS, FEFHNEERRESCHESAREN) LHEE, M1k
W%, ZEIVATT (BIFES. TEM gd2 RBAT ) EOERDRE. HE
105 B AEZRHMEBEOR WILFIN™, S8R, FEEFHERER (BSA), HE
BRERE, TRERNSEN, SEK2F METEDITEETERGE 3. 6. 9%
12, 18 MARLIMIGRIEMER#1T. ST IWILFIN ™ATE, NEEHIT T ART
FRBE. EBTRIEIRELEMERM (EFS), EXNMEEN LTS (e BiHH
BT AR ) BERRELNTEASGNNE  RRHE. ER. #RMERERME
ARESBNET. S—MrRIEtrR2EFH (0S), EXIEMBEHLH S (8
BRHEFETHSR ) IEMNREASBE TR E. ZRREE DT AR (N=360) H
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59% RSB, PIBRHIARUFES ) 3% (SBE:0.1-20.1); 88% BHA, 6% 2R A,
4% 2IMA, 7% 2FMF Ao KZEEE (86%) 7 4 BiER, 44% BB
A MYCN ERAY 18, RRETERRNANTEEMR (CR8T%), IFBIFHED R
(VGPR;8%) BRI EAR (PR;5%)o TE/ SRIEEMIFE AT, EFS KFELL (HR) 79 0.48
(95% Cl: 0.27, 0.85), OS XB&EL (HR) 79 0.32 (95% Cl: 0.15, 0.70)s FAF EFS #IF 5
89 Kaplan-Meier B, S5%mEHEAFHRFRZ R 95%Clo

The safety and effectiveness of IWILFIN have been established through a multi-
center, open label, non-randomized trial with two cohorts. Eligible patients in one
cohort (Stratum 1) were pediatric patients with high-risk neuroblastoma (HRNB)
who demonstrated at least a partial response to prior multiagent, multimodality
therapy, including induction, consolidation, and anti-GD2 immunotherapy. A
total of 105 eligible patients received IWILFIN orally twice daily, dosage based
on body surface area (BSA) until disease progression, unacceptable toxicity,
or for a maximum of 2 years. Tumor assessments were performed at 3, 6, 9,
12, 18 months, completion of treatment, and as clinically indicated. Following
completion of IWILFIN ™ therapy, patients were followed for a total duration of 7
years. The major efficacy outcome measure was event free survival (EFS), defined
as disease progression, relapse, secondary cancer, or death due to any cause. An
additional efficacy outcome measure was overall survival (0S), defined as death

due to any cause.

The demographic characteristics of the primary analysis population (N=360) were
59% male; median age at diagnosis 3 years (range: 0.1 to 20.1); 88% White, 6%
Black, 4% Asian, 7% Hispanic. The majority of patients had Stage 4 disease (86%)
and MYCN amplification was observed in 44% of tumors. End of immunotherapy
responses were complete response (CR; 87%), very good partial response (VGPR,;
8%), or partial response (PR; 5%). In the protocol-specified primary analysis, the
EFS hazard ratio (HR) was 0.48 (95% CI: 0.27, 0.85) and OS HR was 0.32 (95% Cl:
0.15, 0.70). The Kaplan-Meier plot for the primary analysis of EFS, with shaded

bands for each curve representing the point-wise 95% confidence intervals.
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@ Tovorafenib #£;%$iiEfE (OJEMDA™)

label(fda.gov

Zms) : Ry

« [REAZ5T = : Day One Biopharmaceuticals( £E )
- BMJE : 6 NTARU EBEERETEMA ) LEREIHEREE

(LGG) BiaE, XLBESH BRAF BE TN EHS BRAF
V600 %,
Indication: 6 months of age and older with relapsed or refractory pediatric

low-grade glioma (LGG) harboring a BRAF fusion or rearrangement, or BRAF

V600 mutation.

- )LEIEFRIRL (FIREFLY-1; NCTO477548): OJEMDA ™i0FRiE—Ti%H

O FRARE. BEIRKIALFHTT Th. FEEFHHNEE (N=T6) FEE
ERIIMEAM. 1 BRAF BUEREW ) LERRIIKEE (LGG)e BEXRFE
DE—DENERL (FFEMEMER TN RANO 2010 fh& ). BESEN
fR—x OJEMDA™, FIE£94 420mg/m?, BEEERHEXE NI ESHNS
M, METGE 12 B#T R, TREBBIREEEWEME ORR), EX
JIRHE RAPNO-LGG( ) LEMEMBE MR ) i, HRUTEHENTLEK
R (CR). FPHEAR (PR) WERMEME (MR) WEE LA, REN K. TRERET,
76 B EREMNEMERE (ORR) 19 51%(95%Cl: 41%, 63%), EMRETHKH 13.8
A (95%Cl: 11.3 M8, E)o
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The efficacy of OJEMDA ™ was evaluated in a multicenter, open-label, single-arm
he efficacy of OJEMDA ™ was evaluated in a multicenter, open-label, single-arm
clinical trial. Eligible patients (N=76) were required to have a relapsed or refractory
pediatric low-grade glioma (LGG) harboring an activating BRAF alteration.
Patients were also required to have at least one measurable lesion as defined
by RANO 2010 criteria. Patients received OJEMDA ™ approximately 420 mg/
m2 orally once weekly until disease progression or unacceptable toxicity. Tumor
assessments were performed every 12 weeks. The major efficacy outcome
measure was overall response rate (ORR), defined as the proportion of patients
with complete response (CR), partial response (PR), or minor response (MR) by
independent review based on RAPNO-LGG (Response Assessment in Pediatric
Neuro-Oncology) criteria. Efficacy results showed that the overall response rate
of the 76 patients was 51% (95% Cl: 41%, 63%), and the duration of response was
13.8 months (95% Cl: 11.3 months, not reached).

Table 10 Efficacy Results Based on Independent Review in FIREFLY-1 (Arm-1)

Efficacy Parameter R’\P:(;;-GG
Overall Response Rate

ORR (95% CI)* 51% (40, 63)
Complete Response (CR), n (%) 0(0)
Partial Response (PR), n (%) 28 (37)
Minor Response (MR), n (%) 11(14)
Duration of Response (DoR) N=39
Median (95% CI)®, Months 13.8 (11.3,NE)
% with observed DoR > 6 months 85%

% with observed DoR > 12 months 23%

Abbreviations: LGG = low-grade glioma: RAPNO = Response Assessment in Pediatric Neuro-Oncology: CI = confidence interval:
NE = not estimable.

*At least one measurable lesion at baseline based on RAPNO-LGG criteria.

“Based on Clopper-Pearson exact confidence interval.

*Based on Kaplan-Meier estimate.
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@ Vorasidenib Citrate SXhIFg{ER
(VORANIGO®)

label(fda.gov

Vorasidenib(TGA_Approval)

- PR EBRITE

- RERET R - fELERERIZS (EE )

ERE : B8 2 REWAMER R RARERNR AR 12 5 KL
FH)LERE, XEBEEFA (GIEEE. Retkgie
UIk% ) EEE2RBESITIEERESEE 1 (IDH1) SiRITRERRS
2 (IDH2) X%

Indication: 12 years and older with Grade 2 astrocytoma or
oligodendroglioma with a susceptible IDH1 or IDH2 mutation following

surgery including biopsy, sub-total resection, or gross total resection

JLEIGFRIRLE (Study AG881-C-004): VORANIGO® IF7347E INDIGO i3

PIFEITITE, INDIGO IR —ThENl. ZH0. WE. TEFINRAIBZ.

