JP 2008-511559 A 2008.4.17

(19) BFREREHFT (JP) X XIS L HA) ()L EARES
153R2008-511559
(P2008-5115594)
9 AEE TR20FAH17H(2008.4.17)
(51) Int.CI. F1 F—=a—F (%)
A6 1K 45/00 {2006.01) AG 1K 45/00 4C0O84
AB 1K 39/395 {2006.01) AB 1K 39/3% U 4C0O85
AG1P 31/18  (2006.01) AB1P 31/18
SEWR RER THESLZWR REE (& 17 B)
(2l HEES $RE2007-528648 (P2007-528648) |(71) HEEA 300049958
(86) (22) EEE  FHI7EE7A28H (2005. 7. 28) KA - ST ) 2 - Tp— TP
(85) BIRR LB B SERRI9F2H 198 (2007.2.19) FILFEEILTYT b
(86) B HEES PCT/EP2005 /008325 KA VEELME F——-13353
BN EERLHES W02006/024354 )y Ia—S—3¥aps 55—k 178
(87 EEAHMAB SERC18EE3A9H (2006.3.9) (74 fREE A 100099759
(1) ERIETFESS  60/605, 173 #E+ BR B
(32) ®scH SERS165E8H 308 (2004. 8. 30) (T4 CE A 100077517
(32) @RETEE  KE (1S #B+ BE W
(74 fR¥E A 100087871
#E+ BE &
(74 1RIEA 100087413
#E+ HE OX
(74 1R A 100108903

FEL B fR
BARRIZA

(c4) [READEBM] T MRESWEATEIEICLZH I VEBROEE

(G7HOO0O0

gHlVOOOOOGOooOooT-ooOHIVOOODODOOOODOOOOODOOT-0DOO0OO0OO
goboT-0ooooobgoboboboooobobobobooboooboobobobao
gboboooooooT-obobooooT-0cobObobobOobooobOobOOoboaboaddH
voooooOooooooooobobooooobooo



(2) JP 2008-511559 A 2008.4.17

goooooooan
ooocooao
ooocooobooooooT-0oobObOOO0OO0ooT-0DoOoODOOOOOOoOooOooooT-00
gHivooooooooobooT-0oboogooboooobbooooboboxVvOOOoonoano

00
oooooao

OcCcp30 00000000000 000000D0D0000O0DDD1I000000

oooooao

ocp40 000000000000 D0O0OD0DODO0OO0DODO0DOO0ODOODI0D00000

000000 10
ocp520 0 0 0000000000000 O0DDOO0ODO0OO0OO0DONDDNDD1I000000
oooooao

000000 -CD3(muromonab-CD3)0 0 0000000000010 00000

oooooao

00000000 @lemtuzumab)D D 000D O0O0DDODO0O0OO0DO01000000D0

oooooao

0000000000000 0000DO00Do0o00Doo01000000

oooooao

0T-00000000000(k-000)0000D01000000

0oooooao 20
OT-0000000T-000000O0OHIVOOODDODODODODODODODODODOODODOODODOODO
01000000

ooooooao
0Oo0o0T-0000000T-0000000HIVODOODODODODODODODODOODODOODOO0OOO
0oo0oo0oo0Do0oo0oD01o00000

ooooooao
0Oo0o0T-00000000T-00000000HIVODOODODODODODOODODOODODOOO
0020000000000 00000HIVOODODODODOODODOODODOODDODODODDOOODO
0000000000 D0O0O0D0100000a0

0ooooooao 30
OO0-HIVOOOOOOODOODDODO0OODODO0O0DO0D00DO00000D010110000010000

0oono

ooooooao
O0-HIVOOOODOOODOODDODO0OO0DD0DO00O0D0000000000101200000100
ooooo

ooooooao

0O00T-00000000T-0000000G-CSFOOGM-CSFO O O OOODODDODODOODO
000000 o00T-00000000T-000000000000O00G-CSFO O GM-CSFO
0000000000000 D00010130 000010000000

ooooooao 40
0T-000000000000000D0000D0D000D00D0D0D0DO00D0D0O0D0O0OO00-H
IVOOO0OOO0ODO0OO0O0DO0OO0DODO0O0O0DO000D000101400000100000000
ooooooao
0T-0000000000000000000D0000D00D0D0000D0D0O0D00O00-H
V00 OODO0OO0000O00D0DO000000000010150000010000000
0ooooooooo

oooooao

0oooooao
0o0oo0oooHVOOODODOODOO0ODO0OO0ODO0OO0DO0D00O0D00T-00000000000
0000000 0O0oOoHIVODOOODODOODODO0OODDODOT-000000D000000000 50



Oooo0Oo0oo0oooOod
Oooo0ogogood

OoooooQgg
OO0 oooogoogdg
OooooooQgdg

g
O
0
U
U
0
U
t

(3) JP 2008-511559 A 2008.4.17

ooooobDooOooooooT-0Oob0DDbDOO0OO0O0OodHIVOOOOOGoOooODOoDT-
ooooOobOoOoO0oooooooobbboooooooobboboooooooboao
gHliVOOGOoooooObODbOOoooooooooboboooooooooDbao

gooboHVvOOOOooboboOooobboooobooooboodvOoQoao
oooooobooooooooooooboT-0O0DO0oOooOoooobODDbOboOoooocD

