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o Tisagenlecleucel (KYMRIAH®)

label(fda.gov

Tisagenlecleucel(EMA Label)

- BmAER: BETE (CAR-T AT E)

- BEER: BENA (RL)

- EMNFE: SRFMEEMY b ARSI HE AR Mm% (ALL)
Indication: Relapsed or Refractory (r/r) B-cell Acute Lymphoblastic Leukemia

(ALL)

- JLEIFRIRE (ELIANA, NCT02435849): KYMRIAH 758 % i34 14 b
MESENESARA MR (B-ALL) B)LEMS D ERNT R EET —MAF
AR, R0, RERHBHTTEN. XMARAHMET 107 88E,
88 BWMAIAR, 68 BIFEZ T AT, M 63 BEEBRAFTTRITE. A
BIEETEES X KYMRIAH WEBEFIEE, #HITHER L (ymphodepleting)
77 (fludarabine & H 30 mg/m’, A#B4 X, M cyclophosphamide & H
500mg/m”, FEA2XK) . FEHMEK (WBC) it#k <1000/uL B9 22 BEEF,
B 20 BIEHER KYMRIAH Z RIS 7TIHERIMET, Th 2 B8EREMRERD
T IER TR T KYMRIAH 75T, FEAAFHE R bIT 28, B 53 /&
EEZTOE (bridging) ST, KYMRIAH BOF BT HnE/E 3 NAMSEHISE
2EME (CR) , CRIFLEME, MWRiEEAIMIEARNIAR CR MRk/FER
fFE (MRD) <0.01% KBELLAI (MRD BAM) (MR 11) . £ 63 BIEZH
EREET, 528 (83%) KT CR/CRi, Hep£ERk MRD [Att. EMATT
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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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R R FF9ERIRAIRETSBY (R 4.8 N ABIER T, CR/CRI BIFRAIRFEEBYE] M Aok
FH CEE: 1.2E 141+ 1A) . CR/CRI MM L ERTEIN 29K, 50 & /52
£ (96%) RREIERI CR/CRI £47E 26 & 31 Kidl, 7ES:HI CR/CRIi B ET,
BT TARBERLEGIN 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/m’ daily for 4 days and cyclophosphamide 500 mg/m?” daily for 2 days)
followed by a single dose of KYMRIAH. Of the 22 patients who had a WBC count
<1000/uL, 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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o Nelarabine FHI;E (ARRANON®)

arranon (novartis.com

Tisagenlecleucel(EMA Label)

- HmR: ARSUHAY (T QL4%)
< REFAT R EEHE (Iht)

BN 15 RN EERFMEE T HESHARB MR /T HESH
R e

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

« JLEIGFKIHLE PGA2001(COG P9673): ARRANON® f£) LR B &M RS

MEAERERES —TRFRILIH TR X2—TNE M. FME. FFK
IRERRALLEA (nelarabine) H5R, MRBEVMRIZMBTER <=21 5. &
BERESEANE T-ALL X TNHL W iRE, 84 REED, B39 ZALESH
NRBLREMAPESITRR, EZTHH 650 mg/m” #J ARRANON, @I85k
A, SR LN, EE5XK, 821 KEE—R, WREBETARTIRE
LRI 2 B BHASERFERAER, NIFIE4REERA ARRANON #47
BT, FENEMMNTRREATHE 21 RITHERAS I SRRNE (F
BHERERNE) . PHRHDSHRNERTE 21 KBRS <25%, M
PR BBER N NERESE 21 KETEEERFLA <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 Il, 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/m’/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.

SEYMAHIZS : Nelarabine-Reach ZHLE (nelarabine)

G EIRBEH : Nelarabine-Reach(nelarabine)

THEIZ R IhETHIZ CRAFIL )

ENIE | 5IBEHIZARRTZ Nelarabine HIJE (ARRANON®) —2,
EIMAHIZS Nelarabine-Reach F1F B IEMFFAZY Nelarabine(ARRANON®) 15
RIEPE _EHHRI) | EREIENE,
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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)

- B BaiTiA

- R R 1EIREIE (€E )

« BRAE: 2 $ R EEREMEN _CD33_ RS MEREARR A MRS
Indication: relapsed or refractory CD33-positive acute myeloid leukemia

(AML)

« JLE IR i 38 0903A1-102-US phase /1l study: &XBRHRT &
0903A1-102-US B I/ ERFAS S, 98 FWH <173 BEERIHEB M
AML B9) LE BE A5 Gemtuzumab-Ozogamicin AR RENHZFE

(popPK) o & hP67.6 Fiifi kA ER Gemtuzumab-0zogamicin &0/
F (PK) , BE—INERE: SF&MER (CL) MESZRAIE
RIUERR, #HAREIR X — Gemtuzumab-Ozogamicin Z4HEh71% (PK) »

—MEHE CL1 MEFHAERR R AR N IR B W E IR B SRR K D
BEFREBZR (UC;, F#) B PK, AMRILBEIERREN, E&AEN CLL
MELBRBEE M. hP67.6 71 UC Y PK SHAZAMAAMAOSHITE
REMRELREEFEANETE (BLERERIN HNEZEM. ROHITTIE
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/761060s003lbl.pdf
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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PALLELER Gemtuzumab-Ozogamicin BIFIEHZ (TE5 1 XM 15 X958
6. 7589 mg/m’, 5EE 1. 45 7 KOEFIERN 3 mg/m* WAHZEAEL)
HFRETTEEMEMLHHFET, S5 UC NEAREDATHIEMRET

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/1l 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/m”on days 1 and
15 versus, 3 mg/m’ 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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o Calaspargase Pegol-mknl £ EZ =
EE{L R L BrR&ES (ASPARLAS™)

LABEL (fda.gov

- HmE: MRSHLY (KTH)

- [REE K. Mg (EE )

< ENAE: 1TAR 21 FHSMHEARBNREEE
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.

- JLEISERIRI (Study AALLOTP4, Study DFCI 11-001) : ST

ETiEi4S 3 FEHCIST ASPARLAS 2500 U/m? SREFA I A3B T MmE R
§FM (NSAA) 7E 0.1 U/mL BUERIKF, ESSBUTHAERN, 3
124 % B AASMMEMIANAE (AL BEE ASPARLAS ZHAEN 15
TTHR. ERER, FF6. 12, 18. 24M 308, 124 BEHHF 12337 (99%,
95% Cl: 96% - 100%) R$F NSAA>0.1 U/mL,

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/m” 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

16


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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o Asparaginase Erwinia Chrysanthemi
HEX K E X Z Ekffg (Erwinaze®)

ERWINAZE (asparaginase Erwinia chrysanthemi) Label (fda.gov)

- HmER: ARSEAY (WTH) QL)
- RHA XK BEHE (ZER=)

BE

BNIE: WARMTFEITENXLREREES SN E AR R Mk

Indication: patients with acute lymphoblastic leukemia (ALL) who have

developed hypersensitivity to E. coli-derived asparaginase

< JLEIRFKIALR 10 #R 1 2R, Lho. AnE. 22 MIRKRS

EZERW, ARPNTEEREREEMRT (NC) BEINEIFHAALL HE
RERATERTIBRNITESEETERFERLE (pegaspargase) B
BE, TENMREREREBELNMBANRLIEKFT= 0.1 EFRSL/
ml BELLG]. AFTELIR, MESYPRLEEIE> 0.1 EfFRA /ml 5X

LEEFER (RLE <0.4mcg/ml 80 3uM) DU FIMIGPRS 7 RAY IS K FAR R

BEEIRBATHARLFRNERAMERRBRLBHED, A ERWINAZE
25,000 EPFREAL /m* PESFRE (B 67) B, AR 1HNT 58 BEE,

HA 48 FIRIES 12 AR NF RV ] BT 7 T B RERIET.

RUFRN 1LY QE18%) ; AR 1A THIEMRLERE, BliEd
50% BB ETEE =FF 4858 72/ NIRRT IEN AR LI KTF > 0.1
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2016/125359s088lbl.pdf#:~:text=ERWINAZE%20(asparaginase%20Erwinia%20chrysanthemi)%20is%20an%20asparagine%20specific,have%20developed%20hypersensitivity%20to%20E.%20coli-derived%20asparaginase.%20(1)%23:~:text=ERWINAZE%20(asparaginase%20Erwinia%20chrysanthemi)%20is%20an%20asparagine%20specific,have%20developed%20hypersensitivity%20to%20E.%20coli-derived%20asparaginase.%20(1)
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FREAL /mls

A single-arm, multi-center, open-label, safety and clinical pharmacology
trial. Study 1 enrolled patients treated on National Cancer Institute (NCI)-
sponsored cooperative group ALL protocols who were unable to continue to
receive pegaspargase due to hypersensitivity reactions. The main outcome
measure was determination of the proportion of patients who achieved a serum
trough asparaginase level greater than or equal to 0.1 International Units/mL.
Serum trough asparaginase activity = 0.1 International Units/mL has been
demonstrated to correlate with asparagine depletion (asparagine <0.4 mcg/
mL or 3 uM) and to serum levels that predict clinical efficacy. Patients received
ERWINAZE 25,000 International Units/m” intramuscularly for two weeks (total 6
doses) as a replacement for each scheduled dose of pegaspargase remaining on
their original treatment protocol. Fifty-eight patients were enrolled in Study 1,
of these 48 were evaluable for the main outcome measure based on availability
of pharmacokinetic samples in Course 1. The median age was 11 years (2 to 18
years); Study 1 met its main outcome measure of demonstrating that greater
than 50% of the patients achieved the prespecified trough asparaginase activity

level of 2 0.1 International Units/mL at 48 or 72 hours following the third dose.