FAFMBEE (N=331) FEH IDHL 5 IDH2 RER 2 RETABELRE
FfE, AERIEEER. BOBRRTetRERNTFR. BEFTER
EINERY. IFERAVER; SR OMIANS/N. FFETE. FEIVEELERNER
ELHHER BEWMENIA, 168 Z#FHN VORANIGO® A, 163 H#t NREFIA,
FBESGROR—R VORANIGO® 40 ZERHBRAR—ALEN, EELRHER
FEIMATEZNSM. WETES 12 AT R TBTHERRTHE
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4755 (PFS)o VORANIGO® AHBERY N — R FFBIP UM BIRAZ], MREH
ABEMFUETEA 17.8 A (HR=0.26; 95% Cl:[0.15,0.43], p<0.0001),

The efficacy of VORANIGO® was evaluated in the INDIGO trial, a randomized,
multicenter, double-blind, placebo-controlled study. Eligible patients
(N=331) were required to have IDH1- or IDH2-mutant Grade 2 astrocytoma or
oligodendroglioma with prior surgery including biopsy, sub-total resection, or
gross total resection. Patients were required to have measurable, non-enhancing
disease; patients with centrally confirmed minimal, non-nodular, non-measurable
enhancement were eligible. Patients were randomized, 168 to the VORANIGO®
arm and 163 to the placebo arm. The median age was 40 years (range: 16 to 71);
Patients received either VORANIGO® 40 mg orally once daily or placebo orally
once daily until disease progression or unacceptable toxicity. Tumor assessments
were performed every 12 weeks. The major efficacy outcome was progression-
free survival (PFS). The median time to the next intervention was not reached for
patients in the VORANIGO® arm and 17.8 months for patients in the placebo arm
(HR=0.26; 95% Cl: [0.15, 0.43], p<0.0001)

Table 7: Efficacy Results for the INDIGO Trial (Study AG881-C-004)

VORANIGO
Efficacy Parameter 40 mg daily T;iﬁesg?
(n=168)
Progression-Free Survival (PFS)
Number of Events, n (%)
Progressive disease 47 (28) 88 (54)
Death 0 0
Hazard ratio (95% CI)? 0.39 (0.27, 0.56)
p-value® <0.0001

CI = Confidence Interval
2 Stratified Cox proportional hazard model, stratified by 1p19q status and baseline tumor size.
b Based on one-sided stratified log-rank test compared to the pre-specified a of 0.000359 (one-sided).

IDH1 8% IDH2 REW E AR D REFUETEM AN LEREPRIRER
BRBHEMNE, AL ARBENARENFEEIMEE) L BERE,
In addition, the course of IDH1- or IDH2-mutant astrocytoma or

oligodendroglioma is sufficiently similar between adults and pediatric patients to

allow extrapolation of pharmacokinetic data in adults to pediatric patients.
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@ Repotrectinib I & E (Augtyro ™)

Repotrectinib (Augtyro ™)

- S A

- FIA X BN EERE (XE )

© BNAE: 12 SR ERAFILERE, BHUTRHIERTLEE: (1)
FEMZEFERIURZAHE (NTRK) 2ERES; (2) BE
BRERE TS 1S, RFEAUIRARSBUTEHLE; (3) &8
ITIERmER, HEEMS NBRNERT A

Indication: adult and pediatric patients 12 years of age and older with solid
tumors that: 1) have a neurotrophic tyrosine receptor kinase (NTRK) gene
fusion, 2) are locally advanced or metastatic or where surgical resection
is likely to result in severe morbidity, and 3) have progressed following

treatment or have no satisfactory alternative therapy.

« JLEIRKIELE (NCT03093116): AUGTYRO ™ BISF 24 7E TRIDENT-1 Frs
T7HHE, X2—WEH0. BB, FBGE. Z5IeKiAE, 7T 88 HIF
R AR AR NTRK BRI SN (NTRK1/2/3) SRIABERF B EFHIT 7T
i, XEBERTETIRIPLOYESINFIF (TKI) JBIT (48 B ) ARERIRR
BRBRESHINEIF (TKI) Y&TT (408 ). BERER AUGTYRO™ 160 mg AR, &X—X,
B 14 X, AAEEME 160 mg, BRFAA, BIEHEHBERENAAEZH
Ft. 8 8 BT AMEITh. FETHERIEMEZWEME (ORR) %
BRFFLEETIE] (DOR)e THARET, MAMMISINGIFYAEENEWEHEE
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(ORR) 9 58%(95%Cl: 41%, 73%), E&EESHESINGIFITLI2EBENENER
2 (ORR) 9 50%(95%Cl: 35%, 65%); EREEAHERINGIFIE BENEMRITE
BYIEIRT I Ne, FREERHESINGIR (TK) LB EEMIRBIFEATEN 9.9 M A
(95%Cl: 7.4 MR, 131A )

The efficacy of AUGTYRO ™ was evaluated in TRIDENT-1 (NCT03093116), a multi-
center, single-arm, open-label, multi-cohort clinical trial in 88 adult patients
with locally advanced or metastatic NTRK gene fusion-positive (NTRK1/2/3)
solid tumors who had either received a prior TKI treatment (48) or were TKI-
naive (40). Patients received AUGTYRO ™ 160 mg orally once daily for 14 days,
then increased to 160 mg twice daily until disease progression or unacceptable
toxicity. Tumor assessments were performed every 8 weeks. The major efficacy
outcome measures were ORR and DOR. Efficacy results showed that the overall
response rate was 58% (95%Cl: 41%, 73%) in patients treated with TKI and 50%
(95%Cl: 35%, 65%) in patients treated with TKI. The duration of remission was Ne
in patients treated with TKI and 9.9 months in patients treated with TKI (95%(Cl: 7.4

months, 13 months).

AUGTYRO ™A F877 BB BR ARSI 14 NTRK FAM SR BN 2 MBI
B 12 F R L) | ZREPBRIE, ZRFTIZRERARAE AUGTYRO™,
BETF xS BEEE RIFZFINMABEMRRAIERE, HEMU 12 FRUE
JIEZBENAASNFNRLMEUE, XLEHIERA, T 129 RULE)LER
&, Repotrectinib WAYIRETITSSMABERMN, BERESMENTH
Wt SMAEM. tLoh, FERRREASHFETE M NTRK PSSR AR 12
SRULIBZETHRIZEHRM, BHETLUUSHAZERIEMEE 125
R W) EERE,

The safety and effectiveness of AUGTYRO ™ for the treatment of locally advanced
or metastatic NTRK-positive solid tumors have been established in pediatric

patients 12 years of age or older. Use of AUGTYRO ™ in this age group is supported
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by evidence from an adequate and well-controlled study in adult patients with
additional pharmacokinetic and safety data in pediatric patients aged 12 years
and older. This includes data demonstrating that the exposure of repotrectinib
in pediatric patients 12 years of age and older is expected to result in similar
safety and efficacy to that of adults, and that the course of locally advanced
or metastatic NTRK-positive solid tumors is sufficiently similar in adults and

pediatric patients 12 years of age or older to allow extrapolation of data in adult

to pediatric patients 12 years of age or older.

Table 6: Efficacy Results for Patients with NTRK Gene Fusion-Positive Tumors in TRIDENT-1

Efficacy Parameters TKI-Naive Patients TKI-Pretreated Patients
(n=40) (n=48)
Confirmed Overall Response Rate, % 58 50
(95% Cl)
(41,73) (35,65)
Complete Response, % 15 0
Partial Response, % 43 50
Median Duration of Response NE 9.9
a
(mDORY", (NE,NE) (74,13.0)
in Months (95% Cl)
Range (months) 3.7+,439+ 1.8,26.5+
% with DOR 2 6 months® 87 71
% with DOR > 9 months® 83 63
9% with DOR > 12 months® 83 42

NE = not evaluable; "+" indicates ongoing response

@ Median DOR (95% Cl) are based on Kaplan-Meier estimates.

5 DOR landmark analysis is based on the observed DOR.
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Cabozantinib-S-Malate Fi#&E
(Cabometyx®)

Cabozantinib (Cabometyx®)

« BmER : BEfTE
« RIS XK BRAOEH (XE)

BNE : 12 5 R BB R AP RAsAE S 53 (LB FIRRRSE (DTC)

Indication: CABOMETYX® is indicated for the treatment of adult and pediatric
patients 12 years of age and older with locally advanced or metastatic

differentiated thyroid cancer (DTC).