4A0joooooooboT-0DoooooooObObObOO0OO0ooooboobobbobOooooooan

0

Ooo0Ooooodgdao Ooo0oogao
O o0oo0oo0goao

Q
|

OoOOoooooo0ooooooUo oo ooo0D o0 oDoDooooUoooDoDooo0ooDoDooogogoooao
OO0 oo ooo4Qgoooooggogaog

D
(@]
S O
o/

O

Ooo0oooQgogoao

O

Oooooooooooogoooao

OoOoo0ooOgogano

OoOoo0ooOodgano

O

O

O O0Oo0oooaog

O Ooo0oooao
Iy |

O 0OooOgooo
O O oQgoo
O Oooo

ud

goooooooobooogooboooobobooobobooooboogogT-DDODOOO 10
goooboobooooobooooooboboooooboooboboooobobbooon0bbHvVO
uogoboboboooooooooooT-oooboooboboooooboooobbooadoa
oooOoOoOo0ood
goooano
Hivhooodogooododwvouoooooooboooobooogobodsvooooagao
oooHwvVOGOoOOODOOOOoOOoooooODbDOOoOOoooooooDbOoOaoH
(step) 000 0O0QCCODOOHIVODDODDOOODOOODODODDDODOOOO

gboobooooboboooooooooobooboooooboooooboboooao
O(Gtep) OO0 OHIVODOODOODODODOODODODODODOODORD
HiviOOOOOooooooooObOoooouoooooboboooooodao 20
gooboooobobooooooboooobbooooobooooobooboooo

(0 00O 0O O ACRIA Update 12(1),2002/3)0 0 0 0 O0HIVOT-00000OO
gboboboooobboooooooooobooooodmvooooooonoano
(attachment)0 O OO0 OO0 OOCOOOOOOT-00O00CO0O0OD0OO0ODOO
goobooooboboogooooboooobboooobooooboboogoo

HIvO O CDb40O
ooooDao

O

T
A
H
[

Ooo0oooooogoogog

0

OoooogoQgoao
Ooo0o0oooodg
OoOoo0oooogdg
Ooo0oo0oooodg
OoOoo0oooogdg
OooOoo0oooodg
OoOoo0oooogdg
Ooo0oo0oooodg
OoOoo0oooogdg
Oooo0ooOod

O

Ooooooogooood

0

gooano

O

O O

O

O OO
O O™

O

gooooao

(0O0D0O0O0O0)O
Ooooo0o0O00
oooo0oo0ao
0000000

0
O
O
O
O
O

od

0000 gpald
gp4l0 000 O

OO0Oo0oodg

O

-00000O00D0(CRSOCXCR4A0 D OO D) IODOODODOODO 30
0000000000000 (envelope)d O 00O 0O gpl200 O
0O0O0(@OD0O0)I0CD40 O O CCR5/CXCR40 0 0 O O O

gooooooobobboogooboogoobbooo
goobooooooboboboooooobooooooboobooodao
ooocooobooboboboooooooooboboooao
ooooobDooo(@Dbboooooooo)yooo
HivD DO OOOGOoooooDDoOODoOoOoOoaogAIbsho
ugogobooocoobobboooooooooobooadd

O 0Ooo0oooao
O0Ooo0oo0ooaoo

40

000000000000 00O0O0O00O0O000
00000000000 Ogp12003000000
gpl200 00 CDA0 0 0D OO OO0D0O030000
Ogpl200 0000000000 OOOgp4ld O
000000000000 000O0000O000
00000000000 O0000O0000

Oo0Oo0ood
Oo0Oo0ooodg
Oo0Oo0ood
OoOoo0ooodg
O0Ooo0ood
OoOoo0ooogdg

O
O
O
O
O
O

OO0O0D0DDOO0O0D0D0O0T20 (enfuvirtide 0O Fuz
00000000000 oOO0oOooDooDoDUoooDOooOOaoHY 50



OooooooogogQgooao

eritQd

Ooooooooooooo0ITo0Doooo0 oo ooooDoooDooooooDooogQgoao

gooooad
ooooOoao
ooooOoOao
goobod
gooboand

HIVO RNAO O
gooooo
goooT-O0

O O oo
O Oooo

O
U
u

O
a
a

(4) JP 2008-511559 A 2008.4.17

O0O0O0O0OO0OCNA)OODODDODODOOODOOOOOORNADOODOD
000000000 C0OOOOOORNAODNADO OO O OODOOOOOD
000000000000 000O0000O00HVOOOOOOOT-
000000000000 00 (step)D 000

gooocooOODNACOODODOOOHIVODOOOOOGOGOGOGOODDOO
1D 0ORNAU 20 O0DNAOD OO DD ODOODODDODODOOOHIVODOOOO
goboboooobbooooolvboooooboooobooooao

OO0O0O0(rocess)J 000000 DODOOOODODODODODOOODODOODODOO

goooan

gogoobooooooboodHvOooobonoooobboooooboooobboooooboz

EpivirOC O OO VireadOODOODOOODODOOOODOODODODOODODODODORO

ONRTIS) DO T-00000000CDODOCDOOO0OO0O0ODDODODOOCDOOODOODDNADD

Ooo0ood

goooan

oooooooboboO0oOoo0bDONRTISUODODDOOOODDODDOOODDODDODOOODaO
200DNAC DO OO0 O0O0O0O0DOD0ODOVIramuned)D OO OO0 OO (sustiva)l 0 00O
OCoOO0OO0OO0O0OD0DO0OD0ODODOO0OWMNRTIS) ODDODOOODOODOODDODODODOOOODODODDO
gooobooogobboooao