JLEIRFRIRIE 11 —IFBTE. 28, SHRL0NERDNERARANT
30 BERE, TENARERIEINET ERWINAZEC BITRIRIRAEIN, MWETLE
ERFERE G8/NINHIE) MEARKLIEEN (NSAA) KTF= 0.1ER
B /mI BELLG, Hp 30 BEREF, B 24 ZRESE LITRENAREHZ
AN EBMRERIERHEIT TG TR 29, XN 24 BETENEE (&
W= 1%ES<17T%) #H1TT ERWINAZE® 25,000 EFREAL /m’ A HE,

WETHBEFBRRLIBIMBRLIE . £5 172D 60 nEHRE
S50, % 1FIEMNFHRELEEMEKFN 12.65 = 3.16 EFFLA /ml, %4
FIEAR 1211 + 3.11 EFREAL /ml. =B BEARMES IRTE)G 48 /8
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MNLERE] 83% BIBEIRLEGEMKT > 0.1 EFRRAL/mlBHER. % 6 X
FEE 72/ N RLEFEEKTE> 0.1 BFR 2T /ml BRBLR, 43% HE

ERET MR,

An open-label, single-arm, multicenter PK study enrolled 30 patients. The main
outcome measure was determination of the proportion of patients with 2-day
NSAA levels (48-hour levels taken after the fifth dose) = 0.1 International Units/
mL in the first 2 weeks of ERWINAZE treatment. Of the thirty patients enrolled, 24
were evaluable for the main outcome measure based on the pharmacokinetic
samples in Course 1. In Study 2, serum asparaginase activity of asparaginase
Erwinia chrysanthemi was determined in 24 evaluable patients (aged =1
yearto < 17 years) following intravenous administration of ERWINAZE 25,000
International Units/m?®. Five minutes after the 60-minute infusion in Course 1,
the mean asparaginase activity level was 12.65 £ 3.16 International Units/mL
post-dose 1 and 12.11 % 3.11 International Units/mL post dose 4. The main
study objective was met with an asparaginase activity level of 2 0.1 International
Units/mL 48 hours after the fifth dose observed in 83% of patients. The 72-hour
post dose 6 asparaginase activity level of 2 0.1 International Units/mL was the

secondary endpoint, with 43% of patients achieving this endpoint.
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Asparaginase Erwinia Chrysanthemi
(Recombinant)-rywn XX K& (E4)
KL EfARES (RYLAZE™)

label (fda.gov

Crisantaspase(TGA Approval)

Enrylaze(EMA_Label

- HmER MEBUELY (KITH)  (248)
- RS R BLHS (ER=)
« ENAE: 1 PMARUERKEHFEITENXLSERZEE S S
ES4REMmE (ALL) FHESHAMMKER (LBL) LERE
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

+ JLEIE JZP458-201 (NCT04145531): RYLAZE ™ FEERMMEMA
BB mmeH B AR M E R BN AT ERRIORI LR L BRI~ £
TR VHNBEBTERERTPHIT 7T ZARA—TARITE. £
BT ZHRLRT, JaTT A REE RYLAZE™UARFE, 8F— =FMAM
TS, H6R, UBREXAMKLHRIENGIE, 975 (94%) BEBXN
TEMRLBRRRES S8R, 6 BEE (T%) RETLEKE. TTUHNHE
BEFNEHNERSTAMERLBRRLERIEESE (NSAA) &F 0.1 U/mL X
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/761179s000lbl.pdf
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TR, BEMEMERER, WTE 48 /NETAPES 25 mg/m’ B95IE,
RYLAZE ™A 25 /5 48 /NBY4EHF NSAA = 0.1 U/mL BUEBE LB 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/m”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

- BWAER: REEYBEEY (Antibody-Drug Conjugate, ADC)
- FRRA R RE (B4 ) IBREEEFE QR (XEH)

BMNE: 2 5 RUERFBTHNEEEHUETEMHERE (CHL)
Indication: 2 years and older with previously untreated high risk classical
Hodgkin lymphoma (cHL), in combination with doxorubicin, vincristine,

etoposide, prednisone, and cyclophosphamide

JLEIGRKIRIE AHOD1331(NCT02166463): E—MkH. FHIFE. *
shyt BRI G0, & T ADCETRIS® BRafbir AT BEERIAT IS cHL J LA
BEQE<NRY)NITH. THERIRIBLSEHET (EFS) BEWN, EXHAM
MO RISFNEFHBRER. EREEMESEARERESHAETH
BYial. 7ERENDECRY 600 HIEZH, 300 FIREHL2ECEl ADCETRISH FIEE (Al
KEMR V. &IE8E (E). LB (P). IRERELAE [CI(ADCETRIS+AVEPC) 4,

300 BIREHLDERE A+ 1@3E B E [B]+V+E+P+C (ABVE-PC) B, ADCETRIS+AVEPC
A LEFR, BHTHEERFIN 23%, M ABVE-PC 2879 52%.

The efficacy of ADCETRIS in combination with chemotherapy for the treatment
of pediatric patients (2 to <22 years of age) with previously untreated high

risk cHL was evaluated in a randomized, open-label, actively controlled trial.
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/125388s106lbl.pdf
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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)

wmEH: RETE

[RHRAT R: BRRAl (£EH)

BRE 1: /N MM EHREFTESMHERE (cHL), HET 2 EZHES
ATEEANEHESTENER

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

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

JLERZPBE: KEYTRUDA® fERBEZTAST/N L cHL BENT 2 MHMB BE
BRERER. T/LEBREPEA KEYTRUDA® JATT XLEBERE T RAFR
I ERBIB AR RIERS R, FHRME T ) LEZRETIMIBARHFENR 2N
.

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.
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« B AR 1 KEYNOTE-204 (NCT02684292): —IN7E 304 Il & & 33
AT cHL BB RHTHREN. FFRIRE. RMRRIRR, RARBETED
—MEAMTHREE RN A EERNREAN. BERBE (L1) 2 1.
KEYTRUDA 200mg 8#8KoE59, &3 A—R, 2. AmZE B 1.8 mg/kg ##
Bk, 83 AR,

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.

© EBNIE 2: REMMREA B ARMEE

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

JLERZIREA: KEYTRUDA® {EREZATT/N) | PMBCL BEMZR2MMER
MEXBINESL, ) EBEDMEHA KEYTRUDA® AT XEEMERE T 5845
M RIFM B AMRIEENZ 5, FHEET) [ BEEIIMIARDNENR
MR,

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.

M Ait3e 1 KEYNOTE-170 (NCT02576990) : —INZ it FFHATRSE.
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B, AANTS3RELREAMEPMBCLESE. BES3AHNKE
KEYTRUDA 200mg, BEIFrI#ZHNSEHICRNERHE, FITLBEHEN
BEBTER 24 PARET. BEMEMER 45% (95%Cl: 32, 60) , BIF
11% RIS &R 34% MEHEM. REBHRBIRAR PO E 4T (FF
197 1MA) « BRENEMR TLEMIIHER) NHAENER 2.8 MF;
FEIE pembrolizumab AF AT BEL2AMEESTEM PMBCL BE.

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).

IENIE 3: B/ RARE

Indication 3: Merkel Cell Carcinoma, MCC

JLERZEE: KEYTRUDA fEREZA7 /N L MCC BEN R 2MMAEMM
BAEBENEE, 7). EEEPER KEYTRUDA AT XEEMNGERE T 70 MR
HNBRAM AR RIEEN S, FRET) I ESEBFINIARGNENZ2 %
ESCIEN

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.
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+ AIRIE KEYNOTE-017 (NCT02267603): —IZehi. JEREHL. TR
RERIRT, BHET 50 BELMBEHBMANEEE MCC 85, XEBEIH
RIESIHUBBERNL AT, TETBETE2ENERE (ORR) MR
RIFF4R418), ERIRIZ MR E AR RECIST 1.1 #4TiT b, FUEMRER
56% (95% Cl: 41,70) , FEREMRKN 24%, 7E 28 GIEEBNIBET, 96%
MR RS EBIE 6 NB, 54% BIR RIFEF4RTIElBT 12 B,

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% Cl: 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.

BN 4: PEFREMSNBEIEEREE

Indication 4: microsatellite instability-high (MSI-H)

JLEAZEE: KEYTRUDA fERBZSAST MSI-H B LR eMEaxsMe
ZEANFRE, 7)) LEBEEEPER KEYTRUDA AT XEEMNEREI T 20 M EIF
SRR AMRIEENSF, FRET I ZESEFINNARDNDENZLHE
I,

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
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pediatric patients.

ENEE 5. WERERRES

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

JUERZEA: KEYTRUDA fEREZ55AT7 /N L TMB-H BENR S MMB
MEARENER, 177) L ZBEPFER KEYTRUDA JATT XS MIERE T 7859
RIFWERBIMAMRIEENXS, HefT) I ZEREBTIIMARDHENRE
MR,

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.

