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o Tisagenlecleucel (KYMRIAH®)

https://www.fda.gov/media/107296/download

- BmAR: BETE (CAR-T AT )

- BEH R BERNA (HL)

- EMNAE: SRWMEEY b ARSI E AR Mm% (ALL)
Indication: Relapsed or Refractory (/r) B-cell Acute Lymphoblastic Leukemia

(ALL)

« JLEIRFKIRXIE (ELIANA, NCT02435849): KYMRIAH 7T 8 & i ¥aM b
AR ERESAREAME (B-ALL) B LEZEMSVERRT RS8BT —IFHF
BARE. 0. PERHEHTITHN. XMRBRSHFEET 107 BERE,
88 BN, 68 BER T AT, M 63 BREBBRATITROME. AT
BEEEZ —RKMRIAH NEFIEfE, #HITHERD (ymphodepleting)
77 (fludarabine & H 30 mg/m’, A#A4 X, M cyclophosphamide & H
500mg/m’, FHEA2X) o EAMEK (WBC) I+%k <1000/uL By 22 BEEM,
B 20 B1ERERE KYMRIAH Z T8 7 ER MEyT, TE 2 REREHERD
LT BIER TR T KYMRIAH S5, ENARMERIMET 208, B 53 2%
FBESTILE (bridging) 7. KYMRIAH BOT R E Tt 3 NARSEISE
2&M (CR) , CRIFLME, UKBIRIAAEARMAR CR MR/ NTRR
BE (MRD) <0.01% BIEELLE (MRD FAM) (iR 11) o 7£ 63 BiEZM
AFREET, 527 (83%) SINT CR/CRi, HALEEA MRD BAtE. EMATT


https://www.fda.gov/media/107296/download
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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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9 Nelarabine Z54I:% (ARRANON®)

arranon (novartis.com

- HmkR: MRS (T QL4%)
- RIS R BEHS (Iht)
c BRE: 15 RUMEERSMENE THESARB MR /T HESH

FEHERE
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

JLEIEFRIAI PGA2001(COG P9673): ARRANON® 7£) LR BEFHZR S
MNER MBI —TeRIREHITHRN: X2—INE M. WM&, TR
HRENRILEM (nelarabine) AR, WREBEVIRIZUIBIER <=21 5. B
BERMIHMAMN T-ALL L T-NHL WRiXE, 84 BEEF, B 39 ZHBEZH
NRBLRERMIESTIR, #2 TEH 650 mg/m’ BJ ARRANON, @id &bk
A, ERIFE LN, ERS5 X, 821 XEE—R. NRBEETATIR
R 2 R FEBHESERAEESUER, FF AR ARRANON #17
BT, FEMNERMDITRERIEETTIE 21 KGRI SBERNE (3
BIEBERNE) . RO BHRNERTEE 21 RIYSBESAE <25%,
PR BERMNNERTTE 21 X BRI <5%.

11


https://www.novartis.com/us-en/sites/novartis_us/files/arranon.pdf

JLERE SIS T i

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.
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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)

- AmEH: BmTE

- R X 1EIRHIZ (EE )

< BRE: 2 SR EERSEMIEN CD33_ PS4 EE4 B MR
Indication: relapsed or refractory CD33-positive acute myeloid leukemia

(AML)

« JLE IIf K 3% 3& 0903A1-102-US phase I/Il study: FXWHR T
0903A1-102-US B I/l BAFA R, 0B FWM <17 ¥ BHEEXRAMA
AML B9 ) L EE BE X F KA Gemtuzumab-Ozogamicin B A AR
(popPK) o &2 hP67.6 iR AR TR Gemtuzumab-Ozogamicin 57
F (PK) , BF—INERE: GFLMER (CL) MEaRARBNNE
RIERR, #HAEHEIAX— Gemtuzumab-Ozogamicin AR H1E (PK) »
— M EHE CL1 MIETMAE IR AL N R B E AR B4 A SRR £ i
BERBEBER (UC;, fE) B PK, MMEREEIERREN, ELEEX CLL
MELBRBEEE M, hP67.6 71 UC Y PK SEMAZAMAI AN AOSITE
REMNRELREEEANETE (BEAERD) HNEZTM. KWHT 1
PALLEL 3 Gemtuzumab-Ozogamicin BIFIE A ZE (FE5 1 RFE 15 X9 BIH
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6. 7.5 9 mg/m*, 5158 1. 4 7 XOEGIER 3 mg/m’ WAZAALL)
HERETEEMENAHHET, SHUEH UC BRSRET AT HEMREE
RERE,

