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[0254]

[0255]

[0256]
[0257]

[0258]

[0259]
[0260]

[0261]

[0262]
[0263]

[0264]

[0265]

[0266]

[0267]

[0268]

2 3, 13 14 15 18 17 31 32

Us, UF,o2 el A x99, 1 08 B99az-gagn gtEe A B 02 g Fow
3 2ol Agr)elA ZIAE vkeh ol HEH S, FQ el wel {83 Jd 2/EE X534 #dg doly
g den

PADS 01

7] 7led AY2 AIDSY TS adHoez AN & = HIV A5 GFE2EA X225 o ~HE 9 fA
SHEEEd uigh Ayfsta A S5E YF5Sh. dAIAQA AdAFA A, HIV 2 AIDSOl tigh d&H < X5
Hol wh-g-o] I sjelSo] TPA X & WSS HITh, TPA X8+ "S54 u2)(compassionate)" =4 &€ %A
3 IE Ao 3B FA e wEl FHoeR oAgAFL. 7] Vied A AR IA, AR TAR
A AR Agle] X7oA, HEF, Sy, AEA Ag, Feigad #dg, A 2 gdg 9 22
SREZ] AR X228 a2 U FEA EEL FEAHS FU 45, ¥x28 Jdagas va 4
Fo FdS A2 R FASS SV FEHY d71x EE ngd dnE U AFSih. ols
9 F7t ZAMEAELS &) AAd W9 Yol o EFEa Ay

S180 MEZ-FH 2o A gz W E(WBC) ¥ | EFZRI(Hb) ol sk TPAS] & 3}:

5% 180(S180) A ZE #:W-(Kwen-Ming) "}9-2 W& Fatch. 3daol, vfg-2oA Eubzto = (i.p.) 79

7F 50, 100 =X 200 pg/kg/Qe] TPAS A& tt. Xa7F gad = 299, WBC 2 Hh A4S ¢35 47

Agd vwgxo] wmERRY g MES A, AFE 2F (7L 50, 100, EE 200 ug/kg/L)ol ot
6

WBC 4= ztzt 16.1+£7.4, 18.7£.3.0 2 20.7+.3.4 xlOg/L‘,’il, 2z a7 gk WBC & 13.

1.8x109/L9iE]-. g 259 Hbe 136%11, 149+£12 H 149+£10 g/LR 3, thxT9] Hbe 134%15 g/L3ith. A7)
Avkz A i, FAVE §F-9F PHOR mhes e Wz WBC £F FAAL S e wE, b
Yz whessh vmste] TPA An® whgrolA oA GFE WA e wolFth,

AA 11
ek We| o

TPA A&l o3l ob7]®l A3 4 Aso= Qlal, TPAS Aol A F(i.v.) FHel 28] Alsssict. Eat
FARZ] o] TPA &91& 200 mlo] et f5 R FAREAL iv. FdE 9l

=2 O
T

QAo Folgl Aold TPA 8ol 54 W PAg:

Wi Qget @
f ke, kA AT Bt
&, Ao Bohg)el Wl Az,
Rtk o] el TPAL 249 FAolA
b7k AEHA. e,

, AR E o V)ee BF A Aew g

XK
B
=3
o
Y
jmm}

(2) 0.5 mg/3A= Al3w TPA x 2/F: (W5 2 &%)

8 ng/Ee £E2 A Wl das= Ay Fds Asl &< T 0.5 mge TPAZ 200 mle] A2t
gttt Fof F wke& 1 mg TPA B8} WskdARt, 1 mg 8FET 230, s W &%
27 AU, ke, gabe] el b7t AEE[Y. 5 S dEEA &gt A, 3, Al
¥ 7lee B Aol

o o m
SE T rfob

(3) 0.25 mg/FAZ A F% TPA x 4/

4 pg/ie] FE2 1A el gas= AU $98 A 89 9 0.25 nge] TPAE 200 mle] A9k 2

ot



[0269]
[0270]

[0271]

[0272]

[0273]

[0274]

Faheet. Fol F, o U A% g FPEol A wREoL, B BgPnd ¥4 2grh. LA
KN = A
=

mh7F AEHA &%, A= 35 2
A I1T
HIVel 12 94 oI + TPAR X a9 3

Fd& T3] 19959 HIVel #ZE=a HIVE 9st x5 5ol tis] WXl 354 WA] 524 Alele] 12 e]
A4S Kol (5™ B4 2 7Y 9A)E TPAR X B3I 7 oAl 1Ak AA iv.ol 93] 200 ml<]
i 9 59 % 249 TPA H&ZF(75ug/sq m& Tt o] §%& Hx 397 Am wet vid 1
3] Fosigitt. 2 vA, 7 Aol Al o] &S 49 WA 18¥U7F Adwitt AT vy, U TREF
of mE 23k A5 Il oA 6719 FA71E 7T

TPAS] 1x} &59] Fojof A gl X5 719 4¢ 2 40¥e] A AES FHsUY. dx A Y9
(D3, (D4 % (D8 +F& WwF &Y 3| (Becton Dickson Scientific Co., Franklin Lakes, NJ) & A EEA]
71(B.D. Bioscience, San Diego, CA)E o] &3} ZA3FS ).