FE AL : KEYNOTE-158 (NCT02628067) : —IZdth. JERENL. FFHUR
TR0, 1050 GIBBWMNT RN AR RIBHIGRENRMER, 3 790
45 RS AR TRV BE HT TMB DA, 12 790 FIEBEH, 102 6 (13%)
BB IRIAE /9 TMB-h, EX A TMB = 10 MRZE / JKES,

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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* J&RZSE 6: KEYTRUDA fERERZETT 12 5 M E BB (RAIIRRIER
M) BRERERANTLE, UNERT 12 5 KU LEEZTETRN 1IB
HAC I CHASH I SRR R BB BVHBNIATT

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.

JLE IR L (KEYNOTE-051): 161 2 2B MM B & X /&3 PD-L1 A
MR, ERFMAM R AEIORERENILEEE 62 29 TMEE 12 51U
THILEMNP 212 5ELTFNELF)E3 AR —R2ER/ TRiE
BB pembrolizumab J&77. FTB £ E E B pembrolizumab 7 & # 1i #
7947 (EE:1-357 ), HA 13878 E (85.7%) =T 2 73 2 FILL LR
pembrolizumab J&57, SN & VERBRBEREENRKARLIEIFEEER,

FE R A AR R /) LB E RT3 73X KEYNOTE-051 /87789 5
EMRRERBEEVFSE5ER, SERERGT2UENER, 1 2BER

BRE.

161 paediatric patients (62 children aged 9 months to less than 12 years and
99 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 AIRLE (KEYNOTE-006): KEYNOTE-006 @M% M. FFHIFRE. W
I EAFFSR, AT AT HFAEEREMNMRBRERERE, 834 BEE (Fi
B 1 18-89 % ) #BBH D ET (1: 1: 1) $52 pembrolizumab 10 mg/kg A&,
2 /@ (n=279) 5 3 /& (n=277) —R, SIFZRICEH 3 mg/kg AE, §3F—
R (n=278), BRAFV600E RZ-E B B HBEE LTI FIEZIT BRAF I4I7E
7o FETRERIEITATHEET (PFS) MRERH (05) REBTHLER
EFT B IERMR (ORR) MR IZH4EATE,

The safety and efficacy of pembrolizumab were investigated in KEYNOTE-006, a
multicentre, open-label, controlled, Phase Il 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 (0S). Secondary efficacy

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

Endpoint Pembrolizumab Pembrolizumab Ipilimumab
10 mg/kg bw every 10 mg/kg bw 3 mg/kg bw
3 weeks every 2 weeks every 3 weeks
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) (34,82) (2.8,2.9)
Best objective
response
ORR % (95% CI) 36% 37% 13%
(30,42) (31,43) (10, 18)
Complete 13% 12% 5%
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+) (1.14,23.8+)
% ongoing at 68%"* T1%* 70%*
18 months

Hazard ratio (pembrolizumab compared to ipilimumab) based on the stratified Cox proportional

hazard model

' Based on stratified log-rank test

#  Based on patients with a best objective resp as confirmed complete or partial resp
¥ Based on Kaplan-Meier estimation
NA = not available

« BEAIREE (KEYNOTE-002): MBS FL AT RERBEREHT
BOFSERIAZT. KEYNOTE-002 2—IHUATT MR BRENEZF L. WNE. WR
7, MRMRE 540 2 BEZIFRBHUETHIERE (FIERE 1 15-89% ),
WNER BRAF V600 5RZEFAME, M##52 BRAF 3¢ MEK HIMHIFTIETT . REWMEHN DS (1:
L) EZE3IFFEN22R/ TRAEE (180 A) K 1025 / ToEE (181 A)
B9 pembrolizumab 5fby7 (179 A, BIEARERKR. BEMWE. . 5EE
R+ BV )o EBTRIERZH IRO 68 RECIST 1.1 i o ELE
7 (PFS) 12 E7FH (09)s

0.

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 Pembroli Pembroli: b Ch apy
2 mg/kg bw every 10 mg/kg bw every
3 weeks 3 weeks
n=180 n=181 n=179
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) 2.9 (2.8,3.8) 3.0 (28,5.2) 2.8(2.6,2.8)
0s
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 (11.0, 16.4) 14.7 (1.3, 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% 7% 0%
Partial resp 19% 20% 5%
R duration’
Median in months (range) 228 Not reached 6.8
(1.4+,25.3+) (1.1+,28.34) (2.8,113)
% ongoing at 12 months 73%1 79%° 0%
" Hazard ratio (p i pared to py) based on the stratified Cox proportional hazard model
T Based on stratified log-rank test
© Not statistically signi after adj for

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

- AR (KEYNOTE-001): $3isiES RILa A Mg S Fe
FUATT IR B R BB T T MRS, KEYNOTE-001 BOTERT BRI MR
SHFH pembrolizumab AT MEIR G REEENR L R BHIEHTT 8
B, ZHSTE T REW A BEMGIN 276 & BE (FHEE: 1888 %) K
A, HA—NAGI R R S BT B TATT RS ((41R BRAF V600 5
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TRAME, NS BRAF 3t MEK #1658 ), B—MISIEERESIFLE
TATHEE, BERBHOEES pembrolizumab a5T, FIERE3E 2
mg/kg AEZE 3 A 10 mg/kg hE, BEES pembrolizumab Ja77, BE
ERHREIEI A ESNEER N, IGREIERE BB S FEEHREIEE
WEERSEET AT, BEEERHERIHIAL. FETHEFERERA
RECIST 1.1 #HTIR I SR EITEH) BVERRZE (ORR)o RESTBUBIM RIS
= (DCR, BHERLEMR. BHOEMBNERIRE ). ERISENE. TERER
HA (PFS) F1R4ETFH (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 (1.6+,31.8+)
% ongoing at 24 ths® 75% 71%
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%
oS
Median in months (95% CI) 18.9 (11, not available) 28.0 (14, not available)
OS rate at 24 months 44% 56%

IRO =1

using RECIST 1.1

Based on best response o?slablc disease or better

Based on patients with a

d response by indep

Includes patients without measurable disease at baseline by independent radiology
d radiology an oot

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

- BmAR: BRERE

- FRSGR: BEEZRR (XEH)

- BRE: 6 MARMLERATHIEEHR cd20 BATE DLBCL (CD20 PR
RISRE A B AR B E) /BL (Burkitt #EBJ&E) /BLL (B
MEMEAME) /B-AL (2% B AiHILK) &

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 id & Inter-B-NHL Ritux 2010, NCT01516580: — I % &
D FHRARES. BEHIRLE, MRARE 6 NA KR ERFRATHIEREA cd20 fR
M DLBCL (CD20 BAMAISFBA B AAAME ) /BL (Burkitt s B &) /BLL

(BHEHABAMK) /B-AL (B BABAMK) £BE. BEDNFRA: LMB
0 R-LMB (Rituxan®+LMB), U T#EENHEEI Lymphome Malin B (LMB) 1657
B (RRREE, KEHE, SRNEBIR. AFERSER. iERE. [
BR. [KITAEM=KAY [ PRI / FERE / REREEE | Ra7T )
5 RITUXAN® § S IEEERFGIFAIMAZE 241, 1RIELMB HZ, L 375
mg/m’ BSA B9F & 8T 6 X RITUXAN® IV( I MESITIRE 2 %, R AEST
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BE 1R ). HARAI, TELMBAFE 28 NEH (Event), MEMNZEER—
LMB 48R 10 /™ (Event), (R B EL 5 0.32; 90% AT 15 X jal: 0.17, 0.58;
p=0.0012) .

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/m” 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= Az FIZERHUESR (XFIRE ©)

AR RlxE8h
BHAT R EBERNREMHAERAS
EME 1 REATRAE R RMARISEMPREKEE (ERIED 3 B,
C#1 D 2R B MAEEEFSMERE ) 1008
ERYE 2: RIEATFRALRIRE AT CD20 A HI-IV BRISAMFEST M
B, RENSHTEREER.
ERE 3: RIEAFAA CD20 FRMEIREAR B A IFE ST M ERE (DLBCL)
R S5AmAE CHOP 1457 (IFBAERRZ. IR, KB, 52191 )8 DA AR &IaYT

« EF AR ZE RFUESHR OXFIER ©) ERE L ERIRAL) L EMEIE N,
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@ Dasatinib ;X7V#E (Sprycel®)

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

- BmKH: BRHEEHIF
- R R BERRE (XE)

BMNEE 10 1 5 R EERBREEMYE Ph+ 2EHEHAMEE MR
Indication 1: newly diagnosed Philadelphia chromosome-positive (Ph+)

acute lymphoblastic leukemia (ALL)

JLEIGRIRIE CA180372 (NCT01460160): Sprycel® AFIBX& LI AYTT
RMTE 2 H. SR, B4H CAL80-372 FSTRY & BASI AR 4TITA, ZIAREIE
78 ZHEISURHY b ABERTIK Ph+ ALL B9) LRI R E, 7 3 EHMRA, EEHE
1% (EFS) Z7t %N 64.1%(95% B X 8] [CI]:52.4 E T4.7). THRHEEFHENX
FIM Sprycel® FFHARIE =S AL RN ETRER. S5, BLTHMER
ERRRF TN E, FIFTERN, 75 8 EE (96%) NEETHEARS
29 5%, MENBEERN, 76 BEE (97%) KE 7 X—KE,

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
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cause. The 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.

