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EWNIZB T 2REBEICLHAWLEND Z & D%V GPOH-HD-2002 72
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1) CD30 B D2 - BEIGHE HL BE 2t 2 & LEAROWIE
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F =TT UVE NHERBRTHY . KE, BT, BKIND 25 i
BRMRSIMN L T Tz, ®MREBFILLA O CD30 it B i
M (ASCT) thOFHR 721X /“f%ﬁfi# MEHL BETH Y,
kT 118 1.8mg/kg. 30 Zr R EE T 3 Z &I S,
Y7L AUIE A K 15 [l & Tkt S 4v7z, 102 44 DR D3 B Ek S 4,
75% (76,7102) OHHRF TERBIOEN DGO, &V EEERE

(CR) (34%) & bihi-, /-, FIEE2TCOHBRE (96%) T
JE5 O Fig /NS ERE S A7, Kaplan-Meier 1512 £ 0 HEE L 72 s
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<LEROMRIT1E (R BRIFHIE) | BRAi R, Xk - liEFOREH
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2013 /- 12 A 17 H., Pubmed (http://www.ncbi.nlm.nih.gov/pubmed) (ZTHF—U
— R”brentuximab vedotin” & % W XBH%E = — K4 T&H £ ”SGN-35" %4 H W\ 3CHR
MRBEAT - TofER, 144 OGO Tz, 209 b MK WE
STV DHUEARIRE LA L O 2 fHRBR A SR 2 s 2B L 7=, ZHicinx. .
ARFRERNTh D03, 2013 FKEHERKRER FSFERESITTRESNT, /D
WoORR - HIEER X ) RS X O MRS RM Y > N %2 x5
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brentuximab vedotin @& /Il FARER OFE RN HWE I N7, T T3
k& LTI L 7=,

<YM BT D B IR AR A >
1)

(3XARAD)
Younes A, Bartlett NL, Leonard JP, Kennedy DA, Lynch CM, Sievers EL,
Forero-Torres A:Brentuximab vedotin (SGN-35) for relapsed CD30-positive
lymphomas. N Engl J Med. 363:1812-1821, 2010
WEEE -

(BT 1 ]
CD30 Bhft D 138/ HE A MR 1S a5 FB 3 A2 xf 5 & L 7= brentuximab vedotin @
DENE R OV Ve 2 a3 2 &G 5 | AR 2 a3 Vs A IR B
1 FHABR
o FTHFHMMIAR : a7 v T 7 A NVOFHE, K KMtE (MTD) ORE (F

WEHm I H & L CTAH M)

o HHERF Y a— b AKH|0.1~3.6 mg/kg & 38 = &S ERIRN &R 5
o I : CD30 KGYED fR 38/ #ETR MR M g5 M5 A 45 4

(ESRES|
WERE A5 NS HE =R — N OKR%0.1, 0.2, 0.4, 0.6, 0.8, 1.2, 1.8, 2.7,
3.6 mg/kg) (28 &k &4, MTD 1% 1.8 mg/lkg TdH - 7=, BEAIEZNIL. 17 4 (26%)
IZHD B, 2096 114 (26%) NERER (CR) Thol, £z, EE
DifE/NE 86% (36/42) DHHRFE TR B AL, i 2 MR LI o i PR HE LT H
ETHHAA 1.8mglkg DHE =R — N TIX, FBIHWEDNFIL50% (6/12) T
bolo, ZHOWMOPIAEITETRERTIT » AU ETH o7z, ERAEFER
XL T EE T ED, P EREGEAE R OREE = 2 — e N TF—TH
ST, ZLOEZXPBEIFFEETHY, BHAETHL EEFEZ LN,
KRB RN D | R OIBFMER RN S, £72. KK D CD30 I
PEFRIE /IR MR 1S 25 IR FBH (2 )7 2 i W AT 20 1 K OV e 1 70 50 R 703 TR e
iz,