HIVO RNAO ODNAO OO ODOODOOOOOHIVODOODNA(DOOOOODODOODODGO
OH)oOOooOODNADCODODODODODDODODODOODODODODODODODDODODODODODODODDOO
oooDDDobOO0oO0oDOooobDNAD O0OOoOobooDbDbOOoooooboobDDbbbOoooooono
oooobOboOO0OO0oDOooooobDNAOOOCOODDOOODOoooooooDbbooon

ooooaon

HivO O Ooooooobooooooboooooboogoobooooboogoboboogano

ugadg
oooao
goggao
gaoogao
gagdgao
ooooao
ggogao
gagao
ooao
gogd
ugadg
ooooaon
gogdad

HIivVO OOOQDODOQOODOOOOoOoDOooDOOoORvPROODODOOOODODOODOD
oooocooobobobooooooooDbODDbO0OO0DO0DO0OO0OORNADOOOQOOoODODODGO
goooooobboodivOOoOoooOOooobobDOoooDbdD?200DNAD OO
UDNAOU O DO OoOoHIv-OOOogoboboooobobbooobbooobbooao
gbbobodooobboouoouoboboouoouobboouoobooda

DNAOD O ODOoOOoooboooobbooobboodHivoooobooogoobDao
gboODNAD D Ooobbooouoboboododsivooonoooooboboooooan
ooocooOobOoOoo0oDooooooobobooooooocoobboboooooooboao
HivVO OO OOoOoooOoOoooobOoouoobDooobDODOODNAD ORNAO 20
goobooooobobood

goooooooobooogogooboooobobooobbooobobooooboo
ivooooooobbooooboboOOoOoO0ORNAODODOOODODDOOOODDOOODODDOO

ooooboboOoo0ooooooooobobbooooooocobobobbboboboooooooobooao
ooooboboooooooooobobbooooooocobobbboboooooooobooao

ogdag
goonoan

Kaletra CrixivanO O O O ViraceptO 0 00D D00 O0O0ODDOOODODODOOODDOOO
0000000000000 ooDU0OoOo0DO0o0o0Do0oo0Do0o0ooDUooDo0DOooOoDoOoDoOoOoDOan
OoooDoHIVOODDOODODOGOOoOoOOoOoODDOoODOoOOoOOooooirions)DoooooOoao

goono

I I A A V2N
I A Ay 5\

O
O
gooobobooooobooooooboooooboodivOogoobooooboooooDbao
4
O

10

20

30

40

50



(5) JP 2008-511559 A 2008.4.17

ADOO0DoOooOoOooooooboooooboooooboooobobbooooobooboooobobooao
gooooobObooooooan

0

OoDo0ooDO0o000oo0o0oDO0oo0O0DO0o0O0O0O0buddingD OO O0DO0O0OOODO
gboboboooobboooooboouooboboooobboooboboooooan
goooooobobobooooooooobbobooooooooobobbooooo
goboboooobobooooobooooboboooobbooobboooobonn

OoOoood
O o0OooOon0oaod
OooOoo0ogogDo
Ooo0oo0Oo0ooao

od
HivhooOoodooboooooobooooobooooooooobooooodao
ooooaon

O

O

g

u

O

g

a

O
gHivoooooooooooT-0boboooHVOODODDODOOooobODobDooobooooobno
goooooooboooobooobobboooobboooobboooboboooooan
ugogoboboooooboouooboooobobbooobbooooobboooobboooooan
ooocoobobooooooooobbbooooooooobobbobobooooooooboao
gooooooobooooboooobobbooobbooobbooobbooooboan
gooodaad
oooooboobooOooooooooodHNvVOQOODODDODOOOOooOooooOooODbODbOOOoOOoooono
goooooooboboogoobooobbobooobobooobbooobbooooboao
gooobooooooboooooboooboobobooooobbooooobboooobooooonan
oooooObOO0ooooooao

goooooao
goooooooobooooobooogT-O00o0oobboOoooobobooooboboooooban
uT-ooocooobooooboooobobobbooobbooooobobooooobooT-0000
ooOooco0ooO0oDOooOoobO0oOoDoDOobcEIbS)0ooooooooobooDbDooao
gooooooobooooboooobobbooobbooobbooobbooooboan
goobobooooobooooobooobobobooobbooooboboooobobooooonan
ooHlVOOooooOoODbOOOoooooooobboboooooooobobboooooodano
goooooooboboo

goooogao

gugboboboouoobbooogooao

goooooao

gooogag
uT-ooooooboboooogobobooooooodsvooobboooooT-00ooboOoOoad
ooocooboobooOoooooooolWMvVvooooobbooooooooobbbooooooao
goooooooboogoobooobobobooobobooobbooobboooobono
goooano

ooocooao
gooooooooboogogooboboogogoboT-ooboboooobbooobobooooobao
goT-0ooooobooooooboooooT-00o0oboboo0oooobobooOooboboooooan
ugogT-0oooobobooooboooobobobbooobbooooobboooobbooooonoan
T-000000000o0o0ooObbo0oooooocooobobboboooooooooaob
gooooao
gooboboooooboooooodvOooHvOoOoOoooooooooboDoooaoaoHr

vioooooooboooooooooobobooooooooobobboboooooodao

oooooDoboao

oooooDoD
ooocoobOobOOO0oDoooooooOoboboboooooooobDbOoboDooooxvVOQOoQoGonno
oT-coobooooooooT-0ObO0O0O0o0o0ooocoobboboboooooooT-0000
ooooobobooooooooooobboboooooT-0DOoDbObobOOoOoOooooODooDDbDOoOOo
ooocoooboboooooooooobobboooooooboooobobobooT-ooooooooao
ooocooobooooT-ooooobODbOOO0OO0oOoooooobObobobooooooooobooao