BMNEE 2: 1 5 R EEBREEMRYE Ph+ 1814 EREE A MR
Indication 2: newly diagnosed Philadelphia chromosome-positive (Ph+)

chronic myeloid leukemia (CML) in chronic phase

- JLEIGKIRLE (NCT00306202, NCT00777036): MIMErxt 97 FligE
MR MREEN) LRI RITE T SPRYCEL® 1) LRI BEFRITM. F£—MN
FFRATRE . ERENFIESEREIRe (NCT00306202) FAA—IAF AT, dERENL. &8
BiA% (NCT00777036) /AT 97 BIEMHRR CML &, 51 fIEE (1UCRE
PEIRL ) FTZRTNIEMHT CML, 46 IR E (17 FIRBFIEEEIRKE, 29 Ik
BEERR ) WEANFEIBERATEMAIAMZ, 97 fl/LZEEFE 91
B SPRYCEL® F 60mg /m’ & H 1 AST (B BSA BERAFIEN 100mg
BH1R), BEESATEERFHEIEIATZEZNS S,

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/m” 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 &3 (BOSULIF®)

Label (fda.gov

- mEH: BREEREERHIEIR
- FERA X 1EREZR (XE)
« EMNAE: 1% R EMRIZHM AN ZRIE AR A4
84BEE 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

« JLEIGEKRXLE The BCHILD trial (NCT04258943) : BCHILD iX3e2—
M. FEREH. FRARSHAR, SEBRESROR—X BOSULIF® i
ERE, ATEEFNRZNIEERRNACARMMEIEEREQ RN LES
BMEZ T E DR TKI AT M sk R i S 18 14 2 2R 30 S G (AR 1 18 14 B8
MHMEN) L ZBEE, HEHEZSE. MSMHEMBERNE, HiTE BOSULIF®
EZBEFARNAYN T, W2 RN Z RS HAZR B G AR 18

B4 £ 555 5B E B = B (MCyR) M54 (CCyR) BHIR AR 54 517 82.1%
(95% Cl: 63.1, 93.9) 1 78.6% (95% ClI: 59.0, 91.7)o ML = BY 2 14 HA 2%
B ARSI AMBRENTED FEYFEME (Major Molecular
Remission, MMR) 33 50.0% (95% CI: 30.6, 69.4)e MR4.5( & . 33 BCR-ABL/
ABL IS < 0.0032%) /3 17.9% (95% Cl:6.1,36.9), £ 14 #5I3X18 MMR By B&H,
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B2 HIBEGTT 13.6 DAM 247 PARKET MMR. MAHAMZ IS
HAZRI R AR IS RE M B R B E BEMN RS R E RN 232 1
A (EE:1.01M8, 61578 )

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/I 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/I CP Ph+CML.
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@ 12. Azacitidine FI$LEETE (Vidaza)

label (fda.gov

- HmER ARSEEY (KTH)
- R R BIERERE (XE)
« BRZIE: 110AKRALEIRIZET 4 FRIZHAE B MK
Indication: pediatric patients aged one month and older with newly

diagnosed Juvenile Myelomonocytic Leukemia (JMML)

- JLEIGKIBIE AZA-JMML-001 (NCT02447666) : —IAERR. Z il
FHARESHRT, BT Vidaza TSI FAMBERINARENE. HRE
LEMREE, £ 1841 LRSS, HYHEREARANE (JMML. 3 MERE,
11 BB (61%) MIEOFIEAART, 7 HIEE (39%) HiGHRE. FERI/IVR
B9 16 1BEHE 6 B (38%) 1% 3 MNARAE LRI, TLERA DNA FEWH
RH, BB 7 HIEBEPERRFEMHENBEMEIMIGRI DR (clinical
partial remission, cPR) o 17 fIBEZEZEMTMEIEIE ;14 51 (82%) 7EiE I
FAEBEEFIRER 23.8 M A (BE 7.0-39.3 1M ) TEIK. Vidaza fits
MR, MIRE - BHEINLE S AR A R XRFIRIE M.

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
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cPR 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 AT

« HRERIRESE  FILEE

- (FHIZT K FFERIE (78R ) BRAR

« ENIE  BREIE AR BLRG (MDS), BIAST 5 Fh MDS AL (MEAM A, XA
MR AR TR ARG Z AN EES A PR R ME. /MR
BVEREER R, AMANHEREARILS, WatRALHS
FRIaApIE % - R T RIS S RE A A MNFE ) PEF—FTE
BREE,

EF= Azt AR LR E £ P E £ E R Rt LEMEERAE,
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@ Crizotinib = EMEE (XALKORI®)

XALKORI (fda.gov
Crizotinib(EMA_Label

R BRIERESIDEIF

RERE XK. EInklZ (XE )

BRAE 10 1 5 RIAERMEAATEDARRAE , alk R LEERE
Indication 1: pediatric patients 1 year of age and older with unresectable,
recurrent, or refractory inflammatory myofibroblastic tumor (IMT) that is

ALK-positive

JLEIRRKIRIE ADVL0912 (NCT00939770): —MZLrN. BB, FRAFES
WHAR, ARMRN 1ES 21 FNEE, BIF 14 BRI, BLAIMEAM alk
FRME IMT f9) LRI B S, BEFTEEY REALUPERTERMZMBEL ALK B
Ao BFE (n=12) S AFRIES XALKORI 280 mg/m?34f7, HELRHERIHIF
AESHEN,

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/m’ twice daily until disease progression or

unacceptable toxicity.
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s EBME2: 15 RULEEATHEEERAERTE XM KEE
(ALCL), alk PHMMJLEEE

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

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

JLEIRRIREE ANHL12P1(NCT01979536): 7E—iiFfl XALKORI® B¢ &

LTI RSB ALCL /N LB BRI AR, 2 ELEMHEEE (EFS) 1 76.8% (95%
Cl, 68.5-88.1) , 2 FER4EEFHRN 95.2% (95%Cl, 85.7-98.4) . B 15 BEBEEX,
—RBEFT; NSHFATIERNPAIEIN 74 N8, ERREENMTERE.
66 B EBETTART 384 MUITER. 66 BEEPH 13 BEET 2 R ERMIEE
ERREM (19.7%;95% Cl, 11.1-31.3) o {EEZREIMTARL MR 25 R BE S,
BRIEmEEESE (8.0%; 95% Cl, 0.01-26) . MDD MR APAMNEERSE
BEHHE, HEFS 7 85.6% (95% Cl, 68.6-93.8) ; T MDD #ill4E R ABAMERY
2 EFS B, 7958.1% (95%Cl, 33.4-76.4) o

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% ClI, 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%
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Cl,33.4t0 76.4).

« JLEIGFKIRLE 2 ADVL0O912(NCT00939770) : —MZ iy, B4, FK

MM, ARAMERN 1 E< 21 FHEE, B1F 26 HIENEL—R25ATH
SERHHAMRE alk M ALCL B3, ALK BAMEIRT (FBIL ALK Bie ) S@g a4
LAUFHARMB IR IHE. BEES XALKORI® 280 mg/m’(20 Il ) 57 165
mg/m’(6 1) O, SRR, BIEFHEEIFAIESNEE. BERAEL
XALKORI®, #5238 M F4Ri#51E (HSCT).

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/m’ (20 patients) or 165 mg/m’
(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 )

BME:ITARMEEATZTHMFETHEORRNILERE
Trecondi (treosulfan) SHEAHIRBSFER, TiLESER
EHk, WA ATRERSDTABRSERTTLIELTT.

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.

« JLEIGKIELE (Study MC-FludT.17/M): 7£ 70 2 BEHFEIT T Treosulfan

BUTRANIRATT 5 AT MM R e TE, XEBEVEBEMEMEAREM
R S RmE. BREERBASIENFRRZBEAROMRNE
FHo XEBEEE TS Treosulfan MBEACEAIFIMIES 2, HA 65 88F
ERERTERIK, M5 RBBERER. SHAB 37 BERE (52.9%) Fl/NTF
2%, RABEBEREFRRUEBELY, BAE-—I2MMBABAMESEER
ETHRMBERIN XTFR2HEERANLER  £RERSMTARS
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EE%E 28 XEIFEIF A 94.2%(90%Cl: 87.2%-98.0%); EERE RS M T
BHEIEE 100 KEIFEIS D5 91.3%(90%C: 83.6%-96.1%); 7E%E 12 NEHKIM
B H A 91.2%(90%Cl: 82.4%-96.5%). 24 B MBS IEREZEZEN 85.7%(90%Cl:
T7.1%-91.2%), 710 £ BEFRHBF 128 (17.1%) LT, HFSERERLR /&
BHERLT, 4 ERABEAXRERRT. ERERENDTFAEBES 100 X
AR B IER XL T E R 98.6%(90%Cl: 93.4%-99.9%), AR 70 B EEHhH
1 28T RERENTFABRBIERS 100 KAEBE /AT EXFRRET. 241
BB X LT KR 4.60%(90%Cl: 1.8%-11.4%), HE 16 ZBEHNE
% [ FmEHE. TREFRGOTARBERESE 2418, 85/ FEAENR
FEEZEN 23.0%(90%CI14.7%-31.3%). AZEHIHANTIHAEZET TRIEHM
REHR, EFEBIRUEAFAE S 2RNEFEERERENOTHRE
BRIAR DR AR, KEHWEBEFIE 28 XE 11 % 28] (Treosulfan A
 88.2%), ERERISIMTFMEHEIES 100 XA, Treosulfan AN EEER
TBEME 100 XA EREERBESATMIE T ( FBIRKE SR
848 ) 79 100.0%(90%Cl: 94.3%-100.0%). Treosulfan 48 1 & B EFEER R
96.19%(90%Cl: 88.0%-98.8%)o

