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KEBH(X8)

HWHAATF/MROITCZI DR E

MCZRAATF RO amMFEEMEER I CHMAEC
IPALYRIELT-.

ITCZos 200mg/day prophylaxis

case | | ITCZ 34.7,0H-ITCZ 230
case 2 . ITCZ 170, OH-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 1241.0

case 5:ITCZ 390.0. OH-ITCZ 930.0(ng/ml)
=no evidence of [PA
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Campath-1H
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CDS52ix. EIZU (B, MR, 7207 7—=J128RT 5.

HhER. AHRNSSOBROEN, BROHMMICES
THEHAGATLEY. EOEMLEMPHEELIHS
BNTIXAELN.

BRHE- Y1003 FLARICRBL TV S8, M
METHY L ARBERL THFORNERE LS,

Campath-121)—X

19804 (R AT ¥ (CCambridge XL O MEFH(Pathology)I<
BULTCDS23F MM LT ES v FE/ 7 0—F NN
fERE N1,

— IgME/ & O0—FIL{itk = Campath-1M
IgGE/ 20—} LEE = Campath-1G

Campath-1MiZin vivoT®B-CLLNHLIZ#H T S EEI0#
DREHELT. TitexvivoTOTEBBZANICAL SR
f=. f=1:L. Campath-1G in vivo £ 81 L 1L\ £ 688D S
ot

Campath-1G(&in vivo TOHE ALY - ROWBHRERL
At —~BOBECHBRMAKHARA)SHBRAL 108

EMRBIZPEEhT,
Campath-1H
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AEFAA L OODHITRARERALTE MELE-EY v & =
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CLL

s P SEERICLL
A0mg EMIZIE, 128MOIEES THYFE 30-60%.
BREISHTSTHHENTE,
EMhooREEREERLT) 2 ATRED
B EBIEEL,
(Blood 2002:99:3554-3561)
« WMKam
Campath-1H vs chlorambucil®RCT,
Campath-1HEOPFSHERIZEA T,
(Blood 2006;108:abstr 301)

T O fth o> 1 1 35 8 5

WR - EMERET-PLLIZH L T HHEWE0-76%,
EEMTIRNEMNESR-TLAM,
« ATLL
101 WA CR, 3IWHPR,
f=il. U AMBOAMTIIMD,
« CTCL
MITRCTCL22h. 32%ACR. 23%A'PR,
« PTCL
BR - AMERIEPTCLIAMPIG®A T D,
M M24MIZ 3 L TCHOP-Alemtuzumabif M,
17#IZCR, BIRMUMO D@16y AOE AT 1354t
M=,
(Review Semin Oncol 2006,33 544-52)
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(Review: Hematology 2005:10:79-93)
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BHMaRIZEH T SCampath-1HO B

=Y. BHMChTARNERT IS LITESTHR B
DY REGHUL. EREFDT S,

BRNSBICLHPRARN ML, SRR 2 AR
EizblzoTHADOTRARL BB EhI_LiIzEoT. ¥
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(Blood
4003107404 406)

o

In vivo T-cell depletioni= &1+ 5
Campath-1H £ ATGD L B

Campath-1HIZATGE KR T HE - - -
A GYHDEIWIDAM - UL,
B. Lot-to-lot variation %72 LY,
C. BcellL M T & - HPTLDMriskdt 7Ly,

Grade lli-IV aGVHD in UBMT
20% (Exp Hematol 2001)
9%  (Blood 2004)

Flu/BulATG (Israal)
FluBuiCampath-1H (UK)

FluMel/ATG vs. 12%

FluMel/Campath-1H (German) 0%  (BrJ Haematol 2005)

The impact of Campath-1H on graft-versus-leukemia effect.

Immune reaction
" againsthost  sganst leukemis againat
(GVHD) tavL) infectious pathogens

HLA-matched SCT

HLA-matched SCT

with Campath-1H

HLA-mismatched SCT

HLA-mismatched SCT
with Campath-1H
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R High risk
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In vivo Campath-1H%Z AL 1=
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HLABS FH—3OWELBE EAQLDIZ, (BEREF
F-HENBREEATUSHLARSAREMSMIZEL
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BEHLANAAREMBM L ASORLE. ASORKA
ADR. MSOEFETHD,

HLAFHEEOGVLAREHALT. ATMEOBREIZH
UWTHLASAMBEAMBAORME LEI - LEEMET
dtoTREL,

Unmanipulated haploid | stemn cell t
using in vivo Campath-1H

plantati

Phase I/ pilot study

[Kanda ¥ &t al. Transplantation 3008,78:1341.1357)
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Conditioning regimen