« JLEIRKIRIE (COSMIC-311): CABOMETYX® B9F7247E COSMIC-311 3

TTIHE, X2 (2: 1), WE. ZEFHE. ZR0Rk, SRER
BEE B D WA RRREES, XLBEETAE VEGR $£EATE
HE B BT A A S 8. BEWHN S EES CABOMETYX® 60 mg
OfR, SH—ARREFERELIFET, EEEHERKBNFIEZNSE.
FETRERENE BREVAT (ITT) ABENLEBREFH (PFS) 5T 100 &k
M BENEMEMREE ORR). 8 8 AT —XMEITH. THERER &
= CABOMETYX® BRI T i R LE 12 HR (PFS) 1%k 11.0 DA (95%Cl: 7.4 D
B, 1381 A8), BEMEMRK (ORR) J9 18%(95%Cl: 10%, 29%)CABOMETYX®
BFAT 25 RUEIESMERRBENKRBREHERANTD B™
EXTRR, HEUBGARDNZHIE XEWBETR, ERENET,

CABOMETYX ® £ 12 ¥ LA k) |EREFNRREKFESHALTFEREEA.
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The efficacy of CABOMETYX® was evaluated in COSMIC-311, a randomized (2:
1), double-blind, placebo-controlled, multicenter trial in patients with locally
advanced or metastatic differentiated thyroid cancer (DTC) that had progressed
following prior VEGFR-targeted therapy and were radioactive iodine-refractory or
ineligible. Patients were randomized to receive CABOMETYX® 60 mg orally once
daily or placebo with supportive care until disease progression or unacceptable
toxicity. The multiple primary efficacy outcome measures were progression-
free survival (PFS) in the ITT population, and overall response rate (ORR) in the
first 100 randomized patients. Tumor assessments were conducted every 8
weeks. Efficacy results: Median PFS in the CABOMETYX® group was 11.0 months
(95%Cl: 7.4 months, 13.8 months), and overall response rate was 18% (95%Cl:
10%, 29%).

Use of CABOMETYX® in pediatric patients aged 12 years and older with DTC
is supported by evidence from adequate and well-controlled studies of
CABOMETYX® in adults with additional population pharmacokinetic data
demonstrating that cabozantinib exposure is within the same range between
adults and pediatric patients aged 12 years and older at the recommended

dosages.
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@ Mifamurtide KEZZRK (Mepact®)

Mifamurtide(Mepact®

- HmER  BEITE
- RHRA X REZE QR (ZEE )
© BVAE : SFRATIRNIERBEESRREILE. SOFENERHAR
%, EATEIFARMELER, RERRICELER
BHMEARNEE. SARSHUTHEGER, ZHYN
R2MMTHREEMISERT 2 E 30 SNEERTPHITT
o
Indication: Mepact® is indicated in children, adolescents and young adults
for the treatment of high-grade resectable non-metastatic osteosarcoma
after macroscopically complete surgical resection. It is used in combination

with post-operative multi-agent chemotherapy. Safety and efficacy have

been assessed in studies of patients 2 to 30 years of age at initial diagnosis

JLERBEAIGKRIRIE : Mifamurtide B977 3F1 R 21— TIREHLEY 111 #RIIG
PRI AT TR, BT 678 B (FiSTEEN 1.4 £ 30.6 ¥ ) HZUTERD]
UIRMIEEB M BAEES, THENUT (BRI PSR &SR
& RUBERR ) Bt _ENNA Mifamurtide, &7 Mifamurtide BOT A R 214,
THER ZATREBRS T 6 ERERE, FEFRTNMAENEET 28%(p
=0.0313, Xtk (HR)=0.72 [95% Cl: 0.53, 0. 97])s
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The efficacy and safety of mifamurtide were evaluated in a randomised phase
Il study of 678 patients(age range from 1.4 to 30.6 years) with newly-diagnosed
resectable high-grade osteosarcoma, the addition of adjuvant mifamurtide to
chemotherapy (either doxorubicin cisplatin and methotrexate with or without
ifosfamide). Efficacy results: This treatment significantly increased the 6-year
overall survival and resulted in a relative reduction in the risk of death by 28% (p =

0.0313, hazard ratio (HR) = 0.72 [95% confidence interval (CI): 0.53, 0. 97]).
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@ Vandetanib F.iEftfE (Caprelsa®)

Vandetanib(EMA_Label)

- S A

« [RERET K : T|iE3E (ZE)

© BNAE: 5 % MU EBEFRATRNEEBRAANESERRIERNE
FERMERY RET EE RIRIRBEFEN) LERT L EERE,

Indication: Caprelsa® is indicated for the treatment of aggressive and
symptomatic Rearranged during Transfection (RET) mutant medullary
thyroid cancer (MTC) in patients with unresectable locally advanced or
metastatic disease for adults, children and adolescents aged 5 years and

older.

+ JLEIGRKELE (IRUSZACT0098): —I I/1l BB A0 FF R & s B A ST I
7 Caprelsa® 7 16 I BIHIERAY /R BRREHAS AR IS 1S 15 1 FORBRBEIF B B
FRBEWIE. HRFENBENFBENT  FHFEH 142 % (9-17% ), 50%
AT, 50% ABM, 93.8% WEN, 26.7% NFEMTFE, 63% HEA. K
ZHEBE (81.3%) EHANARE BERE D N EFRIITIEAR. F—aRE
LA 150 mg/m2/ RFFsa5IESh, PR RERIEA Caprelsa® &7y 100mg/
m2/ Ko TEXIAT 182 MATAR (1 MR =28X ) WRRifE, HREE
k4711 100mg/m2 FIEIETT. RIFSLEE R MNITNARE RECIST v 1.0, E2E7
WERNEMERRE (ORR), MEINEMEBREN 43.8%, BHREDER,
31.3% MBERBRE 8 B, HiRiZHIX (BERBRERENEEAR

95


https://www.ema.europa.eu/en/documents/product-information/caprelsa-epar-product-information_en.pdf

JLERE SIS T i

RZFFEEEET 24 B ) 79 75.0%. XWEARFEEEE 5-8 ¥ ) L EEE.

A Phase I/l single-center open-label, single-arm study (Study IRUSZACT0098)
assessed the activity of vandetanib in 16 patients with unresectable locally
advanced or metastatic hereditary MTC. Characteristics of the patients at study
entry were the following: mean age 14.2 years (range 9-17 years), 50% female,
50% male, 93.8% White, 26.7% Hispanic and 6.3% were Black. Most patients
(81.3%) had undergone partial or total thyroidectomy prior to study entry.
Starting vandetanib dose was 100mg/ m2/day for all patients except for one who
started at 150mg/ m2/day. After having well tolerated the first 1 or 2 cycles of
therapy (1 cycle = 28 days), the remaining patients continued on 100 mg/ m2 of
treatment. The primary efficacy outcome was ORR according to RECIST v 1.0. The
objective response rate observed was 43.8%, all of which were partial responses.
31.3% of patients had stable disease for at least 8 weeks. Disease Control Rate
including best response or Stable Disease >24 weeks was 75.0%. There is no

experience with Caprelsa® in patients 5-8 years of age in this study.
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Revumenib Citrate If4EER
(Revuforj®)

Vandetanib(EMA_Label)

- R B (Menin) ZRIDEIF
- [REAZ X : Syndax $125 ( =EH )

EMEE: 1 R LE)LEEE KMT2A BESUERFatasn
My (ALL)

Indication: REVUFORJ is indicated for the treatment of relapsed or
refractory acute leukemia with a lysine methyltransferase 2A gene (KMT2A)

translocation in adult and pediatric patients 1 year and older.

JLERZHEA : £ 1 5 RULEES KMT2A FUELRMEAM 2 1A MFEN
JLAEEH , REVUFORJ NZ 2 M B MM B1FEIESR, REVUFORJ BF1ZE
EYEEM—IZ D EMNBREFNMA, JIEREABERER. i, L
BB NFMN L 2 HIEHE X REVUFOR) BT IZEMNE, ZFRE 13
B2E)EBE (FH<2%) A B)IEEE EFR2E<12%) MW16BED
FRE (F 12E<17%) P#EHfT. WFEERTF 40 2FHNEE, #BENE
U ARETR (BSA) REM,

REVUFORJ £ 1 % LUTBY) LBIEE P Z 2 BRI B R HE.

The safety and efficacy of REVUFORJ have been established in pediatric patients
1 year and older with relapsed or refractory acute leukemia with a KMT2A

translocation. Use of REVUFORJ for this indication is supported by evidence
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from adequate and well-controlled trials in adults and pediatric and additional
pharmacokinetic and safety data in pediatric. The patients included 13 infants
(age < 2 years), 41 children (age 2 to < 12 years) and 16 adolescents (age 12 to <
17 years). The recommended dosage in patients weighing less than 40 kg is BSA-
based. The safety and efficacy of REVUFORJ in pediatric patients less than 1 year

old have not been established.