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% CI 83.6-96.1%) at day +100 visit and
91.2% (90% Cl 82.4-96.5%) at month 12 visit. The overall survival at 24 months
is 85.7% (90% CI 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

48



JLERERURRES Y1

freedom from transplant-related mortality until day +100 after HSCT (primary
endpoint) is 98.6% (90% Cl 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% Cl 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% CI 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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@ Plerixafor & &iV4& (Mozobil®)

Plerixafor(Mozobil®

- S A

« [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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« JLEIRFKIRLE (DF112860): Mozobil® BIFF M 22 M7 —F e (2: 1)«
FHARE. ZH0. WRIFRFHT 7TITHE, AANKRNEEREE (S5
L0, B, LXERRE ) 3OiEEEEaER B nT4mEEn
JLREE, BERMRE. THEITTHARIRZE], BREPERELFINRIEE
4HPE (AR EME B ) 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® SHREENFR % (G-CSF &AL ST ) BBk
EBTT, MXRA : (NERIMERIRZE. THRER : L DTER, Mozobil®
AP 80% B EEITXNERERF—RERLEERFERME, AN
CD34+ ZBRETH U E/VEN(E, MAERAPNE 28.6% WEE XS THEBNMR
(p=0.0019)s Mozobil® AEEMELLEIP R YKIMNE M CD34+ 4BRRITHELRI R (L
ENT 3.2 1%, 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!)
 ZRERMIEBET : Plerixafor(Plerixafor Accord)

< (AHIZT R BRIE) (FRUESF)

o ENE : SEIBIEMRAZ Plerixafor K7D #&E (Mozobil®) —E,
BIMAHIZ Plerixafor Accord R1EFRERHL) | MBS RIE,

- EFARIS  EROEEHR

s BmERRAR  ER0E

s MHAT R B INEA L RO BRAE

« BLNE  SRAAREZERIMET (G-CSF) B, ERTIEEFEMEME (NHL)
M &M SEEE MM) BEHREM T (HSC) #EAINB M, UETFTER
HSC X&5 BF51E,

o BRI ROEESHRERE EHERRA) LEREERE,
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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,

- ARG BRI A

R K. BFEERMHZA (XEH)

BERE: 12 % KLU E iobenguane | 131 38R R AIIBR, HEREE
HRSRHETS I, PESRAAEIEM BRI T

Indication: pediatric patients 12 years and older with iobenguane scan

positive, unresectable, locally advanced or metastatic pheochromocytoma

or paraganglioma who require systemic anticancer therapy

 JLEIRKIRIE Study IB12B (NCT00874614): &M — T MATEE.
B ZhOBIRRIRIE (NCT00874614) . FEFMLERIEMERIFEE DN
NA (B 28X) B950% REZHMEMBMEAYEINEZNLLEG. =1
ORI T ARYE RECIST (AR R MITHEIRAES 1.0 AR) MSH S ARE R
N, EREWN 12 NAITEE, BEHANKEBIIME, REH45F, HE T4
ZEREZEZT AZEDRANFIENER. ENENES, 68 REEEZ TED
—CATFRIE, H 50 RBEEED 90 RNEEafRriES T mCATT IR,
FIEMEFIZ 185 mBq E 222 MBq (W FAE >50 kg AYEHE) 3.7 MBg/kg (X
THRE<S 50 kg BIEE) o ATHIEN 18,500 MBq (W THAE >62.5 kg FUEE)
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#1296 MBg/kg (WFHES 625 kg WEE) o £ 68 BERER, RUFHKA
55% (I6ET12%) o THERSLETRT Ho 1RIE RECIST MFFBHRIAN R
R8RS [ o

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). The efficacy results are summarized

in Table 7. 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

[REFZ5 % : 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

JLEIRRIAT ANBL0032: —IFENL. FRAR%E. ZH0RK, ZiXiekE
SeHESARER) LEEDHT. BEETEFTARBERNE S0 XE
BT RZIEHBEN D H, FEH D ECE) UNITUXIN ™ /RA BEYERETE 13-cis- 4
FEg (RA) JRE®B—EHE, BXT&RZENEHM Dinutuximab (&R
HIEMED , SR - ERAREERNERFHRABEN R -2 BKEER. M
FEM D ECEI RA ARNBERR 773N EHIR 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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RA arm received up to five cycles of dinutuximab (clinical trials material) in
combination with granulocyte-macrophage colony-stimulating factor (GM-CSF)
(Table 8) or interleukin-2 (IL-2) (Table 9) 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

Efficacy Parameter U"n“':: :;A fn l?_"::g'
No. of Events (%) 33 (29%) 50 (44%)
EFS Median (95% Cl) (years) NR (3.4 .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%)
0s? | Median (95% Cl) (years) NR (7.5,NR) NR (3.9,NR)
Hazard Ratio (95% CI) 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 s 247 (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).

JLERZHEA: BAVENCIO® 7F 12 ¥ R Ll E S BB M MCC /N LEE T
MNRLMEMBRIEBERMIN. XN ERARFR BAVENCIO B2 T REMR
FFEHIE BAVENCIO R AR RBVIEE S 1S, BBNEE AR FHIEIER
FWFMAERT avelumab MRSBE LB IRKRE XM, T BEEMNIE,
AR 12 % K DL EB9/N) LB BN AR E BB M. 1 MCCRIZERM AR
JLEBERRHBEM, AU ASIBHEIE /N LEBE. 12 R LEBEN
HEF RS AR,

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

between adults and pediatric patients age 12 years and older for monoclonal
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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.

A Ai3& JAVELIN Merkel 200 trial (NCT02155647); —FUFAARas.
BB, SROWR, BATERF FERANEBYE MCC BE, HERTES
WA IREBEERERR, BEE 2 BES R 60 HFH BAVENCIO®
10 mg/kg BRIE, HIRFEERTEBENSIEL S, AREHERRS
BESHERKELEANEE, QEFORMBOER. 2 FUENEIR
SETH UL EBRIATHERE, TLMESAT, TEFRESaER
— N EEMITPREEERS (IRC) TEMRIBLAER TSR (RECIST)
V1.1 BEROMIS SR RZZE (ORR) A IRC &R0 RIS Al

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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@ Tagroxofusp-erzs (ELZONRIS ™)

LABEL (fda.gov

- BRER: BENTE
- [RERZ R : Stemline Therapeutics (£E)
- BRIE: 2 ¥R L) LERAMER SR ANE
Indication: blastic plasmacytoid dendritic cell neoplasm (BPDCN) in

pediatric patients 2 years and older

« JLEIERBEL 1 STML-401-0114 (NCT 02113982; Study 0114): —

&, R, 28IRRIRLE, ANT 13 BIREATE BPDCN BEBIFTHE
PERAFY, JRT7BIHE ELZONRIS ™ 12mcg /kg B#BIOESY, 4215 0%, B8R 1R, 21
KEME 1 EE 5 Ko

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 a 21-day cycle.

JLEIEFRIAL 2 STML-401-0114 (NCT 02113982; Study 0114): —
FiZ . FRIRE. 25, 1 15 88 X5l BPDCN BEMIGHLR. A
P EEIE ELZONRIS™, S 21 KEHNE 1 X2IE 5 XEM 12meg/kg B
B, £ 1588% /WA BPDCN 8B5S, 5—2BEAETRLEMR (S48
1K) , S—BBERATRLER (HRAENNE, BEE: 424 5) .
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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)
© BNAE: 12 5 MU EFAIYIRRSEBERERE

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

metastatic melanoma

o JLEFZiREE: OPDUALAG ™B T4 FNAltI ettt BB ERMAE 12 $ R

o REEDH A 2N LEENR MR BEREE S EIHIN. OPDUALAG ™
EXMENERNEREE T REMNREFEFNRARRIIEESR, FEMIN
WEIROTER, 125 KU . FEZELD R 40 AF 8/ LEEF nivolumab
relatlimab BB MHITEEIRMTRANZ NG R . SRERENAR
MAFMRATIBRRERERERBNFRREMRAMN 12 F R FEZEDH 40
NFBIN LEEPZBAEL, TR ABENHRIBHITE 12 R E. KEZED
7940 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).

X Ai%3% RELATIVITY-047 (NCT03470922) : —Wihatl (11) W&k

30, MNT 714 BRBETINEBES AR 1 Hisk IV AR B XBEE,
BERBNDEEZS 4 B—X89EPKHEE OPDUALAG ™ (nivolumab 480mg
relatlimab 160mg) (n=355) & 4 A—X#IERRKHIE nivolumab 480mg (n=359) ,

IAERHEBILEZRBZNSHHI,. FETRARIEHRINEEPRITH
(BICR) fERSetAE N HfEARfE (RECIST v1.1) MEMEHBESE (PFS)
HMT A 26 EH BICR /A RECIST vl MIEM R EEH (0S) MEKRNE
(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 (OS) and overall response rate (ORR) determined

by BICR using RECIST v1.1.
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@ ipilimumab RL#x (YERVOY®)

Yervoy FDA Drug Label

- BmER: RETE
- R R BIERERE (XE)
© BNAE: 12 5 R L) L ERATRREEBIERERE

Indication: unresectable or metastatic melanoma in pediatric patients 12

years and older

- JLEBAAIEA: YERVOYC WREMMBHMBRE 12 $RU LN EEEF

JFENESS, BT AT TATRIESIERGRE. YERVOY® IEiZFIRARNEREE
T RO RIFWIRBIAA YERVOY® HSBIIEERIXFs, ABFARENIFEIERR,
3mg/kg M Img/kg FIBTE) LB AABTNEEAE TS, b, BRBERE
RBEMAMN 12 F XU L) EREFHBEYFRREIFEEM, ERILRR
ABENBIRINEE) |ERE,

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
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from adults to pediatric patients.