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
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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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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
FIEHR 1211 + 3.11 EFREAL /ml. =B BEARES RTE)E 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 HEXX EKE (EH )
KL EfARES (RYLAZE™)

label (fda.gov

.
5*

MR AESHEY (KTH) (Q24%%H)
- RS R BLHIE (BR=)
« BRYE: 1 TMARUEXNKFFETENXLQEREEE B2
ESMAEAIME (ALL) FiHES4MKERE (LBL) ) LEEE
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

« JLEifI8 JZP458-201 (NCT04145531): RYLAZE ™ T ERE2MEHEA
B8 B MR i B B4R M B8 B3 AT E SRR TS B R L BARRES ™=
WER N EENETHREMRRRHRT T ITE ZHRAA—TFRIFS. %
BB Zridi. AT REE RYLAZE "UFREFE, 88— =ZFA
EST, H6R, UBRERANKLEBRIENTE, 978 (94%) &G
SAMKLEARES T RN, 6 BEE (T%) RETEEKE. TROHE
EFABMERFRAMBER SRR LHREEE (NSAA) BF 0.1 U/mL 7k
TR, BIEMEINERER, T 48 /NIALAEST 25 mg/m” MIFIE,
RYLAZE ™R 255 48 /B 455 NSAA = 0.1 U/mL B9 E LB 93.6% (95%
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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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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

- B RBITE

- R R R (XE)

BMYE 1 N LEAMEHRESTEMHEE (cHL), HEL24HES
ATEEANEHETEHER

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

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

JUERZBA: KEYTRUDA® fERSRZEST/V | cHL BENRLMEMB RIE
BSERESR. T2/ LEBREREA KEYTRUDA® JATT RLEERERE T RAFMR
FISERBIBR AR RIERRS RS, FHRME T ) LEZETIMIARHFENR 2N
R,

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.

« B AR5 1 KEYNOTE-204 (NCT02684292): —IN7E 304 5 & % 33
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JAME cHL BEPHITHIREN. FRARE. RRHBIRK, ZXRBETED
—MSAUTHAREERIIEAERRNMEAN BEWHE (1:1) FZ: L
KEYTRUDA 200mg 88BKEST, &3 A—x3, 2. #HZE 8T 1.8 mg/kg &%
poEst, 38R,

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.

BRE 2: RARMEMFRA B AREHERE

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

JLERZIHEA: KEYTRUDA® fEAEZTATT /N |, PMBCL BENRMEMEH
MELKSENEE, £/ EEBEPFER KEYTRUDA® AT XLIEN R EI T 785
M RIFM B AMTIEENSZ S, FHEET) [ BEZIIMIARHNENR
LU IR,

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 At FFRATRSE.
Bl AT S3RBERIMEAM PMBCLEE, BES3IAFHKE
KEYTRUDA 200mg, HEIFAHEZMSMSICRIERER, SINREHEN
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BEHITRIA 24 NBBVET. BUEMZER 45% (95%Cl: 32, 60) , BIE
11% B2 EMM 34% WE D &R, BEIHRREIFA R P B4y e (R
197 1A) « BRENERE TLEMAIHER) WPANERN281MF;

TG pembrolizumab BFATHRERSHEEET A PMBCL £E,

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).

ERE 3: 1S5/ RAME

Indication 3: Merkel Cell Carcinoma, MCC

JUERZAER: KEYTRUDA fERSRZAST /N | MCC BEMT MG HE
BERINER, ) LEBEPER KEYTRUDA BT XEENERE T RO R
IS ERAIBR AR IEERYS S, FHRM T ) LIEZRETIMIARHFENR N
R,

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.

