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1. FFEORRE

T ZNT 7 [{bF4 tetramethylene bis (methanesulfonate) ] 1%, DNA A kM OHR 4> 24 & BHE 4
LT NHFNANVKF— RRIZBET DT AR TH YD, BIRTIE~7 U #d (RIFSEGS T RS
23FE) [ BEE B s . B IME O B 5RO QNS R AIREIR OFEME ] Z2ZhEE - ZhR & LT 1957 4F
KGR SN TW5D, £D%, 1980 FRIZT AT 7 VN EIMSEEBEORHEFE L A & LTOAH
PEDSEREE 0 ST D 20 AERILL B o, RS E TR RIS O BB & o HIC L D
AR E LTHWBRTE T,

T ANT =7 Ak, KE O Orphan Medical Inc.(31 Jazz Pharmaceuticals Inc.) 3B L7z 7 AL 7 7
COEFHBAITH Y | RIERL T ANEREEG TE L 280G, MPREOEEZ/NSL 52 ERAEE
Tho, EEROMLE, H3Y 227 KLOVOD (hepatic veno-occlusive disease : fREAZEMERTR ) %5
DEEFRGOEBAMFGFEIN TN D,

T ANT =7 A%, Orphan Medical Inc.(¥l Jazz Pharmaceuticals Inc.)23 50 U 7= AR R ER A 2 ©
LI, CKE (1999 4E). A& (1999 4E). A AT L (2000 4E). #EE (2001 4E) . FKIES (EU)

(2003 4F). B (2003 ) ([ZHWT, EMEMHRBIEOFNIEERE & L TOREIGZIE L, e ST

Do
ARFTIE, BRSNSt (B i Y VRath) PEEL OB ZEBIEZ X RICT ANV T =7 A
0.8mg/kg ™ 1 H 4 8], 4 HE&G OWEKRRABRZ I L7 fE S, A0 OVZ2 20 0 plkg 3 s O AR R
BRAGRE L IZIEFERCTH Y | GBI ORNARE L LTAMTH D L E A DNIZIZD, 2005 4 3
RIZTANT = 7 ZADE NFKRBHRFE 21TV, 2006 F 7 BIZEREZTG Lz, Fio/hMlo Mk - HEERD
BEBHE (2—A C JRE7 7 IV — @5, R IEHIE) OZhEE - ZiRIC2nTh, 2006 4 10 H I
DGR ZBUAS L7z, 2008 4 3 AIZ/SA TOVEBI LI Z EICfEn, 7o 7 vaiksedit (2010 45 3 H
31 HR BB IR T) L7,

AANT T e IR RE R ORTALE | &2 TEREE - 2 & LT 2003 4F 9 H 26 BIZJEATEREIZ X
V. FORPRERMOEE (FBEES 5 165 5) 221 T\5,

2003 4F 6 A, ESP Pharma Inc. (3! PDL BioPharma Inc.) !X Orphan Medical Inc. (¥ Jazz Phar-
maceuticals Inc.) £V 7 A/NT = 7 AOLHRZ A5 LT, 2007 4 12 H, KREMIEKASHX, PDL
BioPharma Inc. & ¥ 7 AV 7 = 7 A DOFIEGEPEK 2 HhikE L, SHERIZ TS LT, DSRKER O F 4T
I REERIEK D K [E 24 TH D Otsuka America Pharmaceutical Inc./3IRGEZ 1T > TV D, AT
2013 4F 4 A FndsiEEsx U RSt (B Whfns U URath) X0 BB K OMRIEHEDIGE 221 T, K
BRIEENRTE AT > TV D,

D 1 B 1EEGORE - HEIZOWT, BRSBTS 6 BEN I, 20184 3 A
23 HIZBiME S v7e TIEE EOMEMED @O AARIE - FISMESEMRGTSE] (ST ooz, A%
FHEE D 2 G PEIR D B F IS IE DWW TAMBGE 21TV, ik - HE OB 2018 4 9 A 21 HIZAR
ENniz, 2. BNEO 1B 1 EESORE - HEICHOWTYH, BANBIE « BAFENHEENREH S
A, 2020 4 12 A 9 HICBfE S v7z TEERR LD ABME D SO AR KGRI « S AMI R =58 ICTH]D £
EODINTE, AHREASOZYMEI RS REEICE SO TRAMBPFEEZITV., L - HEOEND 2021 4
8 H 25 RIZ/KR ST,

BEMEY OREIC T A B FE & MRS ORHREIC OV T, B ARG MRS O BENH S
AL, 2019 4F 8 H 26 AIZHiME 7z TR EOMENED @O AKGRIE « BICH/MESMFT <) ITT]RY £
EODLITE, AHREASOZYMEI RS REEIZE SO TRAMPFEEZITV., 2hEE - 1R DEMNDS 2020 4
3 H 25 BIZ&KR ST,

Flo, BREABREVBLUTO LB ARSIz (2018412 A),

MR & MM ORTER) KON T—( V JRET 7 IV — 85, RSB0 5 B 50E
MR OFEHR ) ([CFRD (2068 - 2h5R). THIME - HE) IZEE R L
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HADERAMEE

(1) ZELI-EYBEREL1SH 2 LN TEz, (256 HSH)
AGRHE - HETKRETAZ L1280, 1 FEAEDIEN (82.8%™) RiEEEITEY) & Xvbd AUC (900
~1,500 z mol-min/L) DHPFHANTH o7,
* [EERRS DARRER (AZBHE 2 flaaite) 29 il 24 4

(2) B2 A At 2R Lz, (19, 20 EZ M)
1) [FIFERAE O RITE R
ORECENTES
EINERAR BRI\ TIE 100% (27/27 i) Th o7z, WEAMNRRRER (A 1230 TIE 100%
(61/61 f5) Toh o7, WHMRKRFER (M) 128V TIX 100% (28/28 ) Th o7,
@ ABHR
= PN i PR RRBR 12 3B T 96.3% (26127 1) Tdh - 7=, MM EEERBR () 128\ Tid 98.4%
(60/61 f3l) Td-o7-, WHERRER (NI 2BV TIE 100% (28/28 fi) Th -7z,
@ 100 HAEfFHR"
ENEFRRERIZ BN TIE 96.0% Th o 7o, MEAMERRERER (BN 1288 W TiX 81.6% Th -7,
MEAMERRER MR 128V TIE 100% Th - 72,
* Kaplan-Meier &
2) HEBHORNGE
FRNIZ R D ENEER R GEMED >3 10 61)
O BHEIHIFIX 100% (10/10 #]) TH-oT-,
@ AFEFIL 100% (10/10 ) TH -7,
@ 100 HAEFFE* X 100% TH - 7=,
AT DHEAMNEER RS (EMEY N 35 41)
O ‘EBEIHIFEIT 100% (35/35 ) TH-o7z,
@ AFEHRIT 100% (35/35 ) ThH -1z,
@ 100 HAEFHE* X 100% TH - 7=,
HESMERERER ONR) 1B a—A( U ZAEY 7 2 U —[E5 (36]) &rhRIEmialE (24 #)
O BHEIHIRIX 100% (2727 #]) TH-oT-,
@ AERIT100% (27/27 ) TH o1,
@ 100 HAEFHE* X 100% TH - 7=,
* Kaplan-Meier # &

(3) RIEH
HRARANWEMN & LT, #IREAEMITARSR, BREERVHMNE, 39 ), 7HI7453F 00— E8
fadim - iR, 2PEFIREEERS. FESME. FRAE, OHE. mHEOBBEET (DA% - &
2o, A, CELD, BACRER, FAT - i)l AEmiEsh g, (WL 8. (WEXGENMER & PHAERK]
DIHZ)

HE « AHIOER STV D RIEEXITANRIT TRFE LB M OFIEER, kOa—f v 7HET 7 I —
NS, ARRSFARIRNE, B D oNEIC BT D B FIEME B ORISR T,

S ORF|IFHEE
Fric sl L
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1. &¥ICBEd 5IEE

1. BR5E4

(1) #4
TANT =7 A pmEEER 60 mg

(2) *4

Busulfex Injection 60 mg
(3) BIMDHEE
Fricia L
2. —#4

(1) #& (@4%)
T 207 7 (JAN)

(2) *E& (Wf%)
Busulfan (JAN)

(3) ATL (stem)
Y L

3. BEXXITRER

o_,0
HiC. O Ng”
2§;\\/A\“/\O"\CH3
o’ o

4. HFRARUHFE
2513 CeH1406S2
S E : 246.30

5. b8 (didiE) XIEARE
Tetramethylenedimethanesulfonate (IUPAC)

6. EA%. A&, KBS,
W= : BUS
1BBR%E 5 KRN246

CEES

b=1111]
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1. HEEEHNE

(1) V&8 - Mk
AEIHAEOFEMEOM KR TH 5,

(2) BfEM
VIF Nz —T UZEITIZ L, =& J—b (95) 2D TEITIZL <, KIZIFEAEBET 20,

(3) BB
LR L

(4) B (HfER). R, BEES
Ehs : 115~118C

(5) BRIREARMEE
AL LR

(6) HERFH
AR L

(7) ZDDELRMEE
MU ER e L

2. AMRADERFHTICETHAREN

RO FEEH RAFSRAT RIFIERE TRAFHI] il R
RO | 25°C, 60%RH et 7 AR, B 36 f& /] LE
BN 40°C, 75%RH et 7 A, iR 6 féi J wHE
e EMERER | Ot (THDE R UNEERSM) 77 AL 1 fl* LHE

* 200 J7 1x*h,/337W-h/m?
REHEHE MR, BRMHE, SR

3. ARG DHERHRE. EEX
(FERREER K]
ARG (727 7] 12X D,

(EEX)
D EEE (BAERS (T2Lr7yv) 12k5,)
QK a~ 7T 74—
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IV. ®%|ICB8d SHIREE

1. Fifz

(1) FRzDR A
TR A

(2) HADHERUHER
AANTIECAEH R2EHETH D,

(3) #Aa—F
Y L

(4) HEIOWMHE
pH : RETIFRMEERA O, FEH LRV,

(5) ik
TESIAI O T ORFR RN« R A

2. HEDOERK
(1) BMES CEMESD) OEERVFME
WR5E4 GED%a TNl
TANT =7 A8 | 13 7 10mL I | 1 ASA TIOVHRICEIAIE LTRY =F Lo 7Y
FHE 60 mg T AT 7 60 mg 2—/1 400 6.67mL KN NNV AF LT E K
EEHT 5, 7 R333mLEEHT 5,

(2) EREFORE
%A E RS L

(3) &
A% L0

3. RfIBMROEBRRUVBE
FAAPSA

4. Hif
A Lg

5. BAT DRREMED & 5 MY

bF4 i ok
|C|) Il
1-Mesyl-4-acetyl-butanediol (MABD) CHa-ﬁ-O'(CHz)rO‘C‘CHa S IREAE R
(@)
Tetrahydrofuran (THF) Z o > R R
i
Methanesulfonic acid CHaﬁ'OH SRR
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6. HADEEEUTICETAIREN

HKEROTEL PRIESH RIFIERE PRI FE R
. SRR T L. B E AN LT
Bt | 2~sC iégJ@%7”/30%ﬂ 30 1 % b BN T > 7o, ZOMD

HEIFZE R 2T,

. ZRME T L B SR L7/ 3
?éi“@%T” 6A | BABECIIBBNTHT-. Z0f
PR IR OEEIL 6 67 % TELR T,

PIBEEENA 25°C 60%RH

e e B 06 | T AL T L
Yz E MR w5 (5Lt L)

—* WU & =N 2o Tz,

*168.4 77 1x+h,292.6W-h/m?2

R PR AR K OIEGABR OJE I B - MR, HeRB e, HRWHE., Ky, = B hF v RSy,
REEVERR . ., RINABL UG &

M EMERBROBEHH - MR, M E LR OE &

7. AEERVBBEOREN

(FAELE)

O FANX 10 fFEDOEBEEH XL 5% 7 FUBFKIZEML, +oIZBfMLTHERT2 2 &,

@ AFNIAREZ, REMEMETT 50T, =il (0 25°C) THEFFR L, f»E 8 FERILINICE 5%
Tz L,

@ HAZITIRE IR M RBO DN AL EITHEA L2 &,

@ RV B—FRFx— MLORLEK - VIV U VERDPRY) =T VALK MO U7 g v —3fEH L
AR

ek, RMRITEE ST CEET L&, Flo, WTHNT DIRICT ALV T 2V A% M2 HZ L, 7

ANT = AZRZED /Ny Z IO RICHERIRZ N2 5 &0 9 BAEIFHERHI T v 2 &

AR OREM)

A% 10 EEOEFLRIIR T 5% 7 FUBK CHR L T, =F L o —fEE v = VI A (R R0 A o
(2 25°CI60%RH O T T 4 BR. 6 B, 12 BEMRIE L7218, 7 ALV 7 7 v ERBARIELE,

6 HFfE], 12 FERMRAEIC DWW TIE, BICAR Y 72 P S » T 2 B2 0 T Tk (R
% 8, 14Wf]) LT AL T7 7o Ea&EHIE L,

AER . AR S M A 2 A & (12 FFEIRTE KON 14 FERIZ OfE T\ Tid) . 10% L L& &K
TARD N,
T, AANIHEND SEEHLUNICEKEEZ K T T A20ERHD EEZBND,
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| IV. 8HIcB3 25 H |

(BRRORTEN (FHRAHEK 4. 6. 8 Khd)]

TR - K-V T NES TANT 7 o (%)
0 FFfi 4 R 6 RF[H 8 FRFfH

7 R BEKR  49.56mL-1 100% 94.18 96.83 93.10
7 R UKEK  49.5mL-2 100% 94.69 98.61 97.39
7 RUBEKR  49.5mL-3 100% 93.13 96.90 95.46
7 R PR 154mL-1 100% 90.66 96.45 90.94
7 RUKEK  154mL-2 100% 91.74 98.26 92.54
7 RUBER  154mL-3 100% 91.08 98.12 93.37
AEPREEWR 49.5mL-1 100% 96.22 95.03 94.84
AEPREER 49.5mL-2 100% 97.18 97.96 97.67
PR 49.5mL-3 100% 96.72 96.55 94.30
AEPREEWR 154ml-1 100% 99.77 100.45 93.54
AEPRAIERR 154mL-2 100% 96.09 97.54 94.03
AEPREEER 154mL-3 100% 100.69 99.11 98.58

* 0 Bfl& 100% & L7z

(BRRORTEN (HRARK 12, 14 K]

BRI« R T VEE TANT 7 oEE (%)

0 FFfH* 12 IR¢f 14 B¢
7 RUBEKR  49.5mL-1 100% 84.27 83.04
7 R UKEK  49.5mL-2 100% 86.10 85.50
7 RO MR 49.5mL-3 100% 79.21 79.28
7 R UKER  154mL-1 100% 83.64 84.03
7 R PEKR  154mL-2 100% 81.09 82.89
7 R UKEK  154mL-3 100% 50.66 49.39
APRRIERR 49.5mL-1 100% 72.92 71.44
APRRIER  49.5mL-2 100% 89.94 88.08
AEPRRIER  49.5mL-3 100% 77.83 76.62
AR 154mL-1 100% 80.08 80.05
APRRIER  154mL-2 100% 83.43 83.93
AEPRAEEER 154mL-3 100% 84.45 84.78

* 0 Bz 100% & L7z

k& DEREEL (WMEILFEHEIL)
AHNOEGITER L, M OEFHA L OBRLAE XITREITIT DN &,

B
AR

&% - A%

(1) FENDELRS - K. NEIEFHRLERSE - DEICET 1FR
AU B —ARF— MO = HIERXIERE T 2 — T EEEH LG E, 0 ax s 2 —HaIc00%ih
DAL MR ORI, ERIBAEORREERSLOTHEET HZ L,
A TALTANE = HNT, KIIAHAE Y M7 V2 — 2358 L TAR 2R 5T 55613,
R Z—TFT VAR EL R Z VR RNIR ) 22T VRO T o V2 —5fFHATHZ L,
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12.