Lo

X 1614 B e wkek o], (D3, (D4, = (D8 FellA] dahe Wsh = Aoz BE= =) okt
E1
12 Ho| HIV #HXto| CD, CD; CD; AlE Zat
Bt HS A& A2 cD, CDs CD;
01-1 TPA % 3 196 341
01-2 TPA & 4 3 180 299
01-3 TPA & 42Y 2 111 203
02-1 TPA % 26 614 687
02-2 TPA = 4 105 <2000 2616
02-3 TPA & 42Y 54 700 799
03-1 TPA % 32 524 543
03-2 TPA % 42 36 366 427
03-3 TPA & 42Y 33 374 424
04-1 TPA % 173 735 975
04-2 TPA & 4 123 770 941
04-3 TPA & 42Y 44 493 581
05-1 TPA % 106 1556 1646
05-2 TPA & 4 119 1330 1282
05-3 TPA & 42Y 191 1429 1643
06-1 TPA % 232 865 1221
06-2 TPA & 4 179 570 808
06-3 TPA = 42Y 49 429 537
07-1 TPA % 10 988 1022
07-2 TPA & 4 7 570 598
07-3 TPA & 42Y 1 139 146
08-1 TPA % 524 725 1332
08-2 TPA & 4L 318 355 739
08-3 TPA & 42Y 241 527 858
09-1 TPA % 442 1021 1479
09-2 TPA = 663 <2000 2920
10-1 TPA % 407 328 778
10-2 TPA & 445 591 1077
11-1 TPA ™ 40 322 373
11-2 TPA = 131 724 874
12-1 TPA % 84 256 375
12-2 TPA = 78 268 362
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[0275]

[0276]

[0277]
[0278]

[0279]

[0280]

a7] 3 2004 & & e vbel o], wiolejawFo] ®WistelA fAbsHA dHEA &
A= HIVZE S71ebelar b2 792 Wiy ka7t il
22
TPA X|2 H, SO 9 = 12 @o| $Hxtol HoM HIV £
BXt Hs A" AZH Zat (Ftm/ml) LoG 2z

01-1 TPA & 3 & 3.36 X 10° 5.526

01-2 X7 TPA & 4 Y 141 X 10 6.151

01-3 x7| TPA & 15 2.02 X 104 4.306

01-4 X7 TPA & 259 2.60 X 10* 4416

02-1 TPA & 3 U 9.97 X 10* 4.999

02-2 X7 TPA 2= 4 Y 7.92 X 106 6.899

02-3 x7| TPA & 15 Y 6.33 X 10° 6.801

02-4 X7 TPA & 259 8.72 X 106 6.941

03-1 TPA ® 3 & 377 X 10° 5.577

03-2 X7 TPA &= 4 Y 8.13 X 10* 4,910

03-3 x7| TPA & 15 Y 6.11 X 10 3.786

03-4 x7| TPA & 259 8.59 X 10° 5.934

04-1 TPA ® 3 & 1.11 X 10° 6.045

04-2 X7 TPA &= 4 Y 1.75 X 107 7.243

04-3 x7| TPA & 159 111 X 106 6.614

04-4 x7| TPA & 25 1.21 X 10* 4.084

05-1 TPA ® 3 & 249 X 10* 6.637

05-2 X7 TPA &= 4 Y 9.42 X 10° 5.974

05-3 x7| TPA & 15 Y 2.34 X 107 7.369

05-4 X7 TPA & 259 5.56 X 10°¢ 6.745

06-1 TPA & 3 U 457 x 10° 5.660

06-2 x7| TPA &= 4 Y 1.44 x 10* 4.160

06-3 x7| TPA & 15 Y 1.88 x 10° 5.274

06-4 TPA & 7 Y 2.28 x 10° 6.357

07-1 TPA ® 3 & 240 X 10° 5.623

07-2 X7 TPA & 4 Y 1.51 x 105 5.179

07-3 TPA S0 15 &y & 9.74 x 10* 4988

07-4 X7 TPA & 259 5.30 x 103 3.724

08-1 TPA A 3 & 8.02 x 10° 5.904

08-2 X7| TPA &= 4 Y 9.09 x 10° 5.959

08-3 x7| TPA & 15 Y 5.46 x 10° 6.737

08-4 x7| TPA & 259 7.77 x 106 6.890

09-1 TPA ® 3 & PE o

09-2 25 & TPA = HE=7tS

10-1 TPA & 3 1.51 x 10* 4180 2% F7| KRR 2E

10-2 x7| TPA & 25 ¢ 279 x 104 4446 U2 ME

11-1 TPA & 3 1.59 x 105 5.201 2K F7| K B2REEH

11-2 x7| TPA &= 25 Y 1.25 x 10° 5.096 U2 ME

12-1 TPA & 3 U 1.32 x 10° 4122 2K F7| K BREE

12-2 X7 TPA & 25 ¢ 6.27 x 10° 3798 P2 ME
wlol 2]~} (D3, (D4 2 CD9 Fe] e FHele wateta, #a F 119
ERSITE. 889l A5 Fdo] flojxlal ol F 5% 6 WA 12709 F<t A
Ase 2ol gasldln
AA IV

HIVe] 23 YA oI + TPAR X a9 3

sl
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E=d 10-2102677

omn

[0281] AAlel TTelA o] &2k 2 9ol Al TPAS] 22k A 5E AFsgih. o5 98 TolA, 78& 22k Al AA AA
of Z/de] gt TS Holw b TPAR X JNHA] ¢k 104 BAH(BAL #2a)E Aol Frlerict. 2
AL A 1AIE ek AR 200 mlo] Hit A5 Fo T 2A¥ TPA 58 (75ug/sa mS F :
&S 7 A A A& 10€3E viF 134 AFe v, 377 T 1099 FAVIE AAD F 30 &Y
TPAS A|&-3F}t). &4} 5a, 6a, % 8a= TPA X BE AlF3I7]o oA 1€ 2 32k 7] & Ul gr
sh7lell kAl 17l F-AIDS FES E§ote RS FASUTE. A 1-4a, 7a, F 9a-10av= A& Uy -
AIDS °FES A% &3kt

S
N
b

[0282] TPA F4¢] 12+ 10 F715 $53 & Z2]a ohA] wpA TPA 59 5, AR A 3¢ del o &5 AE
&kal, CD3, (D4, CD8, WBC, RBC, HGB ¥ #A¥S F43kolct.