« FBEAIRIE KEYNOTE-017 (NCT02267603): —IZ%ehty. dERENL. FF
RN, BET 50 RELMEIBRIsEBE MCC 8E, XEBEHH
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REZTHNBRARRNESATT. TETWERE2ENERE (ORR) Mk
RrF5EREYIE), EIRIZAYPREBEHWGIRYE RECIST 1.1 #17iTMh. FMEMREN
56% (95%Cl: 41,70) , STEREMEN 24%, £ 28 HIBEMAIBED, 96%
B R EER BT 6 N, 54% HYR RZRFERATEIET 12 Ao

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)

JLEFZtEE: KEYTRUDA fEREZAST MSI-H 2) LIV R M B MR
ZRENER, ) LERBEPER KEYTRUDA BT XEENERE T oM R
R ARFIEERSF, FRM T ERETUINBERDHEN 2
iEo

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

controlled studies in adults with additional pharmacokinetic and safety data in

pediatric patients.
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« BMIES: MERTARS

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

« JLERZUEA: KEYTRUDA fERE AT /N L TMB-H BENR S MMB
MEZGENEE, 1) | ZEBEPRFA KEYTRUDA BT XEEMERE T 77 H
RIFWERMARRIEENXS, HiefT) I ZERETIIMIBGRDHENRE
M,

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.

RRAIRIE: KEYNOTE-158 (NCT02628067) : —IMZ% . dEREH. FFAAR
FiRL0. 1050 GIBBWMNT RN AR RIBHIGRERMER, 3 790
6 BIBALFHTIONAYREHRTT TMB 94, 7E 790 FEEH, 102 ) (13%)
HIBHEEHRE I TMB-h, EXJ 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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0 Rituximab FI 52 547 (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.
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@ Dasatinib ;X7V#E (Sprycel®)

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

- KR BAHESDEF
- R R BIERERE (XE)
« BNAE 10 1% KU ESERHREERME Ph+ S E LR A M

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

acute lymphoblastic leukemia (ALL)

+ JLEIGRKIALE CAL80372 (NCT01460160): Sprycel® /5 FIBX& T HIST
WAL 2 HA. ZFR0. SR4E CAL80-372 AR A B ASIRHITIFGE, AR EIE
78 BATIZUTHY b AREEIR Ph+ ALL 1) LRLERE. E3ENMARF, TEHE
7F (EFS) Z75E R 64.1%(95% BIEXI8) [CI]:52.4 E T4.7)0 EEHEFHREX
AM Sprycel® FHAERIE =SSR TREER. EX. HRBEMESN
ERRFAFLTHE 8, EFEFLERN, 75 Z2EFE (96%) NEBEFHEARE
279 5%, MENELER, 76 BEE (97%) K2 TX—KFE,

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

cause. The 3-year EFS binary rate for patients on Study CA180372 was 64.1% (95%
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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.

BMEE 2: 1 5 R EEBREEMRLE Ph+ 181 &R A MR
Indication 2: newly diagnosed Philadelphia chromosome-positive (Ph+)

chronic myeloid leukemia (CML) in chronic phase

- JLEIGKRIRIE (NCT00306202, NCT00777036): FINE t 97 Fligtk
VAR B MREER) LRI RITE T SPRYCEL® 2) LB EBERITH. £—I
FFRARES. IERENFIESEEEL (NCT00306202) FI—IFAFHARES . IERENL. &
B4 (NCT00777036) F/AFTRI 97 BIIEIEER CML BEH, 51 flEE (KRB

BRI ) FZT I8 MR CML, 46 BIEE (17 FIREFIETERAK, 29 fik
BREERR ) WEMNFDBR AT EMARTME, 97 ) | EEBEHH 91

BlEE% SPRYCEL® & 60mg /m’ & B 1 AST (5 BSA BERAFEN 100mg

FH 1K), BEZRZATEERRHRIHIATEZNS .