(3CHR®)
2) Younes A, Gopal AK, Smith SE, Ansell SM, Rosenblatt JD, Savage KJ,
Ramchandren R, Bartlett NL, Cheson BD, de Vos S, Forero-Torres A, Moskowitz
CH, Connors JM, Engert A, Larsen EK, Kennedy DA, Sievers EL, Chen R :
Results of a pivotal phase Il study of brentuximab vedotin for patients with
relapsed or refractory Hodgkin's lymphoma. J Clin Oncol. 30:2183-2139, 2012
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CD30 [5G D 38/ #iva M HL 3 2 %4 & L 7=, brentuximab vedotin @ A 2

F OV M Z REtT 2N BB IE B S 1 AR AR

o EHFHMIEH : AZERNE

o WHAFYa—) L RKHI1.8mglkg & 3 Z &I sTHERIRIN B G-, R 7R
AT A K 16 [B] % Tk

o X% : CD30 5 ASCT ffT 1% D F 3¢ £ 7 13 1R W #LHiME HL B 102 4

[FlER iR ]

75% (76,°102) OHHRE TEBIIZZDNHGE LI, "W CRFE (34%) 1 EGH

Nz, E720FIEETOHERE (96%) TS OfE/ N3 fEFR S #1172, Kaplan-Meier

% KV HETE U 7o HE S A AR oo el 1 25.1 I E] (95%Cl - 21.9, 39.1, i

:5.1~67 B LLE) . KOAEFIIE O R REIZRZETH -7 (HiPH : 8~69.1

ﬁ%uin:h@@:kﬂ%\ﬁﬂ%@miéﬁﬁﬁﬁ%-%%ﬁ@HLﬁﬁ

BT D THROUGEICH ST 5 REEN R I N,

(SCHR@)
3) Kathleen Neville, Lia Gore, Christine Mauz-Koérholz, Angelo Rosolen, Judith
Landman-Parker, Jose Sanchez de Toledo, Auke Beishuizen, Anna Rachel
Keating Franklin, Adedigbo Fasanmade, Jingyuan Wang, Dirk Huebner, Franco
Locatelli; Phase 1/11 study of brentuximab vedotin in pediatric patients (pts) with
relapsed or refractory (RR) Hodgkin lymphoma (HL) or systemic anaplastic
large-cell lymphoma (SALCL): Interim phase (ph) I safety data.
J Clin Oncol 31, 2013 (suppl; abstr 10028)
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2R B 18 WA OB HL B X OVALCL R 254 & Lz,

brentuximab vedotin O F &ht &k V22 eVt 2 et 2 BEEIEE A 1 AHBR

o EHIMMIAR : et HEPEIELR D ONIE N HRERICE T 2 HERHE

o HHERFVa— b KH|I1.4mglkg 7S & EBIMA L. 1.8mglkg ~H#E L 3
2 & R R IR 5 5

o X4 25D 18 WA DR HEIAYE HL 33 L OV ALCL B3 12 4

(B R ]

AFRBR O 1 #1212 10 4 D HL, 2 4 D ALCL & W& S iz, /NRICxH

T 5HH umﬁ%@%%%iimemf%otof@ﬁi%%(ﬁﬁw%u

F) x, EL (50%) . %, P (4% 25%) ., LREERE. RREEE. k. (&

B, RS Y T A fE, A BRI E, U Lo SEREDE, MM, REED (%

17%) Thoiz, EELRAEFEELN 7RO L, 4 F12% 1.8mg/kg £ 5-%1CTH
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STz, FEMIIARSEICEE LR WAIEICEE L2\ L— R 20 E=EHEE (1
B, 7 L— K3 OFRBMELGHPERBADE (16]), 71— K30RERMHERE IO
JL— R 2 OMREAEFE (1)), RIBICEE L2 WBsEEoMEE (1L6]) Th
> 72, 1.8mglkg DR Z 2T 72 L HliEk, AREICEHET 2 EELRBIIEHICLY,
R AE R Ik Uiz, 3BT RREE,

