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FEEER # B

sALYBGBMMEH . RE1ZNEBRTH TS, (BMEON)

REEmNERBEOER LS ENBREBEE
AR RE (TR 8
185% LI E6ORELLF . PS 0F /=131

v

IERRLEIR S OERDS X LEIT

[NSTO1D E’Y]

1. HRTOOUNORRTIIMH M MWER(L
BREERDSEL,
=>EHBRI“TERRET S,

2. P TIIIBHARAIZLAEEHIT

EBYAY R, . TBIOEE Chrinotz,
SEWAMERVOACEME LI BEME
‘ ‘ BT,
A#:ﬁnﬂ;&#ﬁ'ﬁﬂ Bﬁ:ﬂlﬁ&ﬁﬁ‘& 3. ng 01 ggﬁ"é's\iitPhase meLT
M i EEIE (<110 mg/dL)
RERALMIEI 52 RERATLAI 5 B . mmam&so g‘gﬂ dL)g;_ﬁ RN B
(NSTO1DE R (KE D M SRR TR ]
BIESRERN20H.
(BREHBBOM) 1. BHBHER RCT
B MMEE VS A MM E
BEIER: B A A—h R AOSHRIRPEPDISETD
PNy N
BRI K% 2. {b% Mm%k (HyperCVAD) RCT

BREOM. EHAAERAS S CEDME =X
AERUERBRIIVESh TV,

B MMEE VS HEMMEE
MD AndersonZHiliz#{Th
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185% EL L 655% LA T . ECOG PS 0% /=31
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KB (KS)

EYABREZRILTIZ&D
EmMBMRBERREOR LICETIME

CsAlliP RS A EGVHDRSE

BAERICE AT RAE150-300ng/mi% BIRIZL
1-1 B 2@ % ¥:%4250-400ng/mi% BARICL -kt iE
OLEEIZH T, CsADFRIREILCsA 25 RI|E LVL
FEICSHGVHDOHELEMSY ., BREFV S,

CADRERRD
(H20— S8 — B F —029) oA
GVHD P<O0001 P<g 000P<0 00O c0%001
£7 P
BEAFMSN 8 | g
20085E6 A 6H % Continuous g +$ $ é
BAERAPE N EEM S S— E Twice dai “g i
hEH ABAR § g
0 W 4 60 86 100 & Week0 Weekl Week2 Week3 Week4
Days K] [ iy Lol Conti
CsAl i RE - MAEFE B bR %500 ng/milZEELT-

BRIICAOBHINTHERICOU BENIZBYR
VR TIRREFELN IR IRCHRECE oA
REYRIBRTIECAZHEIRELAF TH1=.

CsA® U]

1.0
H
_—g 0 TD group Standurd Risk
é 0k CIF group Standard Rirvk
z o
¥ CIF group High Risk
z 0y
[
H
£ on TD group High Risk
z
]
2
& Do o 6007 800 1000 TP 12007 100"

Days

CsARSM DR LMt L BY DR
CsAllichREE LRI EROBHFNTL

iR 1: 4 =nig5 R

nmlt tmghpidar)

650 4. T s

o T1 e M . J; .
Cosso | i

3o | 43

aso | A

ao 357

KLU . * 3 é

300 . . 25

250 . 2

13

ax

(\ woecky

B Rl o R £ 500 ng/mll B ELT:
CsARIM I DR M LA MEDRE

CsAB i RER DEH
) *) P-value CsAB M RER O -IVEED2EGVHDREE

Incidence of serum creatinine > 1.5 x bascline value

CsAS00 25 8 (24%) >0.99 258 fut SARCEE )Tt &40k, |
CsA300 25 8 (24%) ) .
Incidence of serum creatinine > 2.0 x baseline value

CsAS00 28 5 (15%) 0.71 * * CxAWD, uneelated
CsA300 30 3 (13%) o CAND o oo e uneds
Incidence of bilirubin > 2.0 mg/d| 4 3

CsAS00 23 10 (30%) 0.78 . e PP
CsA30 25 8 (24%) i i ] )
Incidence of TMA o T m:’. 120 A W W o R n:]» 120
CsAS00 33 0 (0%) >0.99 v s
CsA300 33 0 (0%)

B R REZS00 ng/mll<RRELT:
CsARBRTINR S LA DT ORE
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REV(XE)