« JLEIGRIALE (NCT01445379,NCT01696045): YERVOY® TEFIUIGA XL

FREIET 45 BN LEBE. EXRMIEART, 17 2E8R> 12 9NBEREREN
BEETT YERVOY® jaYT, H 2 {BERNMTEURE, SE—TBOER,
427 16 MR, EREIFRCRBRMENBE PRNEIERRE, EXWIH
B, RMEEVN LBEHIFN R 2ES.

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

4NjY1INzEXODAwW

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

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

and older) patients

« JLEAZEE: OPDIVO® WL 2MAMANMERE 12 ¥ RULN) L BEREPE
HEy, BTarfayBiaBRitR2esg, MEharatIbR 1B HA. 11IC HA.
I HAS IV BRE B RE, OPDIVO® BT XLEENEMIHBERBNMFERARBES
HTMZE D R BIHIR, UK LRSENTINGR e HFEIE.

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 1B, Stage IIC, Stage
I, 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.

« WA CHECKMATE-066 (NCT01721772) —IZ A WE. ha#l (1:1)
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BRI, NT 418 ] BRAF V600 AR R AR EB ERERBES, BEM
%3S 2 AFMEE OPDIVO® 3mg /kg & 3 A F ki F dacarbazinel000 mg/
m’, BEFEEHER SRS,

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/m” intravenously every 3 weeks until disease progression

or unacceptable toxicity.

c BRAE2: 125 RULEILEGSEREERRTE | BEBERBLEE
fnsE

Indication 2: microsatellite instability-high (MSI-H) or mismatch repair
deficient (dMMR) metastatic colorectal cancer (mCRC) in pediatric (12 years

and older) patients

o JLERZIRER . OPDIVOC fER B AN R L MMERMERE 12 ¥ U ENES
HMBEFBEMRD (MSI-H) SHEEFME SR (AMMR) ERIEEERRRE (MCRC) BY) LE
LERBINER, XEEBUHLERE (MCRC) ERAMIE. SIFBMFIIBEA
eI R, E8%8 MSI-H 5 dMMR mCRC B9 A BEH, OPDIVO® AFX—
EMNERIHESE T AN REMBNMRNEZ R, B2NABARDNZHER
B, ERMAENARBANRERESRELEIRKREXHIEM, AN 12 %KLL
L) | BRENERENAAYRBEBEEM. HE MSI-H 3 dMMR mCRC ZERA
M LBREPRHREEBAEM, FTLUSRABEURIMNES) LERED,

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)
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that has progressed following treatment with a fluoropyrimidine, oxaliplatin,
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 dAMMR
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 AIRIE CHECKMATE-142 (NCT02060188): —MzZ ity IEREH. %

SEATBATI FFRARE IR LR , B 5Tt R A/E 5P HEE Y dMMR 38 MSI-H 2 #4 CRC (MCRC)
BE, XLEREMESHERE. RPAARFELBRMTHEEZ EHIERH
Bo PANEZ OPDIVO® MSI-H mCRC AFIMEBE S 2 A= OPDIVO® 3mg /kg &
BREE (IV)o 49N OPDIVO® 1 ipilimumab MSI-H mCRC FAFIAY £E 5% OPDIVO®
3mg /kg A ipilimumab 1mg /kg B2BkEST, & 3 A% 4R, e 2 BREkKET
OPDIVO® fERBE—Z5%), FIEH 3mg /kg MARBEIFLIATT, BEHMAAIE
ZHSHREGFHE

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 (V) 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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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

JLEFZHAE: OPDIVO® B2 ipilimumab 477 REI YIRS 1 2 B B
RLMRERIEBETE 12 FRULEH) BIEBEREILE

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.

BNAE2: 125 M EJLEILE
fnrE

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

SENMIDEFRE / HEEEREEE

]ﬂi

deficient (dMMR) metastatic colorectal cancer (mCRC)
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« BiAIRIE 1 CHECKMATE-142 (NCT02060188) : —Hizdi. IEKEH.
LTI ABREIRE, HANRABEHEDN dMMR ¢ MSI-H 31514 CRC
(MCRC) &4, XLEBEEEZHIFE. BOAASFEIERMTHENZEHEN
FFH B, HINEZH OPDIVO® MSI-H mCRC PAFIMEBE S 2 A5 OPDIVO® 3mg
/kg B8 BXHISE (IV)o 49 N\ OPDIVO® A ipilimumab MSI-H mCRC BAFI M B E =
OPDIVO® 3mg /kg M ipilimumab 1mg /kg &2BkE 5T, §3AKH 4R, HES2
BB E OPDIVO® fEN & —25%), FIEBN 3mg /kg. MABEIGFLAT, BE
HIOA TSNS R EREHE.

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

« BmER. RE&ETE (PD-L1)
- FRA R EERR (XE)
- EBNIE: 2 5 R L) LERMBRALAE
Indication: Alveolar Soft Part Sarcoma, ASPS in pediatric patients aged 2

years and older

- JLERBIHA: 72 FRUEN)LRIEES, TECENTRIQ® AT R AItIkRaL
E1% ASPS R M MBEREBEZSEIEL. TECENTRIQ® BFX—ERE
HIEER B —I 70 BXRRIFNIAT, ZHRELAR 2 BFDE ASPS &
(= 12%) T, #E2S5E 17 50 LREERRE T HIMIZRELS
FHNR2MEUE, XEEIERA, 2 ¥ ML) L EEED atezolizumab BES
MAEE, HEBAEFESHABNNRSENER M. 2- 11 5 LEEET
BIYIRRE TS 1L ASPS RURIES AN B D EREIFBEM, FLLET LR 2
TR ) ERBENTRNR M,

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.

JLESH AIGRKIZIE ML39345 (NCT03141684): TECENTRIQ® BIfT3K
£ ML39345 (NCT03141684) FRFAF#EHTT 7 iT(dh, ZIARE—TABITEN R
B, ANT 49 & 2 ¥ R EROIBREEE M ASPS IR AMN) LEBEE,
A BEEOEST 1200mg, ) L RIEBEEMCIS 15mg /kg( &% 1200mg), &
21 X—R, BEERARSEHIA T #EZNEN,

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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@ Everolimus k4% 5] (AFINITOR®)

Novartis_AfinitoR®

Everolimus(EMA_Label)

- kR BRHESNEF

- RERAI K EEHS (mt)

« BNAE: 15 RUEBEETHEMESSHE (TSC) HLREERN
FEATTRELERAMTIRNZEER T EARER AR
7 (SEGA)

Indication: pediatric patients aged 1 year and older with tuberous sclerosis
complex (TSC) for the treatment of Subependymal Giant Cell Astrocytoma
(SEGA) that requires therapeutic intervention but cannot be curatively

resected.

JLENRRKIXIE 1 EXIST-1 (NCT00789828): —IHkE# (2:1). WNE. =&
FIXFBRIRLE (existl, NCTO0789828) 7£ 117 ) LEFI A A SEGA F1 TSC & th
HITT AFINITOR® RN 117 BBER, 78 ZREHIHECEI AFINITOR 44,
39 ZHEN DRI R R FIH, 42 AFINITOR® A7 IV EE SEGA R NEF4IHE
BX EMEERS. 7T AFINITOR® A7 27 I (35%) & HEL SEGA R,
TEREFIA+EH SEGA R,

A randomized (2:1), double-blind, placebo-controlled trial of AFINITOR® was
conducted in 117 pediatric and adult patients with SEGA and TSC. Of the 117
patients enrolled, 78 were randomized to AFINITOR® and 39 to placebo. The SEGA
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response rate was statistically significantly higher in AFINITOR®-treated patients.
There were 27 (35%) patients with SEGA responses in the AFINITOR® arm and no

SEGA responses in the placebo arm.

JLEIRFRIREE 2 Study 2485 (NCT00411619): —TFFins B &R,
S1E & AFINITOR® 7 SEGA M TSC BEFHZT2MMERME. 21EF 288
E£EES T AFINITOR® 477, 6 MAR, 28 FlEE G 94l (32%, 95% Cl:
16% Z 52%) B A SEGA R E BIBRBIRFUR/ N> 50%. X 9 fl &A1&
ARIFLEATIEN 11.8 N A CEEN 32 E39.1 1A ). EHIBELR, 9flEE
A T HINBERFLED > 50%. EMLDMP, 28 BIEEHE 32% (95%
Cl: 16%, 52%) 72 6 NABRNEMEMR, EXHRAMN SEGA REFREFD
50%, TERRFLERAT, IFEEMPVPMIFENERN 1208 G TMEE63 ),
ERE—BEBENAONERE, 28BEBEFE 11% WAL T HHHE,
EERAFEERITHE, 2EBEHIMN SECARE. B9 BEREETIEE
FA AFINITOR® [EH9 1 £ 4 I, HEAH SEGA FBEARGE/\=> 50%, HA 3
BBETES AFINITOR® Z I T T FRYIBHEEEL.