1.8mg/kg % 3 HMEHICHE G LI KE G ORER CHMEITBENOHEETH D | IR
WA N ATBE TH - 72, & AR To A &Ik A & FEEIC 1.8mglkg % HESE
T 5,

< HARIZI T D RG>
(SCHERD)
Maruyama D, Ogura M, Tobinai K, et al. Phase I/11 study of brentuximab vedotin in
Japanise patients with relapsed/refractory HL or SALCL. % 75 [8] H AKIfi g 5 & 5
ffi#E 4 2013. abstract OS-1-57.

WESE

[RERT V1 ]
CD30 [0 E3 #BER YU VN E (HL)B X NALCLEEZ L & L
7=, brentuximab vedotin O F Zh % Kk N a2 REH 2 EWHEBEIEERE 1/
B IR

o LHIMMIAH : KEIMNELHE (Revised Response Criteria for Malignant

Lymphoma (2 -3<)
o WHAFTVa— L EIMESYTEar—r1i212mgky . 2Hh— k28
L OV 1 FIERSY 12 1.8 mg/kg % 3 Z & 1 Al s RN 4% 5-

xf 4+ CD30 Wt D3 #EA M ALCL 55 20 4

(AR R ]

RS TR IR P O CD30 Btk HL A3 3 L OV ALCL 235 20 I B gk S v/,
BIME S TIZ, 24— F 1 (3#]) I brentuximab vedotin 1.2mg/kg, =7k
— k2 (34 IZ 1.8mg/kg % 3 MBIz E L, & IS TiX 14 flic
% L. 1.8mg/kg %= 3 HMMETHRK 16 A 7 /L TEE L=, Fimd R
41 5% (HPH : 22-88 %) T. fRATIFICI T DVER T A 7 VB RAfliE 8 1 7
L (#GPH : 1-16) Toh o7z, & ITHES B W T ERIREME (DLT) X33
L7pmoiz, £z, BB e 7 7 A VOFRRIT, ZhEciclEsnzii
ST — 2 LIZIERROR R > Te, ERAFFRIL, ER7L—F3LUEDA
G (B 10%LL 1) 13 BBV E . B ImERECE . 4F FEREDE, (K
TH AT A —PMIETH-oT2, ZL—F 1 £721F 2 ORMAREEN 45%
ICRO BT, AEFRITEHARET - 7=, TS TORBAOZE R 1L, HL
BE (9B 28 64%. sALCL &BFE (5 41) 7 83% T, 52&EZIT HL BEN
21% . ALCL &M 33% Th o7z,

¥ICH-GCP #EHLOEE IR R ICHOWTIL, O 5d#Hi+T8 7 &,
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(2) Peer-reviewed journal D#RFE, A & « 7 F U v REDOHE R

Newland AM, Li JX, Wasco LE, Aziz MT, Lowe DK. Brentuximab
Vedotin_A CD30 Directed Antibody Cytotoxic Drug Conjugate
Pharmacotherapy. 33:93-104, 2013

SCHR@

brentuximab vedotin |£ CD30 HLik % AT HMilafEEEDOIEA TH U | JRKEIK
MBI OBFRFA XU R, ALCLICR T 21REE LT, oK L&t
WL TEWIIENRIN TS, brentuximab vedotin OEI{EAIXEF [ EE T
DN, AFPERBUDIE, R MRRIEE ., BEEREEGERE. A7 1 —7 X« ¥
3 Y UEBRM, BENRER COBENRRERbHREI N TS,
brentuximab vedotin i FDA 75 H Z il laB itk A% & L <i1% 2 ML E
D ZHIPFRALFRIETK L TIRERIUE L ~ AU U Nl E TR -
DA FRIEICETIE 2 m T 28 % ALCL ISR B S LN TN D,

(3) #HREFE~OFEER R E L TORERN

<A B T B R, EE >
1) Fe#iZe L

<HARIZBIT DEREE>
1) Fe#Ze L

(4) 2 XTMMFOLTEITA KT A > ~OFLHR DL

<WHMNZBIT DA RT A4 %>

K [El @ National Cancer Institute {2 2 %5 PDQ® (Physician Data Query)® Childhood
Hodgkin Lymphoma Treatment, Treatment of Primary Refractory/Recurrent Hodgkin
Lymphoma in Children and Adolescents (ZLL FA3FE LTV 5,

Chemotherapy: (HH&)

Brentuximab vedotin.