(6

JP 2008-511559 A 2008.4.17

oooooboboooT-0oooo0oobODbDbO0oO0O0ooo0oooboobDDbO0000aoOe-CsFO O eMm-Cs

FOODDODOOODOOooooooOoOooOooooooooooao

O oo oooogdg
OO0 o0oooogd

O

O oo oooogdg

OO0 o0oooogd
O oo oooogdg

O

homa 2004

O

oo ooooogogoog
Oo0o0ooog-Qgogao

O

Oo0oooQgooao
OOo0ooogoQgogao

O

O

O

Ooo0oooogooao

O 0Ooo

O

0
U
U
0
U

0

OoOO0O0oO0OooU0oo22o00(G-CcsFO0GM-CsHOODDODOoDOoonDooooan
uogobobooooobbooooobooooobbooooboobooooobbooado
goHVOOGOooooOODDbODOOoDOooooooobobboooooooooDbao

goooboooooboooobboo

gooooooOoOooooooooT-bOOoOoOoOoUooooobbbooooo
00D0DD0OO0OO00DODO0O0OO ((Semin Hematol .2004 Jul;41(3):224-33,Leuk Lymp
Apr;45(4):711-4)0

0

HiviOODODOOooooooooObOoooT-oooooOoODbOoooooooaoH
gooboooobT-00o0o0bOoo0oooboboooobbooobboooonn
gboboboooobboooooooooobobooooooboooooobobooado
gooocoooHwooobboooooooooooao

0
0

0

O
O

O
O
O
O

D3(Orthoclone

O
O
0
O

O
0
4
O
0
O

Oooooo4oooooo4o0oDceceooooooooogoQgg

T-

a
O
g
a
u
O
a
u
O
g
a

Oooo0ogood
Ooo0ooOo0oood

T-

0

O O0Oo0oooo

0

O 0Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao
O Ooo0oooao

O
O

OoHIVOOOOOODODOT-000000000O000000HIVDO OO
oooooOT-000000D0DO0DO0OO0DO0DDOD0DOo0DDOooODODOOoDOoOoODOoOoDOO
opopooT-0000000D0DO0DQ0O0DO0ooDOooDOoceC3 000 OooOooDOoO

JooooDoDoooT30 000000000 O0dooon (muromonab)- C
OKT3 0 oooDoooooOooDooebk20 00 0o0ooDooOB-000T
-0 0000D00Q0DOCeCp20 00 0000000000000 DODO0ODDOODOAO (alemtuzuma
b)(Campath))O O O O
000
000
T-0 O

O
O

ogT-0
T-0 0

OoooooooooogooQgdg
OO0 oooogodQgoooao

OJ

O

OOoo0oood
O0Oooooogod

0

oooao

ooao
oggao
oggao
uT-0
ooao
oggao

ooobODbOOO0OO0ooooooooT-0000000a0
gooboooobbooodvoobooogogoDbao
oooboboooobobooooobooooooboobooodao
gogoboodivooogobooouooboogogonoan
ooobOboOoO0ooooT-c0oO0OO0O0O0T-0000OO0

0000000 O0ATG(D 000000 (Thymoglobulin))d O O
(Thymoglobulin)D O T-0 0000000000000 0OCOOO0O00O00
0000000000000 0000000000000000 (Thymoglob

gooooooobboogT-000000
HivO O OOooOooooOodogooOaoHdHvo
gbobobodooobboooobboooonb
gooocooT-0000

a
u
O
a

O 0Ooo0oooao

goo

O

O Oo0ooogoao

O

O 0Ooo0oooao

O

O Ooo0oooao

ooooOao

O

O 0Ooo0oooao

O

O Ooo0oooao

O

O 0Ooo0oo0oo0oao

O

O Ooo0oooao

O

O 0Ooo0ooo0oao

O

O Ooo0oooao

O

O 0Ooo0ooo0oao

O

O Ooo0oooao

O 0Ooo0ooOoo0oao

O Ooo0oooao

O 0Ooo0oo0oo0oao

O Ooo0oooao

OoOoo0ogoogao

O 0Ooo0oooao

OoOoo0ooOogno

O

T-

O
O

O Ooo0oooao

od
aad
ud
oo

1HnNOoOT-000O0o0co0Ofoob00ooooooboooooooooDooooooT-0D000D00
oon0D
oono
ooao
ooao
OoonoD
oono
T-0 0O
oonD
O T1T-0
ooao
ooao
oono
ooao
ooao

gooooooao
gooooooan
gooodoooan
HIivO O O0OO0O0O0

T

O
O Ooo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0ooo

10

20

30

40

50



) JP 2008-511559 A 2008.4.17

ooT-coooboooooooooobobbOooooooboobbbooooo
ooboo(@CLyooooooobooooooooobDooboobooDOoo
goooooboboooooooooooboboooooooobobbooooo
ooobooobDoboooooooao