JLES B A &K IR & SNDX-5613-0700(NCT04065399): REVUFORJ
B MIE — T H AT S, % B0 i B (SNDX-5613-0700, NCT04065399;
AUGMENT-101) BV £ B IR PRI 50 R iTfh. ZIXRMBEXNRHAELD 30 XK
WERFHEAM (R/R) BMEE MR (8 KMT2A EE S L) BIA KR LE
BEAM, ARHAGRT AR Il SEEEKE (@) BXEFIBEHREES

(partial tandem duplication, PTD) BYE &, NEMNKBEEH K47 QTC
BRI <450 2%, BT HAEN: HASBRAORFIELN N 160 257
REVUFORJ, BXx&s8%% CYP3A4 IR, BEEREHE. HUAIEZHNEY
REZ. 4 MTREDARRIESTE LB MFERE, siEREnTaREE
(HSCT)o #2587 HN 104, B 24 & (23%) BETTES REVUFORJ J&T7fE
B2 TS TE%E,

TRIHEE TR (CR) +CREDIIRFIE (CRh) BIEEHI. CR+CRh
FrER B ia) LUK A IR B8 0 fa I AR B BT EE e 12X 30 B9 R U fE I BY 8]0
57318 CGEE: 03EF2891MA) o TRERME 11 Fim. WADHETR,
86 FISMEERAMBEET 18 il (21%) 3AEI CR+CRh, 16 Fl2MEMELHA
BIFEEREFR 36 (19%) AF CR+CRh, 2 fREREZMRMFBEEREF 1
B (50%) AZE CR+CRho

£ 22 FIIA % CR 8¢ CRh EBE, X% CR 8¢ CRh BYR{IEHEIN 1.9 NA (B
E: 09E561A) o

98



JLERERURRES Y1

£ 83 BIRLAMRILIAEM (RBO) A/ i MRAaERBES, B 1241 (14%)
TERLLE 56 RN BRMLIBMA M/ MR T, 1F 21 BN TR
I NMRESIRERESR, B 106 (48%) TTEL/G 56 KN BARIHIML,

The efficacy of REVUFORJ was evaluated in a single-arm cohort of an open-label,
multicenter trial (SNDX-5613-0700, NCT04065399; AUGMENT-101) in adult and
pediatric patients at least 30 days old with relapsed or refractory (R/R) acute
leukemia with a KMT2A translocation. Patients with an 11923 partial tandem
duplication were excluded. Eligibility required a QTcF < 450 msec at study
baseline. Treatment consisted of REVUFORJ at a dose approximately equivalent
to 160 mg in adults orally twice daily with a strong CYP3A4 inhibitor until disease
progression, unacceptable toxicity, failure to achieve morphological leukemia-
free state by 4 cycles of treatment, or hematopoietic stem cell transplantation
(HSCT). Twenty-four (23%) patients underwent HSCT following treatment with
REVUFORJ,

Efficacy was established on the basis of the rate of complete remission (CR) plus
CR with partial hematologic recovery (CRh), the duration of CR+CRh, and the
rate of conversion from transfusion dependence to transfusion independence.
The median follow-up was 5.73 months (range, 0.3 to 28.9 months). The efficacy
results are shown in Table 11. On subgroup analysis, CR+CRh was achieved by
18/86 (21%) of patients with AML, 3/16 (19%) of patients with ALL, and 1/2 (50%)
of patients with MPAL.

Of the 22 patients who achieved a CR or CRh, the median time to CR or CRh was 1.9

months (range: 0.9, 5.6 months).

Among the 83 patients who were dependent on red blood cell (RBC) and/or
platelet transfusions at baseline, 12 (14%) became independent of RBC and
platelet transfusions during any 56-day postbaseline period. Of the 21 patients
who were independent of both RBC and platelet transfusions at baseline, 10 (48%)

remained transfusion independent during any 56-day post-baseline period.
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Tabde 11. Results in Patients with

Acute Leukemia with KMTIA translocation (51

SNDX-5613-0700)

i REVUFORS N=104
ICRI+CRE n (%) ETHE
9% C1 (138,303
IMedian DOCRHCRY? (months) 64°
95% C1 (2.7, NE)
ICR 8 (%) 13(125)
95% C1 (6.8, 20.4)°
[Median DOCR? (months) 438
95% 1 (1.0, NE)
(CRhm (%) S(ET)
95% CI 4.0, 158"
IMedian DOCRE® (months) 640
95% C1 (1.9, NE)

CI: comfidence imerval; NE = pot estimable; DOCR = duration of CR; DOCRh = duration of CRh.

1. CR is defined as bone masrow blasts <3%; absence of circulmting blasts and blasts with Auer rods; absence of extramedullary disease; ANC 21,0 = 10°L and
platelet count 2100 = 10%L.

2. CRh is defined as bone marrow blasts <5%; absence of circulating blasts and blasts with Auer rods; absence
(0.5 = 10%/L) and thromibocytopenia (=50« 10%L), but the count recovery criteria for CR are not met.

3, Duration of CR+CRh is defined as the time from first CR or CRA 1o the first documented relapse o death, whichever ooours first.

4. Duration of CR is defined & the time from first CR to the first documented relapse or death, whichever accurs first,

5. Duraticn of CRh is defined as the time from first CRh to the first documented relapse or death, whichewer ocours first,

6. The 95% C1 of the resps is derived using the exact method based on binomial distribution. The medisn of the response durstion is derived using
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@ Treosulfan 7#/E%& (Grafapex®)

Label (fda.gov

- @R R (BT

- EHZ X - Medexus FIZ5 ( £EH )

« BN : BFEFUARLE (Fludarabine) , B 15 R EBES4EE
ZBEMF (AML) MEIBEERESSEIE (MDS) B LEH#
TEMRAEDTHAEISEIE (alloHSCT) FIRFIRIES S

Indication: 1) Use in combination with fludarabine as a preparative regimen
for allogeneic hematopoietic stem cell transplantation (alloHSCT) in adult
and pediatric patients 1 year of age and older with acute myeloid leukemia
(AML). 2) Use in combination with fludarabine as a preparative regimen for
allogeneic hematopoietic stem cell transplantation in adult and pediatric

patients 1 year of age and older with myelodysplastic syndrome(MDS).

 JLERAGRA: EFT-—NMasBEERIFENANRARSE, NEBER
GRAFAPEX fE N RIS M TMBIERTES SR —ED, BTHET 1 ¥Rk
LERERMBROIE (AML) HEREIBERBLRAIE (MDS) B9 LRIEE.
ZIAREREGT 111 ) IR BENBABHFEN LM E, HhaE 2 8
BILAMNBE2%) MZIEQFERS)MIBEFTLEL2FE1TH),
JIBBENTFRENSEMET RRNLZERSTHA. XF 1S5 LUTEHEEAMLE
MDS #9) LRIBE, GRAFAPEX fEARMEM TR E AT HENZ2MMN
BRI RIBE,
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The safety and efficacy of GRAFAPEX as part of a preparative regimen prior to
allogeneic hematopoietic stem cell transplant in pediatric patients 1 year of age
and older with AML or MDS have been established based on evidence from an
adequate and well-controlled study in adults, with additional pharmacokinetic
and safety data in 111 pediatric patients, including 22 infants (1 month to <
2 years), 54 children (2 to < 12 years), and 35 adolescents (12 to < 17 years).
The incidence of hepatic and gastrointestinal adverse reactions was higher in
pediatric patients than in adults. Safety and effectiveness of GRAFAPEX as part
of a preparative regimen prior to allogeneic hematopoietic stem cell transplant
in pediatric patients with AML or MDS younger than 1 year of age have not been
established.

B A I PR 3% 88 MC-FludT.14/L Trial II(NCT00822393): — IR k&E#15E
MEXFERIX G0N GRAFAPEX BUST 384T T 1d, 1ZIRX303% GRAFAPEX S EUER

(Busulfan) Bx&EUARDRIENRAFMFABIENEEATHT TR, Ha%
HMBEOEBEAMERBME AML) BB ELSEE (MDS) 89 18
ZE 70 FREN, FEKRFERITS >60%, £t > 50 FoEmAmpsiEs
FHEIBEKR [HCT-CI1 iP5 > 2, BERENDEES GRAFAPEX 10 g/m? (55 -4. -3
M-2X) REHE 08 mg/kg (55 -4F1-3K, 86 /\HN—K) BERLIDE
30 mg/m2 (55 -6. -5. -4 -3F-2X) , HESE 0 K TEMTHMBIE,
B 570 A BEMNOELES GRAFAPEX (n=280) EHZ (n=290) - T3
ABEEIIE 365 ) AML S35 H] 205 5 MDS £ 536 B EEZINE M TFAh
a7, 15 BIREESeHETAIET, 19 fEERESEE,