(2) @

TANT = 7 AR EER 60mg 131 7L (10mL)

(3) FHE=E
AR

(4) RBEOME
INA T Bt ] Z A
TR TFIT A

ARRE SN DEHLE
MER e L

Z0ft
AN

[TV. ®FICRIT 2 H |
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V. ARICEET HIER

1. MEEXIEHR
O IR LRI R RS A D T TR 5
Oa—A »Z7RET 7 I U —JEF, whESFMIME, ErE ) ok % B R s B O RiTh R

2. PEEXRIIHRICEET FE
BRES N TV

3. HixERUHA=E

(1) RERUVAEDMHEHR
(RIFEEMEBMEBEOIAR. 21— VIV RET 7 S ) —ESRUAEFMREICS 5 BREMRH
R DA R
L OFUEMIZEE &L ORI T, AT AEXEIBIE, DNRIZIE CIEXRO D AT 2,
7k, BEOREICL Y EERET D,

B UNEICE T 5 ERENFHEBEORIEE)

L DOPUEMEIEE R & OPEFRHICBW T, AT AEI BEEZHERT 5, 2B, BEOREIZLY

HEWET D,

A 72772 LT 11H0.8mgkg & 2 BEINT CTHIEHEHET 5, AFNT 6 B

WA 1ﬁ4E\4Hﬁ&5¢éo
Bit: 7ANLT7 7L LT 1M 3.2 mgke % 3BT CAEFET 5, AANX1 A 1[H,
4 HEH&E5T 5,

CiE: 7ANT 7 LTUTOERENOEEG &4 2 BE2NT CREBEETET 5, AAIL 6 BF
Mz 1 H 48], 4 HIEEE 35,

DiE: 72V T7 7 LCULFOREN OG5 8% 3 BT CRlEET 2, AFNX1 A
1[E, 4 HEEEG5 35,

. AP 55 (mg/kg)
N HIE C ik D &
kg Al 1.0 4.0
9kg Ll | 16kg Al 1.2 4.8
16kg LI I 23kg UL F 1.1 4.4
23kg # 34kg LA 0.95 3.8
34kg # 0.8 3.2

(2) RERUVAZOHRTERE - RHL
AERORCHEE V. 5. (1) ZF0th) OES
B ANHHGEIC KRS E®RE Y,

D ik NI S EHE Y,

4. BZERUASICEET 5IE

1. BERUVAZEICEET 55

(ZhEEHE)

7.1 EREE (BMI A 25 L E) TIEERGEPBEZIZRORVWE DIZ, EERENOHRE LK &
EEETHZ L,

(fi0)

e D BE T, EREBEICESERM LGS, REEDBRZICRIBENNHDHTORE LT,
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| V. BRICET 55 H |

(FFEEMBMBEBEDIAE. 11—V JRET7 I —EE. RFHEEICS TS EREMmMEH
BN R AE)
72 7 aRAT77 IR, ANLNT7 I XIITNE T E L L OFEHLIANT OB K O M I ST

STV, [17.1.1-17.1.3 B ]

(fizn)
VIBRAT IR, ANT 7T UNIETNANE T E L UNAOBUEMIEEIR L OO X D ARF OF
&U? r i%;ub(b\fcﬁl/\fx_&)ﬂ ﬁzbf\_o

i PR R R

(1)

(2)

(3)

(4)

(5)

(6)

ED&T RINy r—
AR ONANA

PR B ER

325 I SRR e RS A A T T A2 0D I i SR R I R e R 1T L A & $ 5- (0.08,0.20, 0.40 & Tf 0.80mgrkg)
Lz &, AEHFLIL100% (15/15 ) Z3BD i, Ee b OIXERI BRI E, A ImEREAE, M
IHBE, TR, TRECh o7, BEERAFHGT 100% (15/15 f) IZ38H b, FEe b OIFHE
KIERIE, FIMERIBUDE , M/ MRBAME T - 72, ARG I L 2B EHEZOZDICHRBRE HIE L
7eflZ7e <. BO LA FEFZIIWVT N b &SRB TSNS bDTholz, £/, K
NG5 &I S 2 BlE 2R s> 72 O

RERGRRHER
KR L

REE RO ER

1) BXMHEREEEER
YR L

2) B
MR L

B - FERIRR
LR L

BEMERA

1) FARERE (—REAKERE. BEERABRERE. FRARELERE). BERTERET—4A
—RFE., WERFTRERABEONSE)

(fEFARAERE)

AFIEHRE OE MR, BHEETICBT 22RO NEICET L ERETET LD
K\iﬁmﬁwm\féiﬁoﬁﬂr_w@%ﬁzék%z%mégl%#m st &2H
A& LT, 2006 4 11 H 25 2009 45 5 A £ TafFiA 72 Tl A A 2 i L. 711 #o
T INEE LT,

[#ER]

<EEAEME>
LA VERRAT R S EB] 711 Bl I\ T 634 41 3396 DO RIEA NS Sz (BIVER « BRYER B
R 89.17% (634 /711 #1)), E7RENWERIZEBBOR (482 ], 67.79%) . > (410 i, 57.67%) .
A% (403 f5l, 56.68%). fREUE (392 f5l, 55.13%). i (335 i, 47.12%). M&i: (272 i,
38.26%). NFHEEESLH (66 fil, 9.28%), FEEMELHERBIAME (58 i, 8.16%), HHARFAZEMTEE
B (VOD) (49 5], 6.89%), y"Z /L Z I T A7 =T —F (y-GTP) #h1 (46 #. 6.47%)
ThHY ., ARFFORIER « EYEF BRI & ol U CRAICRIE & 72 2HAIER O Hivie o7z,
< B>
(B Bl
BENEREAT R GHER] 710 1 L 0 AFK 5B AR R CBEZ B BERNHIIRRE T & - 7 EH 2 B T iE



| V. BcT 2EA |

B 2 B BE I I FEHT S SUEE] & U 7o B BEINHI AR CH 86 0 ) 2 SO (1) 2505 Bl AT kT S 1)
B 1. AFPER 99.82% (548 /549 i) . U 8Bk 97.50% (584 151/599 ) . /MR 94.41%
(557 H1/590 ) TH V., GFHER, U RER M/MEOEBEINEI O W I ER ST RIT
99.40% (662 #1/666 i) T ~>7=,
(£%)
BHEREN D 3 B o OV BEERHERRRTICERE L7z 1 61 & B\ T S MRAT S S E 1] 706 41l oD £ 75
BERCER (A RO A 5 AT R SIEFIED) 1 90.37% (638 f1/706 i) Th o7z,
(ZE77)
BAEARFED 3 B % RN T= AEAERRAT R SUER] 707 BlOBAE 100 H S TOAEFRIT 82.16%
(Kaplan-Meier &) Th o7z,
(EFHEITHREH D Kaplan-Meier £ 77 AIER])

1.00 -

0.95

0.90 +

0.85 -

EHEE (K-M)

0.80

0.00 T
0

10 20 30 40 50 60 70 80 90 100

BiELNCOFEBRY (B)
24
- T Btk 100 A
BN I ERrES 95% (=T < 1] e,
EXIN 707 82.16% 79.33-85.00% 568
(%)

BAEARFE D 3 1] 2 B\ 7= TSR R S ER] 707 BB 100 HERSOFERIT 6.83%
(Kaplan-Meier #7E) Th o7,

(BHRETHRIEH D Kaplan-Meier B H R AHER]

1.000i
00757
50.050:
¥ i
% T
g&ﬂ _|
B 025
0000: T T T T T T T T T T
0 10 20 30 40 50 60 70 80 90 100
BHE,LOREABH (H)
2K
- U Btk 100 H
BRER EGIRK ARE 95% (ZARE A AT
EXIN 707 6.83% 8.82-4.83% 541




| V. BcT 2EA |

(S5 A A7)
BAEARFE D 3 ]2 R\ T2 S5 A= AR AT SIS 707 Bl ORAE 100 H RF R 0 MR A £7 581 X
76.97% (Kaplan-Meier ##£7€) T -7,

(BREFETATREN D Kaplan-Meier EH 4 77HEREIAIER]

1.00

o o
© «©
c o
I \

£fFE (K-M)
o
&
1

1 0.80 ~
0.75
OOO :IT T T T T T T T T T T
0 10 20 30 40 50 60 70 80 90 100
BEMroOZBRHE (B)
=S
- e BAif% 100 H
BRER EGIRK T 95 9% {58 < 1 BT
£SO 707 76.97% 73.85-80.09% 532

(BLEARFTERERRAER)
UNREMESZEICKT S EMAMABIEIC. AUAERELLTIRILIZIRERELIZIROEMBE. &
MERUVREMDRET)

BB/ | DNEEMMEGE KT D E MBI, AEREE LT ALV T =7 AR5 LD

HEiE CRMBIE /T A — & K OVE A R - e AR T i AEAUC) D =R EIS) . %)

MR O (EREmEl, £5, AEFRARY) iz, £, BRI AUC & H40%

K ORAEEOBRE R LT,

BT A v | sk dE, FEIR, JEEMR. BGWIM 4 A

k- A& 7ALVT7 7 o E LCUTORENORS &% 6 KHEIC 1 A 4 B&EET 5,
FEIKE 9kg Kiik : 1.0mg/kg, 9kg LA L 16kg KM : 1.2meg/kg, 16kg LI E 23kg LA :

1.1mg/kg. 23kg #d 34kg LLF : 0.95 mg/kg, 34kg # : 0.8mg/kg
PO LARMEMRITRI GIE RIS « 25 ] (FFERAE @ 28 i, AZBHE : 2 6)
AT BUEBIER - 25 B (FIFERSAE : 23 fil. BZBHE : 2 )

[#58R]
<>
FFEBAEIZ IV T, 23 4 313 tEDENEH AR bz, &b < BB L-EWERILZ, I 22 4
(95.7%) ThHV ., ZOfh, FEFEBHE 23 B0 5 5 50%LL FIZHIL L 7= GIWER X, FEEWEL BRI
DIE 19 B (82.6%) . IFHEEESLH 13 B (56.5%). #1261 (52.2%) Th-o7-,
HEBHIZIHB T, 26 47 HFORIERNRD Hivic, L -EWER I, B, FEEWEL T ER D
SiE, IFESRER . BACRIEN% 261 (100%) THh- 7z,
SpEhie (s 3Ry R - R A P i (AUC)) L &2ett (FRREHZEM:IT R A R P ZEE i
(VOD/SOS) 3¢Hl) DOPREfRIZ->W T, [VOD/SOS) Z#¥#HLL7- 4 ffldo AUC 1%, ThEh 1585,
1000, 1200 } (X 1051 1 mol min/L T& - 7=, AUC 7’ 1500 1 mol- min/L i## T& - 7223 VOD/SOS |
BIEB L 72 hyo 72 3B AUC 1X, #1241 1853, 1905 KX 1875 mol-min/L TH Y . Wi
H I'VOD/SOS | # 8 L7 iEBNZLE R TEETH - 7, ARBRiE R 5 AUC 238 1500 1 mol- min/L
BThsZEL TVOD/SOS) DHBIEIGIZH B RBEITFED bitho T,
<H >
CEBEEHD
[FFERHE 23 ], HZBHE 2 Bl 0425 TF BIH 23380 S -,
I FRERED KOV o SERBUD DI FIRE RS AR 23 B, B B 2 1O 2B TR B, i/ IMREZD A3 [
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FEREAE 23 0 14 61 (60.9%). B ZEBAE 2 HilO2E] TRD Lk,

(4% (&EMEE))
IR AE 23 i 20 1] (87.0%) TEENRD LI, £EFE TOBNE B Ko IE FHE) 1%
17.5 H (12~39 H) Th -7, Kaplan-Meier {52 X 5 Dayl100 REROAEER (95%(FFH X [H)
1% 89.6% (76.3~100.0%) ToH -7z,
HZBAE 2 ] Clix Dayll & O Dayl2 (23 M EIE 23580 BTz,
(£7% (EmEE) )

A5 GEME ) SHE R ==
n=23 n=2
A GEMETE) L 7piiE i 20 2
£ GEMmEE) =R
% (Crude) 87.0 100.0
% (95% C.I.) atdayl00 (K-M) 89.6 (76.3~100.0) 100.0 (100.0~100.0)
A7 GEMEIE) £ ToBm%k Ak
e (&PH) (Crude) 17.5 (12~39) 11.5 (11~12)
50%£W$H (#ipH*) (K-M) 19 (12~202+) 12 (11~12)

CHTHUY OFEIE T+ &5

(B4 100 H% (Dayl00) DAAF)

[FFEREAT 23 Bl OFEAR 100 B OAETFRIT 91.3% (21 41) TH-o7=, 1T £ TORMEE H KD
Hefi () 1X39.5 H (82~47 H) THh -7z, Kaplan-Meier 1512 X 5 Day100 Ff D47
(95%(EHE X)) 1% 91.1% (79.8~100.0%) Toh 7=,

HZBAE 2 I 1 41725 Day93 (2 [3E15) L7-,

(&%)
. EfE EES
0] =23 o
S A DY T 2 1
% (Crude) 91.3 50.0
% (95% C.I.) at day100 (K-M) 91.1 (79.3~100.0) 50.0 (0.0~100.0)
T E TOBAER A
HhefE (#EPH) (Crude) 39.5 (32~47) 93.0 (93~93)
50 %EIEH (FHE*) (K-M) — (32~224+) — (93~115+)

CHHEY 0BT T+ 26E

(F28/JFR B HEAL)
HRILFFEBAE O 15 Tl L. BFIRBOE(IZFEFBA O 8 il N H FBAED 2 5] T L 72

FER. Dayl00 F TIZHEIRE L WEEAOENMITRD HivienroT-,

(5 A7)
[FIFERAE 23 B 2 Bl7% T3EL) L72As, SR REBL LIogBRE 13580 bivie o oizsd, HRAe

FRIL91.3% Th o7z, [FELT) £ TOBME HEO T RAE (FPH) (X 39.5 H (32~47 H) Th

- 72, Kaplan-Meier {£(Z X % Day100 K s oD $EJ55 A= 7732 (95% 15 fH X ) 15 91.1% (79.3~100.0%)