O (muromonab)-CD30 0 OO0 OO 0O0O00O (alemtuzumab)D OO0 00O OO OO0ODO

gooooobooooooooooobbobooooooooob@ono

Heartlinst J.1088; 15(2): 102-1060 O OO OO0 DODOOOOOCOODOOODODO

ooooooao
ooooogoao
Ooo00oDoT-0
ooooooao
oooooad
Oo0o0oao
ooooooao
0 Tex
ooooogoao
ooao
oooooad
oT-00 000
ooooogoao
ooooooao
nblattO 0 O O
Oooooogao
oooooad
ooooooao
ooooogoao
ooooooao
oo0oooad
ooooooao
Oooooogao
O d

O

OOoocoOooooooooooosoboooobooOoao
OOo0OoOoogog4dooDoogg4dgoooodogogao
Ooooooo0oooooooo s o0goQgoao
OO0 oooo4dooooogogogog
OoooooooooogogQgoao

OO0 oooogodQgoooao

goooooobooooooooooboboooooobooobboboooo

000000000 (alemtuzumab)O OO0 O 0 O 0O O O (Thymoglobulin)O
00D0DD0OO0OO00D0ODDODO0OO0OO000O0O0OO0OO0DO0O (alemtuzumab)(Campath))O O
oooooooT-00000000oDoDDoDoDo0Do0o0o0ooooDooDoDoOoo el
Arth & Rheum 38(11):1589-1594,1995)0 0 10 0 00 0000 0OOOT-0O
opooo3pooooooao

ooooooT-0oooooooooboboooooobooobobooooo
ODO0oO00O@lemtuzumab)J O OO0 O0OO0OO0O0T-0000000D0O0OC
gooooobobobooooooao

gboboboboooobboooooooooboboodHvDOOooOnboooonoano
ODO0oo0DOO0O0O0O00OD00ODO00OO0O Calemtuzumab)D OO0 O0O0D0OODO

cCcLbooooDbDDbDb4-120000003OMO 03 ODDOOO0OO0OO0O0O0O0ODO (alemt
uzumab)O OO OO0 O O1OmgU OO0O0C3mgD O030mgU OO0 O0DODOOCODOOOODODOODOO
OO0 30omgh OO0

goooogao
OCHiVOOOOODOOoOOoDOOoOooooooDELtbooooad) b ooooobooooo o

O

oooao
oooOao

gboobodooouobboooobooouoobobboooooboboooobboad
opDoooO@s)Dooo0oooDOooO0OO0OD0n Galemtuzumab)D O 0000 OO

0100000 C010-30mg0 0 100000000000 DODOOCODOODWsS)oDOoOO
iooggoobobobooooobooad

ooao
gogao

oo
go
u

OJ

Oooo0ooogoQgoao
Oooooogogoao
Oooo0ooogogoao
OoooooogogHd

O (Thymoglobulin)O O T-0 0 0 0000 O 20 O O (Thymoglobulin Presc

g Information0 O OO0 O)0O0O0O0O0OOO (Thymoglobulin)O O GVYHDO O OO O 4
60 0 000000000 D0DO0DDUOO0DDODOOO0DODODOO1.5-3.75 mgs/kgO O

giggz220goobooogoooogooboboogoobooooboboooo
gboboboboooobbooooooooodvooboooobooooonoano
ugooano

goboboboooobbooooboboooobbooooobbooooan
gboboboooobboooooboboooobooooboboooooan
gooHVOOoooooobOOoOoooooobooobboood
HivO O oDoooHwvooooooooooooboogobboDoao
gboboboooobboooooobooooboooT-00000¢00
oooocoooooodivODOOOOoooobooobbooooo
OHIVOODOOOOOODOODO(Etage)DODODODODODODOODO
goooT-0oboboboooooboboooobT-000000000a0
goooano

Oooo0ooogoogoao

10

20

30

40

50



OooDjooooooooooogogoogao

OoOooooooooooo4o0ooDooooooDooogQgog

OooOobOoooooooooobooOooOooOod
OooOjooooooooooogogoogao

O

CDh4*O
oo0nD
2000000 CGrm)D 0000000 OODDODDODOOOOOO

Reverset : 100 0O 0O 0O 0O O 10 10 200mgd O O Reverset - 100 O O 0O O 0O 10 10 200mg
OO0 20000 00000C<O0C (alemtuzumab)O

Oooooa0o

OO0o0o0oDo0O0O0 Glemtuzumab)D O OO0 O O0OO0O3mgd OO0 OOODODOOO10mgOD O 30
Oo0oDDO3omg OooooOoODbObOO0oOoOooooosomg 00000 0ooOoboOD alemt

OooooooogoQgooao
OO0 oooooggogoao

O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
OO oo
O Oooo

O

g
1

(8) JP 2008-511559 A 2008.4.17

Hivh O oooooboooobooooboT-ooooooobbooad
O ooocoobobooooooooooboboooooooboao
goocooboboooooooooobooT-0000oOoo0oao
goooboooooboobooooobobooooobbooooban
G-CSFO OGM-CSFO D O OoooooobOobobOonoooonoan
goooooao