Brentuximab vedotin has been evaluated in adults with Hodgkin lymphoma. A phase |
study in adults with CD30-positive lymphomas identified a recommended phase Il
dose of 1.8 mg/kg on an every 3-week schedule and showed an objective response rate
of 50% (6 of 12 patients) at the recommended phase Il dose. (Younes A, et al. N Engl
J Med 363: 1812-21, 2010.) A phase Il trial in adults with Hodgkin lymphoma (N =
102) who relapsed after autologous stem cell transplantation showed a complete
remission rate of 32% and a partial remission rate of 40%. (Seattle Genetics, Inc.:
ADCETRIS (Brentuximab Vedotin): Prescribing Information. Bothell, Wa: Seattle
Genetics, 2012. Available online. Last accessed August 08, 2013, Younes A, et al. J
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Clin Oncol 30: 2183-9, 2012.) The number of pediatric patients treated with
brentuximab vedotin is not sufficient to determine whether they respond differently
than adult patients. There are ongoing trials to determine the toxicity and efficacy of
combining brentuximab vedotin with chemotherapy.

<HERIZBITDLHA RTAFE>

1) el L

(5) BEHNREIZHR D AR TORRRERRAE LK OREHFEE (EFE (1) B
) 1z oW T

1) 2L

(6) Lo (1) 226 (5) ZEE A BEDZLMEIZHONT

<BELEEE - DRI ONT>

1) 1) ELAT 5806 - 2 8B%, LT ORM 25 [CD30 Bttt o /NRE % - #is
PERF Y NE] LT,

CD30 I D 5 « HEEME 2B HL Z2 %15 & L7226 2 fHERER (BB 5)
IZBWT, 75% (76,7102) DO#HERF TERBIHIZDEF LA, mV CR 2 (34%)
DELNTE, £, FERTOHERE (96%) THEBZEOM /IR I,
Kaplan-Meier {512 X 0 #EE U 7= 884 A A7 1R o Hh Jefl 1% 25.1 W (95%Cl -
21.9,39.1, #iPH :5.1~67 HMHILL ) . M OVEFWIRI O R REIZRZETH - 72 (§
PH : 8~69.1 ML L), bz &b, AFIEMIC K DIGENEI - Hik
PEDO HL BEFICB T 2 TR OWEIZH G T 2 AlBEN R I L7,

BAE . /N CD30 Bifh: 0 FE%8 - #EVAME HL 1% L CHREMER 2RV EIT 2 < . T
BN RBEBRIERTHD, RANL, ZNHDOBREFICHTIHERRIBEIEICRD &
EZHI5D,

<HEZEME - ARV T>

1) BT HHE - HEIZESAE N HRBROHEREHEL2 25 L L ONLICE
WTH AL A T@s . 3382 18, brentuximab vedotin & L T 1 [A]
1.8 mg/lkg (fAEE) % 30 LA BT CHmFRET 5.0 THO, £7=. /hRE
gL Lz s N FERBRICB T 28 N HRBROHEHETH D (L
R =),
THIEKRETEARBIN TSI HE - HFETHY, BARIZEBWTYH, HME
DOD+oRERTCHEHAT LG, BRO/NREFICEH TR THDL Z &
LERBLEEZILND,