ThHoTl,

HZEBAE 2 B 1412 Day93 (2 3E15) L7228, oo 1 NSRBI IL Lo T,
(BRERF)

= ETE BR
BIREFIE =93 =9
PR FEBL UIIET LB 4k 2 1
B A TER
% (Crude) 91.3 50.0
% (95% C.I.) at day100 (K-M) 91.1 (79.3~100.0) 50.0 (0.0~100.0)
YL E TOBM% B
HfiE (EiBE) (Crude) 39.5 (32~47) 93.0 (93~93)
50 %EEEH FEY) (K-M) — (32~224+) — (93~115+)

CHHEY OBEAT T+ 26E
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(BG4 T7)
[FFERAE 23 ff 4 Bl CHEERRAE LoD, BRERRAEFERIT 82.6% Tholc, FRBEEETOR
Tt A E oL (HiPH) 1£33.5 B (23~47 H) Toh 7=, Kaplan-Meier %12 & % Day100 Ik
ROBEHEGEFR (95%EHEXM) 1% 82.6% (67.1~98.1%) Th 7=,
HZBAE 2 B 1 617° Day93 (C [3E15) L7228, o> 1 BRI E L R) T,
(BERERF)

= ETE BR
BEZEFTE =93 09
HEMNRA LR 4 1
s R aspeR
% (Crude) 82.6 50.0
% (95% C.I.) at day100 (K-M) 82.6 (67.1~98.1) 50.0 (0.0~100.0)
HHERAE TOBME K
HfE (EiBE) (Crude) 33.5 (23~47) 93.0 (93~93)
50 %EIEH (HFEY) (K-M) — (23~224+) — (93~115+)

*ATHUID OBAEE T+ 2R

(oA BE L 3E)
[FEfERAE 23 B 2 2% AP SE (TMA) | KOV T R BREMERUmE] T L, W
TN HLBMEEEETH 7= 2 LD, BREEHATFRIT 91.3% Th - 7=, BB E TOBM%L
H#odh Rl () 1£39.5 H (32~47 H) Tho7-, Kaplan-Meier %12 & 5 Day100 K i
BB E AR (95%FHHIX M) 13 91.1% (79.3~100%) TH -7,
HZBAE 2 i 1 4175 Day93 (2 [ifittin) THT L, BHEEETH T,
(7 HERA:E3E)

TS R H®

n=23 n=2

B L RE 2 1
BB 75

% (Crude) 91.3 50.0

% (95% C.I.) atdayl100 (K-M)
AEEEISE £ T OB H X

HhakfE (#iPH) (Crude)

50 %FE R (HiPH*) (K-M)

91.1 (79.3~100.0)

39.5 (32~47)
— (32~224+)

50.0 (0.0~100.0)

93.0 (93~93)
— (93~115+)

*LATHUID OBAEE T+ 2R

EEHe (AUC : M AEH R R i T i) &AMt (BEBEARE) OBfRIZOWT, EFEARE
ORBENEGNEL 725 &SN TW5DH AUC 28 900 1 mol- min/L i »59 ZfREEICHET L7z, £
WHERTE o723 BID 56 1L, EEEZHERT HRNIE LT Lizizd, EERERMER I
JEFIE 2 Bl CTH -7z, 2 H10D AUC 1L, ZHZ4 1051 LT 1500 £ mol-min/L TH Y . Wi d
900 u mol min/L YA ETH-7-, —JF . AUC A 900 ¢ mol: min/L Kjili TH - 7= 2 il Tl3 b4
RENBD LN TN EE, KB CiX, AUC 78 900 u mol-min/L Kiii TH 5 = & LA
REDORBIRAGICH O D REEITFED oo T,

2) RRBEFHLELTERFENDHABXIEERELZHE - AROBME

BT OGRS STz,

ENTORBIEFI N E DD TRONTND Z &b, BERF SR, —EBROIEFIIR DT — % v
FES D E TORIE, BIERZ QAT HGER A 2 FEhE3 2 2 L1 L0 | RAMEHBF OB =i
WEHRET S & &b, AFOLEMEROAIMEICET DT — % 2 BWICINE L, AHK| o 6
\CEREE LT H 2 &,

TRBEMIC IS & | M S AT E B % 3 G F GRER A 2 S0 U 7o (ff FH o Aot R0 B R
M) FABERE (—RERRERE. BEERARERE. EARBLRAT) . 2ERFTET—
AR—ZAE. RERFTERERABOANS)] OHSH),



(7) ZDfts
1) BEER

® IWEF BN O AN E RS L Uiz isb iR aBr (AVE 1 H 4 [%kG) oW
B A R, BN (18 Rl Ot
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BME A MR EE 3 A Ete) MOBAZ x4

k LT?@%T“%B’@ LI MHHRBROBE LRI TO LB THDH, T ORRRABRIL, #l

16 & LTAH 0.8 mg/kg % 6 Il Z &

BT,

{21 H 4, #H 4 Al (Day-7~Day-4) FIRPAN#E
ZDW%Y /AR A7 7 I K60 mgkg # 1 H 1[0, #HA 2 Af] (Day-3~Day-2)

B592 BUICY2 LU A EAWTSEm L7-, ENERRRCIL 294 (RS 274, H
FAE 2 4) . WAMEARARBR T 103 4 (AR 61 4. BZFEBAN 42 4) CTARBIOH MM L%
VR STz, R E TETHEMT, TR_RTOREFICT == b U EE5 Sz,

(ENEERFBRRUVEAERNR E LB RRABROEEETR]

] PN R 5 RS B R RER
H H GEE EEH [FIfE HZE
G 5H%) 27 (100.0) 2 (100.0) 61 (100.0) 42 (100.0)
FeN k=] 16 (59.3) 1 (50.0) 26 (42.6) 7 (16.7)
R HE E@%%@Em% 5 (18.5) 0 (0.0) 17 (217.9) 0 (0.0)
TR Y o] 3 (11.1) 1 (50.0) 9 (14.8) 35 (83.3)
B Bl B RRE B R 3 (11.1) 0 (0.0) 9 (14.8) 0 (0.0)
o % 18 (66.7) 2 (100.0) 36 (59.0) 24 (57.1)
LS 9 (33.3) 0 (0.0) 25 (41.0) 18 (42.9)
SERE AR R A 32.5+13.0 49.0+t1.4 39.3+10.4 37.7+12.9
i (k) R fiE 30.0 49.0 37.0 34.0
(min-max) (7~53) (48~50) (20~63) (18~60)
SEEE R RS | 164.68+12.88 168.40+1.98 172.58+10.02 170.42+9.44
HE (em) g 165.40 168.40 173.00 169.25
(min-max) (111.0~180.0) | (167.0~169.8) | (149.0~198.0) |(148.0~190.0)
SRR RS | 61.83+13.89 71.30+9.48 77.85+17.58 82.00+20.23
E (kg) H g fE 64.00 71.30 77.00 79.00
(min-max) (17.8~83.3) (64.6~178.0) (40.9~114.0) (40.9~122.1)
GIRGYS bl 2 (7.4) 0 (0.0) 5 (8.2) 0 (0.0)
(b2 R) H 25 (92.6) 2 (100.0) 56 (91.8) 42 (100.0)
IR bl 25 (92.6) 2 (100.0) 41 (67.2) 24 (57.1)
CHctipess) | & 2 (7.4) 0 (0.0) 20 (32.8) 18 (42.9)
i3 27 (100.0) 2 (100.0) 53 (86.9) 39 (92.9)
BHLE B 0 (0.0) 0 (0.0) 8 (13.1) 3 (7.1)
R BB 17 (63.0) 0 (0.0) 27 (44.3) 4 (9.5)
B T R R R 10 (37.0) 2 (100.0) 34 (55.7) 35 (83.3)

KCE BEAIAG & AR R 2 7 FE ki L 72 B ZBAEO 3 BlIEERS T 2,

@ FANZRIG L LTS RIR

"D < 7?(4}7 12)
DJ:’[D. %1‘%’\%5

(BAZXRE LBV RKABROEESR)
JEUPR AR, Atk B ik
Hit (%) 30 (100) 30 (100)
SN BENE A M 16 (53.3) 19 (63.3)
rolk) //\@Emr 3(10.0) 3(10.0)
TR PEE BENE A i 5(16.7) 3(10.0)
Bl LR O (B 3(10.0) 5 (16.7)
Z D 3(10.0) 0 (0.0)

AR (AT 1R 4BE5, Bik:1H 1EEE)

I, [AfEE mEA B ORTER E LT, 1 A 41 (AR)
£) #IRARG L L SOBEHERIEILUTOLEY ThH D,

(R I A

MiZ1H1ME (B
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@ ENERRBR (AL 1H 4E8Y)  (RAICBO TUIAMBARE IS ER) W
16 s 2L LMY R JEEE 10 646 R1C, B R E BB ORTER & LT, &AL F
AT FRNE G L, EANTHEE LZE THRROBEERIT, UToEB0 Tho, KK
1. BB T EHE® 8 Haj (HSCTDay-8). 7 Haj (HSCT Day-7). 6 HAij (HSCT
Day-6) &O'5 Haj (HSCT Day-5) (&, 0.8mg/kg % 6 FFfills X2 1 H 4 8], 2 FEfiH T T
RN G- L, 47 %%, 4 B (HSCT Day-4) %O 3 HHij (HSCT Day-3) (2. 200 mg/m?

CEMEY o JEICx 5 KGR E : 5 mg/kg/H) % 2 BFERINT CHARNZ G- L=,

(ERERRFABROEEER]

H H AEH%) 10 (100.0)
A O el (min-max) 54.5 (35~68)
KE (kg) EXJE (min-max) 60.01 (42.9~83.0)
Tk 4 (40.0)
PIBEIFSE T3 6 (60.0)
Bl 10 (100.0)
BRE H 0 (0.0)
FO FR A R SR A U L I 9 (90.0)
S OVE A RHIRA B U o< 1 (10.0)

@ NEEGE USMNERRER (CIE 1B 4EE) W

/N OFRER AR LRSS C N L 7= R i e A R A e OV E S i e MR A % k5 (4 O
~18AN) L LEERBROLOTHY, TOBEFERIILLTOLBY TH D,

RIS I AR AR I BV T ARIOA S Th D7 A7 7 > 0.8~1.2 mglkg % /il
HEIZ XY 6 BEf4EICFEE 16 B, BAfifTH (Day 0) @ Day-9 75 Day-6 (2 4 HEE#EH &5
L., ZO%y 7 kR A7 7 Kb50mgkg # 1 H 1A, Day-5 75 Day-2 (2 4 AFEH 5
L72#% (BU/CY4 V¥ A ), Day 0 ZiEMeEpfia s’ imE: Sz, BEBMICKE T, 7 A
V7 7 0.8~1.2mg/kg % sfFHEIC LV 6 BEMEIZET 16 [Bl, BAiiifTH (Day0) ¢ Day-
675 Day-3 124 HR#E ARG L, D% AL T 77 140 mg/m? % 1 7], Day-1 285 L
72t (BU/L-PAM L * ), Day 0 |Zi& MERHIAE A GE S vz, PUEsdEL LTy Yy o7
BEURER AR LT,

UMREXRRE LEBHBRABROEEETR (REHR))

JRIE R [Eikia BX
ait (%) 28 (100) 27 (100)
A BENE A i 14 (50.0) —
2Pk oA IR 1 (3.6) —
BRI B 3 (10.7) —
H RS BOE R 1 (3.6) —
SIeIR IR i BRAE 5 (17.9) —
YT EIT 1 (3.6) —
Wiskott-Aldrich JEMERE 2 (7.1) —
F I BR G R A 1 (3.6) —
AR A R i — 24 (88.9)
a—A VT ANE — 3 (11.1)
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® NEEXSE L ENRRRR (CH:1H4EESE, DIE:1H 1EES) P

AN ARG, EIN T HENE L 72 [ i i A SO X B FE e B O RilaE & LT,
1HA4ME (C¥) X1 H 1E DE) #RNELGLZEZOBRFEERIFLTOLEBY TH
%, DL T AREB O 584 3 REE T T SUXEATIHIZE 1 O 5 & (R 58 14mg/kg)
IZHEADWTHEE LTz (3.2~4.8 mg/kg/day), [FfEEMAMBEOL VA L, TAXTE L
IZ7 27 7 v (4 BRE) BilRHR 7 a7 v 4 4], 7ALv7 7> (4 B IAVT 75
PR3P, TANT 7y (4 B) IAVT 7 T BRI e T ) R 24], TAFTE
ST AT 7 (2 B MR a7 ) R 2 6], saTr e AVT 7 (4
A, ZAVE T 7 ALVT7 7> (4 BW) [ 7 kA7 7 2 R s a7y 7
NETENTANVT 7 (2 BHED ., REBHBERE 7207 7 (2 ) 1AVT 77 2,
HNRTFTF T R RIZAESENTZLT 7> (2 AR BENEN 1 TH- -,
HEGEMEBMEBEO LA AL, TALVT 7> (4 B 1AVT 7T 20 9 B, 8 b
W7 A7 72> (2 HB) IAVT 7T UN 26 THoT2,

UhREXRRE LEERNBRRABROEEER]

Ci D ik
it (%) 63 (100.0) 27 (100.0)
e ‘:Py.%ﬂﬁ 6y 2m.o. 3y 10 m.o.
(min-max) (0y 5m.o.~15y.0.) (1y1m.0.~16y.0.)
P % 21 (33.3) 14 (51.9)
L8 42 (62.7) 13 (48.1)
R i Al R A 34 (54.0) 16 (59.3)
Ak o A IR 9 (26.5) 3 (18.8)
SMEEBENE B M 11 (32.4) 2 (12.5)
FERVX Y L YE 2 (5.9) 0 (0.0)
B 6 BT AOE R VS TR NS 3 (8.8) 4 (25.0)
¥R SR S i AR A 4 (11.8) 0 (0.0)
B AE 5 5 (14.7) 4 (25.0)
T I 0 (0.0) 3 (18.8)
EES k2 29 (46.0) 11 (40.7)
SMEEBENE A M 0 (0.0) 1 (9.1)
B AE 29 (100.0) 10* (90.9)
IR i S R A 34 (54.0) 16 (59.3)
B R A 23 (67.6) 6 (37.5)
; A o R R A 2 (5.9) 1 (6.3)
BHRIR JR A i B A 9 (26.5) 9 (56.3)
EES k2 29 (46.0) 11 (40.7)
FRAH L R 29 (100.0) 11 (100.0)
MAC 57 (90.5) 20 (74.1)
MAC/RIC RIC 6 (9.5) 7 (25.9)
1 [A] 45 (71.4) 19 (70.4)
B 2 [A] 16 (25.4) 6 (22.2)
3 [l 1 (1.6) 2 (7.4)
4 [A] 1 (1.6) 0 (0.0)

MAC: Myeloablatve conditioning, RIC: Reduced intensity conditioning
S APRRIEAAONE 6 1, BEZFME 3 B, AT 7 RA RIEE 161
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2) HRAZHR
O EIPREERRER L O & 6t 5 & LTSN ER A ARBR I 51T D BRIR DR (A 1 R 4 [l 5) o1