FTRETRER (0S) #7E, 0S X MEEN A ZERAEFRESFE TRIBTE,
S58E%MEL, 0S BNMKLL (HR) (REAEEBEFNIQAEDR) ERINDAA
BEFRJ9 0.67 (95%) , ERMBRAAMFBEREDN 0.73 (95%) , EEHEE
ERBHEEMERERN 0.64 (95%) .
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SRAELL, ARER (BSA) < 0.7 FI3AKHMAEKRER (BSA) 0.7 E <11 F7
KOIRBENTOEZRBED S H 11% M 5%, JIREBESHAZIER
HEHPULRF LB RKRES. T)BBES, EERHATEIFN
FPIRRFRAN 1.6 /1\iYo

The efficacy of GRAFAPEX was evaluated in a randomized active-controlled
trial comparing GRAFAPEX to busulfan in combination with fludarabine as a
preparative regimen for allogeneic transplantation. Eligible patients included
adults 18 to 70 years old with acute myeloid leukemia (AML) or myelodysplastic
syndrome (MDS), Karnofsky performance status > 60%, and age = 50 years or
hematopoietic cell transplantation comorbidity index [HCT-CI] score > 2. The
patients were randomized to receive GRAFAPEX 10 g/m? daily on day -4, -3 and
-2 or to busulfan 0.8 mg/kg every 6 hours on day -4 and -3 in combination with
fludarabine 30 mg/m2 daily on day -6, -5, -4, -3 and -2, and hematopoietic stem
cell transplantation on day 0. There were 570 patients randomized to GRAFAPEX
(n=280) or busulfan (n =290). The efficacy population included 365 patients with
AML and 205 patients with MDS: 536 patients received peripheral blood stem cells,

15 patients received marrow stem cells, and 19 patients were not transplanted.

Efficacy was established on the basis of overall survival (0S), defined as the time
from randomization until death from any cause. The hazard ratio (HR) for OS
(stratified by donor type and risk group) compared to busulfan was 0.67 (95% Cl:
0.51, 0.90) in the randomized population, 0.73 (95% CI: 0.51, 1.06) in patients with
AML, and 0.64 (95% Cl: 0.40, 1.02) in patients with MDS.

Treosulfan exposure in pediatric patients with BSA < 0.7 m2 and with BSA 0.7 to
< 1.1 m2 are 11% and 5% higher, respectively, compared to adults. No clinically
significant difference in treosulfan median terminal half-life was observed
between pediatric patients and adults. The median terminal half-life of the active

monoepoxide intermediate was 1.6 hrs in pediatric patients.
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@ Dordaviprone ZiA4EpE (Modeyso®)

Label (fda.gov

- w3k  EREEUET
- RIS XK BLHIS (BRZ)
« ERAE : 1 $ R E)LEEE H3 K27TM REIFEMPERRBAERE

BRLaaTEREHIER. FEMERTIRKRIRIETE
RERRERERRIFEATEIZE RIR USA FDA NNER#HtE, HERRK
FREEHE EE R] BEBUR T TERRIA MR IS FR S IEH it A HL IR PR 3R 20

MODEYSO is indicated for the treatment of adult and pediatric patients 1
year of age and older with diffuse midline glioma harboring an H3 K27M

mutation with progressive disease following prior therapy.

This indication is approved under accelerated approval based on overall
response rate and duration of response [see Clinical Studies (14)]. Continued
approval for this indication may be contingent upon verification and

description of clinical benefit in a confirmatory trial(s).

JLE R Zi5EA :MODEYSO FEATTIEH H3 K27TM RZE B BETE M FER R
B 1 BRI EEEPHNLEENERMESENEEL, ZARE4 B IE
17 %, 88 H3 K27TM REWFE ML R BURERY) LE B & FiFH MODEYSO
B 7 o 7E U I FF AR I AR B 52 (ONCO06. ONCO013. ONC014 #1
ONCO018) #1, 3f 154 & 3 E 17 % IIHEEFIZ2ES MODEYSO /AT LER
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PUBEEHT T REMITh, EX 154 BBEH, 3% A3ELLE, 2T% K
RET Y, T EZEPRUSRINHEMZ2MES. RASZENBENEN
BRANOMKR—K, 8R625 25, AE> 10 2FH) I REBENEGHEETHE,
INTRER 1P

MODEYSO XF 1 % U F) LB EN R MMERIE R IBE.

The safety and effectiveness of MODEYSO has been established in pediatric
patients aged 1 year and older for the treatment of diffuse midline glioma
harboring an H3 K27M mutation. The efficacy of MODEYSO was evaluated in 4
pediatric patients aged 9 to 17 years with diffuse midline glioma harboring an H3
K27M mutation. Safety was evaluated in 154 pediatric patients with glioma aged 3
to 17 years who received MODEYSO at the recommended dose across four open-
label clinical studies (ONC006, ONC013, ONC014, and ONCO018). Of these 154
patients, 73% were 3 to 11 years of age and 27% were 12 to 17 years of age. No
additional safety signals were observed in pediatric patients. The recommended
dose in adult patients is 625 mg orally once weekly, while The recommended
dose in pediatric patients weighing = 10 kg is based on body weight and shown

in Table 1 below.

The safety and effectiveness of MODEYSO have not been established in pediatric

patients less than 1 year of age.

The recommended dosage of MODEYSO in pediatric patients aged 1 to <17 years who weigh at least
10 kg is based on body weight (Table 1). A recommended dosage of MODEYSO has not been
established in pediatric patients who weigh less than 10 kg.

Table 1: Recommended Body Weight-Based Dosage for Pediatric Patients
Body Weight (kg) Recommended Dosage
10kgto<12.5kg 125 mg Once Weekly
12.5 kg to <27.5 kg | 250 mg Once Weekly
27.5hglo <42.5kg | 375 mg Once Weekly
42,5 kg to <52.5 kg 500 mg Once Weekly
252.5 kg | 625 mg Once Weekly
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« JLESR AllaERI{IE ONCO06, ONCO13, ONCO14, ONCO16, and ONCO
(NCT02525692, NCT03295396, NCT03416530, NCT05392374, and
NCT03134131): FERENITEETERILGET WA, FEftNEE
FHEEZ MODEYSO 825877, BEHER H3 K2TM REMREMRLRE,
EREHEMES - SR KREET 0T (RANO-HGG) #7/8, HE#ERR
WE, FERIT> 90 XfE, BEVRTAE R0 B, FERERRS /=&
RBEIRZS (KPS/LPS) Wy > 60, BERFEEERRERBREI R L. BHMEE
WTE MR BUE (DIPG). RARIEEHHEME. ARFREIMBREMNEE
WHBRE R Z SN BEEZETIAER MODEYSO FIB4Z, EEREHRE
HHIA TR E M RN,

LETHARFEE S0 IR EXERENSTE, TETHERENEXAERE
SEIRITAROERE (BICR) 1R4E RANO 2.0 R TG TS KM S KL RZR (ORR),
Htir 4Bt BiE3 A BICR iRHE RANO-HGG #rAERI A B ER DI R R
JBIT R (RANO-LGG) #RETEHE) ORR. EfFFELEY B FIA BIZE fRETIB].

HEPOEZAOFIHEIEN: PAUFE31% CEE: 9E70%) , HHF6%
NF 1T %5 46% ; 80% NEAL 6% NEBEAFIFFEEA. 2% HIE.
10% AEHMMIE. 2% AMIERE; 8% NAMFBFHIUT &, 72% K KPS/
LPS 79 80 = 100, HAXERFIEEIEEFE —RERNER BT 12% NEE,
28% R 2 RE 2 RUALR; REMBUENERM (52%) FMAFEMPLXE
(48%) ; 88% BIERZEEMEZATT, 62% TELNBERERXER AT, B
B LR ERNFRNE N 7.4 ME CEE: 3.0 £ 102.1) o F7RNE 8 Fimo

ERAMERNNONESRED, PANEEEN 36 MF (CBE: 1.6-156) o
1RHE BICR #F{4BY RANO 2.0 i, SRENEIMEERET, 58 1 HINEE,
ZITHEE R T B ERERER B RMNEEERS. RYE BICRITEEY RANO-HGG
#54& (n=50) , ORR 9 20% (95% Cl: 10-34) , HEH 1fI5E2™m %, 9 HIEs
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DRE. RIE BICRITEAY RANO-LGG #7& (n=50) , ORR 73 20% (95% Cl:
10-34) , HA 5 PIBBDNE, 5 BIEHNE,

Pre-specified criteria were defined to establish an integrated efficacy population;
eligible patients were required to have received single-agent MODEYSO, have
diffuse midline glioma harboring an H3 K27M mutation with progressive and
measurable disease per Response Assessment in Neuro-Oncology-High Grade
Glioma (RANO-HGG,) criteria, be = 90 days post-radiation therapy, have adequate
washout from prior anticancer therapies, have a Karnofsky Performance Status/
Lansky Performance Status (KPS/LPS) score = 60, and have stable or decreasing
corticosteroid use. Patients with diffuse intrinsic pontine glioma (DIPG), primary
spinal tumors, atypical histologies, or cerebrospinal fluid dissemination were
excluded. Patients received weight-based dosing of MODEYSO until disease

progression or unacceptable toxicity.