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

- JLEIEFKIALE The BCHILD trial (NCT04258943) : BCHILD i3t E—
WAL RN FRAIRENRR, SEBESAKOR—X BOSULIF® B9H#
ERE, BTEEMmsNIESAGENEEREEEEREERIRENILESR
EMEFESI E DR TKI VAT BT s AR Y 5218 14 B 25 30 22 (2 (R PR 14 18 1 BiE
HRMFEN) LEEE, LUTEEZSM. WREMEXE, HiTd BOSULIF®
EZEEFRATNAN LT WHHAMZ RIS MR MR B A IS

BB MARENEE (MCYR) 1522 (COyR) MBIRE 2 RE S DR 82.1%
(95% Cl: 63.1, 93.9) 1 78.6% (95% Cl: 59.0, 91.7)o it 230 i 5 B9 18 M HA 2%
MR BARMIEMREEAMBEEENTED FEMFEHEZE (Major Molecular
Remission, MMR) 39 50.0% (95% Cl: 30.6, 69.4), MR4.5( & % 3 BCR-ABL/
ABL IS < 0.0032%) #3 17.9% (95% C1:6.1,36.9)0 7E 14 fi5K/S MMR HEBEh,
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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

35


https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/050974s034lbl.pdf

JLERE SIS T i

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.
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@ Crizotinib = EMEE (XALKORI®)

XALKORI (fda.gov

© Hm3KR. BREERHESHHIFT

- RERAT R EIREIE (£E)

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

ALK-positive

« JLEIGKIBLE ADVL0912 (NCT00939770): —INZAul. B, FMIRE
AR, MANRA 1 ES 2L FNEE, 815 14 G-I ERFHEABM alk
PRI IMT ) LRI EE, BEREBIRBARUFH KRR ALK 7t
Ao BE (n=12) S AMRIES XALKORI 280 mg/m? 3477, HEEERHBRLIR
AEZNEN.

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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cBME2: 15 RUEERIEBERAREEEERARMKEE
(ALCL), alk PRMERY)LEERE
Indication 2: pediatric patients 1 year of age with relapsed or refractory,

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

« JLEIGFKRIIE ANHL12P1(NCT01979536): £ —JiiTAH XALKORI® B &

ITATTETISUT ALCL /N LBEWIIR S, 2 ELEMHEER (EFS) 1 76.8% (95%
Cl, 68.5-88.1) , 2 FER%EREFEHR 95.2% (95%Cl, 85.7-98.4) . H 15 BEBEEX,
—REETT; MSETFAIIEANPAREN 7.4 N8, EXREEMT=RE.
66 ZEETTM T 384 MUTER, 66 BEBEPRE 13 BLLET 2 KLU LMt
ERREH (19.7%;95% Cl, 11.1-31.3) » TEEZREIETH TR 25 R BEH,
AWM EEH (8.0%; 95% CI, 0.01-26) » MDD HNILERAAMMNEBRE RS
BHHE, HEFS 7 85.6% (95% Cl, 68.6-93.8) ; T MDD #&ill4E R AFAERY
BE EFS MK, 5958.1% (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% Cl, 11.1 to 31.3). In the 25 patients who received mandated prophylactic
anticoagulation, there were two thromboembolic events (8.0%; 95% Cl, 0.01 to
26). Patients with negative MDD had a superior outcome, with an EFS of 85.6%
(95% Cl, 68.6 to 93.8); positive MDD was associated with a lower EFS of 58.1% (95%
Cl,33.4t0 76.4).
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« JLEIRKRIRXIE 2 ADVL0O912(NCT00939770) : —HWZrhh. 4. FK

REHIIZE, AANERN 1 E< 21 $HEE, GF 26 fIZTEL—REFATH
SXRFMAMLE alk PN ALCL B35, ALK FEMERES (KA ALK BEE ) B REA
DUPREARMARERDBHRE. BEES XALKORI® 280 mg/m’(20 1) = 165
mg/m*(65)) OfR, SA™MRK, HEIFEFEHERNFUESNSE. BERAFELE
XALKORI®, %55y I T4RpaistE (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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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

- FHA X: ETERREHHE (RE)

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

JLEISFRIREE Study IB12B (NCT00874614): ZHiFR— T MiTE.

B8, SROMIERIRE (NCTO0874614) « TEFMARISHFEREE LA
B (A 28F) B 50% NESHAENEMESWALHBENLG.
WYRIT{E T IRHE RECIST (SSABRERRITETES 1.0 5) TSR EMER
. AREN 12 MNBITEE, BEHNKEEFNE, 855044, 325 74
BEBEETT AZEDRANAIBNER. EAEBNESE, 68 ZEERSTED
—RAFAIR, Heb 50 BEREEEL 90 KM RERRES T RRAT IS,
FIETIEAF 185 mBq % 222 MBq (W F K3 >50 kg BIRE) 713.7 MBq/kg (33
FIAES 50 kg 9BE) o AFFHIEN 18500 MBq (M TFHAE >62.5 kg B9EE)
71296 MBq/kg (I FHES 625 kg 9B E) o 7268 BRE, PIEHT
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55% (I6ET72%) o THERSLETTRT H. 1RHE RECIST MFABHRIAN R
R38R = 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.