(EREg PR ER R )
[ R A EEZ4
R e RS 100% (27/27 1) 2 5/ 2 A%
AR 96.3% (26/27 ) 2 B 2 B %)
EEFTORES 14 B (9~20 H) 11 H (11~11 H)
100 HAfF* 96.0% 100%
* YEMEHIIBAES S £ TICE L Aol (&)
% Kaplan-Meier #£E
B ER R ER AR )
[ R A EEZ4
R e RS 100% (61/61 ) 100% (42/42 f)
AR 98.4% (60/61 ) 100% (42/42 )
EEFTORES 13 H (9~29 H) 10 H (8~19 H)
100 HAfF* 81.5% 100%

kMRS G AS £ CICE L Ao b ki (#FH)
% Kaplan-Meier # /&
© FANZXTG & LT-s AR T SRS (AVE:1 H 4G, BiE: 1 H 1 EES)
(AFNEEEIZ H5 < 7&ER)
UGES ERRRERREE) ¥

e s /R 2 77/ D E AR
B 58t |l (%) A5 B FlER (%) B FE T H 2 TR (%)
AT 30| 96.7 14248% 86.7 26.5 (13~114) 20.8
B2 | 30| 100 1425)10” 86.7 95.5 (13~144) 13.3

¥1 v aARRT7 7 I FEOHA (40.0%), 7VF T Y VIR AT VR OGIRMILZ 27U v & OffH
(56.7%) . 7T ANT 7 L HK| (3.3%)
*2 L aRAT 7 I REOHH (43.3%) .
(53.83%) . 7 A/NT 7 L HH (3.3%)
*3 GEMEMAABAE S AS £ TICE L B o bl (FpH)
*4 I/ 2 T/ pl PL W EET S £ Co B O Pl (FEH)

TNE T R AT R OGIRME 7 v 7 ) & OfEA]

@ EIWNERRER (AL 1 H 4EHE)  (RANCEBWCTERARHAFEICES < KR) Y

(ENERREER AR

EEZEZT!
e EGTES 100% (10710 fi))
G 100% (10/10 )
EFEETORES 11 B (10~14 H)
100 HAf7E34 100.0%

* EMEHIRBR L A AE E CICE L BEOF defi (FREBH)
FECICE TR EFRR, HERATFRIIRIA L o7,
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@ NREGE LIZHARE (CHE: 1 A 4ERE) W
G ERREERAGE (/M)

) R Al HZ B
R EUTES 100% (28/28 #i) 100% (27/27 )
G 100% (28/28 #4) 100% (27/27 i)
A A 21 H (12~47 B) 11 B (10~15 A)

100 H A7

100%

100%

* IEMEHIIRBRERARS £ CICE L7 Ao PRl (#PH)

% Kaplan-Meier #7&

F7o, ENERRBRICB W T 18 Akl O/ DN T 3 FIA G ST b, AR CTOR
BB GBI, BAKOVNEE 12 0.8 mg/kg/[Hl TOMKHRBEAE CIEH 228, b o/
3BIORBRALIZLL FTD LB ThoT,

(ERERRFERAIE (ME)]

JR R {RHE B B B A A2 AAE B
S BEYE A MR 43.2 kg [FIFE R A —3H 13 H 50 A+
S BEYE A M 17.8 kg*! [FIFE R A 0H 15 H 100 A+
T B 1 P 46.7 kg Al R 2 H —*3 28 H+

k1 YFHEFNCRIT A AR O GEiX, /NNEICKT 2 ERER ORKBRAE - AELTRRS,
%2 MBI RS £ CICB Lz AL

%3 Bhhts 28 B REM CTABERA &Rl Sz,

k4 FREBERAETH L,

(EHfi A5 %)

(e CEEH B REIHNT, AP ERE <500 /mm3, U 2 8BRS <100 /mm3, #F L < idif/ k< 20,000
/mm3 DWFNNERDIZHAE L ER L, 2 HREER L TR SNZEOWH, 50T
/R 4T - 72 B 23 L7z,

Ao S HIE. EBEIHI MR PRI 500 Imm3 A X B & EE LT,

® NREZMGEE LIZENRARSR (CIE: 1R 4E#ES, DL 1R 1EHRE)  (KREHFFICRK
SRR P

(ERERRAERMIE (ME)]

Cit D i
N 90.5% 84.4%
EER [ AR A 85.3% 73.7%
EEZEZ 96.6% 100.0%
BN 16 A 16 A
EFEETORES [ AR A 24 H 28 H
EEZEZT! 11 H 10 A
IR 84.0% 92.1%
100 HHLAE (7% [l R A 87.1% 76.2%
EEZEZT! 93.1% 100.0%
Bl | AT [ 14.5% 8.7%
[ AR A 24% 6.2%
FIETHR
H ZBohi 3.4% 0%

* G MBI AEE E CICE Lz o JefE
3% Kaplan-Meier #£&

TR AR OER SN TV DR IR R TRFEE MEsMIaBEOReERE, Ka—A  JHEZ 7 I —
JESES, PRARZFAIAENE, R Y o NEIZ BT 5 B FE Mg ORHRR ] TY,
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VI. RHZEBICEEI SRE

1. EEPHICEEH D LAMRIEILEME
TIVF LA VIRF— R T ILF ALHA
277 FO#HD)
FTA bRy v AL — RRTILFIALA]
FA PO Y v AZ—F- N- %2 RI#, 27 ukA77 IR, ARAT77 IR, ALT 75
Y. ELAFUMBIR, T=LATF Y FATN AR BINNT e T u RN R

TR BEEDH DBV OMREUTNRFIL, BIOBFRXLE2ZHS 5 L.

2. REHER

(1) TEREML - YER%F
1) {ER%F
TANT 7 o EELT X ALBNTHIENICER Y IAZ N %I, T3 kiz L - T DNA %
HORNCZEGEZER L, Mo RERETS, TALT 7 U AVK VBT AT )LE LT 2O0
TAx N (R-CH2Y) BAERNTT VX IUARER 2R3, X 0 MilnN & B O SH ZEIZH <
g b EEnTns 17,
2) ‘BHEEHIVEMN
O BALB/c 2~¥ U ASND T AT 7 UEHIZID . KM O HER, U 8Bk JRIMER K OV
IR OWED . WO EBET ORERIER-~ 7 1 7 7 — U R K OIRIFER R O 1 1 i B AR O I8 ) A3
BoOHN Y,
@ CAF1 ~URA~DTANT 7 U EHIZLD | RoOoLRE MM TH 2 =2 v =—TE a0
(CFU-S) O bz 17,
@ E—FTNAX~DT AL T 27 AKRT AT 7 OFBE5I2X Y, AIIMER, M/ OHER R
MERDI A 03Z8D iz,
3) HLIEEIEH
DO 7EEO v MEBMEKIC LT, AN T 7 0T in vitro EFEFLE 2R LT 202
© TNB9 il (b bR 2EE ORI R) B X — R~ U 2Tk LT, T ALV T 7 3G E
MZERLES,
@ AMEY v S A fE R RSB NOD/SCID ~ 7 225t LT, 7 AN 7 7 dHEEEH %
RLZ®,

(2) BEMNEERMTDHABRBE
1) ‘HBERHIER

TANT 7 OERIEERZ, U ASOT ANT 7 o ORKEEERNE G, NI e — 27 1A

RIS DT ANT =7 ADKEFIRNE G K ONT A7 7 o ORKER ARG L BRE L,

@ BALB/c #~ v AIZx L, B (7 b)) i 5.25 X 10.5 mglkg D7 A)LT 7
. BPENICKERE (23 H~—1 HiZ 8 Al E) 52 &Ik, KM oiEk,
U U RER, ARIMER K QNI RO DY, 7o, B CEREK-~ 27 v 7 7 — VR L OGRFEK
F O MLETERHRY (CFU-GM., BFU-E+CFU-GEM) O 23380 4179, 2 b ok
K OVE 6 i i B O I m H ERECBRE Th - 72,
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O
TRILT 7 2525me/ke

W7 RILT7210.5me/ke

~ 14.: IR Bk N 0.8: 17 eIk
s 12 oo De0@ (2d2m O 07
o OO (6)
o 10.} ok 7B (6) ** > 06
X o lg A7 < 05f
< 8y 7 Vo | | 7 = 04t %
% 6.f A= (A A - 7 B 7
=l AadAIl o Al
2l IAIAIA AR =050 oG A G 1D
o A ALY - e [ LA 1T
22 1 19 49 91 112 - 1
Day
1200 /iR 18 1) XER
< 1000 g}? /)
\9800 otk - 12r ’
= 600 = b = o g 7
L Hokok g * % 08 % ’ 7 % %
£ 400 = e 10 | (T oslll 0. 1016 |V |G
& 200 ‘M0 ul By NSl A G A | =]
o el AL =zl AL
22 1 19 49 91 112 oo
Day
( VEn#K . £2EEHTEL
(TR 7 UBEICKDEMBRDFL)
<a)?200-
% A : 525mg/kg n=5, @ : 10.5mg/kg n=5
150 4
:ll';_‘} T/$\
¥ 100 F
®
S
50 4
s
o
E‘ 0_*** I I
o 0 20 40 60 80 100 120
Da
(b) 200+ Y
=2
$;§ 150 }\
o]
§ﬁ1m {
%i’a\* 50
& . . . (Mean+S.E.)
0 20 40 60 80 100 120
Day

*P<0.05, **P<0.01, ***P<0.001

(FRLVT7 0BTk 5 BHEPEMBR—

BEARBE & HER L THERH40 (Student's t RTE) (CHBESH Y
XYY A7 7 —CREUFFERROEDRIEMEORED]
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@ CAF1 ~ T RIZK L, K (78 R WK X% 20 mglkg D7 ANT7 7 % 2 EHERT 4
[l MERENICH G Uiz, RoLZa&E e Td 2 M= v =—Faiile (CFU-S) 13, 7 AL~
7 ¥ DR G EB AR L I LT 12% E Tl L. 2%, RBRKE TRER O 52 1 & T
D ke L7 Y,

Rt e G O WM GE) BEARRE & iz L 7= CFU-S (%)
0 12+1.5
15 21+1.8
25 57+3.7
36 36+2.6
48 42+3.7
52 21+1.8

CPE AR, n=15)

® v—2Z A Xk LT, 1 mglkg DT AN T = 7 ADRKEHIRNEFR S & 1 mgkg D7 AL
Ty rONERNES A, 1B 484 AR TWEERL7- & 2 A, AIER, iR & OSER R I
EROBADIIFRETH o7,

G- e % AR
55 1 mg/kg/lal (7 A)LT7 7 ) 1 mg/kg/la] (7 A)VLT =7 R)
M If.EK a —52 (5.4/11.2 ; Day 17) —24 (8.5/11.2 ; Day 17)
M/ a —89 (42/392 ; Day 17) —87 (52/392 ; Day 17)
@Ik RMER 2 | —68 (0.008/0.025; Day 10) | —88 (0.003/0.025 ; Day 10)

a: SHEE., AR GRS T A ELER (%)
() BHSBoREM/ ARAEREEOREME OWMIER  GUEMOBEALILHMER & /MY 103/ 1 L,
AR AR IMER 1% 108/ 1 L)

2) HUEGEH

TANT 7 o OFIEEER &, in vitro (2B 5 MEEHITEROBIGELE & b AR SRR A

JaBmiET VO REMEY 3 B IR E T L 2 -V TG LTz,

O K562 (b MEMEEHEME A s b siekiiakk) 22, HL-60 (& haiEBEERNE A s & a2
WIL2-NS (t k B #lf Y > SFERIE M S MMErE) 2. Raji (b b Burkitt U o /S S
B ¥, BE (b hERE BHIakE) 2. HT-29 (b bR BRIk 2 O SCC-
25 (b bR Bl iaek) 2 o 7 O b NESMERICH TS, 7 AT 7 O invitro
HEFEPAE 2358 BTz,

@ X— K~ v X2 TNBO fifid (b MRRREFIE B MAORE) % 2 P HE%. 20 XY 42 mg/kg O
TANT 7 & EENIC Day 0, 4 X OV8 L L, £/2F—DA S ¥ 2—/L T 45 mg/kg %
BOEh L7z, Day 28 £ COEBEE&EZHE LIMAR, 7ALVT 7 2B L0 &
g U, T T oORGRECHEEE & OB K OMEI 258D v, xFRREEIZ R 2 B 5E i)
FiE, 20 K 42 mglkg ORABEENFE GHE T, 2 Z K 36.4 K1 81.7%. 45mg/kg D
AR D B 5 RETRR 26.7% T~ 72 2,
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(n=14)

(n=8)

Relative tumorweight

(I:SE)

0 4 8 12 16 20 24 28
bt

W [ERENIRE 42me/kg. A: BERERNIRE 20mg/kg, O: #EAKRE 45mg/kg, O: xR
1: T7ANLZ7U%5R
@ NOD/SCID ~ 7 R|Z 3 FDRAM Y v/~ | Mk B O 2 Btk (GrERT B AiiE E i

i Ak T Ml E M ; P, 2tk B MR E s ; SIRNBME), 72 Lr7 > & 3 M
RAEHEENE G UTe, *THRBEO A BER 2 3G Lo BEBR~ U X & g Lo iS5, atkal
B fiiE A s B E I (10mg/kg %5 KOEME T flE A s EEEE (10 %O 20 mg/kg
B 5) % B FRNE LTz~ 7 A UL, BEISARE O Jl SO MES ARRE O B NIBAE 23 38D BT, £z,
2k B A s B RS~ 7 2 Tl 10 2O 20 mglkg D7 AN T 7 UG THER
AHFEREOIEENRD bz, B, 7 AL 7 7 o OERIZ, 20 mgkg #EGRETE DR
Hohi®,

(3) YERRIRFER - HiahR
MUER e L
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FYMEICREI HRE

1. mMAREDHTS

(1) AELEDLGTLGEE
1 H 4E#&E - #&5RECOmMEEFEE — R FiEfE (AUC) & LT 900~1500 1 mol* min/L
1B 1S - SR ComEhRE — iR FmfE (AUC) & LT 3600~6000 1 mol- min/L*~*

(2) BRERGABRCHERE SN -OFERE
1) ENEKRRABE (AL 1H 4[R5
[FAE ST H S E s AR Al T O MRS & 5 WV ITE R B EORBFICT AN T = 7 A%
1 [ 0.8mg/kg O HET 6 R4l 1 B 4 B, 4 HREEARN 2 RefflRii G- L7z & 2 omiEfR
BAGR (TANT 7o) BEEZH A a~ 7T 7 0 —ZFEOH (GC-MS) {EICTHE L7z, I
HEPORAAVIRIR IS X, BEFFHORE S & HICEF L, H5KTEATT Cmax BNEER I, &5