22 patients as of July, 2005

Age<ss 478643214 Patients’ characteristics (1)
TBI 2x2 Gy/day I
Cy 60 mg/kgiday I
Campath-THO.2mgikgiday | | | 4 | | Age median 515 y (range 24-80)
PBSCT Sex Male 12 / Female 10
Ago>=55 BT 85432440 Diagnosis ALL & (Ph'-ALL 4), AML 6, MDS 4, CML-BC 3, NHL 2, CLL 1
Fludarabine 30 mg/m? i 1414 41 Disease status  Actlve disease 15
Busulfan 4 mg/kg/day L] TB! 4Gy on day -1
Campath-1H 0.2 mg/kg/day 1111 Remission T(PhALLICRI] S, ALLICRY1
PBSCT ] ALL [CR1] 1, AML[CR3] 1, CML[CPZ] 1)
Post i " No. of mismatched locl: GVH direction: 3 locl 18, 2 loci T
CyA 3 mg/kg div from day -1 HVG direction: 3 locl 13, 2 locl 8, 1 locus 1
MTX 15 mg/m? on day 1,
10 mg/m? on day 3, 6, 11 Donor sibling 8, sen/daughter 12, uncle 1, cousin 1
Neutrophil and platelet recovery Acute & chronic GVHD
teumter of COJM+ ooty S00 10" comming (207 1) .
Numbeer of O3+ cads. 200 10" culiwheg (3 BT 1) "1
| 2% o L)
mediat 18 daye ‘ meden 18 deyn i
N 1
Deys 1o grade IV sGVHD Days 1o grade i1V #GVHD
ﬁ » - - - - - -

Hautophd = 3395

Chronie GVHD. imited oGVHD in § (38%) among 13 svahuable pabents

Infections
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Current disease-free survival (as of July, 2005)

N=22, Median age=515 (I7-60), Famale 10 / Male 12
AML 8, ALL & (Phe 4), CML 3, CLL 1, MDS 4, NHL 2,
Remizsion 7/ non-remisaion 13
Age<s5 14 | Age=ss §

AT

Age<5s
(medan 41)
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Disease-free survival (as of May, 2005)
High-risk p Age<55,C h-1H vs. Control

The characteristics of patients >=55y.0

* CMLBC —  relapse death
Ph-ALL CR3 — relapse death
NHL RL4 —  relapse death
« AML CR3 with CNS invasion — TRM
» AML PIF — relapse death
CLLPIF — rejection, TRM
+ MDS RA with severe neutropenia & infection— TRM

- Fatien! selection may be imporiant

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

Fludarabine 30 mg/m?
Cyclophosphamide 500 mg/m?
Campath-1H 20 mg/day
PBSCT

MMF 1 g/day day 0 - day 45
CsA to maintain plasma level 200 ng/ml day 0 — day 60

{Rizzieri DA, et al J Clin Oncol 25 680-597 2007)

Hap'oidentical non-myeloablative transplantation
using Camapth-1H in Univ. Duke

#GVHD & TRW TRM

Of & RFS OS B RFS
(standard nak

(Riznen DA, ot al J Cln Oncol 25 690-697 2007}

E#i7iCampath-1HIE 5. & (17

+ High-risk remission# 3L B
0.2 mg/kg x 6 days TLoMUEGVHDE MM T 4.

+ Non-remission
BEGVHDORGE:HIHMBIEL.
YERBROCampath-THERLVE,

- EWOBNCEETRE NGO
ERFHLELAMLLLN. SYRLBRIZREL
T.BHSBOOPRAMENMT 5,

E#@iCampath-1HIZ 5 RIX?

Curm Pos Tiameu




#15 MEAH-2O¥W(#EA)

N0y FEBOBROT LY
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HLA Mismatch SCT: AR EO®RE (1/2)
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Study design (HLA-mismatch)

A an

CHM Cantree Ratsarsarmmed bethod

JolzornEa
~20024F MM
-I0044F28 MMAER

+ 200565 A 1280
~toRoATHRR

+20045F11A MBI
© 20044128 M BERME

20040 A~  PMEMTOIRBHAY, R

~20034(23Q) AMOTOPI— /. BMEZEIZDVTHREMSE,

« 2005958 :HLA mismatched studymR—HME Bl
« 2006428 HLA mismatched study@ 22— - S @M
+2007#1A | HLA mismatched study®W2a+— B8 T

Study synopsis / HLA mismatch study

(Paticnts SCT from HLA 2 or 3 loct mismatched family donor
Hematological malignancy (AML, ALL, CML, ML,
MDS)

Endpoint

|*primary * Definition of success (within Day 60)

Survival with engraftment and without Grade 111 1o
IV GVHD

Survival mcluding Progression-Free Survival (up fo
1Y) 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 -810 -3)
[Pts number  [Phase 1 : 6 pts (Completed)

Phase Il {for dose confirming) 15 pes (minimum)

!
§

Na engrafiment failure and no grade 3-4 GVHD

[Pacient a'Flmu Domor |Dose: E-pm sGCYHD (Chateome
Sex o g [Net » 500 0 _jafier Day 60
MM-01 24 tML Sibling[020 [Oday 15 [Ne Lalive  [Alive
F_|sp
MM-02[57  [AML MS|Cild 020 [Oday 14 [Ne Alve  |Death (Day 18%)
F__|rCR Prcumanis
MMAI[61 [AML MZ[Chid 020 [Oday 13 |Ne [Abve  [Death (Day 185)
MR Related 1o SCT
MM-04[52 [ALL LY [Child 016 [Oday 14 [Gradel [Alve [Alne
F__l1“CR
MM-0%132  TAML MO [Sibling[0 16 [Oday 20 [Ne Pine  [Alne
M non-CR
MM 2 rm. MOlSibling [0 14 |O day 17 [Geade | [Alve  [Alive
M |>CR