B bR EA500 ng/miEELT
CsARE TR e LT DRE

CsAB R RER DIBIEGVHDREE

L

M i CsAM
1
1

AKX

i) ARy RiXy Hakr
[REN)

B EREBHMERERODHPGIR S B
R Ut OB

BETHEEEE (cCr50-70ml/min) B§IZIE. DHPGD
BRERFEEBICHRE TN HBEIATN,

DHPGIDRE DHPGRDALC
D XY

B REERERERODHPGIR SR
RUORE
DHPGAUCILCAE+18R8T 3,
DHPGDAUCECIDMR

X

THECMVDIn vitro TO XEHI R SRR

«Foscarnet 100 ug/mITHES — Tt
«Ganciclovir ICsy 5.7 ug/ml

ICqg 13.6 1./l — REEIKTEME
*Cidofovir ICs, 0.15 pg/ml — B2

DHPGIM R [ g/mi]

Alemtuzumab il R D 1R 84

HLAIBER—H O REIEREMmEHEmBEcHESLT @
hRENRELEN TR THESEZEDHT-.

Wy - @ w0

e 13 0.38 wpmi and the uppe vl ts 20 00 s pint.

VoriconazoleMDCsARE~DES
CsAMCmaxld1.14E. AUCIZ1L. HEIIL=C &5, VCZ
G IICAIR S REL RICTAIEMNBRIN TN,

Patient No. 1

CsARE 372 ng/m| | 353 ng/ml | 437 ng/ml | 363 ng/m!
Csalx5 & 100 mgiv | 100 mgiv 70 mg iv 50 mg iv
VFEND{IZ 5 it 0 0 680->340 mg | 340 mg
CsARE/ 25 R 3.7 15 6.2 13
Patient No 2
CsAREE 400 ng/ml | 299 ng/ml | 341 ng/ml | 326 ng/ml
CsAlRR 5 R 120 mgiv | 100 mgiv 100 mg iv 80 mg iv
VFEND# 5t 0 0 560->400 mg | 400 mg
CsARME/R5 2 33 30 34 36
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REH(KS)

REBZE TP OITCZI iR

ITCZHAETY DO AR EREEMNCEHEEIC
IPARRIELT=,

ITCZos 200mg/day prophylaxis

case 1:ITCZ 34.7,0H-ITCZ 230
case 2:ITCZ 17.0,0H-ITCZ <10.0(ng/mi)
= invasive pulmonary aspergillosis (IPA)
(in all cases, treatment with VRCZ was successful)

case 3:ITCZ 2740, OH-ITCZ 1074.6

case 4 :ITCZ 5889, OH-ITCZ 12410

case 5:1TCZ 390.0, OH-ITCZ 930.0(ng/ml)
=no evidence of IPA

FHETROEN

EIEE MR I BRI E B DL VAR THY,
FHOARO-HICESBOEREEAT S, RBEE
OEHLB RFDEBEICHIKTHILLEL,

AHAR TR, FIEENBABRBETERTIRAICD
WT, RAEMFHFR SR ERZPOCL TR R BREREC
RICEYABRE= R TEFL. BYLHEWERR
EORBLRSR - REXORNETICHIZ, BAD
BEICHLTOBROBRBLEZEIASEEERET S,

MRT—<

OERO P REE500 ng/mINELI-CaABRMIOR2EL
HBEO Y

QBEMMBREES ng/mlICBELI-FKBENIOREEH
HEORN
QOREANIHNSEOADERERBEEHOCAM D REDHRN
@RENIHLROADOHSREENHOFKh D RRE DR
BGCsALLLIRFKICITCZR AR EH AL RO fih RE DO KB
®CsALLIIFKISVRCZASFRLE-ROMPRE DR
QKL RSB DITCZNAAD mch A%
GVRCZENMNSROBE~ORWL-MO M RED#S
QF RN ®E OMCFGILD R
QRAEMEBHOOHPGI R

OHPGDCAE=SY LY
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#15 #HAY-2O0V(#HE)

¥ LLWZXT F(Campath-1H)DES AR
1. BEFRERAM

2. HLAS AT vy F8B#

FROFFWMESBHLTRRAVSEMEHRALBETRER
IBERAFNESTWAMIC L SHAERRAOHRIMT PRI ET
YAHHEFBHRBHOMATR) (HRARTEIOH—)