An open-label, single-arm trial was conducted to evaluate the safety and efficacy
of AFINITOR® in patients with SEGA and TSC. In total, 28 patients received
treatment with AFINITOR. At 6 months, 9 out of 28 patients (32%, 95% ClI: 16% to
52%) had a = 50% reduction in the tumor volume of their largest SEGA lesion.
The median duration of response for these 9 patients was 11.8 months (range 3.2
to 39.1 months). Seven of these 9 patients had an ongoing volumetric reduction
of = 50% at the data cutoff. At the primary analysis, 32% of the 28 patients
(95% ClI: 16%, 52%) had an objective response at 6 months, defined as at least
a 50% decrease in volume of the largest SEGA lesion. At the completion of the
study, the median duration of durable response was 12 months (3 months to 6.3
years). By 60 months after the last patient was enrolled, 11% of the 28 patients

had documented disease progression. No patient developed a new SEGA
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lesion while on AFINITOR®. Nine additional patients were identified as having
a = 50% volumetric reduction in their largest SEGA lesion between 1 to 4 years
after initiating AFINITOR®, including 3 patients who had surgical resection with

subsequent regrowth prior to receiving.

74



JLERERURRES Y1

@ Trametinib Dimethyl Sulfoxide &
& BB (Mekinist) + Dabrafenib
Mesylate i&Hi3EfE EREEEREL
(TAFINLAR®)

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

HmR: EQHESIFIFT /BRAF FESIDHIF

- RIS K EERZ (RL)

« BNAE 10 1 %5 R EBERAYRREEB L AR BT 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

JLEIRPRIALE 1 TMT212X2101 (X2101) Study: —Ist AR ER
ML) LEBENZ O FHAFE. ZUTIAR. C D=2 MEKINIST B
& dabrafenib B97E BRAFV600E R BE PHITHIE R, ORR 79 25% (95%
Cl: 12%, 42%). FEBREN 9 FIEES, 78% HIFEZE DoR > 6 1A, 44%
#EE DoR = 24 MHo
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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% CI: 12%, 42%). Part C was a
dose escalation of MEKINIST in combination with dabrafenib in patients with a
BRAFV600E mutation. For the 9 patients who responded, DoR was = 6 months
for 78% of patients and = 24 months for 44% of patients.

JL E Im Pk X 3% 2 CDRB436G2201 (G2201) Study - High-Grade
Glioma Cohort: #5 G2201 (NCT02684058) @ —IZ .0 BEM. FFHAR
THY | HARR R, EAZR dabrafenib 0 trametinib 7 BRAF V600E R 2 BUE LR 51
X BE (LGG) A& & 3# 171 BRAF V60OE R HGG &) LIKJT naive AT
[ FHo ORR 79 56% (95% Cl: 40,72)o =i DoR AKX E (95% Cl: 9.2, NE)o TE
HGG BABIFR B R 23 BlEBE T, 78% MEE DoR =6 1A, 48% MESE
DoR = 121MA, 22% HEE DoR = 24 M Ho

Study G2201 (NCT02684058) 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 singlearm 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.

IERZAE 2: 1 % KA EJLE BRAF V60OE REPAMERIELR 5! R B TE
(LGG)

Indication 2: BRAF V600E Mutation-Positive Low-Grade Glioma aged 1 years
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- JLEIRKIRIE CDRB436G2201 (G2201) Study - Low-Grade Glioma
Cohort: —mMZHOLFBATE IR (Study CDRB436G2201;NCT02684058), £
LGG BAFIA, 110 BREBEMNOEEI D+ T (n=73) 3¢ C+V (n=37). G2201 iR
B, SHEN2ECE C+V AL, FENDECEI D+ T 4 LGG FER ORR
PFS BERITF R XAILE,

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.

- JERMIE 3: 1 $ &I L) LEEH BRAFV600E RIS KT FIE
(HGG), BEMMEZE—RKTH [ Silkir
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

JLEIGFRi%IE EudraCT 2015-004015-20: Dabrafenib B¢ & Trametinib
BT 1 2/\F 18 Z15H BRAF V600E SREIZFAMEAR FERY) LR B & MR AT 20
ZEME—MEH0. FHRAREN | BIRRARPER T MG, BEELIHE
AR AR BB (WHO 2016 £F 3 4R 4 & ) W EBE M N A Dabrafenib
BX& Trametinib A7 PAFe TEZIGRIAZTH, Dabrafenib A Trametinib B3
SRERTMEEME : 12 ¥ U EEOAR Dabrafenib BFIE79 2.625 mg/kg,

FEANX; 12 FRUEBENTEN 225mg/kg, EEFRAX; 6 FUTEE
AR Trametinib B95 24 0.032mg/kg, |H—R; 6 F R FBENFIEN
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0.025mg/kg, ®H—/R. Dabrafenib B5& LRAFHEMAX, &K 150mg,
Trametinib 897712 LIRAGH—X, 2mg, FETRERZIRIBMEIE RN
PR RANO(2010) #R/EERS HGG PATIRHATIR I BRE B HBIE MR (ORR)o
FENMEMERETRED 32 BATEHTT. TRASLRIREENTIT,
HE 41 BERITEBM HGG FE NAF 1R Dabrafenib Bx& Trametinib J&
7, BTSRRIy 72.7 B, BEMPRAUFEE N 13.0%, HR5ER
B (122%) EWM N 12 ANAE<6 S, 10 BEE (24.4%) FEMN6FE <12 %,
26 £BE (63.4%) FN 12 E <18 ¥ 56% Nt. FERIAISHIRTHIALR S
DRF, 20 BEE (48.8%) N4, 13BEE 31.7%) N 3%k, 4 BEE (9.8%)
RN2%, 3ZEBE (13%) A 1%, 1E2EBE (24%) KREDR. REIIFE
RAVEIE LRI (31.7%). B SR E 2R HMIE (14.6%).
HGG NOS(9.8%) Mt E B EF MM (9.8%). 40 BEE (97.6%) IREZ
BEOFARAT, Hb 24 BEE (58.5%) WRE—RXFARATGAR, 33228
& (80.5%) BEZ I MBI T. 37T BEBE (90.2%) BRI MT. 21 28
& (51.2%) EESHRATHEAERAT SR REERE, ZNTINEIER
Z (ORR) /9 56.1%(23/41), 95% CI(39.7%, 71.5%): EF5REEAR (CR) BE& 12
1l (29.3%), EWHEM (PR) £E 11 Il (26.8%), A1 M #FL2ET/E] (DOR) H
222 M (95% CI: 7.6 - NE), E 15 & 83 (65.2%) T T B IEEIR.

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
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

78



JLERERURRES Y1

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% Cl: 7.6 - NE), with 15 patients (65.2%) censored at the time of the

primary analysis.

+ 7 : Trametinib Dimethy!l Sulfoxide( EE & f& & /I Mekinst., KRR @& -
Spexotras®) #1 Dabrafenib( =E @ &3 /9 TAFINLAR®. BREEFE M@+ /9 Finlee®)
B&eERT AT | EMBTEER LA REIER (FDA) MRUMNA BB (EMA)
WAt e, HA, ERERSE 1 M 2 HEERUER) LENERE, ERE 3 R
RREEHLERY) RIS RE,

79



JLERE SIS T i

@ Eflornithine k&S EE (IWILFIN ™)

label(fda.gov

- HMER SEELMRESINEIF
- RERZ X US WorldMeds
- ENAE: ERTREERESGHEZMEE (HRNB) BRAF)LESR
ENELRNG, XEBEMNENNSHEY. ZRAET (8
& GD2 R iarT ) EVEES 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.

+ JLEI&EKELE Study 3b (NCT02395666) 1 ANBL0032: IWILFIN ™#%2
MBI BT —TBER AN S0, FRInE. JFREIXRSEIES.
E—PIIF, FEFHNEERZESLMESHAME (HRNB) B LBIERE, i
1 EaIZ 4. ZRFAST (BEES. NEFT gd2 %877 ) EVEED R,
HE 105 BREXHNEZOMR IWILFIN™, SRR, FIEEFERER (BSA),
BIEORER, FAEEZNSEN, &K 2 F. METEOSITEATTERE 3. 6. 9
12, 18 MARLIMIGFRIEMERN 1T, ST IWILFIN ™ATE, NEEHIT T ART
FRBE. ERTMISRELEHFERN (EFS), EXNMENATTE (HEBHK
AT HR) BIERRENUTEREENNE: BREHE. ER. #RMBENE
ARESEET. Z—MTRERESERFR (0S), EXEMBENMFIE (8
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BHH AT S AEARRSBEE A, ZEHEB O AR (N=360) A
59% AFM; ZUIRNBYRGIFNE N 3 % (5BE:0.1-20.1); 88% ZH A, 6% ZERA,
4% BIMA, 7% BAEYETF Ao KZEEZE (86%) N 4 BAESR, 44% RIPPIE N
ZRE) MYCN EEY 18, RRATERRNATLEM (CR87%), IEBHFIIED RN
(VGPR;8%) SXER D &AE (PR;5%). X/ IEEMF L 4T, EFS KEEEL (HR) 79 0.48
(95% CI: 0.27,0.85), OS KLt (HR) /9 0.32 (95% CI: 0.15, 0.70)s FBF EFS 15 5>
Y Kaplan-Meier B, S&HLHBEHHARESRM 95% BEXE,

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 (OS), 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) MEE, XLEEZH BRAF RATEHEE 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.