Oo0Ooo0oooo
O Ooooo
O oOooo

O Ooooo
O oOoo0ooo
O 0Ooooo
O o0Ooo0ooo
O oOoooo
O oOoooao

ugoooooooboooooobboooooboboooooan
ooocoobobooooooooooboboboooooooboao
goooooooboooogogobboooobooboooooboao
goooooooboooooobboooooboooooan

O Oooo
O 0Oooo

1Moo0o0000000 Galemtuzumab)D OO0 00000 (Reverset)D OO0 00O DO

O
O
O
O

HIivO OOoOoOooooooogao

0 O (Study Design)U

00 >5000/mm30 00000 HIV-1RNAOOO > 5,000 000 /mld 0
OoDoooOooOoHIVODOODOODO300OO0DOoDOo1o00oooooooDOd

uzumab)O0 0200 00 000000 (VDD O0D0DO0O0OO0OOOODDODODODOOOOODGO (ale
mtuzumab)0 0 0 00000 O0QOQOOOO

000

0002000000000 000000HIV-1 RNADO OO OO O (predose)d OO
1,2,4,8,l00 0 0 0 0 000 000C0ODODOA11,14,21,280 0 0380 0 0 00DODOO

O

oo oooogogooQg
OO o0oooogd

O

O

oo oooogod

Ooca o O

O

O

O

O
O
O
2
O

O

gboboboooobbooooboouoboboooobbooobboooooan
ooan
g

oo0Do0oD0OO0oO0O0O0OD0OO0O0oDOoOo0b0O00 alemtuzumab)J OO0 O00O0O0DOO
OOONTI(OUOOODODDOOOOO)DM I OOUOODOD Abacavir/ lamivudine

(ABC/3TC)FDC (000D O0O0D0OO0ODODDO)IOOO0OCOOOART(CODOCOODODDDOOO)-O
DO0O0O0O0OC0OOOHIV-100000000480000 00 Lexivad O O Kaletral ritonavi

O

OooocooooOos
OoOoood

O

L

e

O

O
O
O
O
O
X

< OO oOoogood

a

OoOoo0oodg

O

ooooao
gooooao

(Lopinavir/ritonavir)D 0 0000000 O0OO0OOOOODOOODOOOODODODOO
HivOODDODOOOGOOoOoOOoOoDDOoOHIVOD[PI(OCOOOOOODOD)YOODOONRTIOQOO

gooooaoaad

O

O

Jopoo480 0 0000000001200 00000000000000000

jJdooooDooUooUoU0UoUooooDoODoODUoDUDO0UOoU0UoDoODoDoDDOoDOoOoOd

O00D0DD0O0O0O0Lexivad OO ritonarD 0 00O KaletraOD OO0 00O O0OOOO0OO

00000000 Calemtuzumab)D D OO0 OO OOO0DODOOO (alemtuzumab)
OOritonard D0 0OKaletraODODODDODODODODODOOODODOOODOO@DO)ND

ooao

O

10

20

30

40

50



9) JP 2008-511559 A 2008.4.17

ooooDoDoOoO0riginaD0 00 @OODODDOO Glemtuzumab) OO OO0 OO)H)OO
NCIDDODOOOOOOODODODRDORDAOONCTI007320 O O O NMLO O O O O NCTO00859430 O
ooocobODboOoOoOooooooboobboboooooooo

OCoOO0o0O0O0o00d alemtuzumab)D D0 00000010000 D0ODO0OO0O0OO
oooooao

000000 (Study Design)ld

OOoo0Iimoo0reatment)D 00 00O OO (Randomized)l 0 00 00O OO O (Open La

bel)O O O O O (Active Control)d Parallel Assignment0 0 0O /0 00000000
Oooooo

0oo0ooooDoa0o 10
0 o s < { A WA

OoDoooDooDoooDooao

oOoDoooo

OoDoooao

00000000 oDoooDOooo0ooDoooDooDoODOooDoDooDHIVvOODOOOoOao
OHIV-1 RNA(OCOOOOO) > 1,000 c/mL
Oo0O0o0o0Do0ooO0oooDoooDooooooooo

OCHIVOOOODOoODODOoD140 0000000000000 ooooao
OoDo0ooDooooooo

oooooo 20
00000000 oD0DO0ooDo0DO0oD0DooDo0ooDoDo0o0Do0DOooDoDooDooDOoDOooooan
00000000 oDO0ooo0Do0oo0DooDo0ooo0DO0oDO0Do480D0D0o0DoDooDoDoDooaO
OoDoooooDOoo

OoDoooao

ooooo c:

OCoOOHIVOOODODODODODODOOOOD

OoDoooDoooooooao

OoDoooo
ooooo0oo0oooDOooo0DOooO0ooDooDoDO0oDo0Do0ooODO0DoDUOooODOoDOooODOoDoOoDO/Zd
ooooooo0oooDOooo0DOooU0ooDUoooDO0oDO0ooDUooDDO0ooDOoDooODUooDUOoLoOaO 30
Oooooooao
OoDo0oo0oo0ooDooo0Do0oo0DooDoooDOooDOo0DoDoDUooDDOooDOoDooODoDoOoDoOooaO
ooooo0ooo0ooDOooo0DOooU0oooDUoooDO0oDo0DooDUooDDUooDoDooODOooDDOooOaO
Oo0O0o0o0oooooDOoooDooDoooooao