41



JLERE SIS T i

Dinutuximab 32 EF $ix
(UNITUXIN ™)

LABEL (fda.gov

- HRIES: I GD2 REITIE
- FEFZ5 K United Therapeutics ( £E )

BN MEE—&ZHY. SEATELDREHIERNSEM
ZMRE) ERE
Indication: pediatric patients with high-risk neuroblastoma who achieve at

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

JLEIEPRIRIE ANBLO032: —IBEH. FFHARS. R0, Zitiet
SeRESRREN) LEEPHIT. BETAEATARBEENE S0 XE
BT RZEHBEH D H, FEH D ECE UNITUXIN ™ /RA HAVEREE 13-cis- 45
FER (RA) REFEA—EHE, BRTERZOTEHM Dinutuximab (&K
HIOAED , SR - EMAREEN MR FHOABRNE -2 K ER. M
KEHl D ECEl RA AR BERT T 7N NEHARY 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/
RA arm received up to five cycles of dinutuximab (clinical trials material) in

combination with granulocyte-macrophage colony-stimulating factor (GM-CSF)
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(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““”:‘;‘:g‘ am 'T_l‘::;;"
No. of Events (%) 33 (29%) 50 (44%)
grg | Median (95% CI) (years) MR (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%)
08? | Median (95% ClI) (years) NR (7.5,NR) NR (3.9,NR)
Hazard Ratio (95% Cl) 0.58 (0.37,0.91)

NR = not reached
' Compared to the allocated alpha of 0.01 pre-specified for the seventh interim analysis of EFS
* Based on an additional three years of follow up after the seventh interim analysis of EFS

43



JLERE SIS T i

€D Avelumab ks 47 (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 A3 JAVELIN Merkel 200 trial (NCT02155647): —FUFAARas.
B, SROWR, BATERAF FRANEBYE MCC BE, HERTES
WA IR ERERR, BEE 2 AES R 60 55 BAVENCIO®
10 mg/kg BRIE, HIRFEERTEBENSIELE, ARG
BESHBRKRELEANEE, EFORMBOER. 2 FUENEIR
SETH UL EBEICATHERE, TLMESAT, TEFRESOIER
— N EEMITPREEERS (IRC) TEMRIBLAER MFEAT & (RECIST)
V1.1 BEROMIS SRR 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) : —Wihstl (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,
27 16 MR, EREFRCRBRMENBE PRNEIERRE, EXWIHZ
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 S E &3 (OPDIVO®)

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

- BmAER: BETE
- B X BRNEERE ()
« BRE 1: 12 F U ERIYIGEESERERE
Indication 1: unresectable or metastatic melanoma in pediatric (12 years

and older) patients

- JLERZIHEA: OPDIVO® WREMMBMMEESRE 12 U W) | BEREFE
BRI, ATATAIYIRSEBIERERE, WEaTeetlfFs 118 8. IIC #.
ISR IV BIR 825, OPDIVO® A FXEEWERIERENR BN MEREREERE
BITNR DM RO, LUKk IBEERNTINGHF R,

The safety and effectiveness of OPDIVO® have been established in pediatric
patients aged 12 years and older for the treatment of unresectable or metastatic
melanoma, adjuvant treatment of completely resected Stage I1B, Stage IIC, Stage
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.
« BiAIRIE CHECKMATE-066 (NCT01721772). —Z . JWE. Bt (1:1)
B, MANT 418l BRAF V600 FARAROIYIRS B REBERBERE, BREMHE

B2 2 A& OPDIVO® 3mg /kg S & 3 A &k 7+ dacarbazinel000 mg/
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m’, BEEFHERF T ESNEE.

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.