TR Lz, £z, BE5 9HIH &R G 13 HIHDO Y — 27 KWK~ 7 7 O fiEh R2 bR
BEZHB USSR, FE B LAEEZRLTCWAZ S, BE 9 HBICITEFIREBICREL
TWDZ ENmREniz?,
B51EE  #59EE | B513EE
-
E
b
£ 1500 - 1500 1500
. ¢
il
% 1000 | 1000 - 1000
E=
f'&é 1 1
L 'y
K 500 5004 500%
L
O 1 1 | 0 | | | 0 | 1 |
0 2 4 6 0 2 4 6 0 2 4 6
B5 %R (hr)
(MIFPREICAEEHTE (EHECIZERE) ]
(RECEDOEYEIEE/NS A —4F (EHEFIZERFE))
v w Cmax tie AUC*! CL/ABW*2 Vz/ABW
B | % (ng/mL) (hr) (x mol- min/L) (mL/min/kg) (L/kg)
1[=EH 29 994+123 2.66+0.40 1171£220 2.661t0.44 0.60*=0.05
9[EIH 28%*3 1311+192 2.861+0.38 1242+206 2.46+0.37 0.60%+=0.07

%1 %5 1A BT AUC-%. #5 9[AH X AUCss 22 NERT,
%2 ABW IZEKREEZ RS,
%3 %5 9EH D Cnax IZOWTIZ 2961 TH 5,

2) ESMERIR

B (AVE:1H4EEE, Bik: 1 H 1EEYS) (AMHEFE
MR EE B E

W HD < AR

. [FAFEE eSO E LT, 1 H4M (A 31 H 1E (B
a%ﬂ)ﬁ?ﬂ?%ffbf_c‘:%@;ﬁ%%ﬁ BT A—RITLUTOLEEY THD Y,

(FRIVIT7 o DEPEEE/NT A —5 (EHELFERE))

y ¥ Cmax ti2 AUC CL
Bela (=S (ng/mL) (hr) (umol + min/day) (mL/min/kg)
AVhE 30 1064.6+147.2 2.75+0.22 6058.0+1091.9 2.05+0.36
Bk 30 4217.6+700.1 2.834+0.21 6475.5£1099.4 1.90+0.31




10000

10000

mEER T RIL T 7 VBE (ng/mL)

3) NRAEG L Lizifpshikh (CiE @ 1 H 4 [E#E)
PR SO FEEME RS R E S, T AT =7 A% 18] 0.8~1.2 mg/kg O & T 6 REfE4EIZ 1 A
4 [8l, 4 AREIRAEE LTz & & O msERRE(CARERE 2 -V TR L7238 EiE N7 A —Z (%
UTFDOEEY THDH, KEKRGIZLDEYBEEOLEE IR SN2 -7,

(RELEDEYERE/N

| VIL. $&4p@hie i+ 55 H |

FA—5 (PHELFRERE)]

WL | R " tue AUC CL/ABW*! | Vz/ABW*2

e mg/kg %ﬁ:ﬁg@ﬁ (hr) (umol- min/L) | (mL/min/kg) (L/kg)
1[5 H | 2.08+0.242 | 1132+263 | 3.74+0.734 | 0.68+0.182
R EE <9kg 1.0 8 9EH | 2.36+0.357 | 1270+253 | 3.30+0.559 | 0.68+0.182
13[EH | 2.35+0.263 | 1292+375 | 3.33+0.742 | 0.68+0.182
Okg = KK 1[5 H | 1.98+0.284 | 1152+176 | 4.31+0.693 | 0.73+0.079
< 16kg 1.2 14 | 9MEHA | 2.184+0.300 | 1269+204 | 3.92+0.658 | 0.73+0.079
13[EE | 2.19+0.409 | 1277+248 | 3.93+0.744 | 0.73+0.079
16kg= KK 1EH | 22740277 | 1171+177 | 3.89+0.524 | 0.76+0.066
S23l;g 1.1 14 | 9MEA | 2.46+0.385 | 1273+234 | 3.61+0.597 | 0.76+0.066
= 13[EHE | 256110426 | 1301272 | 3.56+0.627 | 0.76+0.066
93kg<{k T 1EH | 2.27+0.246 1110+64 3.42+0.108 | 0.67+0.069
= 34kg 0.95 6 9EA | 2.52+0.291 1230+97 3.09+0.170 | 0.67%+0.069
= 13[EE | 2.61+0.234 | 1281+104 | 2.97+0.201 | 0.67+0.069
1EH | 2.67+0.401 | 1213+178 | 2.73+0.398 | 0.62+0.053
REE > 34kg 0.8 13 9EH | 2.93+0.513 | 1323+177 | 2.49+0.298 | 0.62+0.053
13[EH | 2.95+0.508 | 1338+215 | 2.49+0.377 | 0.62+0.053

RHE M S Bh EMFAT T3
k1
k% 2

~LTz,

SR HEEMZ R LT,

ABW [ZEAREZRT,
B B B REARAT IR I IR R B 2 B L TV RV 2D W ORERNZEW TS EROE %

4) HARNNE (EHRPAEYRERET L2 HWEHTE) (C¥E: 1 45, DE:1 A 1 EEE)

(D i« DNFHFEIZEEDS < HKGER)
Diestelhorst & **2 O 5 & HAZVERRL U 7= A F 2R E LG T 7 v 2 v, /RIS 1 (8] 3.2~
4.8 mglkg OHET 24 BffMEIC 1 H 1A 4 HEEIRARS L2k, ROVREIZ 1 [H 0.8~1.2
mg/kg O ET 6 FfElfEIZ 1 A 4 [F1 4 A RBFEIRNEE S L72KED AUCgs 2an OHEEEIZLL T D & B
hTHD Y,

B 1a1Egs -- 1H4EKRE

<9 kg, 4 mg/kg 9 to <16 kg, 4.8 mgrkg 16 to <=23 kg, 4.4 mg/kg

o
=]
|

0 12 24 36 48 60 72 B4 96 108 120 132 144
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BS®EERE (hr)

(B1E4BEMRVC1 B 404 BEFRAZELEZBOMERTIRLI 7 VREVSaL—

=2
FERR R ORI A A, PR BN BB 45 13 90% Tl K & 79,



| VIL. $&4p@hie i+ 55 H |

(FRLIZ7 D OEDHE/NS A —8 (FHEXFRERE)]

1 H 1 [FEES 1 H 4[R5

S 1 B 5 & AUCss 240 ™1 1 B h5 & AUCss 24n™2
(mg/kg) (umol - min/L) (mg/kg) (umol - min/L)

IREE <9kg 4.0 3446 + 1167 1.0 3443 + 1166
9kg = {KH < 16kg 4.8 5445 + 1971 1.2 5438 + 1968
16kg = AT =23kg 4.4 5811+ 2173 1.1 5804 + 2170
23kg <{AH =34kg 3.8 4236 + 1582 0.95 4231 + 1580
R EE > 34kg 3.2 4345 + 1573 0.8 4341 + 1572

AT — 4 0 IO SN AR EERTET A E AV I a Lb—va itk

HHEEEZ R LTz,

* 1 1H 14 ARBREICB T 2G4 BE (EFRER) O®5% 24 i E To7 2L
77D AUCHEEMmE R LT,

% 2 1H4E4 HEREICBIT585 4 HA (EFRER) © 1 EHESH% 24 K ETO
TANT 7O AUC HEEM 2R LT,

(3) HhEE
ZEER e L

(4) BE - iAEOEE
MU ER e L

2. BYRERINSA—F

(1) #RAF 7%
M R L

(2) BIREEELR
AR L

(3) HEEETEH
MU ER e L

(4 2UT7I532RA
ENEERRBRIZB T, 7ALVT7 =7 A% 1101 0.8 mglkg OHET 6 FFfEI(Z 1 B 48], 4 AF 2 B
MR ER R G- L&D 27 V7 72 (CLIABW) OYH{#IE 2.66 mL/min/kg (#5-1 [E1H)
J ¥ 2.46 mL/min/kg (#5981 H) THV ., FLHEEICRIT 2ZEITRO e o7z 17,

(5) P MBE
FENEERRBRIZB T, 7ALT7 =7 A% 110 0.8 mglkg OHET 6 BFffEIZ 1 B 48], 4 A 2 B
MEARN R 5 LT & 2 o0 AME (VZ/ABW) OFEIEIL, 5 1 EH KOS 9FEIE & HIiTiE
12 0.6L/kg TH Y, BEEEKICE T DEMITRD bihoTz 1,

(6) ZDith
MAER e L
3. B&EM (REaL—I3y) B

(1) BT
KR L

(2) IS A—LETHER
MAER e L



4,

| VIL. $&4p@hie i+ 55 H |

R AR
B R L
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(1)

(2)

(3)

(4)

(5)

(6)

e

(1)

(2)

(3)

(4)

1 5% — i BS P& 8 1
wiEd s (Fic [(4) BR~NDBITE) OHSM)

1% — R AR B P @B 1t
YRR L

it~ OB
MAER e L

BR~NDBITIE
BN 7207 7 AR EHOMERER TR IL, 7 AV T 7 N MEMBIM 2 @il 5 2 & s, i
& FRR AR IR EEITET 5 2,

DDA DIBITIE

7 v MZ 4.0mglkg D 1,4-1C-7 AV 7 7 > 2 BAEERRNE G L, ik B seR g 2 e L, (&
&AL DS TR 1~15 3Tl TR REIR L 27 L7 RICIER L7z, MW BEHRESFR O
BAZIERT, B, MR OB TH -7,

MPFE[EEE

TANT 7% 1 mghkg AETROES L-2rEBert A immaE 2 b & RN B I 5 & [
FEAE CEYE S EEREE) 12 7.454.9% Th-72%, F£7-. v MNIIEIC T 2L 7 7 U2 TIML TR
DI MR AREAE CEIME R 1%, R AIZBWT 8.313.1%, 1BMHE 8t A s EE
IZBWT 2.7125%TH Y. #Ef L7z 20~200 ng/mL D7 Z)V7 7 » OPRFEFHHICIBV T, REK
YRR BN o7 ¥, v MSERY ~O AR s S CEEME R ) 13X, 32.4£2.2% T
HY., BTN T I U~OIEROT VX R L) EFRADNER SN0 L EZ BN,

R ER AL B MR IR ER
T2ANT 7 0%, INEFAH-S- v T A7 x2T7—8 (GST) I[CXB 7 NVEF 4 8525 —EpEL
T HRE D D WVITNEEE & OIEFFRET L F A L B EEREERIC L » TRIFELE NS 219,

R#I_E5T 28R (CYPH) ONFER, F5X
TANT 7%, EIZGSTALIC L R#tan s 2,

VEEENROEERVZDEE
BAROANA

REMOFHEOABERWEML., FHELE
T2ZNT 7 OB OENMEICE LT, F v A =— AL AKX V79 MO BEFEI 9 5 Bk &2 et
LSRN SRESNTWDE Y RS THDLANLEKT L, 3L RaXx R LRT U RO Tk Ko
FH 7z 1-AF T RERMLUTOMEERED SN2 olzDICX L, TALT 7 2N LT
LA TR R AR 72 R SE D 58D BT,
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11.

| VIL. $&4p@hie i+ 55 H |

Bttt
HERAL SR
PR

AP REME AR AT IR OB S ENTT AL 7 7 > (1 mglkg) 73 24 BRI LANIC IR ~KZE (L
RE L THH SN AEAIL1.720.9% T &2 U7 T 0 A CE¥E - HEF ) 1% 3.2+ 2.0 mL/min
ThHo72 ",

- EPEEBEEIC 1, 4-UC-T AN T 7 RN BS-T AT 7 o RS TR ARG L, RE
A8 TR o7 » TERE L 72 5, 5 L 72 35S-7 AL 7 7 DK 45% (AR 5-H) KT 60%

(BN EERE) (1,4 14C-7 AN T 7 > DK 30% (AR K O 04 5-15) 28R P Pt S iz 9,

S URR—4—IZE9 2155
MM ER e L

BNEIZLDBRER
MBS 2 KT L TV AHIERTF 2 U U EIZ DN T, FEENT BBV TR OB (0.5mg/kg) Sz~
ANT 7D VT T AL, ERRBHEEL AT HEFELFRETHo T WO ERIRE NS 5 1,

HEOEREAT HBE
AR L

Z0ft
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VIII. T2 (ERLOIEF) ICEHI SHE
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REEZDEH
&

11 EMEHEBEDIERICAF ZRET HHRICE. BAKICTHIRISTESERBRICE T,
EMEFMEBEIC TS TMBERRE L DEMDL & T, BYEHMEINSIBEICOAERT S

Eo T, RERBICEILL. BEXFIZOREKICTEMIURVEREZTAHAL. REZHFTH
bIR5TH &,

(et

MBI L, S EERENZ ET 2 2 &6 HMOERT R L OEMO b & TARFIOR5- 530
DIEHW SN DBEIZOHKEGEESNDINETHDL I ENORIE LT,

12 AXFZ/NRIZRET BEIZIE. DNREODPACEEECTHAEMBLEREE L OEMDE & TEHE
T52¢,

(fi)

INEADOEFIZONWT G, M OEFH K ONEMO b & TRAORGEMTONERETHLHZ b

BE LT,

13ARBNDFERIZH->TIE, EEICEFZERT S L,
(fifa)
AEERICH > T, EE

WEFEZBIRT 2 2 L2 EEME T 72O E LTz,

2. BRAREZDER

2. 2R (ROBEICEFRELGNIE)

21 EIERYYEZ SF L TV A BRE [RYYENHEE LMt 220”5, ] [11.1.2 K]
(f)

A 5-1% 1L HEE OB BERNHIRRE I
RN EHER ﬁb‘/’;o

IRBH I END, EEBIMMELZ AT L TV L EFITIREGT & TR

2.2 RN DR/ kb UiHBUE O BT D & 2 B3
(fif#n)

RIS, PGS L EERER A R T D WREN S H D T LB RIE LT,

2.3 1l TR L CW D e D & 5 otk (9.5 0]
(fiFsn)

AANTIEERATERIZ W THREATEMEDGRO DT D | AR SUTAENR LTV 5 AIREMED & 2 2RISR G-
FTRETEFRNZ EORE L, (TIX 2. 6) EERAFMUHER] OHEM)

. MEERIIHRICEAET HEE L TDER
BRE I LTV 20

. AERUVREZEICEET 2TEEFTDER
(V.4 BERUVAZEICEET 5FE) 0HESHR
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5. BEEREARNIE LT DEH
8. EELTEAXRHIE
81 AFIDFEMICH Tz - Tid, BEOREBL OISR (D, Hi, . B5%) 20, &
Nl 2 FEfi rIRE & T S LD BEICOAEE L, IFTOHERHIZOWTHRICIEERE T2 Z &,
s AFN OG- L OER, MEXPIREFOE=F—%21T5 2 &, £, BERITEHAITERBR
& (g, FFREREmA., BEMRES) KIREOE=4—F&21T9 2 &,
s AFNOEGZITEH OREL T3 ICBIE L, B R EYYEOFRBR 2 M o720, flEAlkxs
FORMIYERNREZITV, WU R EHEAZ1T O 2 &,
- AFN OB G% (Tl K OSE K7 OB G- WU 22 SIFRRIE 21T 5 2 &,

(fiFwt)
MR AR AR SN ATRE R BB TH D Z & 2 TR L. RWEM S ORI LY LT 57012851 )&

OB GRICER T NS FHEBE L,
8.2 RANDF AT X 0 A2 Z S RREMEN D D720, O COFUEEIROME N 2 BE T 2 72 &0
UIpifEZ#ET 52 L, [11.1.4 ]