OooooDooooao

Oooooo

ODOODOODCAMPATH-O HO D OO O OO OOODDDODODODOOOODODDOCALCO)OD OO0
O0o0oDDDoODO00O0O0d (Thymoglobulin) DO DO ODODOOODODOODDOODOOOO



ogogoano

goono

Fig. 2:

ALC fx 10%L)

#a
Bignee 1. CAMPATH- THOEREA D IZB I & 5 Tt
1) v NERE(ALC), BEBDOIILR— M
Tmg(M),3mg(@),10mg(A),30mg(<),60mg(0),
and 100mg(Q) CAMPATH-THM 585,

—h2
=3

R e -
T = i ¥

5 6 7

4
BB ¥

FE4 07 (Thymoglobulin)ia gD BRIA M B
B Y 5 EHT- MR

(10)

JP

2008-511559 A 2008.4.17



(11) JP 2008-511559

gooooooanb

A 2008.4.17

IﬁERNATIQNAL SEARCH REPORT - ..a...m.. pem——
PCT/EP2005/008325

A._CLASSIFICATION OF SUBJECT MATTER

IPC 7 A6lK39/385  A61K38/00 A61K48/00 A61F31/18

According to Intemational Patent Classification (1PC} ot to both natlonal classification and IPC

B. FIELDS SEARCHED

Minimum documsantalion searched {clessifisaiion system followed by classification aymbols)
IPC 7 A61K

Documentalion searchad other than minimum documentation o the extent that auch documants ara included in the fielde searchad

Electronic data basa consulted during the intemational search (nama of data bass and, where practical, search tarms usad)

EPO-Internal, BIOSIS, WPI Data, PAJ

C. DOCUMENTS CONSIDERED TQ BE RELEVANT

the whole document

Categary * . Cliation of document, with Indication, whera apprapriats, of the relevarit pagsages Ralevant ta elaim Mo,
X POMERANTZ ROGER J: "Reservoirs, 1,2,5,7,
sanctuaries, and residual disease: the 9-11,15,
hiding spots of HIV-1." 16
HIY CLINICAL TRIALS. 2003 MAR-APR,
vot. 4, no. 2, March 2003 (2003-03}, pages
137-143, XP009055969
ISSN: 1528-4336
the whole document
X WO 01743779 A (TANOX, INC) 1,3.7,
21 June 2001 (2001-06-21) 9-11

m Further docurnents are listed inthe continuation of box C,

ID Patent famlly membars ars listed In annex.

° Speclal categories of cited documents ©

A ductmant defining tha ganaral state of the art which Is not
msideted % be of particular relevance
‘E" earller dunumenthut published on or after the Internatianal
filing daf
" documant which may throw dodl clal m(e) or
which is cited to aazabllsh the publbca date of anoths
citation or other speolal reason (as spechfied)

*Q" docurnent referring to an oral disclosure, use, axhibition or

*T" later documant published after the Intémetionat fillng date
ar priarly date and net In confiict with the pplication but
cited 1o understand the principle or thaory undedy]ng tha
Irwantlon

*X* docurnertt of particular relevance; the claimad invention

cannot be considered novel or cannot be considered 1o
lnvolve an inventive step whan the dogumsnt s taken alons

"¥* document of partieular relevance; the claimad invantion
cannot be considered to involve an nventive step when the
document is combined with one or more other stich doou—

other means ments, such combinzlon belng obwious to a parson skillad
“P* doournent published prior k the intemational filing deda but In the art.
Iater than the pricrity date ciatmed °8* docurmant membar of the same patent family
Date of the actwal completion of tha International search Deata of malkng of the Intemational search rapart
26 October 2005 07/11/2005
Name and mailing acdress of e ISA Authorized ofilcer
European Patent Offlge, P.B. 5818 Patentlzzzn 2
'P Il' { e ’5" o Tx 81651 I,
al. {(+31~70) 340-2040, Tx. epo n|
3 Fax: (+31-70) 3408016 Lechner, ©

Farm PG TABAR10 {sacond eheot] {January 2004}

page 1 of 3



(12) JP 2008-511559 A 2008.4.17

ISERNATIONAL SEARCH REPORT

In.ﬂurm Application No

PCT/EP2005/008325

C{Canfinuation) DOCUMENTS CONSIDERED TO BE RELEVANT
Category * | Clalfor of &, with Inclica¥ion, where appropriate, of the Relavant to ¢laitn No.

X YANG QUAN~EN: "Eradication of HIV in 1,2,7,

infected patients: some potential 9-16

approaches."”