<ERRBIALE ST IZONWT >
1) A5 N ARRRBRIZ B W TAFIHM TOARMERRO b TE Y | KRR
IS LV KETRB SN TV D, Fio, ARIZEW TSR VI AR 1T

13




PTHY ., FIHEBSOMEN BN L THRAEE RO AR LOH
EPRHERES TS, LR > T, KRBROXNRTH S [CD3I0 Bt/
P HEIRTEAR VR Y ] BEICKH L, ARl EMR G TS IRy e
FEALND,

4. FEfi T XERBOFEE L T D HER

1) BARAN/NEEI - #ERME CD30 it A % U v B2 RSB KR
MR Y N EBE 2 %4 & L7~ brentuximab vedotin @ B EEIE S M 111 FEEER
HBIEFEN LS T THH7-0, RBROEIIMO CTHRETHY | 2tk
P2 EEHRE L7 S BB ORBRZIT 5, I EXRE LIS 18
AR (CCREF Q) 12 L0 RE S HESEH &IZ X % brentuximab vedotin Hi#
Oz (5B 1HRER) &AM B UVILHERR) Z230HMhd 5, Bk
FEYE . BRAVEEYE . FEAMG IR, NR ARG L LA N AHRER &R — & T
Do

5. fifi %

< Z D >
1)

6. % LHk—&

1) Mauz-Koérholz C, Hasenclever D, Dorffel W, et al.: Procarbazine-free
OEPA-COPDAC chemotherapy in boys and standard OPPA-COPP in girls have
comparable effectiveness in pediatric Hodgkin's lymphoma: the GPOH-HD-2002
study. J Clin Oncol, 28:3680-3686, 2010

2) Castellino SM, Geiger AM, Mertens AC et al.: Morbidity and mortality in
long-term survivors of Hodgkin lymphoma: a report from the Childhood Cancer
Survivor Study. Blood, 117:1806-1816, 2011

3) Bhatia S, Yasui Y, Robison LL, et al.: Late Effects Study Group: High risk of
subsequent neoplasms continues with extended follow-up of childhood Hodgkin's
disease: report from the Late Effects Study Group. J Clin Oncol. 21:4386-4394, 2003

4) Lieskovsky YE, Donaldson SS, Torres MA et al: High-dose therapy and autologous
hematopoietic stem-cell transplantation for recurrent or refractory pediatric Hodgkin's
disease: results and prognostic indices.

J Clin Oncol. 22:4532-4540, 2004

5) Akhtar S, Abdelsalam M, El Weshi A, et al: High-dose chemotherapy and
autologous stem cell transplantation for Hodgkin's lymphoma in the kingdom of Saudi
Arabia: King Faisal specialist hospital and research center experience. Bone Marrow