FRIIEEMEHRHLTRRBYEH L ERFARER
IPLAYXT TERVEHLAT —RERAORERBRAREZOER TN
AME S UEnMRENRBEARICE T SEFEIRANRRDLHORH
%1 (MRRBEREHE)

Campath-1H

CD524F

CD52(%. XIcy /B, MR, v/ 7—-YIC8RT S,

kR, AHRNHOOERONH. BRONEICHS
FTHEEBZLSATLIN, TOERGEMENREIIES
MTIxLEL,

MR H= Y MSX103 FEARICRBL TS 120, #KkAt
METHY L A\REBRICRLTHREORRRRE S 5,

Campath-1>1)—X

19804E XT3 (CCambridge XD M I #B(Pathology)
ELWTCDS2RF2MMETHT Y bE/ I a—F LIk

f'ﬁﬁ!éﬂf:o
- IgME/ Y o—F LRk
IgGE / » o—F Ltk

Campath-1M
Campath-1G

Campath-1MiZin vivoCHB-CLLAONHLIC X ¥ SRR HDH
TRIIFRE Y, EiCexvivoTOTHRREBEZENIZALSH
f=o f=f2L. Campath-1G in vivoE $FA L& L IERREDS
o f:o

Campath-1GIZin vivoTOM ALY /RN BERL
tit, —HBOBFCHRBEBRIGHARA) NI L 118
EMRILPitEhtc,

Campath-1H

* CTHARARKOHRZEIV YT 51=9IZ. & FigeD
L—L7—9125y MAKT HSCampath-1GHORE - B
HEFASCOODRITRERERALTE FELEEEY/
Y a—FifiksCampath-1HTH 5.,

BYOLE Mekikcos2iRICH T AFNMEIMETLT
W, BREIR KA VDE—TL—LT—DHEBDT S
JRIBEEEASEICE > TRIMGEIEAEL 1,

— MECHTRMAEBITH L TEERBITHOA TS,

Campath-1H
BRELUNDHEBTORS

& M ER AR
BERE&RSR
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f#EV-&OV(#8)

CLL

« DI S EUERECLL
30mgF:AIC3E. 128MDIxE5 THWE 30-50%.,
BREICHT HFHHRENEE,
FEMPOESHEREEELTY VHRED
FNEBITEL,
(Blood 2002;99:3554-3561)
o BB
Campath-1H vs chlorambucil®RCT,
Campath-THEROPFSHEEIZBh TV =,
(Blood 2006,;108:abstr 301)

CLL

Vo

TOMMOEMIRES
. T-PLL

B CARBIRET-PLLICH L THHERS50-76%.
PRARTRIEFNLPIESER.

« ATLL
105ih 1ACR. AWAPR,
ttil. U AMEDABITIIEY,

+ CTCL
#EITMCTCL22h, 32%ACR, 23%APR,

« PTCL
BR CAMEBREPTCLIARDI6%HER,
YRF24HITH L TCHOP-Alemtuzumab$t .
17HHZCR, BIRNIMD B RIE16 A OB A TIIHN
AREHE,

(Review: Semin Oncol 2006;33:544-52)

Hef&EkE

8ONEEKABROBRERET 5L HHBILES%
EMMBIE-BNEN, BARRSHTIIERDRA
BT IAmHY.

- BEYOTTF

- BRUEWILE

SBRMEMME U o4 MRITORRIZBNT B
LO0, KRROBRBILRT, I50IBTL—-TRH
TS,

« mER

SHM2FOB R TII31% ICHIENLE,

© RO, T EORS. B#, EEES SORERRR

SIABRI2MDKER TRIN%ICEHEMIH N,

{Review: Hematology 2005;10:79-93)

RREREANBERNRBATORMBRERIT
BENTAREHP RIIREPOERDICHTHBE
(BB EHK20438218)

- BRTABERDXIREPOERS
FULYXTT
— Bt o/ B mR
— SAIRES B

(BEFBER—LR—~VELY)

Campath-1H
BRI TORIS

HLAB &I =48
Fiu-Mel-Campath-1H
BEAM-Campath-1H

HLAT B &
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#15 #HAV-SOVI(FEHE)