JLEIRFRIRLE (FIREFLY-1; NCT0477548): OJEMDA ™B0fF 37— %
O FRARE. REIRRARFHET 7TiTE. FEFGNESE (N=76) FEAR
SRR T BRAF BUEREW) LERRIIKRERE (LGG)e BEXRFE
DE—PANERL (FFEHEMER TN RANO 2010 i1 ), BESEN
fR—%x OJEMDA™, FIELH 420mg/m?, BEEERHEREN A ESHNS
%, METGE 12 A#ET R, TRERIBREIERENEMRE ORR), EX
J1RIE RAPNO-LGG( ) LEHEMBEMRITME ) tnE, HRUTEHENTEE
fi (CR). FHEMR (PR) WEMEM (MR) WEE LA, RRNK, TRERER,
76 2 EBENENMERZE (ORR) 79 51%(95%Cl: 41%, 63%), Ef#ITK A 13.8
B (95%C1: 113 M8, F)o

The efficacy of OJEMDA ™ was evaluated in a multicenter, open-label, single-
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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/m?2 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% CI: 41%, 63%), and the duration of response was
13.8 months (95% CI: 11.3 months, not reached).

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

Efficacy Parameter RA:V(;;‘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 SkHIFGIER

(VORANIGO®)

label(fda.gov

Vorasidenib(TGA_Approval)

« BmER : BEfTE
© [RERE] & iRERFIZ (SRR )

BNE : BF 2 REMARENLDRREARBIMAM 12 5 KRIL
EWLERE, XEBETFA (BIEEN. Retirse
k% ) ERA ZRFITIRIRBISES 1 (IDH1) HRITERRES
B§ 2 (IDH2) =%

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

« JLEIRKIRLE (Study AG881-C-004): VORANIGO® BISF3I7E INDIGO i

ISR T, INDIGO IR —IRaEHL. 2. WE. TR BIR.

HEEMHFNEE (N=331) EEFH IDHL 3k IDH2 BT 2 REF AR RE
A, FEDSEIEER. BAURAZLUBREANFR. BEFTES
AMEN. BB, @R OIS/ ST FRIEER0NE
BB ER, BEWHN D4, 168 23 A\ VORANIGO® A, 163 Zi#t N LRI FIA,
BLHESEROMR—X VORANIGO® 40 2R EXAR—ALRF, EEHFRHE
HHMRATESNEN. METGEE 12 AET—R. TBTRERETHE
L7753 (PFS)o VORANIGO® ABEM T— R FROIPAIATEIRIAET, MTRF
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ILER BRI NFEH
HBEFUEN 17.8 N (HR=0.26; 95% CI: [0.15,0.43], p<0.0001)o

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 5% IDH2 RTEW 2T AME N REBIEER AN LERETRRIER
BRBHVEMNE, FTLIRMARENANSNFHIRIMER) L ERE.

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 ™)

- BmER : BEfTE
- R R B ERRE (X3 )
© BNAE : 12 S R ERAMILERE, BHUTHIENTLEE: (1)

FRALEFERIERZAHEE (NTRK) 2ERE; (2) BEB
BRERE TS 1S, RFEAUIRARSBUTEHLE; (3) &8
TR RHRE, RERMS ABRENERT 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.

JLEIRFKIEIE (NCT03093116): AUGTYRO ™ B9f7 R 7E TRIDENT-1 fr
T7IHE, XE—MEH0. B8 FRRE. ZYIIRKIRAK, 7F 88 BIF
R AR R NTRK B RR S (NTRK1/2/3) SRR EBEFHIT 7T
i, XEBRERTEZTIRIPLMESINFIF (TKI) JBIT (48 B ) HARERIRA
BLERESHINEIF (TKI) Y&TT (40 2 ). BEEES AUGTYRO™ 160 mg AR, 8X—X,
4 14 K, AREEMEI 160 mg, BRFR, BIERERIHIMAESH
H, 58 FETXRMETH, FETRERIEMEEMEME (ORR) ML
AERFERAYIE] (DOR), STHARE R, BEBBEINHTIIABENENE R
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(ORR) 79 58%(95%Cl: 41%, 73%), BXRELBESHIGIFFMIERENT MR
% (ORR) 79 50%(95%Cl: 35%, 65%); B&EEAMESINGIFIN A B ENEMRREE
BYja)BY 4 Ne, BESEREESINGIF (TKI) FULIEEERFTIF4Y8 8 9.9 M A
(95%Cl: 74 NA, 1318 ),

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 ™R F&77 BB ERsk A% 14 NTRK FAME SRR 22 MBI
B 12 FRUEN) | ZEREPERIE, ZIFEZERARRHE AUGTYRO™,
BEF U RS HEE RFTFHINMABREMRRIIERE, HEMU 125 RUE
JIERENAARNFN RN R, XEHERE, £ 129 RULELESR
&, Repotrectinib WAYREFIT=SMAZERMN, BEREMEMTH
WIS MAEM. Hoh, FHEERHISEIE M NTRK B L AEER A 12
SR L) EBRERRFERBEMN, RLDTLUEHARELIRMEE 125
R EW) L ERE,

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% CI)
(41,73) (35,65)
Complete Response, % 15 0
Partial Response, % 43 50
Median Duration of Response NE 9.9
a
(mDOR)", (NE, NE) (74,13.0)
in Months (95% Cl)
Range (months) 3.7+,439+ 1.8,26.5+
% with DOR > 6 months® 87 n
% with DOR 2 9 months® 83 63
% with DOR > 12 months® 83 42

NE = not evaluable; "+ indicates ongoing response

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

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

Cabozantinib (Cabometyx®)

« BmER : BEfTE

« R X RRAAEH (XE)

© BNAE : 12 5 KL EBEBERR AR5 1 55 (B KRR E (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).

« JLEIEKIRIE (COSMIC-311): CABOMETYX® B9F7247E COSMIC-311 Hx
TTIHE, X2 (2: 1), WE. REFWER. 2R0Rk, ZRER
BERHAR B MDA BRI EE, XLBETHT VEGR EAATTE
HEBE RS YEA SR a8, BEWEN D ECHEES CABOMETYX® 60 mg
AR, 8H—ASNZRENRKEZFaT, BEERRARSEINAI#EZNEL,
FETHER/BIENE BRAT (ITT) ABRNTTERLEFH (PFS) 71 100 &6
MHBENENERE ORR). & 8 BHEHIT—XIEITE,. THERETR: #
5 CABOMETYX® LAMY ¥t B 41285 (PFS) 13k 11.0 N A (95%Cl: 7.4
A, 13818), BWMEME (ORR) J 18%(95%Cl: 10%, 29%)CABOMETYX®
BTar 25 kUL BN R BERBENKERBHIRANTS B
RABIAR, HEUBERARIFEE, XEHEET, TRENET,
CABOMETYX ® £ 12 ¥ R LA k) |ZEBEFNEERKFES AL FHERSEEA.
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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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Q 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

JLE R AIGERIRLE : Mifamurtide 8957 M R 2 EE—TAREHLEY 111 HBIGER

RILAPHAT T ITE, B 678 Bl (FHSEEN 1.4 E 306 % ) FiZMTERAIY)
RIS BREERE, EHBLT (MSRIMANRSERRKSHFKS
SIBELRG ) B 1A Mifamurtide, &7 Mifamurtide B 731224,
THER  ZATEZRST 6 FRERE, HERTNRBNERT 28%(p
=0.0313, Xkt (HR)=0.72 [95% CI: 0.53, 0. 97])o
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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)

- HmER  BEITE

- RERE R FIEIE (EE)

© BRIE : 5 F RULBERAYIRNEER IS T RRRNERE

FEERIER RET EE RRIRBEFEN) L ERTVFEE,

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.

« JLEIRKIRLE (IRUSZACT0098): —I I/l HR& A O FF AT A5 S B R 5T
T Caprelsa® 7£ 16 Il R eI IBREI /5 BRBREAT AE 5 M3 15 1 FROR ARBE I I 225
MEERM. HRFEIBENEENT  FER 142 % (9-17 %), 50%
RNLIE, 50% B, 93.8% NEAA, 26.7% NAMTE, 6.3% NEA. K
ZEE (81.3%) TMHENARABEZHBOHLHRRBETGFAR. F—2EE
BL 150 mg/m2/ KFFEAFIESN, Fra BEMERA Caprelsa® 8195 100mg/
m2/ K. FEXMEI L2 MATAR (1L MAR=28X) WERIFGE, HREE
44510 100mg/m2 FIEAST. RIBRAERRIFNATE RECISTV 1.0, TBFF
WERNBMERE (ORR), MERIINEMEMRER 43.8%, NBOER,
31.3% MBBREREED 8 A, HREHX (QERERFRENEIAR
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https://www.ema.europa.eu/en/documents/product-information/caprelsa-epar-product-information_en.pdf

JLERE SIS T i

T 24 B ) 9 75.0%, XTBARFEBEE 5-8 %) |l BEE,

A Phase I/Il 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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