[0283] 3% 30 ERA upel zre], 27 o] #x(5a & 10a)E Al€]skar, TPAS] 12+ 9 32k 9] & EE $HAfelA (D3]
SV AL, Huge 33 77 F #ASSIT. (D8 2 DAVt Frkehe Aol 919*4. o5 A3t TPA A BE
WAAE ZsAA = S AAGTE HIV oA thekst dapEe] dojAth(E 4). 45 dxbolA] HIV 574
< A7) e HEe] ghAl w200 WRHQ RFH o XA e o= AR %7}6}%4. WBC, RBC, HGB %

dawel Z4el4 AL WaE ATk GE 5).

3
10o| HIV 2HX}e| CD, CDs CD; Al Ziq}

BX} Hs Alg AIZH CD, CDg CD;
01-1  [TPA H 5 576 1071
01-2 M OHR 102 TPA FY 77| = 7 907 1323
01-3 N HIR 102 TPA =Y =7 = 19 1129 2037
02a-1  [TPA H 26 307 339
02a-2  |& HIF 102 TPA =9 =7| = 76 335 476
02a-3  [MWm 10Y TPA ¢ =7 = 137 543 625
03a-1  [TPA H 295 571 870
03a-2  |& W 102 TPA Z=Q Z7| = 460 729 1200
03a-3  |M BIW 10¥ TPA Z=Q Z7| & 1002 980 2033
0da-1  [TPA H 152 672 896
04a-2  |& BT 102 TPA =9 =J| = 189 584 823
04a-3  |M HIW 10Y TPA =Q F=7| & 205 916 1193
05a-1  [TPA H 92 1097 1175
05a-2  |® B 102 TPA Z=¢Q =7| = 91 1507 1598
05a-3  [M HW 102 TPA Z=Q =7| = 94 1127 1257
06a-1  [TPA 230 378 669
06a-2 | BT 102 TPA Z9 =J| = 285 429 758
06a-3 [N HW 102 TPA =Q Z=7| & 276 466 938
07a-1  [TPA H 567 1736 2258
07a-2  |® B 102 TPA = =7| = 729 >2000 3148
07a-3  |M BIW 10¥ TPA Z=Q Z7| & 786 >2000 3347
0%a-1  [TPA H 361 569 1023
0%a-2  |& W 102 TPA Z=Q =7| = 519 547 1143
08a-3  |M HIW 10¥ TPA Z=Q Z=7| & 495 733 1295
09a-1  [TPA 101 533 672
09a-2  |& HW 102 TPA Z=¢Q =7| = 136 574 712
09a-3  |M HIW 10¥ TPA Z=Q Z=7| & 100 1221 1317
10a-1  [TPA 49 178 240
10a-2 |X HW 102 TPA FQ =7 = 74 261 333
10a-3  |M| BIA 102 TPA =Y =7 = 63 208 308

[0284]
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SES46 10-2102677

24
310 109 TPA T H, S 3 ¥ 10 Ho| #Xpo] WY HIV 2
Bx WS NERE axts L0G 2t
(7}l /ml)
01-1 TPA & 3 & 457 X 10° 6.660
01-2 ST =7 TPA =9 B 2.99 X 10° 5475
01-3 LR E 941X 10° 5.973
02a-1 TPA & 3 & 2.71X 10° 5.433
02a-2  |& wm =7 TPA =Q = 3.09 X 105 5.490
02a-3 | @R =7 TPA =9 B 9.24 X 10° 5.966
03a-1 [TPA M 3 PIESpT— ]
03a-2 A OHR =7 TPA =Q S 500 O]ot 2371
03a-3 | ®m =7 TPA =9 = 9.55 X 10° 3.980
04a-1 [TPA M 3 500 0|0t 2312
04a-2 A OHM F=7] TPA FY = HE=7ts -
04a-3 M HR =7 TPA =Q S 238 X 10° 3.376
05a-1 TPA © 3¢ HE=7ts -
05a-2 XNER F7) TPA FY Z HEE7ts -
05a-3 M E® F=7| TPA FY HEEts -
06a-1 TPA © 3¢ HEE7Hs -
06a-2 HOHE F7) TPA T 2 HEEItS -
06a-3 M EH® F7| TPA FY 2 HE=7ts -
07a-1 TPA T 3¢ AEE7ts -
07a-2 R OHM F=J] TPA FY & HEE7tE -
07a-3 M BB F7) TPA FQ & HEE7ts -
08a-1 [TPA &M 3 1.13 X 104 4054
08a-2  |& Wm =7 TPA =Q = 6.68 x 10" 4825
08a-3 | wm =7 TPA =9 = 6.20 x 10* 4792
09a-1 TPA & 3 & 1.38 x 10° 5.139
09a2  |% Hm =7 TPA =Q = 165 x 10° 5.217
09a-3 M HR Z=7| TPA =9 S 235 x 10° 5371
10a-1  [TPA M 3 7.20 x 10° 5.857
10a-2 X B =7 TPA =Q S 282 x 10° 5.450
10a-3 | #W =7 TPA =9 = 1.86 x 10° 5.270

[0285]
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[0286]
[0287]

[0288]

[0289]
[0290]

[0291]