=1 loct musmatch in all donon

Study synopsis/AA study

| Patients * SCT from HLA matched of | locus mismatched
family donor
* Aplastic anemia (AA)

Endpoint

*primary + Definition of success (within Day 60)

= Survival with engraftment & without Grade 11 wo IV
GVHD

*secondary  |* Survival meludmg Progression-Free Survival (up to
1 year) and Regimen Related Toxicity

* PK (Until day70) Drug Intersctions on Fludara.
Busulfan and CY (Effects on their PK)

ICampath 0.16, or 0.20, or 0 2% mg/kg (day 10 to -£)

number [Phase | 6 pts (Completed)

Phase 11 !fot dose cm\"lrlmggl 11 g !mmimm;
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*Safety profile in GCP-1SSs

—No sigmificant difference of

No engraftment failure and no grode 34 GVHD incidence of AEs t 0.16 =
Age [Donor Dose  |Engrafiment (ol VH [Chutcome after mg'kg and 0.20 mg'kg :_-:'—--;___
[Net =500 D 60 [Day t0 & Coumality “Probable” or “Defimse” evesn N
[aa0r a2 020 |Oday1s [Ne Alne  |Death (D 258) = Fyowna, Rah, Frumsus, CRP iwpvuesnd. —
M Rewperatons faslure footienn s o sy SRR =
gl - P Oy e’ e | e ~SAEs were observed in both HLA ==
Ao |5 630 [Oday17 [Ne  [Aine  [Alve g"“”d""d‘“ study (Durngdey ===
L =
AAD4 |46 016 §O day 16 ™ [Akive (Abve + Rensl fmlure, m‘;:d aaed of =""___
> ———
L4 et Adveres rem L4
YY IO 016 JOdayls [Me Alive Alive BAL Dt | Garale | Commaliy | Osoassa [
F M [Nl fubers | D 17 [ Possbls _[Dws 178 =
A A-On |24 i JOday il [Na Abie  [Alne rr=——p— g ' Pamtie  [Ow; (70 Co——
F
noe 9 1) fuan [y | [ Powide [y w8 [
——— ——
] A PK parameters of alemtuzumab
' . l =
Sty HE 407 403 Putiafwet date (W) | CAMI1Y
— Suemm Sdepenane S b — L= ]
- Demage 0 MmgAgidey 0 FmggRiay Tirmgmy [Fr——
T rewtrrect pervd Sdayy Sdays Slays + TR w—
Total Gons | boxdy azsemg Tarmg ey PO ——
[
N ) CROALE 0800810 A 20 839
[ . ] [ ]
= i
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CMV (YA hAHa A NR) (ZARADEL HBRGE L TWHA, HBH
BidexBZ LBES, BFHBHMS CRERETRC, ERELEZIIZE
1

BREBHEICIIT D CMV BRI L T, Bfl% 1 » ALARICRIEL., M,
LEICHFRL, Hro 7oL EORTANRROREPLEIZRD, BRERIE
Day bu—AnRERBEEHD O AL, BREAOBIERLHLA, BE
FRE2EETHIRERMBETHD, L<IZ, FFH—7 CMV Eiufztt, Lo v~
Y IBRBEOBREREINA VR ERS, ZIX, BEHELECMV DA VA%
MET HMEaN FF—HmKTHY, CMVICHT 2 AE Y —2F I RVEDHICE
FEIRBIRIEIC SR D IO TH D,

Zhicx L. 72 F ik Y CMV FEM(LOFBE 2T D Hikh s TRAL
n, 92F - OBBKEATWS, V7 F 4 ALVAC-CMV [$HES 2 HEEK
RBICA-THEY, €24 - FHHOFHBOBNAS 2SN TV 5, REERR
A BERGATIC K —I29 2 F 2 (ALVAC-CMV) #fiiZ1T\>. NIH OF 8§
W7o ba— i nBiEA2TO, BEFEO CMV BRE L UEROFHEEZITO b
DTHD, “NLEORAIBEKPERICETLIERALBRMEICHT LIV ZF
AL DBRATHEOHLO D 2 THEFL D,

#3%, BATOIIF U EREEZLZHBED. 772 FKBBEBII AT LD
PARH S E ISV T hHLEZ B,
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Coomirate System in HSCT Cooronate System in HSCT
EREEIRB T3 | [ *BRMI-5iohl-BH |
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Coorvaete System in HSCT

1. mREMEOSERBRICENT, FaREE
RTSFF—ORSERRLMGEEHSRI-F
+—NERBEBELI—TA 32— ATLER
ELTHRERS,

2 ELAFALIZBLTIEEEOI—FT s R—5—h
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BRSLIURAEEEARICT S,

3 BHio—Tr—3—WMAOHEWREMIL.F
F+—OANEREODRYEAET LERRLTH
OEERESHAKCLERZED,

Coordknate Systern in HSCT
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