BHMARICH 1+ 5HCampath-1HOH A In vivo T-cell depletionl= &+ 3

=7, BEMOhRABRMNLERT B LITEH>THA B Campath-1HEATGD L&
D) REMHL., EREFINT S,

BRYSBIzt O RENEBZH, SoICBB2 5 AH Campath-1HIZATG L HET 3 & - - -
Blchbtz>THEBhPRENMRShICLICE>T, F A. GVHDIDMZ R & Y shiLy, :

F—DY o HREAFL. GVHOE RN T S, B. Lot-to-lot variationAt7s (>,
ormtstarne C.B-cell1 {]MF S 1= HPTLDDrisk DAL,

I?W’N A caf andurson
P R . Grade lil-iV aGVHD in UBMT
2 Flu/Bu/ATG (israel) 20% (Exp Hematol 2001)
§ : Flu/Bu/Campath-1H {UK) 9% {Blood 2004)
2
1 FIuMel/ATG vs. 13%
ooa : (Blood Fiu/Mel/Campath-1H (German) 0%  (Br J Haematol 2005)
" . [ TR T - 3, 00
e Post Tasspunt 2003;102-404406)
The impact of Campath-1H on graft-versus-leukemia effect. HLAASIBEMBHA S —ABTFASOREMBEAOLE
. Immune reaction : lﬁAéVHD T T ; )
against host against leukemia against a1 2 High risk
(GVHD) {GVL} infectious pathogens ga Pe043(Class I vaClass 1) gg HLATESIZE S
; Tjj - GVLRH RO
HLA-matched SCT : ze° match
&, g y
HLA-matched SCT : comimsmicnoesy 27 ‘t
with Campath-1H j@ gz [Py Tem—rrmee T p Tlocus mismatch
o Match {n=2614) g
© 20 4 60 80Dsp100 0 10 20 30 40 S0 60
HLA-mismatched SCT Months
HLA.mismatched SCT 5
{ o=
In vivo Campath-1HZ L =
HLAZEELLE T8 & Unmanipulated haploidentical stem cell transplantation
mhgFMENSMRBIEOI T using in vivo Campath-1H
HLABA FF—A0EOBESADDIC, (BBNE K '
< . Phase I/l piiot stud
F—H 5 OBHE EhTUS)HLANA MREMBHRITEL P y
BHRERERH{TS.

BHIZHLABA DR EMBH L HHORLE. HWORE
SN, ASOLETETHS.

HLATRSOGVLYREHAL T, EITNELBEBNICEH ot al. Transplantation 2005:79:1351.
WTHLABS MR EMBRORME LES - - 2 EWET (Kanda ¥ etal. Transplantation 2005:79:4351435T)
330 TIEEN,

-148-
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Conditioning regimen

Age<ts $-76.54.3-2-1+0
TBI 2x2 Gy/day [ S A )

Cy 60 mg/kg/day 1
Campath-1H 0.2 mg/kg/day [ U T A )

PBSCT

Age>=55 8 -78-54-3-2-1+0
Fludarabine 30 mg/m? [ A |
Busulfan 4 mg/kg/day 1l

Campath-1H 0.2 mg/kg/day I A |

PBSCT 1

Post-transplant Immunosuppression
CyA 3 mgikg div from day -1
MTX 15mg/m2onday 1,

10 mg/m? on day 3, 6, 11

TBI 4Gy on day -1

22 patients as of July, 2005
Patients’ characteristics (1)

Age median 51.5 y (range 24-60)
Sex Male 12/Female 10
Diagnosis ALL 6 {Ph'-ALL 4), AML 6, MDS 4, CML-BC 3, NHL 2,CLL 1
Active disease 15
Remission 7 { Ph-ALL[CR1] 3, ALL[CR2] 1
ALL [CR1] 1, AML[CR3] 1, CML[CP2] 1)
No. of mismatched locl: GVH direction: 3 locl 15, 2 locl 7
HVG direction: 3 locl 13, 2loci 8, 1locus 1
sibling 8, son/daughter 12, uncle 1, cousin 1