SES46 10-2102677

S
TPA 3Ho| 10 X|& H 5! $ 10Ho| $Ixjo| Ux HW &
SR} HS A A7 WBC | RBC (X10%/L) [ HGB (g/L) PLt (X10%/L)
(X10°%/L)
01-1  |[TPA W 23 2.55 92 199
01-2  |® W 102 TPA Z=¢ = 44 261 99 325
01-3  |M ®m 102 TPA =) = 6.1 291 102 182
02a-1  [TPA W 5.7 244 114 227
02a-2 | W 10Y TPA = = 37 214 88 238
02a-3  [M HW 10Y TPA = = 111 252 100 124
03a-1 [TPA 78 404 147 309
03a-2 | HIW 10Y TPA =Y = 9.8 3.83 138 338
03a-3  [M W 10Y TPA =Y = 136 4.54 140 549
04a-1  [TPA W 39 334 127 232
0da-2 | HIF 10Y TPA =Y = 36 292 107 306
0da-3  [M BIW 10 TPA = = 9.2 2.85 105 105
05a-1  [TPA W 5.1 354 146 243
05a-2 [ W 10Y TPA = = 5.7 346 135 315
05a-3  [M HW 10Y TPA = = 10.1 361 144 130
06a-1  [TPA W 5.0 421 171 198
06a-2 | HIW 10Y TPA =Y = 42 348 142 256
06a-3  [M W 10¥ TPA T = 6.5 3.66 154 169
07a-1  [TPA W 6.6 362 102 306
07a-2 | ®IW 10¥ TPA =Y = 6.0 3.76 143 258
07a-3  [M #W 10Y TPA T = 6.0 392 123 293
0%a-1  [TPA 31 403 125 116
08a-2 | W 10¥ TPA T = 43 3.86 128 221
08a-3  [M W 10Y TPA = = 6.8 419 128 138
0%-1 [TPA W 35 143 41 114
09a-2 [ HIF 10¥ TPA = = 26 1.99 57 214
09a-3  [M W 10¥ TPA = = 40 233 67 170
10a-1  [TPA H 26 2.65 78 297
10a-2  |& HA 10 TPA = = 29 2.58 92 187
10a-3  |M HWY 102 TPA ¢ = 70 431 130 138

H(#oa)wol 27 g ATl AN Aol eRel
F, ol B9 AR AnFA @ E e 84
o 43H BEL AN, BE s9e BREe
ot BE BAEL B2 so] FAHch. F-AIDS o

rﬂ
©
ol
{o
rlet
2
ofy
=2
)
—

7hatelet. HIVe] whole|sake vhefabolnt. 39l # H<200>°1H AzENSEGa, O
L AL S 1A 7FAaE% .

HIVe] 32k 44 A+ + TPAR X859 3z}

374 WA 524 Alele] 6] FA(EA 3W E oA 49)(FAF # 13-18)F TPAR A B33, ol A F 4

g 2¥e) ofd 4 ATelA F-HIV k=t xghd TPA A8E vd] 2t 299 yrx] @x5L TPAR
AgA] gFekont, FF-HIV oFE @S vg] Wtk BE Ans 3x A AT A 39 Aol SAs



S=5d 10-2102677
TPA X5 <5 % 60€7kA] A7NsHA] ek ¥ HIV X5 A7 A% 21 g o8] 2753,
[0292] A7 AFl A 7 Bl Al 9.0mge] F Fo &l dls] 60U wld 1.5 WX 2A1F FF AW =l 5|
200mlel B G4 F9 150ugd TPAZS Folsttl. 6029 TPA &9 98 5 o]E I(EL F7} A852
Whz] ekgkgoll i Eekal 7 6091t Alg #EAST.
[0293] 25 MA A, 283 oA 30 2 608 FAIESAHHI B.D. Bioscience, San Diego, CAZYF-H 53 A4
St A E ol&sle] wx N U (D3, (D4 2 (D8 S AZFseltt. nloly2=zs Fo <F w #Y

=
(Kuang Ann men Hospital, Beijing, China)olxle] Fdje] WIS o]&3fo] ZAAS Tt 3+ 3z} RBC, WBC,

daw @ AnI £ SYSA

[0294] 3E 694 B 5 gle kel o], 679 ZAA Y o]y A% AJF Al Al EAY AEEIFSEIRA A
420 P ERZuloly A g FA AL EFsta A 71 Uil UA FAEAY. S, 50 HIV 719
/mL vlgke] 7 wpoly AgS Zte 3xlolA WAFHE AOR o|dd Hud Iy EZnlolzA XNBE FHT
5 6 WA 15Y7FA] mlolela 4=5Eo] I &EF XA gth(Harrigan 5, AIDS 13, F59-F62 (1999)). CD3, (D4 %
(D8 &2 ¥lEo]l A A4 o]=2x LIt
H 6
AT 3
6309o| xlo| CD4 CD8 CD3 8! HIvak Zq}
BIX} HS *A|E AlZH cD3 CcD4 cD8 **HIV(7}I] /ml)
13 1. 3500 1135 >2000 Azgrs
2. 2771 735 1938 0533
3. 2689 721 1897 0133
14 1. 1415 677 664 0374
2. 1522 613 796 0353
3. 902 369 485 0.038
15 1. 759 9 542 0533
2. 1865 8 1408 1.99
3. 2099 11 1507 HEE}S
16 1. 1368 128 1166 A=g7ts
2. 1477 105 1318 1.28
3. 1305 46 1220 0012
17 1. 428 95 297 0.002
2. 594 112 424 0152
3. 317 31 246 0.056
18 1. 1041 392 457 HEEs
2. 703 229 343 0174
3. 579 165 290 HdEEs
A8 AlZH
1. TPA H
2. TPA = 30¢
3. TPA & 60Y
[0295] * DE X S0 £
[0296] WEI(WBC), HEF(RBC), AEZZHI(Rb) 2 FAF(PLt)S TPA A& JHAA, TPA ﬂe 7HA1 % 15, 30, 45
2609, % TPA ARE FA F 30d0l AU, E 7011*1 2 ol wpel 2o, oiRie ge 44
b=
[0297] 33 9 Aol Fold FAEE FrERnpoles ARsF AL W AYHoR PAH e vlold Y FHEG
2 =Y 12098 #F g AR VIR T AIDS ol ALHA egka, Ao
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E7
¢7 3
60| gixjo] Uk Hol =2
X} HS Al AlZH | WBC(x10%/L) RBC(x102/L) Rb(g/L) PLt(x10%/L)
13 1 375 139 246
2. 3.88 140 240
3. 8.9 435 148 275
4. 46 39 125 304
5. 88 455 126 21
6. 75 455 130 272
14 1 42 416 111 188
2. 41 403 114 169
3. 59 448 116 232
4. 39 444 109 152
5. 44 431 %6 227
6. 65 44 104 193
15 1 59 367 110 397
2 5 341 101 219
3. 52 3.83 113 247
4. 6.2 413 110 262
5. 6.2 404 99 239
6. 84 39 110 278
16 1 6 3.62 144 297
2. 81 3.65 142 415
3. 43 403 145 345
4. 46 3.86 124 291
5. 5.1 41 123 276
6. 38 471 144 224
17 1 55 3.06 124 242
2. 64 298 118 151
3. 4 3.2 121 177
4. 39 349 116 131
5. 77 334 99 121
6. 48 3.42 100 178
18 1 74 391 156 240
2. 8.1 3.69 141 208
3. 45 432 154 228
4. 49 414 131 149
5. 35 456 136 222
[0298]
| 6. NA NA NA NA
Al AlZh:
1 TPAH
2. TPA = 159
3. TPA = 302
4. TPA B 40
5. TPA = 602
[0299] 6. TPAZ =X|3+ & 30
[0300] 2 Ao VI
[0301] Atgl A
[0302] AN 11
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[0303]