>

(fiRL)
AR 5T L0 BN RIS 5 A REMEN S D72 b, ALEEAEFLH L7z, (TVIL 8. (1) ERAENMER & WHIE
K1 SE)

8.3 HARPAZEMNTIRENH LD Z LB D DT, BIEE+H5ITITV, HARPAEMEIFREOIER & L
ThH oL AEREREN, HERXIIFOER, A, BEECEETLZ L, [9.8, 11.1.1 &)

(fiL)

AFNEAZ L0 FRARPAZEVEFR BRI T 2 R H D720 EE TR & FHEALH L=, (TVL 8. (1)

BEXRGEIVER EMEER] S8)

8.4 AFlZ& BiE (BA) ¥ XL DIE ONR) ¥ CEHAT BT, BhE gk (TR Lo MBEMED E
AAGRIE - IOV RIS AHPHESORYMEIROIWEE . 7 ALV T 7 AL - HED
BN ) E) ARGT D &,

8.5 AF &MY L NEIZI T D B FE MR AR O RaE IS ] 3 2 BRITix, Bk (TE% L
DVTEMED B O RIKGBIE « BISA IR FI S AT FESOY IR MEE : 7ALT 7
(MY LRI T 5 A FiE MRS oniag) ) %) 28GT52 &,

6. RENEREHIHBEICEHT IR

(1) &8HE - BEEZEOHLEE

9.1 BHHE - MERZEDHLEE

Q11 IDHEREREE D H S EE
DHERERREENHET 2820 Rd 5,

912 ffEEDHDEE
fifEENHET L BENNH D,

INIREEZEHLTVLES
RYGENHEELEMNE R 03B 5, [11.1.2 BH]
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T W |

(2) BEHE
9.2 BHkH
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PHETLBTNND 5,

o6 O | Ok
che

o
[y [Ttl\: ol

Pz

(3) FFHkrefEE &
EEE
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9.3 FF#RERE
FHERER ENHEET B ENNH D, (8.3, 11.1.1 BH]

(fiEwt)
V. 8. (1) EXGEIER & MHER] OHESM
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(4) £iEReEHT 5F

94 £TEREEHT S FE

9.4.1 IEHRATRE 2 MRS RE LT ARAFIBE G- e OB G4 T 1% — E IR O 72 e 217 9 & 2 R85 2
L, BWER (VA Ty ) IZBWT, AFERENICEENRD LN TS 9, [9.5 BM]

9.42 /X— M —MIHRT D ATREMED & 2 BAEIC KT LT, ARG RO 544 T % — SR 7
WAL 21T 5 KO8T 52 & 9, [15.2.1 2]

9.4.3 /NE K OVEFE A REZAEIM O BF TR G5 T 2 LER H 555101, HEIRICKHT 2 B2 EET 5 2
ks

(fiR73)

FERIRABRICB W TE G R OSEBEFEENTBO SN TE Y . IR/ LR OV — M= MR

% AR D & B BYEIZ R U CHEARAR G- R O 54 T 8% — SN O 22 et 217 2 XL O g4 540

ERHDHZEMNHLRE LT,

F7-. EHEERBRICB WO THEIRICHT 2 ERRBO LN TEY ., B MZBWTHEA R, BIREER. I

BAREE R4, JPBRRRE, MEIRMSREIN T, 2R IE, MR E. FWERFERES EERS) oRWERNHE

SNTVDZ D MR EOVEF R RER M O BE IR 5T 256 121%, HEIRICXH T 282 B8+

HZEND Lm0 E Lz, (TX.2.3) BfaHEMHRER] KO MX206) £HERESHHRE 0EHSH)

(5) 1%

9.5 1FiF
I TR L W D ATREE D & 2 LI IT B G- L2 &, BER (U A, T v b, UHF)
TR 2 WITHARICEB W Tl EHRRORE | HEIROFBERE, KE - KEOHED KOG
~OEERRD LN ORERHSH Y, [2.3, 9.4.1 ]

(fi0)

AFNIIEEERRBRIZB WD THERTEMENRD DI TE Y | i UTIER LT 2 /TREMED & 2 i A 138

B RETERWEORELE, (TX.2. 5) £EFEESHHAR 0ESM)

(6) LI

9.6 ZELim
RALLBNWZ EREE LY, & PP A~OBITICOWTRANTH S, Fiz, FRRRBREDOT
=237 <, & hTHAFORIZB I 2 BIAHTH D, [15.2.1 ZH]

(fiFi)

LT OLAEITH B REBRIL 2N 2 L BRGE LT,

(7) INRE
9.7 INR%E
AAEN & e R & LW E s 4/ NEICHIT 3 2 12 h e > T, WFTER A 2L &L
R ES T ORREME A2 BB L LTI o 2 &, /N 55 Bl (EHR 0~ 18 AT & RT5
& LA IR RBR IC I W T, NI RFEI 2 BIER & & 2 D DIERFITR O b i n o7,
[17.1.3 ]
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NRTIEEEHRERS (Total Body Irradiation : TBI) 07 /L /UALRIZEDFHERIZ LV . BrpEE
ELTHRERESEZE-3REND D, AFNO/NE~OW FEEAEE ST REREZEIZ OV T,
AT ANVT 7 ARERE T HNZB O TH OBHRAEDOFERE (Tooth formation anomaly score : TFA &
a7) BNEEERLZZ D | ROT AT 7 v B ETRR CHOW I BICHBIFEESE & U CHIRAMSREIK T
JEDN 22% (2 6179 f51]) | LR OMERRFEEEIR FIEDS 50% (2 fl/4 Bl]) ICFB Bl & W SREs sz
T O IE LTz,
T, NRERGE UTAERRB A RS RE L, ( VAEMZ DM@ DESH)
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T7x7va s A | REOERNERT2B8ENNH 5, KK | FIZRHATSH S,
D7 VT T ANED L, KE|OIREE 2N
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(fiftsn)

AT aFY =V EOA M= — ) IS EHFHT D Z LTk 0 AR OMmEERREEN EES
HEOHRENHHT-DFRE LT,

FT7x7vud A KFEGRINLT 72T vu s AEEH L CWIERICE W TAAIOZ VT Z
> AV UAFN~DBREFE S HEIN L 7= & DOUFS T O SRR I HE S & R E LT,
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(1) EXAGEIER & MEARER

1.1 EXGEIER

11.1.1 #ARFAEMAREER (7.5%)

[8.3. 9.3 2]

1112 B (22.5%). Hil (BHERH) F
AKIBEGHITEEOFHIHIRE L 20 | OREREGYEL O MEL 5| E i L, Bumiy s
RHZENHDHDOT, RKFOEG#ITEE OREEZ +3IHHE L CHEUIZRLELZITH Z &,
(2.1, 9.1.3 &}#4]

M13avy, 757745%>— (HEELRH)

11.1.4 f=8 (BHE )

T AT 7 AIBEEBATIENE L. H O OB EN RS ST AR WSS 10%LL
FOBETEENEZ D EOWED D P, EHNEOMIMNERRE (KA TEHLNTH T
= A U S, 132 B 1 BN REEL LT, MESMERRER (UNE) TiEdh s
CORY T BE L ROPUEEIEEN G v, 55 il 2 BT NHIL Lz, [8.2 B ]

11.15 ffifai - IR (2.1%) . S HEFFIRESBEIREE (1.6%) . FMEMM% (1.1%) . FRAL (1.1%)

11.1.6 (DFREE (BEEAHT)

1117 BIBEE
HNNZ « &R (84.0%). W& (71.1%). Ed (68.4%). BECRIE (56.1%). Tl - Hkfd
(54.5%) MEHEIZH L DLNS,

(fiA3)

FRIRPAZEMEFZE R (VOD) 1%, &R O a0 S 0HE & L TH DL, 5%~53% TH

T HTERFEINTND, FFICROIOT AL 7 7 L HE E W REE L Y A > (BU/ICY) T

I, TALT 7 o OMTEE L VOD OBENRH Y . M EENEWVESIZ VOD KEO U 27 N5

D ENMESNTOET, VOD IZRHCEN TH Y + o EEELET L Enbit# L,

F7o. FOERIEIL, BERBITHENE L, DO LOPUEEENELE SN TORWEAIT 10%LL Eo

BETKEENEZ DL OMENDH D, ENKOMEICTOARAOEKRR TIX, KETDZHIzT

= Y UNETER Y OTEBELR) 285 L TC0WAH 12, BEBEITIHAM CIZRWb oo,

AANFHE R A EFR TH D20 LT,

1) [ - BFEBHZ 6% LZERNES DHERBR (KRN246/01-A01) . BFEBM 24 L LI-sE I
FHEER (OMC-BUS-3)., RMMAZ x4 & L7-HEshE IHRER (OMC-BUS-4) R OVNRIZHIT 5
FIfE - BFEBM 2RISR E Lo E TR (F60002IN101G0) D4,
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SEIERBEE—ERFE

SHEHERS Elmﬁir)f _ﬁ%ﬁﬁﬁ%ﬂsﬁ (ﬁi:\) _ﬁ%ﬁﬁﬁﬂsﬁ (/Ji%) &
HER RIiERHE EEZ:Z RIS HE BRBIE
el 29 61 42 28 27 187
Bl1E AR RAEHIE 29 61 42 19 27 178
BERFEIREFE (%) 100 100 100 67.86 100 95.19
o~ SERL %—‘.IE FIAER %—‘.IE FIAER %IE FIAE %IE FIEE %IE FIAE %—‘.IE FIAER
% (%) % (%) BIE (%) BIE (%) BIE (%) fBilE (%)
FFF i 22 |75.86| 38 [62.29| 15 |3571| 11 |39.28| 20 |74.07| 106 |56.68
ALT (GPT) L& 13 [ 44.82| 19 |31.14 5 11.90 9 32.14 | 14 |51.85| 60 |32.08
vuLrey L& 3 1034 | 29 |47.54 8 |19.04 3 |10.71 5 | 1851 | 48 |25.66
AST (GOT) L5 12 | 41.37 6 9.83 1 2.38 8 |2857| 15 |55.55| 42 | 2245
v-GTP L5 12 | 41.37 0 0.00 0 0.00 8 | 2857 9 |3333| 29 |1550
Al-P L5 6 |20.68 7 |11.47 2 4.76 2 7.14 0 0.00 17 | 9.09
FRIUR P ZE 1 TP 2 6.89 5 8.19 1 2.38 2 7.14 4 1481 | 14 | 7.48
FFIE R 0 0.00 3 4.91 0 0.00 3 |10.71 5 |1851| 11 | 5.88
LDH L5 7 |24.13 1 1.63 0 0.00 0 0.00 0 0.00 8 4.27
JFi e B w 8 |27.58 0 0.00 0 0.00 0 0.00 0 0.00 8 4.27
I 0 0.00 5 8.19 1 2.38 0 0.00 1 3.70 7 3.74
Sl 0 0.00 0 0.00 0 0.00 0 0.00 1 3.70 1 0.53
FONRIE TCAHESE 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
PRSI 0 0.00 0 0.00 0 0.00 0 0.00 1 3.70 1 0.53
IZESnS 12 | 41.37| 14 |2295| 11 |26.19 1 3.57 4 14.81 | 42 |22.45
&Yy 1 3.44 3 4.91 7 |16.66 0 0.00 0 0.00 11 | 5.88
P A RAH T AL AR 7 |24.13 0 0.00 0 0.00 0 0.00 0 0.00 7 3.74
7R R R 0 0.00 4 6.55 0 0.00 0 0.00 0 0.00 4 2.13
il e g 0 0.00 1 1.63 3 7.14 0 0.00 0 0.00 4 2.13
fiti g% 0 0.00 2 3.27 0 0.00 1 3.57 0 0.00 3 1.60
BSOS 0 0.00 1 1.63 1 2.38 0 0.00 0 0.00 2 1.06
7 A L AME R IS 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
BT —T )V B Y 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
VA=V NNV IA/ NN 4/ 0 0.00 0 0.00 0 0.00 0 0.00 1 3.70 1 0.53
A BAY A NV AVE 2 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
AILRAT A P A E Y 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
AL 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
LIEBIERS 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
WP LAEN: Yl 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
DS 0 0.00 0 0.00 1 2.38 0 0.00 0 0.00 1 0.53
M MR RUmE 0 0.00 0 0.00 0 0.00 0 0.00 1 3.70 1 0.53
BBk 0 0.00 0 0.00 0 0.00 0 0.00 1 3.70 1 0.53
PN TE RS 0 0.00 0 0.00 1 2.38 0 0.00 0 0.00 1 0.53
TR o PHE RS i 0 0.00 0 0.00 0 0.00 0 0.00 1 3.70 1 0.53
B~ L~ 0 0.00 0 0.00 1 2.38 0 0.00 0 0.00 1 0.53
A 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
SR Y 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
ENPE R YE 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
Mg 25 0 0.00 0 0.00 0 0.00 1 3.57 0 0.00 1 0.53
S 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
A58 0 BT A 0 0.00 0 0.00 0 0.00 0 0.00 1 3.70 1 0.53
[0S 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
miK 11 [3793| 60 |98.36| 42 |100.00| 5 |17.85| 16 |59.25| 134 | 71.65
iR 2) 1 3.44 55 |90.16 | 42 [100.00| 0 0.00 11 | 40.74 | 109 | 58.28
F 1 ER i 2) 1 3.44 57 |93.44| 36 |85.71 0 0.00 0 0.00 94 | 50.26
22 0 0.00 53 |86.88| 38 |90.47 0 0.00 2 7.40 93 | 49.73
BRI ) 0 0.00 34 |55.73| 31 |173.80 0 0.00 2 7.40 67 | 35.82
T FAE A Bl 5 17.24 0 0.00 0 0.00 4 14.28 8 [2962| 17 | 9.09
U BRI 2 0 0.00 2 3.27 3 7.14 0 0.00 0 0.00 5 2.67
APTT it 2 6.89 2 3.27 0 0.00 0 0.00 0 0.00 4 2.13
it 0 0.00 1 1.63 0 0.00 1 3.57 1 3.70 3 1.60
FDP L5 2 6.89 0 0.00 0 0.00 0 0.00 0 0.00 2 1.06
=0 N =R ey = i 0 0.00 2 3.27 0 0.00 0 0.00 0 0.00 2 1.06
FrF e rmEF 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
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[VIIL. %40t (A EoES%) (B3 %A |