The integrated efficacy population included 50 patients who met these criteria.
The major efficacy outcome measure was overall response rate (ORR) assessed
by blinded independent central review (BICR) according to RANO 2.0 criteria.
Additional efficacy outcome measures were BICR-assessed ORR according to
RANO-HGG criteria and Response Assessment in Neuro-Oncology-Low Grade

Glioma (RANO-LGG,) criteria, duration of response, and time to response.

Baseline demographics were: median age 31 years (range: 9 to 70) with 6%
younger than 17 years of age; 46% female; 80% White, 6% Black or African
American, 2% Asian, 10% other races, and 2% race unknown; 8% were of Hispanic
or Latino ethnicity; 72% had KPS/LPS 80 to 100. Relevant disease characteristics
included 72% treated at first recurrence, 28% had 2 or more recurrences; primary
tumor location was thalamic in 52% and non-thalamic midline region in 48%;
88% received prior temozolomide; 62% were receiving corticosteroids at baseline;
median time from end of prior radiation was 7.4 months (range: 3.0 to 102.1).

Efficacy are shown in Table 8 below.
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Among responders, the median time to response was 3.6 months (range 1.6, 15.6).
Using BICR-assessed RANO 2.0 criteria, there was one additional responder based
on the integrated response assessment, which takes into account corticosteroid
use and performance status. Based on BICR-assessed RANO-HGG criteria (n=50),
the ORR was 20% (95% Cl: 10, 34), with 1 complete and 9 partial responses. Based
on BICR-assessed RANO-LGG criteria (n=50), the ORR was 20% (95% Cl: 10, 34),

with 5 partial and 5 minor responses

Table 8: Efficacy Results for Patients with Diffuse Midline Glioma Harboring an H3 K27TM
Mutation in Studies ONC006, ONC013, ONC014, ONC016, and ONCO018 per

RANO 2.0
MODEYSO

Efficacy Parameter N=50
Overall Response Rate (95% CI)* 22% (12, 36)

Partial response (PR) 16%

Minor response (MR) 6%
Duration of Response N=11

Median (95% CI)®, months 10.3 (7.3, 15.2)

% with observed DOR 26 months® 73%

% with observed DOR 212 months® 27%

BICR=bli central review, C i interval; RANO=R, in Neuro-Oncalogy.
= G overall rale d by BICR; Cl based on Clopper-Pearson method,

E Based on Kaplan-Maber estimate.
* Based on observed time.
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Selumentinib Sulfate RIS FEHERE
(Keselugo®)

Label (fda.gov.

© M35 : ERHESDFI

« [RERZ] & : MEFIRFIS (RE )

ENEE ERATRTERE 1 EMEALER (NF1) MEEFARIMR
HRIEROIMRBEZTEE (PN) BIRAM 1 S L E)LE
BE,
KOSELUGO 7% 1 % A F) LEBEPHN RS MBI R RIESS.

Indication: Keselugo is indicated for the treatment of adult and pediatric
patients 1 year of age and older with neurofibromatosis type 1 (NF1) who

have symptomatic, inoperable plexiform neurofibromas (PN).

The safety and effectiveness of KOSELUGO have not been established in

pediatric patients younger than 1 year of age.

FRE NMPA HUERRIREFEA T 3 ¥ MU EHEER. TEFAN 1 8E
FUERAER MRTR LB LBRAEARE; 12 % XA O BRBHIIE
MR o

« JLEIERKIRIE SPRINKLE (NCT05309668) :

1 %A E) LEZEER KOSELUGO FRi5T (SPRINKLE #A3R) -
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SPRINKLE #ff5% (NCT05309668) R—IHE. LHOFERENE MG
7, SEIFE KOSELUGO ORFBHI A2 M. ZMTEET 36 REMRE
IFENFT 7%, mRZSHTN 1 BHEadmm (NFL) AXEREESEF
ATEBFNEE#REHE (PN) BJLERE, HZITMHET KOSELUGO MR
FRFNANAEHNE PK) T2t FTRANMZE. ARBERFESZ 2K
KOSELUGO CIRRFNIF, SHMX, X2 8, FEMEHTF 25 mg/m? FRE
R (BSA) , #2571, EEFRERIEINFAMENSERN. AR
SKHRUFRLYIN 45 CEE: 1ET7%) — H, 61% "B, 61% ~NE
N> 14% RIE, 3% NBARIFEEE A

72 SPRINKLE BAZTH, {8 KOSELUGO ORRBUMLIFNATHESE 1 Bt
IR (NF1) MRFREZET4EE (PN) B LAV ADGTTREEy 11 DA CBE:
3-251MF) o 1R KOSELUGO ORRFHLFIETTHNEER, 6% RET™ET
BRRE, UTPETRRNMERE 1) BFELAR. BMRM EFRIERZE,
HE 31% NBERTRRMMAPETELZ, KEX > 5% NFRRNEELA
ok, fE5. EMREBERR. ERANEZS. Hp, EEINTRRE (=
40%) BAH. REETIEMBEBR,

SPRINKLE AR AR ENH) KOSELUGO ARSI FIN R 2145 KOSELUGO &R
EFNENZEE—E

Pediatrics > 1 year of Age on KOSELUGO Granules (SPRINKLE):

The safety of KOSELUGO oral granules was evaluated in SPRINKLE (NCT05309668),
a dose-finding and activity estimating, single-arm, multicenter study in 36
pediatric patients ages 1 year to less than 7 years with a clinical diagnosis of NF1-
related symptomatic, inoperable PN. The study evaluated the pharmacokinetics
(PK), safety,efficacy, and tolerability of KOSELUGO oral granules. Study patients
were to receive 2 KOSELUGO oral granules for 25 cycles at a dose equivalent to

25 mg/m BSA twice daily until disease progression or unacceptable toxicity. The
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median age was approximately 4 years (range: 1 to 7 years), 61% were male, 61%

were White, 14% were Asian and 3% were Black or African American.

In the SPRINKLE study, the median duration of KOSELUGO oral granules
treatment in pediatric patients with neurofibromatosis type 1 (NF1) plexiform
neurofibromas (PN) was 11 months (range: 3-25 months). Serious adverse
reactions occurred in 6% of patients who received KOSELUGO oral granules.
Serious adverse reactions occurred in 1 patient each and included pyrexia,
gastroenteritis and upper respiratory infection. A total of 31% of patients had an
adverse reaction leading to a dosage interruption. Adverse reactions requiring a
dosage interruption in = 5% of patients were pyrexia, vomiting, diarrhea, upper
respiratory infection, gastroenteritis and eczema. The most common adverse

reactions ( = 40%) were pyrexia, dry skin, and paronychia.