[0304]

[0305]

[0306]

[0307]

[0308]

[0309]

[0310]

[0311]

[0312]

[0313]

[0314]

=59 10-2102677

OIH

A2 #1 € 15: A WY BE AT FdEa, AIDSE HkE 9 20034 o] Adke] WIet Z4bo] Aw
35419 oA H.L.Y. 12k A7} AlzkE AJ-ol], a2y e 4, A, A ¥, A& , , Eheh
A A g4) 2 7@ o] A A A 200430 Fufolea FEQ ZEREA(DT), 2
o] (3TC), UHEFA(NVP) 2 A Z=HH(AZT) S D7) AlZSFATh. -AIDS ofEo|e Esla, IY+= (D4 5
7} 3019laL, oWl HAH dx $3g 4= g},

A7) AAE 1119 22EZd nhE 12 A7 &b, aUs 48] AJold o] 38-39T 9] AL F7HE BA3
i o= 2 WA 44 17P F AEHAG. TPAS] A8 F, S0 AHoE AMHNG. 2] &2 sl
A3, AAb, AT W, 9 vee AFENWU& ayel Alge ods] EdE dEdt. ads ATl ot F
7Fetglat, 7Hbd S zH7H T e Ao Husld. s AE Futelzs e wet S Al
299 (D 3, 4, 8 FF % vlo]#a #4 st Gzt gle Aow Bl

H. L. Y. 7} m] AAe Vel Z]1AE 22k Aol Fojenk. 23 A9 A Aldel e AIDS FAdel
§ith o] ¥4 TPA X8 B¢ e FFES AYSA FUTh TPA X5 14 2 33 F7] $, 149 (D3,
(D4, = (D8 ¢$% e My fre) wpviH R FUbeRGiTh. 1y e] HIV A Ewekou, Ue A
o2 75 4 3 AS AIDS o] gl

HL.Y.7F 47] A6 Vol 71418 37 el Fedsiedrt. 32 slel AA Algel, T o8] T1e] o
2AZ Q. 33 AT F, I TPA 79 39 2 49 59 38-38.5C9) A& AR AT EE 609
#2712 F AIDS FAe] WEotex egdth. o] A¥L ALs, e o3 Sl gl AdHo

2 =7H, AAAR d5s F3E F Advh. adE 604 #F 73] ¢hg § Fguleolels @S thA] A

3 9abe] BE el FAE

R #2012 A Aol Fodakqlar, AIDSE T Qlom 20040 o Hgke] WEe FAo] AW 4949 o
A CX. avE 4T AT W, 92, 93 o7, 9 9 A8 Ho] g}, o5 T4 !

vpolgl =7 918k Zo|dth. I AZT, DDI @ NVPE X 8wrgkA|nl okE X
TUE TPA X &l obA 37193t oFES FoubA goith. e A W
A2 A 29 (D4 5 260t}

m A

Al 1119 ZR2EF w2 TPA XF 5, T+ 399 Aoldh wof 37.5 WX 38T A A5 43t
RaL ol 1-2A1F Tk A &E S E} TPA A& &, 19 A5 ¥y, I of-3 3l Qo] Algpxlth. 1149
A& Fe] MdEel avE ATl 59 LS ANE SRS Vo] Ak, 1¥E 571E St A%
/ol 1L o] 713t FF oWl F-AIDS obE WAl gokvh. Sl JiA B o) (D 3, 4, 8 i B ovt
ojg] 2~ = Aol A¥AIZE gl B ATH.

A Vo] TREZ w2 TPA 8 B0k, 79 L& 2 YA 4 A7k Bk 58 38.5 WA 39T 2 569

TPA X179 3z F7] &, g3 HAaes o o) FA7F ofyith. 19 (D3, (D4 2 (D8 4=+ WBC % HIV ¢
WA R Adsshe AES JERY. 19 SA4 agla AN AEs AGoR HEoksty, v 48
I AT},

B3 43 13 9 QTR Folshela, AIDSE Aehwrgkon], 20049 of Aol Wae Fgol Uwl 514
= al

WA Y.P. o] Fe S A =, AT e, 1E 9 FF gl gt A5 Aselgla, s
2 7S Awk & 5= vk, 1= AZT, DDI @ NVPE X &Wra AT Alzbe wldo] TPAS uby] 4709 A
of= AnE TR stald. 19 7] (4 = 323l