BIERERKE—E (03F)

e AERS |§|m§§yx B ERRERER (EJZ}) B ERRERER (/Ji%) o
ERED RITERHE EEZ:2 R HE EEZ 2
REMFHEX R 5 29 61 42 28 27 187
Bl 1E AR IRAEHIE 29 61 42 19 27 178
BERFKIREFE (%) 100 100 100 67.86 100 95.19
S EEEA s‘%ﬁ HEE %?ﬁ HIEE ’%ﬁ IR %?ﬁ IR %?ﬁ IR %?ﬁ HIEE
BIE | (%) g (%) B | (%) g (%) g (%) g (%)
g 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
AR PR IS A iE 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
mp7 470 7 B 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
w7470 5 ETF 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
M if BRI % 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
A BB IR 0 0.00 0 0.00 0 0.00 0 0.00 1 3.70 1 0.53
& 12 | 41.37 6 9.83 0 0.00 0 0.00 0 0.00 18 9.62
ot ks 99 7 | 24.13 6 9.83 0 0.00 | 0%¥] 0.00 0 0.00 13 | 6.95
E s n 7 ) MET 4 |138.79 0 0.00 0 0.00 0 0.00 0 0.00 4 2.13
Engraftment syndrome 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
B RS HEEM RS 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
0% 35 15 | 5172 | 17 |27.86| 15 |35.71 0 0.00 6 |2222| 53 |28.34
NI N BEA S 6 | 20.68 4 6.55 8 19.04 0 0.00 0 0.00 18 9.62
£ 4 |13.79 3 4.91 1 2.38 0 0.00 4 |1481| 12 | 6.41
NHEEAL B 1 3.44 0 0.00 5 |11.90 0 0.00 0 0.00 6 3.20
NIk 4 |13.79 2 3.27 0 0.00 0 0.00 0 0.00 6 3.20
I R 0 0.00 2 3.27 2 4.76 0 0.00 1 3.70 5 2.67
78 0 0.00 4 6.55 0 0.00 0 0.00 0 0.00 4 2.13
JtiM HH L - i 0 0.00 3 4.91 1 2.38 0 0.00 0 0.00 4 2.13
=P 0 0.00 1 1.63 3 7.14 0 0.00 0 0.00 4 2.13
Jfazk 1 3.44 0 0.00 0 0.00 0 0.00 2 7.40 3 1.60
I, 55 0 B 0 0.00 2 3.27 0 0.00 0 0.00 1 3.70 3 1.60
SR 2 6.89 1 1.63 0 0.00 0 0.00 0 0.00 3 1.60
NI W BEAS PR e 2 6.89 0 0.00 0 0.00 0 0.00 0 0.00 2 1.06
MEMENZE (iligse) 0 0.00 2 3.27 0 0.00 0 0.00 0 0.00 2 1.06
I 5 85 0 0.00 1 1.63 1 2.38 0 0.00 0 0.00 2 1.06
IR AR 4 0 0.00 2 3.27 0 0.00 0 0.00 0 0.00 2 1.06
] e ki 0 0.00 0 0.00 1 2.38 0 0.00 0 0.00 1 0.53
FRER 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
Sz 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
AR 0 0.00 0 0.00 0 0.00 0 0.00 1 3.70 1 0.53
il & 5 - I 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
=N NI 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
St 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
W 7 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
T M 2% 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
fRIRe 5 |17.24 5 8.19 6 14.28 0 0.00 1 3.70 17 9.09
HER 0 0.00 0 0.00 5 11.90 0 0.00 1 3.70 6 3.20
M E -5 3 10.34 0 0.00 0 0.00 0 0.00 0 0.00 3 1.60
JiNEEY i 0 0.00 2 3.27 1 2.38 0 0.00 0 0.00 3 1.60
e ST PR I 0 0.00 1 1.63 1 2.38 0 0.00 0 0.00 2 1.06
IDMER 0 0.00 2 3.27 0 0.00 0 0.00 0 0.00 2 1.06
AR 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
LMIE 154 | 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
JHIEER 29 [100.00| 59 |96.72 | 42 |100.00| 16 |57.14| 27 |100.00| 173 |92.51
ARNZ - R 24 | 82.75| 57 |93.44| 36 |8571| 13 |46.42| 27 |100.00| 157 | 83.95
M 19 | 6551 | 54 |8852| 35 |83.33 6 |2142| 19 |70.37| 133 | 71.12
EETIN 23 |79.31| 57 |93.44| 39 |92.85 3 |10.71 6 |2222| 128 |68.44
BERIR 19 |65.51| 40 |65.57| 19 |45.23 9 32.14 | 18 [66.66| 105 |56.14
T - R 19 | 6551 39 |6393| 25 |59.52 3 |1071| 16 |59.25| 102 | 54.54
g 11 | 3793 | 16 |26.22 4 9.52 3 |1071| 14 |51.85| 48 |25.66
1) ERNEEEREROZ MR SES] 29 6] (RIFEBAE 27 6], AZEBM 2 6)) $. 3 Fo/NES (RSB 2"EEh
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HERD 14 FlREIh T3,

T 4) FEEE LHE INTAREROMIZ, ENEERREROZEEPEREM 551 OB K O T DREFNZ I\ CHEE 720
ERHE SN WD (TEXZEIER OESR),




BIERERKE—E (03F)

[VIIL. %40t (A EoES%) (B3 %A |

R R R S @mﬁgﬁﬁ BOVERIREER (BA) EIERIRERER (NR) ot
SRERED RIS HE BRBIE RIIERHE EEZ 2

REMFHEX R 5 29 61 42 28 27 187

B 1E AR IRAEHIE 29 61 42 19 27 178

BERFKIREFE (%) 100 100 100 67.86 100 95.19

S EEEA s‘%ﬁ IR %ﬁ IR ﬁ-&%ﬁ HIEE ﬁ-&%ﬁ IR %ﬁ IR ﬁ-&%ﬁ HIEE

% (%) BIE (%) fBilE (%) fBIE (%) BIE (%) g (%)

LA R 2 6.89 10 | 16.39 3 7.14 0 0.00 0 0.00 15 | 8.02
NP9 8 B o 3 ]10.34 4 6.55 4 9.52 0 0.00 0 0.00 11 5.88
ik 0 0.00 1 1.63 1 2.38 2 7.14 6 |22.22 10 | 5.34
NG 1 3.44 6 9.83 2 4.76 0 0.00 0 0.00 9 4.81
- ifiy 0 0.00 1 1.63 0 0.00 1 3.57 5 |18.51 7 3.74
Leo<Y 0 0.00 3 4.91 2 4.76 0 0.00 0 0.00 5 2.67
G 1 3.44 3 4.91 1 2.38 0 0.00 0 0.00 5 2.67
R AR PR 3 [10.34 2 3.27 0 0.00 0 0.00 0 0.00 5 2.67
(s 0 0.00 4 6.55 1 2.38 0 0.00 0 0.00 5 2.67
FEEZ 2 6.89 1 1.63 1 2.38 0 0.00 0 0.00 4 2.13
RIBER 0 0.00 3 4.91 1 2.38 0 0.00 0 0.00 4 2.13
N0 0 0.00 0 0.00 0 0.00 1 3.57 3 |11.11 4 2.13
i e 0 0.00 3 4.91 1 2.38 0 0.00 0 0.00 4 2.13
M ENTR 2 6.89 1 1.63 0 0.00 0 0.00 0 0.00 3 1.60
1 Efb s i 0 0.00 2 3.27 1 2.38 0 0.00 0 0.00 3 1.60
MR 38 2% 0 0.00 1 1.63 2 4.76 0 0.00 0 0.00 3 1.60
HR 0 0.00 0 0.00 1 2.38 0 0.00 1 3.70 2 1.06
B3 0 0.00 1 1.63 0 0.00 0 0.00 1 3.70 2 1.06
[N 2saTil 0 0.00 2 3.27 0 0.00 0 0.00 0 0.00 2 1.06
<~ U — - UA RFEGERE 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
A L) 0 0.00 0 0.00 0 0.00 1 3.57 0 0.00 1 0.53
Sl SIS 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
HEER B AEJLEE | 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
H 15 HH 1. 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
(ERT- 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
I N/KIE 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
A H I 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
I 2% 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
RIETR 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
BB 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
FE FVR 0 0.00 0 0.00 0 0.00 0 0.00 1 3.70 1 0.53
W 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
e Bw 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
ST 0 0.00 0 0.00 0 0.00 0 0.00 1 3.70 1 0.53
S 0 0.00 0 0.00 0 0.00 1 3.57 0 0.00 1 0.53

B - R 11 |37.93| 19 |31.14| 13 |30.95 1 3.57 2 7.40 46 | 24.59
ISP 10 |34.48 | 14 |[22.95 5 |11.90 0 0.00 0 0.00 29 | 15.50
BV R 1 3.44 9 14.75 5 | 11.90 0 0.00 2 7.40 17 9.09
HEV 2 6.89 1 1.63 6 |14.28 1 3.57 0 0.00 10 | 5.34
AARSE 0 0.00 5 8.19 2 4.76 0 0.00 0 0.00 7 3.74
BEELIRRE 0 0.00 2 3.27 0 0.00 0 0.00 0 0.00 2 1.06
PR 0 0.00 2 3.27 0 0.00 0 0.00 0 0.00 2 1.06
L OUk 0 0.00 0 0.00 1 2.38 0 0.00 0 0.00 1 0.53
EE 0 0.00 0 0.00 1 2.38 0 0.00 0 0.00 1 0.53
JHHEIE 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
Tk 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
BT 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
b4 HA . 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
= 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53

Bl - PRER 9 |31.03| 19 |31.14 7 | 16.66 1 3.57 3 |11.11| 39 |20.85
mig7 vrs=r k& 2 6.89 6 9.83 3 7.14 0 0.00 0 0.00 11 5.88
2R 0 0.00 8 |13.11 2 4.76 0 0.00 1 3.70 11 5.88
Jiii7 2 6.89 2 3.27 1 2.38 0 0.00 1 3.70 6 3.20
FH L R I 2% 3 |10.34 1 1.63 0 0.00 1 3.57 0 0.00 5 2.67
HER R 1 3.44 1 1.63 2 4.76 0 0.00 0 0.00 4 2.13
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BIERERKE—E (03F)

[VIIL. %40t (A EoES%) (B3 %A |

ERERR

BINRREER (BA)

BINRREER (MR)

£: . =M PAN ANE
BER-AERS e RERE | BRBE | REBE | BRBE el
REMFHEX R 5 29 61 42 28 27 187
Bl 1E AR IRAEHIE 29 61 42 19 27 178
BERFKIREFE (%) 100 100 100 67.86 100 95.19
S EEEA ’}%‘j—‘ﬁ HEE ﬁ-&;ﬁ IR ﬁ-&;ﬁ IR ﬁ-&;ﬁ HEE ﬁ-&;ﬁ HIEE ﬁ-&;ﬁ IR
Bg (%) | BHIE (%) g | (%) % (%) % (%) g (%)
BUN L& 1 3.44 2 3.27 0 0.00 0 0.00 0 0.00 3 1.60
B 1 3.44 2 3.27 0 0.00 0 0.00 0 0.00 3 1.60
BAR 2 6.89 0 0.00 0 0.00 0 0.00 0 0.00 2 1.06
J 2% 2 6.89 0 0.00 0 0.00 0 0.00 0 0.00 2 1.06
BUN & T 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
BSZ AR 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
EZS 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
JRELE 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
PRPH 0 0.00 0 0.00 0 0.00 0 0.00 1 3.70 1 0.53
J e 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
KE 19 | 6551 25 |40.98| 14 | 33.33 2 7.14 9 [3333| 69 |36.89
i 10 |34.48| 10 | 16.39 5 |11.90 0 0.00 0 0.00 25 | 13.36
B2 4 |13.79| 7 11.47 6 | 14.28 1 3.57 1 3.70 19 | 10.16
FLBE 2 6.89 3 4.91 1 2.38 1 3.57 3 | 11.11 10 5.34
FZF Hiif 1 3.44 4 6.55 4 9.52 0 0.00 1 3.70 10 5.34
e w 4 1379 o0 0.00 0 0.00 0 0.00 4 |14.81 8 4.27
& D FEIE 5 17.24 1 1.63 0 0.00 0 0.00 0 0.00 6 3.20
)R 1 3.44 0 0.00 0 0.00 0 0.00 3 11.11 4 2.13
R 0 0.00 2 3.27 0 0.00 0 0.00 0 0.00 2 1.06
Fe g R ZAE 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
FE G R 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
Rt 13 | 44.82| 45 |73.77 | 22 |52.38 0 0.00 2 7.40 82 | 43.85
Mg~ 7 3xv 7 MET 5 |17.24| 32 |[5245| 11 |26.19 0 0.00 1 3.70 49 | 26.20
migEH v v METF 5 17.24| 26 | 42.62 8 19.04 0 0.00 1 3.70 40 | 21.39
ik eeas 6 |20.68| 22 |36.06 4 9.52 0 0.00 0 0.00 32 | 17.11
Mg B LS 7 JMET 2 6.89 15 | 24.59 8 19.04 0 0.00 0 0.00 25 | 13.36
M7 VT AMET 7 2413 1 1.63 1 2.38 0 0.00 1 3.70 10 5.34
i) AKTF 2 6.89 4 6.55 4 9.52 0 0.00 0 0.00 10 5.34
RGO Y=l 6 |2068 0 0.00 1 2.38 0 0.00 0 0.00 7 3.74
[ESlidisn] 0 0.00 4 6.55 2 4.76 0 0.00 0 0.00 6 3.20
JiiIRall NURVVN o 2 6.89 1 1.63 1 2.38 0 0.00 1 3.70 5 2.67
gy > k&5 2 6.89 0 0.00 1 2.38 0 0.00 0 0.00 3 1.60
Mmiga v v A kR 1 3.44 1 1.63 0 0.00 0 0.00 0 0.00 2 1.06
F)ZUEY RLES 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
i 7 a5 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
i 7 v VKT 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
Mg+ U oA kR 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
K 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
ERE I 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
SRS L5 0 0.00 0 0.00 1 2.38 0 0.00 0 0.00 1 0.53
B 8 | 2758 8 13.11 3 7.14 0 0.00 1 3.70 20 | 10.69
A FfivR 2 6.89 1 1.63 1 2.38 0 0.00 0 0.00 4 2.13
i 1 3.44 2 3.27 1 2.38 0 0.00 0 0.00 4 2.13
T 2 6.89 2 3.27 0 0.00 0 0.00 0 0.00 4 2.13
iy e A 0 0.00 3 4.91 0 0.00 0 0.00 0 0.00 3 1.60
VY e 2 6.89 1 1.63 0 0.00 0 0.00 0 0.00 3 1.60
FE R 2 6.89 0 0.00 0 0.00 0 0.00 0 0.00 2 1.06
Rt 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
BRI 0 0.00 0 0.00 1 2.38 0 0.00 0 0.00 1 0.53
B 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
R 0 0.00 0 0.00 0 0.00 0 0.00 1 3.70 1 0.53
BEF 10 |34.48| 7 11.47 0 0.00 0 0.00 1 3.70 18 9.62
VST 8 |27.58| 3 4.91 0 0.00 0 0.00 0 0.00 11 5.88
1PN 52 2 6.89 1 1.63 0 0.00 0 0.00 0 0.00 3 1.60
Bw 0 0.00 2 3.27 0 0.00 0 0.00 1 3.70 3 1.60
Hig 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
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e HERS E_Itmﬁgl)i jﬁ%ﬁﬁﬁaﬁ%ﬁ (E,t:k) _ﬁ%ﬁﬁﬁ%ﬂsﬁ (/J\H':%) a5
ER RITERHE EEZ:Z RIFEFSHE EEZ:2