14


http://www.ncbi.nlm.nih.gov/pubmed?term=Mauz-K%C3%B6rholz%20C%5BAuthor%5D&cauthor=true&cauthor_uid=20625128
http://www.ncbi.nlm.nih.gov/pubmed?term=Hasenclever%20D%5BAuthor%5D&cauthor=true&cauthor_uid=20625128
http://www.ncbi.nlm.nih.gov/pubmed?term=D%C3%B6rffel%20W%5BAuthor%5D&cauthor=true&cauthor_uid=20625128
http://www.ncbi.nlm.nih.gov/pubmed?term=Castellino%20SM%5BAuthor%5D&cauthor=true&cauthor_uid=21037086
http://www.ncbi.nlm.nih.gov/pubmed?term=Geiger%20AM%5BAuthor%5D&cauthor=true&cauthor_uid=21037086
http://www.ncbi.nlm.nih.gov/pubmed?term=Mertens%20AC%5BAuthor%5D&cauthor=true&cauthor_uid=21037086
http://www.ncbi.nlm.nih.gov/pubmed/?term=Morbidity+and+mortality+in+long-term+survivors+of+Hodgkin+lymphoma%3A+a+report+from+the+Childhood+Cancer+Survivor+Study
http://www.ncbi.nlm.nih.gov/pubmed?term=Bhatia%20S%5BAuthor%5D&cauthor=true&cauthor_uid=14645429
http://www.ncbi.nlm.nih.gov/pubmed?term=Yasui%20Y%5BAuthor%5D&cauthor=true&cauthor_uid=14645429
http://www.ncbi.nlm.nih.gov/pubmed?term=Robison%20LL%5BAuthor%5D&cauthor=true&cauthor_uid=14645429
http://www.ncbi.nlm.nih.gov/pubmed?term=Late%20Effects%20Study%20Group%5BCorporate%20Author%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Bhatia+S%2C+et+al.+J+Clin+Oncol+21%3A+4386-4394%2C+2003%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=Lieskovsky%20YE%5BAuthor%5D&cauthor=true&cauthor_uid=15542804
http://www.ncbi.nlm.nih.gov/pubmed?term=Donaldson%20SS%5BAuthor%5D&cauthor=true&cauthor_uid=15542804
http://www.ncbi.nlm.nih.gov/pubmed?term=Torres%20MA%5BAuthor%5D&cauthor=true&cauthor_uid=15542804
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lieskovsky+YE%2C+et+al.+J+Clin+Oncol+22%3A+4532-40%2C+2004
http://www.ncbi.nlm.nih.gov/pubmed?term=Akhtar%20S%5BAuthor%5D&cauthor=true&cauthor_uid=18724297
http://www.ncbi.nlm.nih.gov/pubmed?term=Abdelsalam%20M%5BAuthor%5D&cauthor=true&cauthor_uid=18724297
http://www.ncbi.nlm.nih.gov/pubmed?term=El%20Weshi%20A%5BAuthor%5D&cauthor=true&cauthor_uid=18724297
http://www.ncbi.nlm.nih.gov/pubmed/?term=Bone+Marrow+Transplant+42%3A+S37-S40%2C+2008

Transplant. 42:S37-S40, 2008

6 ) Younes A, Gopal AK, Smith SE, et al. : Results of a pivotal phase Il study of
brentuximab vedotin for patients with relapsed or refractory Hodgkin's lymphoma. J
Clin Oncol. 30:2183-2139, 2012

7)Maruyama D, Ogura M, Tobinai K, et al. Phase I/1l study of brentuximab vedotin
R4 A 4

in Japanise patients with relapsed/refractory HL or SALCL. % 75 Bl H AMAFE&F
fir% % 2013. abstract 0S-1-57.

8) ADCETRIS® Prescribing Information. Seattle Genetics, Inc., United States, 2013.

9) ADCETRIS® Package leaflet. Takeda Global Research and Development Centre
(Europe) Ltd. 2012

10) Younes A, Bartlett NL, Leonard JP, et al.: Kennedy DA, Lynch CM, Sievers EL,
Forero-Torres A: Brentuximab vedotin (SGN-35) for relapsed CD30-positive
lymphomas. N Engl J Med. 363:1812-1821, 2010

11) Kathleen Neville, Lia Gore, Christine Mauz-Kérholz, et al.: Phase I/11 study of
brentuximab vedotin in pediatric patients (pts) with relapsed or refractory (RR)
Hodgkin lymphoma (HL) or systemic anaplastic large-cell lymphoma (SALCL):
Interim phase (ph) I safety data. J Clin Oncol 31, 2013 (suppl; abstr 10028)

12) Newland AM, Li JX, Wasco LE, Aziz MT, Lowe DK. Brentuximab Vedotin_A
CD30 Directed Antibody Cytotoxic Drug Conjugate Pharmacotherapy. 33:93-104,
2013

15



http://www.ncbi.nlm.nih.gov/pubmed/?term=Bone+Marrow+Transplant+42%3A+S37-S40%2C+2008
http://www.ncbi.nlm.nih.gov/pubmed/22454421
http://www.ncbi.nlm.nih.gov/pubmed/22454421
http://www.ncbi.nlm.nih.gov/pubmed/21047225
http://www.ncbi.nlm.nih.gov/pubmed/21047225