The observed safety profile of KOSELUGO oral granules in the SPRINKLE study

was consistent with the known safety profile of KOSELUGO capsules.
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@ Asparaginase X% ki&ES (Spectrila®)

Asparaginase (Spectrila ®)

« MR : by
- [REFZ] % : Medac Gesellschaft fuer klinische Spezialpraeparate

mbH (fZE)

IBMNE : Spectrila ERAFEAMMERKSATNARSS, BTA
TMHEE 18 $ 1Y) LB EE KA M E AR A MK,

Indication: Spectrila is indicated as a component of antineoplastic

combination therapy for the treatment of acute lymphoblastic leukaemia

(ALL) in paediatric patients from birth to 18 years and adults.
JLER R A NGRS :

1 E B YHASMEABARDNR) LE /5 DENMR

E—TRENNE IRRIRL (85 MC-ASP5/ALL; & TF ALL 7877 5 2 DCOG

ALL10) A, HEIRT Spectrila SIREARITFEXRLEIZEE (BFHMm) HNEXN

EMR e, ZNRMA 199 BERK A 1-18 F M2 S MR E AR A MK
(AL JLIEREFDVESRE, BETESBTE 120 150 180 21, 24, 27,

30 1 33 K 5,000 U/m® R L ELARESATT (Spectrila 52 Z KIFEX

XERREGH) . BSATERGE, BERGEREEH P RELHRIBATH

WA E,

FEXQINFSATHEMBET2RELBEEBREENLE (EXANE

112


https://www.ema.europa.eu/en/documents/product-information/spectrila-epar-product-information_en.pdf

JLERERURRES Y1

12 XE % 33 RTINS 8 I ME X LB RKFEETEE TR [<05
uM]) o AEARETEUERR Spectrila EEBL R AEANTSE KT ERLH
FEESHYE LS,

B R RN B E MREE) LAY

E-TIENBRIRRIAE (F5T MC-ASP.6/INF) /1, 12 Al tEammEs
Mm% (denovoALL) 22)l (ERHFERIBIFRAIER [SEE | 86 1A [0.5-12.2
ANA D 4RI INTERFANT-06 75 RS Spectrila 77, BEEERATHE
15, 18, 22, 25. 29 M1 33 RiEZIILBARESATT, FIERBAANEEN
YHTERFE (<6 MB: 6,700 U/m?; 6-12MF: 7,500 U/m?; >12 M8
10,000 U/m?) o 12 flBEHE 116 (92%) MEFIILBERELEE, 35S
SBITE, 1261EE (100%) ¥KBIELER (CR) »

Study in children/adolescents aged 1-18 years with de novo ALL:

The efficacy of dinutuximab beta has been evaluated in a randomised controlled
trial comparing the administration of dinutuximab beta with or without IL-2
in the first-line treatment of patients with high-risk neuroblastoma and in two
single-arm studies in the relapsed/refractory setting. Efficacy and safety of
Spectrila was compared to a native E. coli-asparaginase (reference medicinal
product) in a randomised double-blinded clinical trial (study MC-ASP.5/ALL;
based on ALL treatment protocol DCOG ALL10) in 199 children/adolescents
aged 1-18 years with de novo ALL. Patients received 5,000 U/m? asparaginase
(Spectrila versus a reference E.coli- asparaginase) at days 12, 15, 18, 21, 24, 27,
30, and 33 of induction treatment. After induction treatment, patients continued
treatment with chemotherapy regimens which included further treatment with

asparaginases.

The primary endpoint was the rate of patients with complete asparagine

depletion in serum (defined as asparagine serum levels below the lower limit of
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quantification (< 0.5 uM) at all time points measured from day 12 up to day 33)
during induction treatment. The objective of the study was to demonstrate the
non-inferiority of Spectrila to the reference E. coli-asparaginase with regard to the

primary endpoint.
Study in infants with de novo ALL:

In an uncontrolled clinical trial (study MC-ASP.6/INF), 12 infants (median age
[range] at time of first infusion: 6 months [0.5-12.2 months]) with de novo ALL
were treated with Spectrila within the INTERFANT-06 protocol. Patients received
asparaginase at a dose of 10,000 U/m?, adjusted to the current age of the patient
at the time of administration (< 6 months: 6,700 U/m?; 6-12 months: 7,500 U/m?; >
12 months: 10,000 U/m?) on days 15, 18, 22, 25, 29, and 33 of induction treatment.
Asparagine depletion in serum was complete in 11 of 12 patients (92%)). All 12

patients (100%) were in CR after induction treatment.
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@ nivolumab #E ##x + hyaluronidase

1EBARESES (OPDIVO QVANTIG®)

FDA Label

- ¥y fe&friE (PD-1 MEIF 5ERRBRESEMNEETEE

75 BT A HIY)
RHRA R : BNERRE (KE)
BRAE 1. FRIYIRRSESERECRBRRGCRBHMEIET

Indicationl : Unresectable or metastatic melanoma and adjuvant treatment

of melanoma.

- JLEFZAiHBA :OPDIVO QVANTIG fEREE, AIRTAIT 12 ¥R EAGE

2 30 kg IR RIS LR BERE) LEMAERE. OPDIVO QVANTIG 7]
TERBAHEEAT, BTWEET2TIMRM IBHA. ICH. N HxIVHEe
BN 12 5 £ RE> 30 kg V) LEREAZE

OPDIVO QVANTIG, as monotherapy, is indicated for adult and pediatric patients
12 years of age and older who weigh 30 kg or greater with unresectable or
metastatic melanoma. OPDIVO QVANTIG, as monotherapy, is indicated for the
adjuvant treatment of adult and pediatric patients 12 years of age and older who
weigh 30 kg or greater with completely resected Stage I1B, Stage IIC, Stage IlI, or

Stage IV melanoma.

OPDIVO QVANTIG BF ERBERBEMENREMMERIMEEE 12 ¥ MU
£ HRE>30 kg B LEBEPRIMHIL. REMNET, ) BEEZEEFTE
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OPDIVO QVANTIG eV H RN FE 20 T AVE TN R 5 EE N,
OPDIVO QVANTIG BF 12 ¥ AT SRAETRE 30 kg WREBRE) L EBENR
EMME R,

The safety and effectiveness of OPDIVO QVANTIG for the above melanoma
indications have been established in pediatric patients 12 years of age and older
who weigh 30 kg or greater. Nivolumab exposure following the recommended
pediatric dosage of OPDIVO QVANTIG is predicted to be within the range observed
or predicted in adults. The safety and effectiveness of OPDIVO QVANTIG have not
been established in patients younger than 12 years of age or weighing less than

30 kg with melanoma.

OPDIVO QVANTIG A ERFSRILAREREKESBT YGRS ESIEERBR
o FERSPERMLCRMMFLARSTR, NEMREFBKAGN,; sTMEKEE
7 e RHRIRIR S H Y OPDIVO QVANTIG 825817,

OPDIVO QVANTIG is not indicated in combination with ipilimumab for
unresectable or metastatic melanoma. Intravenous nivolumab should be used
during combination treatment with ipilimumab; patients may subsequently

receive OPDIVO QVANTIG as monotherapy in accordance with the label.

BNAE 2: WEESEFRENELEEREEBELSETE

Indication2 : Microsatellite instability-high or mismatch repair deficient

metastatic colorectal cancer.

JLEFZ53tBE :0PDIVO QVANTIG fER 8, BIRTFEEREFHKBHR LN
FELCABREKSATEN 12 5 R FEED 30 kg WABRITIREES
M MSI-H/AMMR 5B EE. OPDIVO QVANTIG 1EREZ), tBATFAST 12
TR L REED 30 kg BERMEE. BOFHMELBRAT R ERHE
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&Ry MSI-H/dMMR B BMEEMEERE.

OPDIVO QVANTIG, as monotherapy, is indicated for adult and pediatric patients
12 years of age and older who weigh 30 kg or greater with unresectable or
metastatic MSI-H or dMMR colorectal cancer following treatment with intravenous
nivolumab and ipilimumab combination therapy. OPDIVO QVANTIG, as
monotherapy, is indicated for adult and pediatric patients 12 years of age and
older who weigh 30 kg or greater with MSI-H or dMMR metastatic colorectal cancer
that has progressed following treatment with a fluoropyrimidine, oxaliplatin, and

irinotecan.

OPDIVO QVANTIG FBF £3R MSI-H/dMMR 2% M & B kiGN EN T 2%
BUMEE 125 MU E AEELD 30 kg W) LEEEPREMIL. Z/LEE
REHBRKBAR B AIGKRIAR, URILZBBZRDADFZNL2MEHERZ
#¥o OPDIVO QVANTIG EREZ A LERHT 5P #EITiFH. OPDIVO
QVANTIG BT 12 % LU FEAE S 2 30 kg BY MSI-H/dMMR #E ML ERE) L
BRENREMMERIEERIBIL,

The safety and effectiveness of OPDIVO QVANTIG for the above MSI-H/dMMR
metastatic colorectal cancer indications have been established in pediatric
patients 12 years of age and older who weigh 30 kg or greater. Pediatric use is
supported by adult clinical studies of intravenous nivolumab and additional
pediatric pharmacokinetic and safety data. OPDIVO QVANTIG has not been
evaluated in a dedicated randomized pediatric efficacy trial. The safety and
effectiveness of OPDIVO QVANTIG have not been established in patients younger

than 12 years of age or weighing less than 30 kg with MSI-H or dMMR metastatic

colorectal cancer.