MEDICAL SCIENCE MONITOR : INTERWATIONAL

MEDICAL JOURMAL OF EXPERIMENTAL AND

CLINICAL RESEARCH. JUL 2004,

vol. 10, no. 7, July 2004 (2004-07), pages

RAIE5-RA165, XP002350838

ISSN: 1234-1010

the whole document

X VAN PRAAG R M E ET AL: ™DKT3 and IL-2 1
treatment for purging of the latent HIV-1 9

resarvoir in viva resuits in selective 1

Tong-lasting CD4+ T cell depletion®

JOURNAL OF CLINICAL IMMUNOLOGY,

vol, 21, no. 3, May 2001 (2001- 05) pages

218-228, XP002350839

TISSN: 0271-9142

abstract

X FRASER CHRISTOPHE ET AL: "Reduction of 1,2,5,7,
the HIY-I1-infected T-cell reservoir by 9-11,15

immune activation treatment is 16

dose-dependent and restricted by the

petency of antiretroviral drugs"

AIDS (HAGERSTOWN),

vol, 14, no. 6,

14 April 2000 (2000-04-14)}, pages 6b9-669,

XP002350841

ISSN: 0269-9370

the whole document

X W0 93/08829 A (THE REGENTS OF THE 1,2,7,

UNIVERSITY OF CALIFORNIA) 9-11,15,

13 May 1993 (1993-05-13) 16

the whole document

X KENDEL T D: "Immunoengineering: A 1,4,6-16

credibie mechanism for CAMPATH-1H action

1n bone marrow and organ transplantation

and the implications for treatment of the

immune dysfunction AIDS.”

MEDICAL HYPOTHESES,

vol. 60, no. 3, March 2003 (2003-03),

pages 360-372, XP(Q0Z2350840

ISSN: 0306-9877

the whole document

-f

Form PCTABAR1G [sontinuation of sacond eheat} (Jenuary 2004)
page 2 of 3



(13)

I‘ERNATIONAL SEARCH REPORT

JP 2008-511559 A 2008.4.17

tional Application No

PCT/EP2005,/008325

C{Continuation) DOCUMENTE CONSIDERED TO BE RELEVANT

Category ? | Chtation of document, with indication, where appropriate, of the relsvant passages

Relevart to dalm No.

A COLACO C AL S: "AN ALTERNATIVE STRATEGY
FOR THERAPY OF AIDS A CURE?"

MEDICAL HYPOTHESES,

vol. 32, no. 2, 1990, pages 157-168,
XP009055940

ISSN: 0306-9877

tha whole document

A LIN SHI-LUNG ET AL: "Combinational
therapy for potential HIV-1 eradication
and vaccination."

INTERNATIONAL JOURNAL OF ONCOLOGY, }
vol. 24, no. 1, January 2004 (2004-01),
pages 81-88, XP009056030

ISSN: 1019-6439

abstract

A WEINBLATT MICHAEL E ET AL: "CAMPATH-1H, a
humanized monoclonal antibody, in
refractory rheumatoid arthritis: An
intravenous dose-escalation study”
ARTHRITIS AND RHEUMATISM,

vol. 38, no. 11, 1995, pages 1589-1594,
XP009056061

ISSN: 0004-3591

cited 1n the application

abstract

A YANG QUAN-EN: "Human immunodeficiency
virus reservair might be actively
eradicated as residual malignant cells by
cytotoxic chemotherapy.”

MEDICAL HYPOTHESES,

val. 62, no. 3, March 2004 (2004-03),
pages 358-363, XP002350843

ISSN: 0306-9877

the whole document

1-12

1-16

1-16

Form POTASA210 (oontinuatlon of second sheet) [January 2004}

page 3 of 3



(14) JP 2008-511559 A 2008.4.17

Intsmational Application No. PCT/EP2005 /008325

FURTHER INFORMATION CONTINUED FROM PCTAISA/ 21(

Continuation of Box II.1

Although claims 1-16 are directed to a method of treatment of the
human/animal body, the search has been carried out and based on the
alleged effects of the compound/composition.

Continuation of Box 1I1.2

Claim 1, 9-16 are unclear in the sense of Art. &, PCT as far as relating
to therapeutic agents only defined by a desirable activity, 1.e T-cell
depletor that effectively kills essentiaily all the patient's T-cells or
a T-cell modifier that prevents HIV from recoghizing essentially all the
T-cells. Although these functional features can be tested with the
nmethods disclosed 1n the present application, the skilied person cannot
understand the definition of the claimed subject-matier, because the
claimed compounds are not Timited by any structural definition and
therefore no Timits to the number of compounds to be tested for the
modulating activity exist. The claim does not provide amy criterion to
discriminate between known and novel compounds. Thus, the lack of
clarity is to such an extent that a meaningful search over the entire
scope of said claims cannot be carried out.

Consequent1y, the search and examination has been carried cut for those
parts of the claims which appear to be clear in view of the description,
namely those parts relating to anti~CD3 Ab (c.f. claim 2, 5), anti-CD4
Ab (c.f. claim 3), anti-CD52 Ab (c.f. claim 4, 6), antl-thymocyte
globutin (c.f. claim 7) and thymidine kinase gena (c.¥. claim 8},
respectively.

Ciaims 12, 13 are unclear in the sense of Article 6, PCT. The
therapeutic application is functionally defined by a mechanism of aciion
which does not allow any practical application in the form of a defined,
real treatment of a pathological condition {(disease), i.e. treatment for
strengthening the immune system.

The search has been carried out for those parts of the application which
do appear to be clear (and/or concise), namely the treatment with G-CSF
or GM-CSF (c.f. claim 14).

The applicant’s attention is drawn to the fact that c¢laims relating to
inventions in respect of which no interpational search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1{e) PCT). The applicant s advised that the EFD
policy when acting as an International Preliminary Examining Authoriity is
normally not to carry out a preliminary examination on matter which has
not been searched. This js the case {rrespaective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPQO, the applicant is reminded that a search may be carried
out during examination before the EPQ (see EPO Guideline C-VI, 8.5},
should the problems which led to the Article 17(2) declaration be
overcome.
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