AAle 1110 71" TREF uhE TPA A& &<k, I3 39 38 WA 39T AL 45S B8, o=
1L WA 2 AIZE Fek ALE 90k TPA A& F, 19 o}\o]"\% Fglo] AdEa 2 AE =Es Fikeke A
A F QA AAd AR G9lska vk 2= TPA oW F /LR Sl gl o] 713k Eek
olg] 2 ofE= ARWA gokrk. (D 3, 4, H 8 ‘F‘?fﬂ} Sl AN Atelel g #AZE fle Aowm BAAT
Hpoje] 2 roll 48] S7bekAt



[0315]

[0316]

[0317]

[0318]

[0319]

[0320]

[0321]

[0322]

[0323]

[0324]

[0325]

SE54d 10-2102677

AAE 34419 Fd LW, 19 F& S22 AA, 4, A &, 713AS), 5 5 924 93, 18
ds & 5 YTk 19 Ase st 27] ke FX XSl 31C, DDI E NVPL] gujolg 2~ kB F o]
AFL B2, TPA 83 ¢ FAFHAT. 19 X7] (4 & 17321},

ANl 119 ZREF wE TPAS] X& F<F, I+ 51 38 WA 39T A& =715 AIAs¥ L, o= 0.5
WA 1 AIZE S A&FHAJY. A5 F, AL 7MY B PE d-dA FES o] 8sl AFHor A5FHY
ok A& JfHe AT E ANURA ASE obr|sldal ol a7F A Ao FHEole A it X HdLe
A 712 HEolth, v d-vbolg s FER AE ARt $44e A, (D3, 4, 8 £ ¥ dlolElx
G Abold] AAAAAT} gl AR BTt

B2 #5 © 3a: 13 299 YA ATl FHsla, HIV A WS Jelgglen 20043 7] Aghe] st
Z4bo] AARH 37419 oA H.S. 12 A7 AFEE AH, 2o Fo FAL ¥R of A, Ry a4 9l
7+, AFE A 2 FJ=29vh. 2¥E DT, DI, 2 NVPE X B8¥ra AR A% 75 &A= 8 X887}
FAHAT. IY¥E 27] (4 FE 106°1Rov, A &% 49S U4E F AAdH

AN d 1119 TREEF| wE TPA X8 E¢F, 1= 59 37.5 WA 38CY AL =71E AFEA L, o= 0.5
WA 1.0 AIZF BoF X&EAT. TPA X7 3, 42 MAEA ekdt). d-ulojgx & X g& olde Hz
|90 B glo] A=A, A4 AEs UIE F FAEJY. o] NREE ALEHn 9o aus do 5
Stk S4ke] A = (D 3, 4, ¥ 8 FF T HIV 9] W3l Alolo] AaaA7 Qe A2 B,

22 AT A Hell, 2= AIDS FA4Fo] fIal Al Ivel 7|AlE X8 Aol thel ojmE RS AR &t
o} 22 A F, 29 (D3, (D4 2 (D8 2 Wi ¢ 2 4% ¢35 vV E A5ses 4FES U
ERITE. 29 HIV & ASde A&E7FssIloy, A= 3aF F7] o S7kekaitt. 2y dA 945
s 4 Q.

B2 # 6, #4a, B #17: 319 BRE A ATl #FHAsia, HIV A wHES YERen, 200430l &35}

w45 S8l AW 3649
7= el W A 7

a1 A
AZT, DDI 2 NVPE X E¥tx gloy Fzgog <l 1 Ago] FAFHAUY.

b r
ox
FI:
w2
- o 2
—
R
2
-
N
L
>
B
)
rlr
M
N

_|_,
i

= YA

AAld 1119] ZREFY mE TPA A5 5, I+ A= F7ht ofd & 7485
S 9 AL oJ[de] Wdte] QUi AW TAE TPA X He #HEQE Ao BT 2= A& @t
olgjx oFE® AFuWeti, A vl AR A& & 5 vk S N 20D 3, 4, 28 FF L ulo]

e Ll il
el agE Atolel]l AadATE gl Aem wiln

-

22p AT AR, 2= 4] fllaL o] WYl AR Yeshs Ao Rl AAld Vel mE 2
b ATt s, 2% thA] TPA A s =5E oju g B8 AR gokth. 9] (D3, (D4, B (D8 & 1 WY
T et R ga SRk vleleage 2olde AEEIbsE ey, A8 33 77 F U
of. ey, 2= oW AIDS Sl filar dell HF1E3AT.

o

34 Q¢ Aol A ARl TE Fel ATk A Vel ZREZe) me A A8 B, 1 329
9% (leaking) WhE2 Q1@ & A7) A1 FPARAR o 3L ol HTHer ArTYt. 1= A%
0] glon], AHor 1w PE =B T 5 Avh & 60U B Ve 4w F Yupolels 2w

A B AL oJAke] BE ol A ).

# 7, #5a 2 #16: 3919 BE I Aol Feda, HIV &4 S vepdidlen, 2004del 47 A
sto] el SAko] AU™, 49419 A 12 A Aol 19] o TR
il =

or URE, H. C. L Ao A FE b, R o},
vz, A8 2 g y(ZAY)old ot a2 e 48 @ 4 Y. 2= DT, DDI, NVP 2 A8 ofEX
22 FAd xgugkt). 19 %27] (D4 = 100tk

7|5 2 F5o] ke 21He] 38T =9

= A=
L [S3Ne) =
sl d = Frpeles aWE ANsET

Azro]l Bl meh, o] 713, A& B oyA] 2 AER 2 48 @ 5 slth 2% Prtela o
-4 ke RE ALt 4 A R 29 (D3, 4, B 8 FF EE ulo| AT Abojel| Azt
gl slow By

1o
ra
18
X
rir
o,
oz
2
o
fr
~N
off
o
rir
P
o
fr
f
4t
O
[
rir
[\
2

22 Q2 ZAF A, 1 AIDS TAe] fllar 1
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[0330]
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g 2AF Soh TPA AmRRE FAEE AX skt As
28 wd e WMET gk v R Srkshe AdE

o
N
g
N
olr
ol
3%
v
M
rlr
2

A} #8, #6a, E 18:

=
A7 Al W g S

SE54d 10-2102677

5, 29 (D4 2 WA @gkon, 19 (b3

UERHAT. o] HpolAagkE

| AIDS /o] fISlar dol EH7]skait.

ok, AAfel Vol vel gl ZrEZA wE
glom, AdHoen w7i, = =5s & 5

NAGT ool wE ajol fAH,

, 200430 HIV SFAWESS el 36419 oA

VX001 s ARl e Fa o4 1= AZT, DDI % NVP&
AT A JAAL A, el (D4 52 5249051 v At =E AYE tE o Al

A6l 1116 we TaeZed we TPA A& <k, JuE W 38.5C2] AL A4S Fdsoa, o 44
b Eet AFHNT. AR F, a9 Y] Wk 2olalal aUs vuE S0l fIH. U AlE @ntel
P R E ARUYI 4L T 5 gtk A4 A 2 U9 (D 3, 4, EE 8 $F EE upolga Fa) A}
olol FuAA} gl= Aow HH

2k Q4 2AF Aol T AIDS F4e) flRln el WelAE BYHeR Avet How nsith AX
ol v wREZo] me 24 A7 B, e AL 1w 247 B gAl 3850 AEadd. Aw F
Tue) (b3 R (D8 SFEe thh FAME wh, el (4 R MET $E A% wakx gaith el wpele s
Fe AFWFsAT. 10t 4PA A0R wolv $AHoR YE AU T 5 Avh

, s Sl |l
T 2% 2417 Bk A&E 38-39C @ % 2% uidf
q Aol Qo AANHoT |z =

oAl AelgaL, elate] mE sjel fAH T

=
NE s ';1 92E £

o ¥ T ot o
do rlr L opon

N2
Lo 2L >
o2
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ﬂrii
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E-ﬁ‘fm}ﬂ
o
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o 1o
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_IFFU
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|3 gHle] A=m ¥, AT 7]
*—I%L MRt 17

AT, 1= °‘°ﬂ EAE 4 A gufo
i HIV == AEE7Fs
ZAE Aol = AIDS 540 il 1o W
EZo & TPA A8 &<, 1& 2

W, o] MAT S AL A

=

0 2 #8a: 1x} 2 o] odto] Folatdar, HIV %A #

TE A mx X

C WY eE, @NF, 32

o o
of\
o
H~1

E3o| wE TPAZ o] &3 1
U AEHAT. TPA A=

2
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vel 14 A=

%, el @)
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AAJE 47A19] o WEN. 12k Ao WA AlH el L

far, W3 obF R AAkE AANAY. TE I
b 9 R AL AT ol SRR Y 4

AN Vo TREZH e ARZFE FUF LAEE A

/\]-a-z

6o1oﬂ 217 s 2EREe 92 2
6 7

5 YERom, 2003l 7] #Fke]
Hel S A A, AAb, @ i
T Hx, AT 5 ol Ee e v=
d%ﬁ}oﬂﬂ‘r Y= v &St
A

aye] 2 AlelwA skt

At

-
A= ¥ oF

3R o>
S = )

38.5CES] A Aos dHst
, T ¥ *é/\}% Azk A E9T. A=, 1Y
40y = vlola 2 E Y 30,000
S oA & 5 AL Fupol 2 of
A



[0336]

[0337]
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[0339]
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[0341]

[0342]

[0343]

[0344]
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[0346]

[0347]

SE54d 10-2102677

671 & e AT T8 B dVTS A TPAE o] &%
8 B¢, ayE 59 37.5 WA 38CTR A <

139 A FAF - 20A17bel], 1] A2 40.
a3z Ao gl Aoz AU A

PAS o83 19| 22k A& F, 299 S AR, a4 A& fdENer, ads AlFe] 53

2“‘4 ol aurt &7 vl EEeta, del sk, AR s d9ls shld. avs 183 &
s ] AAaL 22 TPA A& & S 5717 #7)el 7;13]7(] eroktt. (D 3, 4, ¥ 8 & 9 HIV &7} 27}-5‘}‘:
BEgs YERE o2 Belt),
(A 1Vl x2Egd G2 2 DD YA, o AT AGAA ADS SHE A Yk i
Ao AAHer Vwehs dow Bl avs AR gt #AEE AA @kt AR F, 249 s,
(D4 9 (D8 = WBCsH u}zwm e Zobeklth. el IV St 2. AT old, e 4
AeT WE Aol FALFAT

A4 # 11 & 9a: 12k 29 Aol Fespglar, AIDSE Aehgrom, 2003 o Ao
404191 o343 C.T.L. 13k A9 ANA] AlAell, s AEA AAb, A A, 37 3
7, el 4= % e AFA A, drE, FE, AS B3, 3 vE Y
AZT, 3TC B NVP A &e 2 uhg-atA] %?ﬁm. gy S AoH A @9kl avs
o] 27] (D4 s+= 400130

TPAE o] &3 e 1A} A7 &<k, 2Ude 49 38 WA 39T AL sS4
T ASEAT. 2= 28 wrHEe] ISlaL, o= Az 20 WA 307k A&

TPAS] 6RA &3 5, 19| 95 op 32 Abekx| 7] AlFglal, TPA A 59 &8A, 75, F ES
of 2 NAE A Ak Ak 2] A4S, AA AU 9 e U dol 5 AR FE

WA= At

A= AT VR oA, A L WES LS 3
of 27 Am B, TUE 39 37.5 WA 38T AL A5 AVAAT, ol 2 A 447 Bk A5HS
o o gL gtk A AR F, o] AL 9hhs Aebdm, e A4 Adde ol do B