Disease status

Donor

Neutrophil and platelet recovery Acute & chronic GVHD
T NemberafCOdscels | SoxiGcensag@orn |
. Number of CO3+ celis 20x10%celisng 0 97 1) '
23% 6%
s ' s
¥ 8 $
A median 18 days € median 18 days. )
4 4 ? 1
! =
2 2 £l ) © 0 e 00 ° o I’ © 0 oy WO
Days to grade |I-{V aGVHD Days to grade ill-lV aGVHD
o ¢!
0 20 4 © o 100 120 1K ] Y - © Lo 100 !20.'|‘0 N
Neutropht > 500 ¥ Platelet > 20,000 . Chronic GVHD: limited cGVHD in 5 (38%) among 13 evaluable patients. |
: S SO US |
- P
infections Current disease-free survival (as of July, 2005)
g T T n=22, Median age=51.5 (27-60), Female 10 / Male 12
1 1
: AML 8, ALL 6 {Ph+ 4), CML 3, CLL 1, MDS 4, NHL 2,
N oe18 otk . omid ot rax Ramission 7/ non-remission 15
Age<sS 14/ Age=85 8
. . —— Ay A Ll
t Free from immunosuppressants
4 4
1 2 8 i
o o 5 {
° 20 « & 80 ggy 100 '3 2 o © 00 day 100 .
Deys o postve CHV entigenemis Deays 15 poatis CMV srtiaecsme 250 N — .
.
CMV disease
fotel pnsumontis 1 Early fungal nfections 1 Agg<§5 ‘
ratinitis $ + 2 {median: 41)
(cuted with GCV) {fatal fungemea on day 17} i
omer w.(!*ilf'”m:ﬁ;}dv vions 1 Late fungal infectons 1 ; Age>=55
(probable puitmonary aspergliosis) ' L)
sdenowia HC 3 i 0 100 200 300 400 500 600 700 800 900
e e 2 [ P o
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#15 #HEAV-SO0V (@A)

Disease-free survival (as of May, 2005)
High-risk patients, Age<55, Campath-1H vs. Control

Control

Campath-1H

400 500 800 1000

days

The characteristics of patients >=55y.o.

+ CMLBC —  relapse death

+ Ph-ALLCR3 —~  relapse death

+ NHL RL4 —  relapse death

+ AMLCR3 withCNS invasion — TRM
+ AML PIF —  relapse death

+« CLLPIF — rejection, TRM

+ MDS RA with severe neutropenia & infection— TRM

- Patient selection may be important..

Haploidentical non-myeloablative transplantation
using Camapth-1H in Univ. Duke

54321 +0

Fludarabine 30 mg/m? L+ 1
Cyclophosphamide 500 mgim2 | | | |
Campath-1H 20 mg/day i
PBSCT !

Post-transplant immunosuppression
MMF 1 g/day day 0 — day 45
CsA to maintain plasma level 200 ng/mil day 0 - day 60

(Rizzieri DA, et al. J Clin Oncol 25:690-697,2007)

Haploidentical non-myeloablative transplantation
using Camapth-1H in Univ. Duke

TRM

aGVHD & TRM

[T I

OS & RFS
{standard nsk)

OS & RFS

(Rizzieri DA, et al. J Clin Oncol 25:690-697,2007)

E@tiCampath-1HIR 5 &(1X?

« High-risk remission$ 5L I FHE
0.2 mg/kg x 6 days CLoMYEGVHDEIME T 5,

» Non-remission
EREGVHDOREXHIREFEL.
LYIEFB B O Campath-1HE AL,

- BEMBECBETREAN
ERFPUHHNELEMEUSIO. JUBLRBIREL
T.BRELSBONPREENHT D,

FE#iCampath-1HZ 5 & (%72

Alemturumab
Wmg day

Alewrtusumats (ugmi
Y
“

2 - w7 ow T
.
»
0

L T L S T Y
Oapa Post Tranaptant
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#15 AV -S0OVPI(sEA)

nqay rRROBROFLY

. Campath-1THERWA Z &IC k> T, HLAZEUER -3
O hEEMGE RS ERBEATIEE 45, ERORIEIXT
FiDH. WELEOGVHDD RAEH 225 h 15O 12 %]
THIENTES,

ChhBITIREILE = AMHROARN
BRIy P REBOEBIFMMOBRTLEREIAD
NENESHBRABRFRTLYESHATRIT S, B
. BR. BHEFERICOVWTHE@NrBETH S,
. Campath-1HOEB RSB+ 5,
. HGCPERTCHRBETVBLRERWT I &ICEL-
T. Campath-1HE2 2 TOBERTERTEL &L 5(12T 5,