BERAE 2: 12 5 RULE)IESENBEEFRRE | HRiEEREEE
L]
Indication 2: microsatellite instability-high (MSI-H) or mismatch repair

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

and older) patients

JLERZ5IHEE : OPDIVO® fERA B MR MM AR EEE 12 KU LNES
HEEFREMS (MSI-H) siEfEEiRME (AMMR) BB MEERRE (MCRC) 1) LE
LERBINER, XEEBUHLERRE (MCRC) ERAMIE. SIRBMFIIBEA
I ERISHR. 188 MSI-H 5 dMMR mCRC B9 A BEH, OPDIVO® BFX—
ENEMIHESE T A MNREMBNHRNE R, B2NABARIDNZHER
B, FMAENHREANBERSEELEIRRE XXMM, MAKM 12 5 &L
L) | BRBENERENAAYRBEBEEM. HE MSI-H 3 dMMR mCRC £ A
M LEBREPRIHREEBAEM, FTLUSRABERIMNES) 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)
that has progressed following treatment with a fluoropyrimidine, oxaliplatin,

and irinotecan. Use of OPDIVO for this indication is supported by evidence from
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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 FFRARER IR LR , B 5T R A/E EPHEE Y dMMR 38 MSI-H 2% CRC (MCRC)
BE, XLEREMESHERE. RPAARFELBRMTHEEZ EHIERH
Bo PANEZ OPDIVO® MSI-H mCRC AFIMY B E S 2 A= OPDIVO® 3mg /kg &
BREE (IV)o 49N OPDIVO® # ipilimumab MSI-H mCRC FAFIAY £ 5% OPDIVO®
3mg /kg A ipilimumab 1mg /kg B2BkEST, & 3 A% 4R, Bas 2 BREKET
OPDIVO® fERBE—Z5%), FIEH 3mg /kge MABEIFLIATT, 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 2 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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e 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®

- KR BAHESDEF
- RERE K EERZ (RL)
c BME: N15RUEBEETHEERESESHE (TSC) BLREE

YEEAT FIMEEARAM IR EEE T EANS A
B (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.

« JLEIEAKRIRLE 1 EXIST-1 (NCT00789828): —Wika#l (2:1). ME. R

FIFIFERIRDE (existl, NCT00789828) 7E 117 ) LEFIALA SEGA #1 TSC BEHHITT
AFINITOR®, 7EZANRY 117 BEBET, 78 BN D EEI AFINITOR 48, 39 AREH S
FeR 2R FIH, 2 AFINITOR® jATTHYEE SEGA RNEBHITFEX LNEERS.
7E AFINITOR® A7 27 4] (35%) 235 HIN SEGA 7, TITEREFAFEH SEGA
R Rz,

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

response rate was statistically significantly higher in AFINITOR®-treated patients.
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There were 27 (35%) patients with SEGA responses in the AFINITOR® arm and no

SEGA responses in the placebo arm.

JLEIERINIE 2 Study 2485 (NCT00411619): —IAMmERERR,

S 7E P& AFINITOR® 7£ SEGA M TSC BE RN R MM BNt BHEEF 282 E
EIES T AFINITOR® 3477, 6 MNARY, 28 flEEHH 9l (32%, 95% Cl: 16% &
52%) FA SEGA JRZE IR IAFRR/ N> 50%. X 9 Il B35 BRI E fRIF 40T N
11.81MA (SEEAN 32 E 39.11MNA ). EHIBELLER, 9 BIBETE 7 HINSERHE
D= 50%. L DT, 28 BlEREHE 32% (95% Cl: 16%, 52%) ¥E 6 ™A
ATETERR, TN HRAN SEGA REHIRE LR 50%, TEMRLERE, FHEE
RIS 4ET BN 12 DB B NEE 635 ), ERE—FEBENAGTAE,
28 BBETH 11% WAL T RRHE. EERAERIHE, 25 EBELIMmN
B SEGARE, FIh 9 B BETHIBEAAFINITOR EHN 1 E4FRN, HEKM
SEGA IR FARGE/N\ > 50%, HAF 3 ZBEEES AFINITOR® ZHi# 1T T FARYIMR
HIEEEE,

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% Cl: 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% Cl: 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
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
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after initiating AFINITOR®, including 3 patients who had surgical resection with

subsequent regrowth prior to receiving.