M Ai838 1 CHECKMATE-8HW (NCT03143153): 2—Tka#l. =4,
FRREALE, MARERERRGEAT. @UMITEERIANSE TR
FEBM MSI-H/AMMR SEMENEE. BERZHENRBNRKGFIT
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ANEH. ARPMBHHAREERNNT. E—LaT ABD, S8
tb, MRBNREFRLARREERS T TEREFH. EFTEATHAIAS
B, , ARERKSFELASINRUEEEREFRRAINBHRRTRE
#3938, RB&LE7 0.62 (95% Cl: 0.48-0.81) ; BMEMENDHIN 1%
0 58%s.

CHECKMATE-8HW was a randomized, three-arm, open-label trial in
immunotherapy-naive patients with unresectable or metastatic MSI-H/dMMR
colorectal cancer. Patients received intravenous nivolumab plus ipilimumab,
intravenous nivolumab monotherapy, or investigator’ s choice of chemotherapy.
In the first-line population, intravenous nivolumab plus ipilimumab significantly
improved BICR-assessed PFS compared with chemotherapy. Across all treatment
lines, median PFS was not reached with nivolumab plus ipilimumab and was
39.3 months with nivolumab monotherapy; the hazard ratio was 0.62 (95% Cl:

0.48-0.81). Objective response rates were 71% and 58%, respectively.

A i#3E 2 CHECKMATE-142 (NCT02060188): CHECKMATE-142 £ —
M0, EREN. ZFTUG. FRAFERG, MANANREATFHREE
FIEEREHENE R MSI-H/AMMR B EE S, SEmREE.
R 74 SBEESTHRABARBASY, 119 2BSEIHRAARERN
BAFRLASH, BETHIANENERED SN 38% M 60%; TREMRED
B9 11% F 14%., EERTEZEME. LOREREIERATNEES,
EMEREDFH 32% 1 56%.

CHECKMATE-142 was a multicenter, non-randomized, multiple parallel-cohort,
open-label trial in patients with locally determined MSI-H or dMMR metastatic
colorectal cancer whose disease progressed during or after prior therapy. Seventy-
four patients received intravenous nivolumab monotherapy and 119 received
intravenous nivolumab plus ipilimumab. BICR-assessed objective response rates

were 38% and 60%, respectively, and complete response rates were 11% and
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14%. Among patients previously treated with a fluoropyrimidine, oxaliplatin, and

irinotecan, objective response rates were 32% and 56%, respectively.
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@ Inotuzumab ozogamicin BIIfRZ

2} (Besponsa®)

Label(fda.gov
Label(EMA)

- B miTE (RIABKARSSY)
- R X 1FIRFIZ (RE )
« BNIE: AFARITHMAR 1 5Kk L)EE XA CD22 fAlt B

MEanAERnEAmramE (ALL) .
Indicationl: BESPONSA is indicated for the treatment of relapsed or
refractory CD22-positive B-cell precursor acute lymphoblastic leukemia (ALL)

in adult and pediatric patients 1 year and older.

JLERZYLEA BESPONSA B F 1 5 R UL £ B R A 1% CD22 FATE B
ARPFIEALL) L BERENR2MNERMESHKIL, B/ BEETEH
WI203581 (ITCC-059) MARHITT ML 2B BARWMINZETE 1 5 1L
TERETNZ2MNBENIE. SRAMELL, % BESPONSA BT LZERE
HeEREREREXRS: JIEERE 3~ 4RASTHE. ALT ABKEABEL
EABHREERDFIA 21%. 21% M 9%, MAZBEDFNIT 4%. 4% F 5%

SPediatric use: The safety and effectiveness of BESPONSA in pediatric patients
1 year and older with relapsed or refractory CD22-positive B-cell precursor ALL

have been established. Use in this population is supported by evidence of safety

and effectiveness from Study WI203581 (ITCC-059). The safety and effectiveness of
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BESPONSA in patients younger than 1 year have not been established. Compared
with adults, pediatric patients had a higher incidence of liver test abnormalities,
with Grade 3-4 increases in AST, ALT, and total bilirubin occurring in 21%, 21%,
and 9% of pediatric patients, respectively, compared with 4%, 4%, and 5% of

adults.

- JLEI&AKIBLE WI203581 (ITCC-059; EudraCT
2016-000227-71) :BESPONSA B9) LEES7347E WI203581 (ITCC-059) HiZT
RETIEN. ZIARE—IEMRZHFO. B8, RIS |/ | #BieKEK,
7 53 Al > 1 % B <18 $ IS RS MAM CD22 PR B ZBMEAiA ALL ) LE
BETPILY BESPONSA BE55AT7, | BB AT HEHT | HiFIE, || H%6
— S IENFMEFI BT, LRLMNMSE. £ 53 flEEP, 126185
S 14 mg/m*/ BEIRNIIETIE, 41 f1BEREST 1.8 mg/m?/ ARKSETIE.
1.8 mg/m?/ BEARVFIE S 3 RERRKIAE, HBITFE 1 RAF 0.8 mg/m*, &
8 XML 15 KB4 T 0.5 mg/m*. BEEZATHPMUERECHN 2 NEH,
SEEN 1~ 4 NEH. BEPOFEMANOY, BEN1~17%; 55% HEE
RFERFLUEER, FDAUZLEME (CR) « CRIFEMBILUSIATIRK
NEER (MRD) PRI CR BELLAIERNEBTHKIB. CREXNEHR
YEARRE <5%. SMBMAPEAMFRIALA. JMNE MM EELME—mMm
/MR 100X 10°/L B AP MR ARRAE 3 40> 1} 10°/L——H BFTAREIMRL
ok, TELEP 53 FlRED, 22 FiKE CR, CREHN 42% (95% Cl: 28.1%,
55.9%) ; FR{i CR#HEETEN 82 N (95%Cl: 2.6 M A, FiAfEit) o &
22 iK% CR EBESD, HR4IMAITE, 21 FIAZI MRD A%, MRD BAM%
FH 95.5% (95%Cl: 77.2%, 99.9%) ; IZLBIEE PCR P, 19 HIAR
MRD B, MRD FBMZA 86.4% (95%Cl: 65.1%, 97.1%) . &&MAE,
62% MNEERETEARRN; TETEFRRNEIERR. KAEPIEHA
FER . RFERRKINZEM R (VOD) « AMAHM, VOD KEEA 15%, 3t
MRRRNAEEZENR 8%
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The efficacy of BESPONSA in pediatric patients was evaluated in Study WI203581
(ITCC-059), an international, multicenter, single-arm, open-label Phase I/l trial
of BESPONSA monotherapy in 53 pediatric patients = 1 and <18 years of age
with relapsed or refractory CD22-positive B-cell precursor ALL. The Phase |
portion was designed to identify the recommended Phase Il dose, and the Phase
Il portion further evaluated the efficacy, safety, and tolerability of the selected
dose. Among the 53 patients, 12 received an initial dose of 1.4 mg/m? per cycle
and 41 received an initial dose of 1.8 mg/m? per cycle. The 1.8 mg/m? dose was
administered intravenously in three divided doses: 0.8 mg/m? on Day 1 and 0.5
mg/m? on Days 8 and 15. Patients received a median of 2 treatment cycles, with
arange of 1to 4 cycles. The median age was 9 years, with a range of 1 to 17 years,
and 55% of patients had experienced a second or subsequent relapse. Efficacy
was established on the basis of the complete remission (CR) rate, duration of CR,
and the proportion of patients with MRD-negative CR. CR was defined as less than
5% blasts in the bone marrow, absence of leukemic blasts in peripheral blood,
full recovery of peripheral blood counts—platelets > 100 X 10°/L and absolute
neutrophil count = 1 X 10°/L—and resolution of any extramedullary disease.
Among all 53 patients, 22 achieved CR, corresponding to a CR rate of 42% (95% Cl:
28.1%, 55.9%). The median duration of CR was 8.2 months (95% Cl: 2.6 months,
not estimable). Among the 22 patients who achieved CR, 21 were MRD-negative
by flow cytometry, corresponding to an MRD-negativity rate of 95.5% (95% Cl:
T7.2%, 99.9%). Nineteen patients were MRD-negative by real-time quantitative
PCR, corresponding to an MRD-negativity rate of 86.4% (95% Cl: 65.1%, 97.1%).
Serious adverse reactions occurred in 62% of patients. The principal serious
adverse reactions included infection, febrile neutropenia, hepatic veno-occlusive
disease (VOD), pyrexia, and hemorrhage. VOD occurred in 15% of patients, and

fatal adverse reactions occurred in 8%.
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