HRERBHEIEROERN—_—-XE+IIEBL
29%,

VR BELDIBENEHTROND
)Mt AARN RO EBERIHFTHD

:&b‘%iﬁ&ltﬁlﬁtﬂﬁ
ESFTRLABELTRIET D,

7 LAY AT F(Campath-1H)DEG T BLE
1. BERRERD
2. HLAS AR v 7##

TR 15 FRMEHBHLTRRANE MALKBRRARER
ISLEAYMAKAERSRAICHN YT S8R, BlALRORBHORS
RRAUAHEORBICNT ITR) M (XERRE 4006—)

FRCEEMESUHETERAGS £ 4/ L - BEEASTHRAER
TPLLAYAT TEAVEHLAZ B LR - F+—56 5 0B EEn
RESBARXOMBRICHT IO H (XEFRE REBM)

P LAYVZAT F(Campath-1H)DES X WAL
1. BEFAGRMS
2. HHAS RT v Fiill

FROGEDESVELTRRANLEREERALEBATRER
TERRAEENTIRANCESFARRAONRIRT IBENTET
AR EHBUEROMANR] (RRBXEOS-)

FRISEXBESBHLURRMULELEASTRER
7 LAY XY TEMVNHLAR—RRBRORERS AR EORN R
BRE I UANKRENERARICE T OEAERERREROI-NHOR
R M (ARBENEEN)

HLA Mismatch SCT: AR EHEOME(1/2)

CHLAZEUEF—HO N K+~b 50 RHlE
m#ﬁﬁ&mkﬁwé7bAuX?7w$§ﬁ
CRM (Continual Reassessment Method . &4
%) ké:‘“ﬁ‘ﬁ'é&t% 1) T taL\'CHLA
ZEUEF-ROME EF— bwﬁaﬁm#mma
ﬁ&fg‘ ?T?t—tf)(jﬁ’cﬁév— T
anary endpoint : BiE#608 u.tiﬁ- L 608 LJW

., ﬁ‘?grade lllu.t@ﬁﬁGVHDb‘%ﬁ LTW
&L\ﬁﬂ‘ld) x
+ Seconda end%pml é ) BAN#I65E DRNET T

ﬁ&%esawgiﬁﬁ (5) i (?&ﬁ%ﬁ%fﬁ& “#

. ﬁ& #hiz ﬁw)&,nili’&%f-f b\oHLA-—&XIat
BEXR—80 [A-BDENR KT—%
ﬁam\ﬁm%%%

HLA Mismatch SCT : SR EI DR E (2/2)
[b/t’IJMD!R‘
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Study design (HLA-mismatch)
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CRM Conbinuel Reassessment Method
TalzItORA - Study synopsis /| HLA mismatch study
~20024E 1= MdR Patients » SCT from HLA 2 or 3 loci mismatched family donor
-20034(2/3Q) AN Tara—IL, MREZEIZSNTHREMNE, + Hematological malignancy (AML, ALL. CML, ML.
MDS)
~20044E2 7 MM Em.ipoim _ _
« 2005485 B (2B 0885 *primary + Definition of success {within Day 60)
» Survival with engraftiment and without Grade I1l to
1V GVHD

-+ DNRORTRR

+ 20044E8 A~  SMERTOIRBIEE, X2

«20044E11A ERREIRL

+ 20045128 fER B

+ 2005458 : HLA mismatched study® 33— B 243
«2006%28 :HLA mismatched study® 23 h— b B880%%4
*2007%1H . HLA mismatched study®$82ah— BB T

ssecondary [+ Survival including Progression-Free Survival (up to
1 Y) and Regimen Related Toxicity

PK. (Until day70) Drug Interactions on Fludara,
Busulfan and CY (Effects on their PK)

Dose Campath _0.16, or 0.20, or 0.25 mg/kg (day -8 to -3)
Pts number  |Phase 1 : 6 pts (Completed)

Phase 11 {for dose confirming): 15 pts (minimum)