REMFHEX R 5 29 61 42 28 27 187

Bl 1E AR IRAEHIE 29 61 42 19 27 178

BERFKIREFE (%) 100 100 100 67.86 100 95.19

N ’}%?ﬁ HEE ﬁ-&f;ﬁ IR ﬁ-&f;ﬁ HEE ﬁ-&f;ﬁ HEE ﬁ-&f;ﬁ HIEE ﬁ-&f;ﬁ IR

B (%) fBlE (%) % (%) % (%) % (%) g (%)

iR 5 |17.24| 3 4.91 1 2.38 0 0.00 0 0.00 9 4.81
R 0 0.00 1 1.63 1 2.38 0 0.00 0 0.00 2 1.06
A 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
iRZ 5 ¥ 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
AR B Rz pgR 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
AR 75 1. 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
AR Mg 2% 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
R I R 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
RS 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
HRE R H 1L 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
&9 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53

ZDith 22 | 75.86| 43 |70.49| 31 |73.80 5 17.85| 18 |66.66| 119 | 63.63
FEEN 8 2758 26 |42.62| 24 |57.14 1 3.57 13 |48.14| 72 | 38.50
18 B 15 |51.72| 19 |31.14| 15 |35.71 1 3.57 5 |1851| 55 |29.41
SEA 5 |17.24| 12 |19.67 7 |16.66 0 0.00 3 | 11.11| 27 |14.43
] 0 0.00 4 6.55 5 11.90 2 7.14 4 14.81 15 8.02
{RE N 1 3.44 3 4.91 1 2.38 2 7.14 4 14.81 11 5.88
RERD 2 6.89 5 8.19 2 4.76 0 0.00 0 0.00 9 4.81
FTY - T 1 3.44 3 4.91 4 9.52 0 0.00 0 0.00 8 4.27
EE 0 0.00 1 1.63 2 4.76 0 0.00 1 3.70 4 2.13
CRP L5 3 [1034| O 0.00 0 0.00 0 0.00 0 0.00 3 1.60
RIEF5 Hif 0 0.00 3 4.91 0 0.00 0 0.00 0 0.00 3 1.60
SR 1 3.44 1 1.63 0 0.00 0 0.00 0 0.00 2 1.06
i HH i 0 0.00 2 3.27 0 0.00 0 0.00 0 0.00 2 1.06
JEESIENY 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
fa 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
Jas AR R 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
FENEGE A 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
HifnEk Al-P L5 1 3.44 0 0.00 0 0.00 0 0.00 0 0.00 1 0.53
7k 0 0.00 1 1.63 0 0.00 0 0.00 0 0.00 1 0.53
3k 0 0.00 0 0.00 0 0.00 0 0.00 1 3.70 1 0.53
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1. ERLDEE

14. BRLOIE
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K[ BUSULFEX Otsuka Pharmaceutical Co., Ltd. 1999 4F 2 H <A>
(6mg/mL)
- Otsuka Australia Pharmaceutical TEHF
— 1

F—A 7 VU7 |BUSULFEX Pty Ltd (6mg/mL) 2008 £ 11 A <B>

<A> BUSULFEX is indicated for use in combination with cyclophosphamide as a conditioning regimen

prior to allogeneic hematopoietic progenitor cell transplantation for chronic myelogenous leuke-
mia.

<B> Busulfex is indicated for use in combination with cyclophosphamide, melphalan or fludarabine
in conditioning prior to haematopoietic stem cell transplantation.
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

BUSULFEX can cause fetal harm when administered to a pregnant woman based on
animal data. Busulfan was teratogenic in mice, rats, and rabbits following admin-
istration during organogenesis. The solvent, DMA, may also cause fetal harm when
administered to a pregnant woman. In rats, DMA doses of approximately 40% of the
daily dose of DMA in the BUSULFEX dose on a mg/m? basis given during organogen-
esis caused significant developmental anomalies (see Data). There are no available
human data informing the drug-associated risk. Advise pregnant women of the poten-
tial risk to a fetus.

The background risk of major birth defects and miscarriage for the indicated popula-
tions are unknown. However, the background risk in the U.S. general population of
major birth defects is 2-4% and of miscarriage is 15-20% of clinically recognized preg-
nancies.

Animal Data

Following administration during organogenesis in animals, busulfan caused malfor-
mations and anomalies, including significant alterations in the musculoskeletal system,
body weight gain, and size. In pregnant rats, busulfan produced sterility in both male
and female offspring due to the absence of germinal cells in the testes and ovaries. The
solvent, N,N-dimethylacetamide (DMA), administered to rats at doses of 400 mg/kg/day
(about 40% of the daily dose of DMA in the BUSULFEX dose on a mg/m? basis) during
organogenesis caused significant developmental anomalies. The most striking abnor-
malities included anasarca, cleft palate, vertebral anomalies, rib anomalies, and serious
anomalies of the vessels of the heart.

8.2 Lactation

Risk Summary

It is not known whether BUSULFEX is present in human milk. Because many drugs
are excreted in human milk and because of the potential for tumorigenicity shown for
busulfan in human and animal studies, discontinue breastfeeding during treatment
with BUSULFEX.

8.3 Females and Males of Reproductive Potential

Contraception

Females

BUSULFEX can cause fetal harm when administered to a pregnant woman [see Use
in Specific Populations (8.1)]. Advise females of reproductive potential to use effective
contraception during treatment with BUSULFEX and for 6 months following cessa-
tion of therapy.

Males

BUSULFEX may damage spermatozoa and testicular tissue, resulting in possible ge-
netic fetal abnormalities. Males with female sexual partners of reproductive potential
should use effective contraception during treatment with BUSULFEX and for 3
months after cessation of therapy.

Infertility

Females

Ovarian suppression and amenorrhea commonly occur in premenopausal women un-
dergoing chronic, low-dose busulfan therapy for chronic myelogenous leukemia.
BUSULFEX may cause temporary or permanent infertility in prepubertal girls or in
females of child-bearing potential treated with high-dose BUSULFEX in the condi-
tioning regimen prior to allogeneic hematopoietic progenitor cell transplantation.
Males

Sterility, azoospermia, and testicular atrophy have been reported in male patients.
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Effects on fertility

Busulfan can impair fertility. Impotence, sterility, azoospermia, and testicular atrophy
have been reported in male patients. Therefore, men treated with Busulfex are advised
not to father a child during and up to 6 months after treatment and to seek advice on
cryo-conservation of sperm prior to treatment because of the possibility of irreversible
infertility due to therapy with Busulfex. Ovarian suppression and amenorrhoea with
menopausal symptoms commonly occur in pre-menopausal patients. Busulfan treat-
ment in a pre- adolescent girl prevented the onset of puberty due to ovarian failure.
Busulfan may cause temporary or permanent infertility in females.

Busulfan disrupted spermatogenesis in rats, guinea-pigs, rabbits and monkeys, depleted
oocytes and impaired fertility in female mice, and induced sterility in male rats and male
hamsters. The solvent dimethylacetamide (DMA) was found to impair fertility in studies
with male and female rodents.

Use in pregnancy — Category D

Busulfex is contraindicated during pregnancy. Busulfan and DMA reduced fetal weight
and caused embryofetal lethality and malformations in various animal species in pre-
clinical studies. For busulfan, terata were observed in the musculoskeletal system of
mice, rats and rabbits, while DMA-induced malformations occurred in the heart, major
vessels and oral cavity in the rat. Administration of busulfan to pregnant rats caused
sterility in male and female offspring due to the destruction of germinal cells in the tes-
tes and ovaries.

There are no adequate and well-controlled studies of either busulfan or DMA in pregnant
women. A few cases of congenital abnormalities have been reported with low-dose oral
busulfan, not necessarily attributable to the drug, and third trimester exposure may be
associated with impaired intrauterine growth.

Women of childbearing potential must use effective contraception during and up to 6
months after treatment.

<B%E : HEOME>

Category : D

Drugs which have caused, are suspected to have caused or may be expected to cause,
an increased incidence of human fetal malformations or irreversible damage. These
drugs may also have adverse pharmacological effects. Accompanying texts should be
consulted for further details.

Use in lactation

Patients who are taking Busulfex must be advised not to breast-feed. It is not known
whether busulfan and DMA are excreted in human milk. Because of the potential for
severe adverse effects, including tumourigenicity, breast-feeding should be discontin-
ued at the start of therapy.
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8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

The effectiveness of BUSULFEX in the treatment of CML has not been specifically stud-
ied in pediatric patients. An open-label, uncontrolled study evaluated the pharmacoki-
netics of BUSULFEX in 24 pediatric patients receiving BUSULFEX as part of a condi-
tioning regimen administered prior to hematopoietic progenitor cell transplantation for
a variety of malignant hematologic (N=15) or non-malignant diseases (N=9). Patients
ranged in age from 5 months to 16 years (median 3 years). BUSULFEX dosing was tar-
geted to achieve an area under the plasma concentration curve (AUC) of 900-1350
pPM - min with an initial dose of 0.8 mg per kg or 1.0 mg per kg (based on Actual Body
Weight (ABW)) if the patient was greater than 4 or less than or equal to 4 years, respec-
tively. The dose was adjusted based on plasma concentration after completion of dose 1.
Patients received BUSULFEX doses every six hours as a two-hour infusion over four
days for a total of 16 doses, followed by cyclophosphamide 50 mg per kg once daily for
four days. After one rest day, hematopoietic progenitor cells were infused. All patients
received phenytoin as seizure prophylaxis. The target AUC (900-1350+5% pM * min) for
BUSULFEX was achieved at dose 1 in 71% (17/24) of patients. Steady state pharmaco-
kinetic testing was performed at dose 9 and 13. BUSULFEX levels were within the tar-
get range for 21 of 23 evaluable patients.

All 24 patients experienced neutropenia (absolute neutrophil count (ANC) less than
0.5x10%L) and thrombocytopenia (platelet transfusions or platelet count less than
20,000/mm3). Seventy-nine percent (19/24) of patients experienced lymphopenia (abso-
lute lymphocyte count less than 0.1x109). In 23 patients, the ANC recovered to greater
than 0.5x10%L (median time to recovery = BMT day +13; range = BMT day +9 to +22).
One patient who died on day +20 had not recovered to an ANC >0.5x10%L.

Four (17%) patients died during the study. Two patients died within 28 days of trans-
plant; one with pneumonia and capillary leak syndrome, and the other with pneumo-
nia and veno-occlusive disease. Two patients died prior to day 100; one due to progres-
sive disease and one due to multi-organ failure.

Adverse reactions were reported in all 24 patients during the study period (BMT day -
10 through BMT day +28) or post-study surveillance period (day +29 through +100).
These included vomiting (100%), nausea (83%), stomatitis (79%), HVOD (21%), graft-
versus host disease (GVHD) (25%), and pneumonia (21%).

Based on the results of this 24-patient clinical trial, a suggested dosing regimen of
BUSULFEX in pediatric patients is shown in the following dosing nomogram:

BUSULFEX Dosing Nomogram

Patient’s Actual BUSULFEX Dosage
Body Weight (ABW)

less than or equal tol12 kgs 1.1 (mg per kg)
greater than 12 kgs 0.8 (mg per kg)

Simulations based on a pediatric population pharmacokinetic model indicate that ap-
proximately 60% of pediatric patients will achieve a target BUSULFEX exposure (AUC)
between 900 to 1350 pM * min with the first dose of BUSULFEX using this dosing nom-
ogram. Therapeutic drug monitoring and dose adjustment following the first dose of
BUSULFEX is recommended.

Dose Adjustment Based on Therapeutic Drug Monitoring

Instructions for measuring the AUC of busulfan at dose 1 (see Blood Sample Collection
for AUC Determination) and the formula for adjustment of subsequent doses to achieve
the desired target AUC (1125 pM *min), are provided below.

Adjusted dose (mg) = Actual Dose (mg) x Target AUC (UM * min)/Actual AUC (uM * min)

For example, if a patient received a dose of 11 mg busulfan and if the corresponding
AUC measured was 800 pM*min, for a target AUC of 1125 pM *min, the target mg
dose would be:

Mg dose =11 mg x 1125 pM * min /800 pM * min =15.5 mg
BUSULFEX dose adjustment may be made using this formula and instructions below.
Blood Sample Collection for AUC Determination
Calculate the AUC (uM*min) based on blood samples collected at the following time
points:
For dose 1:2 hr (end of infusion), 4 hr and 6 hr (immediately prior to the next scheduled
BUSULFEX administration). Actual sampling times should be recorded.
For doses other than dose 1: Pre-infusion (baseline), 2 hr (end of infusion), 4 hr and 6
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hr (immediately prior to the next scheduled BUSULFEX administration).
AUC calculations based on fewer than the three specified samples may result in inac-
curate AUC determinations.
For each scheduled blood sample, collect one to three mL of blood into heparinized (Na
or Li heparin) Vacutainer® tubes. The blood samples should be placed on wet ice im-
mediately after collection and should be centrifuged (at 4°C) within one hour. The
plasma, harvested into appropriate cryovial storage tubes, is to be frozen immediately
at -20°C. All plasma samples are to be sent in a frozen state (i.e., on dry ice) to the
assay laboratory for the determination of plasma busulfan concentrations.
Calculation of AUC
BUSULFEX AUC calculations may be made using the following instructions and ap-
propriate standard pharmacokinetic formula:
Dose 1 AUCinfinity Calculation: AU Cinfinity = AUCo-6hr +AU Cextrapolated, where AUCo-
ehr 18 to be estimated using the linear trapezoidal rule and AUC extrapolated can
be computed by taking the ratio of the busulfan concentration at Hour 6 and the
terminal elimination rate constant, A,. The A; must be calculated from the termi-
nal elimination phase of the busulfan concentration vs. time curve. A “0” pre-dose
busulfan concentration should be assumed, and used in the calculation of AUC.
If the AUC is assessed subsequent to Dose 1, steady-state AUCss (AUCo-6ny) is to be
estimated from the trough, 2 hr, 4 hr and 6 hr concentrations using the linear trape-
zoidal rule.
Instructions for Drug Administration and Blood Sample Collection for Therapeutic
Drug Monitoring
Use an administration set with minimal residual hold up (priming) volume (1 to 3 mL)
for drug infusion to ensure accurate delivery of the entire prescribed dose and to ensure
accurate collection of blood samples for therapeutic drug monitoring and dose adjust-
ment.
Prime the administration set tubing with drug solution to allow accurate documenta-
tion of the start time of BUSULFEX infusion. Collect the blood sample from a periph-
eral IV line to avoid contamination with infusing drug. If the blood sample is taken di-
rectly from the existing central venous catheter (CVC), DO NOT COLLECT THE
BLOOD SAMPLE WHILE THE DRUG IS INFUSING to ensure that the end of infu-
sion sample is not contaminated with any residual drug. At the end of infusion (2 hr),
disconnect the administration tubing and flush the CVC line with 5 mL of normal sa-
line prior to the collection of the end of infusion sample from the CVC port. Collect the
blood samples from a different port than that used for the BUSULFEX infusion. When
recording the BUSULFEX infusion stop time, do not include the time required to flush
the indwelling catheter line. Discard the administration tubing at the end of the two-
hour infusion.
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