61



JLERE SIS T i

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

label (fda.gov

- RGN BEBEHDSIF /BRAF BESHIHF

- BRI R BERE (3BL)

« EREE 1: 6 $ /LA E)LE BRAF_V600E SRR AT IR A5 1 52
159

Indication 1: pediatric patients 6 years of age and older with unresectable

or metastatic solid tumors with BRAF V600E mutation

« JLEIGKIRIE 1 TMT212X2101 (X2101) Study: —Bist x#a4HE
KUELREBE) L EZENZR L. FHIRE. ZTIHAR. C &5 =2 MEKINIST BX
& dabrafenib B9 7 BRAFV600E R 3 B & 1777 £2381%, ORR 73 25% (95% Cl:

12%, 42%). EBRER 9 BIBEFR, 78%MEE DoR =6 7, 44% HWEE
DoR = 24 NH,

A multi-center, open-label, multi-cohort study in pediatric patients with refractory
or recurrent solid tumors. The ORR was 25% (95% Cl: 12%, 42%). Part C was a
dose escalation of MEKINIST in combination with dabrafenib in patients with a

BRAFV600E mutation. For the 9 patients who responded, DoR was = 6 months
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for 78% of patients and = 24 months for 44% of patients.

« )L E IIf X id 38 2 CDRB436G2201 (G2201) Study - High-Grade
Glioma Cohort: #3% G2201 (NCT02684058) 2—I% 0 KNl FFRUITER

Il #AFfIZT, B3R dabrafenib F trametinib 7£ BRAF V600E ZR B B R BUE (LGG)
FE R B#HTTME BRAF V600E REZIHGG £) LT naive FBIRZ A ORR A 56% (95%
Cl: 40,72)o 511 DOR FRIAF (95% Cl: 9.2, NE)o £ HGG AT B M ERI 23 HBEH,
78% H9EBE DoR = 6 N, 48% BIEE DoR = 12 N8, 22% BIEE DoR =24 MNH,

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.

IERIE 2: 1 % KA E)LE BRAF V600E RITPAMRIELR B B TE
(LGG)
Indication 2: BRAF V600E Mutation-Positive Low-Grade Glioma aged 1 years

and older

JLEIRKIRXIE CDRB436G2201 (G2201) Study - Low-Grade Glioma
Cohort: — T2 & FF R %5 3 3 (Study CDRB436G2201;NCT02684058), 7E

LGG AR, 110 BEEMHDEER D+ T (n=73) 8L C+V (n=37)o G2201 FARET,
Sk ECE C+V AAMLL, BEHIOECEI D + T 4B LGG £E69 ORR 1 PFS B4tit
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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.
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@ 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%) SER D EAE (PR;5%)o X/ FIEEMAF 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 (0S), defined as death
due to any cause.

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

bands for each curve representing the point-wise 95% confidence intervals.

66



CLINTON

HEALTH ACCESS
INITIATIVE

BRED EEZO

IaEEEE) LEMEISTT A REIRHA

BEAAR) I EEFROEERE PRENANZF T, EEARMRERE)L
EftE (SEMERNEE) 2TEREZRNE. JESERS8HE) LEWBHNT
HARIME. ANBTREIBHRNZIT KT, NMRLRA) L EHMESENEFE,
MBER LIFz —B @S BB RMBER it (3 E) | EMBL YT S mAE ML,
UE 7z tER2ER) Lo

TEHBRE PREES, BRE AR LEEFF OS5 MR RRAR (CHAI
FZ761F

® aoFEE

TmHZ)LE) BHRE/ B AGEESSE TNARIE, BRENEHE, M&tE
FET, MNXFEM, BATFHEUMEAHRSER, BORKNERELET 5
m, BRiRZ, LELK, ReTER) NEFMEMNEERE. B, WEEts
AR E) LB AN ERINRAZ T, EBEEE)LINFEEFERMits (www,
curekids.cn) o

BHEZ) LERARS —BELREE BEEIEBNEFRARKE!]
DB B XIS E R, e LEMEEETR, R
SRR LEMERIENIR, 2EFE AR LB AFE S B /IVAZ s BB BY 6 3t
AREIEN) | EMEEEERETE BREEN) L ZMER. S)LE

Z—o HEERERIELEES,




	1    Tisagenlecleucel (KYMRIAH)