HLA mismatch study

No engrafiment failure and no grade 3-4 GVHD

Patient |Age |Discase |Donor [Dose |Engraftment ]aGVHD jOutcome |Outcome
Sex ¢ m [Net > 500 [ay 60 jafter Day 60
MM-01]24 |CML Siblingj020 |O day 15 No Ahve Alive
F__|{BP
MM-02]57 TAML M5[Child [0.20 O day 14 No Alise  [Death (Day 185)
F__J27CR Pncumonia
MM-03j61  JAML M2[Chitld [020 O dayi3 No Alive  [Death {Day 185)
M [2~-CR Related 10 SCT
MM-04]52 JALL L2 [Child [0.16 [O day 14 Grade | [Alive  |Alihe
F__JI*CR
MM-05{32  JAML Mo|Sibling{0.16 O day 20 No Alive  jAlive
M jnon-CR
MM-06[26  |AML M0iSibling[0 16 {O day 17 Grade 1 [Alive Alive
M |2™.CR

*3 loct mismatch in all donors

Study synopsis/AA study

Patients + SCT from HLA hed or 1 locus mi hed
family donor
s Aplastic anemia (AA)

Ead

*primary * Definition of success (within Day 60)

+ Survival with engraftment & without Grade Il to [V
GVHD

dary |+ Survival including Progression-Free Survival (up to
1 year) and Regimen Related Toxicity

+ PK (Until day70) Drug Interactions on Fludara,
Busulfan and CY (Effects on their PK)

Dose Campath 0.16, or 0.20, or 0.25 mg/kg (day -10to -5)

Pts number  [Phase I : 6 pts (Completed)

Phase 11 (for dose confirming): 11 pts (minimum)
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»Safety profile in GCP-ISSs ?zfﬂ%

No engrafiment failure and no grade 2-4 GVHD

—No significant difference of
incidence of AEs between 0.16

mg/kg and 0.20 mg/kg
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Patient {Age [Donor Dose JEngraftment [aGVH [Outcome [Outcome after
Sex. mg/kg [Net>500 1D Day 60 [Day 60 + Causality "Probable” or “Definite” events
AA.01 [42 [Unrelated (020 [Odayl5 |[No Alne  [Death (Day 258) - l‘;"‘;;“;;”- "";‘":;f';j wncreased.
M _JHLA match Respiratory failure C‘::m!‘m:;:“mmf._ nd 1000
AA-02 éﬂ :E:!:,:jch 020 [Oday1? (Ne Alive  |Alne —Sli\ES were observed in both }:“-'A
AA-03 |53 |Unrclaicd  J0.20 [Oday17 [No  |Alisc  |Alve mismaich and AA study (During dsy
F__|HLA mach 60)
AA-04 |46 [Unrclated (006 [Oday16  [No  {alise  [Alive + Renal failure, Altered stated of
F__[HLA malch consciousncss, SAH
Secfous Adverse Events (- Dey 80}
AA-05 [d45 [Related HLAJ0.16 fO day 15 |No Alive  [Alive Prteat SAL Gueet | Geade | Crusabity
F__Imatch MM.03 (61 M) |Rendl fwiure | Dey 37 4 Possitle_|Day 178 Death
AA-06 {25 |Relatcd HLA[0.16 [Oday12 |Ne Alive Alive Allered sute | Day 7 4 Possible  [Day 178 Not recor ered
F lmalch of
consciouwmess
[aaos_@sH) [san Doy 1 3 Posuble  |Pay 0 Recorered
PK parameters of alemtuzumab
' indication GVHD cu.
: Sty HE-402,403 Publshed date (UK} |  CAM213
' Subjacts Japanese Nen-Japanese Caucosian
Ocsage 0. 9. g/ o
o Treatment penod sdays sdays sdays < 12weeks
Totat dose fbody | 42463mg 52-82mp 100mg S0mg/wesk
~ B‘::;,S‘C 0.8(0.4.2.6)  0.8(0.081.0} NA 49.2 (0 8-999)
. N . 0 10 20
'
X Cmax(ugiml) | 9.2(7.016.8) 137 (127:268)  137{7.5166) |83(28241)
t CL(mMKg) | 0.3 (0.200.47) 0.22 {0.470.33) NA 12(0358)
- 1172 {doys} 13 (948) 41 (8-14) 28 temn) 6(1-14)
T Median (range)

Figure e during and sfter cupested 4how
v a0 2t the cose of slemtizuma O 18 and 0 20 mg/day for 8 days in MM #nd AA patiets
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Coordinate Systemin HSCT
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