P Qe F88 AARAT. TUE 197 F40] 99T o)e] Al delA 2k 03, 4, D 8 S
e JEhlE Ao wolAw, o] HIV St Wakx gk,

o e
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o 1o
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kot o 2003y 0] o] % 3‘5_1’9] o &gk 3 bl
© 39419] o34 C.C.L. 12k A79] AA A, 21dE AEHHJ] A AL, 35 o, dVlF, T8, A%
Pt

X, AT wE, g2 @ A &350 AT, IYE AZT, 3TC E NVPR xlﬁ%}%l”} A7t ZE2
dS 3 5 gtk 219 =7) (D4 £ 849t}

o] Fxl= 20059 3YEE 20061 3€71A] 2¥ TPAR X 8¥glt). TPAES o]€3 13} X8 E<oF, 1= 89 38
W2 38.5CRY A2 S A3, ol 2 WA 447 o AEH(Y. 2 E 1A 16583 78S F
3G g7 viEE 3 ¥ 2SS 7).

w
TAA FAE F, ] AT Y
Aol BAY JER F AN

671 3, o] = S MA@ #@r)Ze] BEIZ Q) TPAR UhA] X 8¥itt. 11E TPAS AHE 6W 9
oToﬂ 37 5 A 38CRe] AL Aes AL, o= 2 WA 6A1F < AE5E ATt 8HMH FAHFE] AR

ATk, Fahgo wbAalA] ergkth. TPA awle]l $EAl, 1Y
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[0358]

[0359]

[0360]

[0361]

[0362]

[0363]
[0364]

[0365]

[0366]

[0367]

S=S4 10-2102677

g, 2 A AE> 9AbEREC] MEP-1 ERK EAVFERA]l BES F5 ¢ lal AAF AL Aol i TPA Al
A4S PN F AeS BAYrh. o] EWolA, B IaE TPAE o83 2442 - 2 244 & A8
of AHgE Rz oGERA dAlWERE 2 (TS AMESE 7] dAldd TS A9, os of&Ee
8?1% 5L ERK E2TEHA| S F7HA71M NF-kBE Ao 2M A5 54 F28S FAA71a TPA Al
EEAE FPAE ez vigEnh, w13, dAERE 2 NTE 3-d5A0)7] wid BE FEEA AMSE
ola, FAE&S MAT F don, AT AR S FaA7|e E2TEobAe] FA]A NF-kB #d 4
ol d-AEAEA gape] Aol o8] F-Mdy F4S FIAL 5 At

Z7] TPA 17 7= 3509 s el walvh AR/ 44 ALE s 239, ve =5 T FAL-
OFAIE 97], # oHEE e FFolPFAT)S 2 29, A ARS 2t 39, ¥W-A PYEFS 7%
3% 9 3y TS 2= 49]. g 3 AR/ GHAG ALS 7HA I AT B A9 Ay W
TPA TS 82, >57Y &9t ehgA Hes Z= 199 AL x5 33kt 7 WA AML $Hxlell A, TPA
Fo] & F8lels oM 4o FAdH(5-ul) Fravh #EEATH ol st WEY ofN X it 477 A
HAaL, A7) A= Ax M o ®E AP, wiA e o R At ZV|ME ARE o8 i )
oo Brstar A 2 XA 547 A4S 2 S TPA F Fol $ FH 8 Y% AR Anv)
UATE. TPA &% DAF Gzt 1D 55 H-89 &% A SHODLDS ZF A 0.188mg/m2 d1-5, 8-129]
g0 A8y 39 3 F vA e FAo 204 gBHYI, o]E d1-5 Z 812914 0.125mg/m2/de] T A
Az A &9 TPA £3& Y3}

ON

AL E ThE W) R Ee] AbelelA, BAelAl 6417 B A4/ A wut aSgves FoH 1 ng/
Fox 3 709, 82, 159)9] TPA] 27 SIS AFHTH PA 2l AN 2447 A, SRl 6417k}
10nge] SAEES 841k} 1500mge] 2 Tl E

WA AR, AS) 27] 8% ol F, BAE 2F FAVE A O& AWkE & Y. Al 27
SPomE A W EE ARHE 2t INEL Y] TR

el 282e] Hu) 657) 5 ARH
0% FA7] T, BAGIA TPA Fol 308 A BoldliE 650 mg L MLbE 25-50 mg(FHALY] 7] W Ande] 9
e vel Folgth, Eln WA, o|SdA A%d 27 w57 wjod £ gul slee S S8 A A

4

ol A
B Fdes = 1%6“3} TPA= 1A1Rbell A 200 mlo] 7 A9 T2 1 mge] §Fo= Fojdrt. TPA 8¥
of TRl 24413 A, kARl Al TPAS] Fof - 24A13W7bA] 640t} 10 mgo] EjARHERE B 5] 84 tvit
OJEE

1500 mge] =¥ u}lLﬂ Eg ity R Rcia=s

TPAS] N =3& f7] |l FE7153% B3 SA4S SH)E YEHRAFES ol 9 Ay T A3
. Imle] HHE 5 mle oE oAHO|ER 23] FE83, F+F FTAFE 50 ulLe odekEd ALA7Ia B
ko] HL60 M EZS F7hshc). 48417 3, 2z A xS SAH3v

A9T, Qe R FAT $2E AU 44, TA FY U5 S AUL B9 B3 3d Y ww
gtk 7 BES BoR F4obAE L obto] 2= (luer rod)d] EAE 5 g A%
WY AE R TE NGB R oMY S %ﬂ%}% AR ATSY 2 o

= AdLe TPAZE AMLAl A9 41 X3 L xr=A 4

£ Aobe Fsbz 49E Aol

2AIAle VIII

ERK ZAdste] o] A

Wy szl o £3sts ofd AlXoAM aEla HEF/nE T dxfe] dxFd dalgtoA] EAE-ERK
=S A3t TPAY Fo] A Zo] AA ¢ VIIe ZRES ug} X85 IAERE A MEZS FH3r).
pL @ WBC=>1000¢1 w& Zzto A, 3FF(BD Biosciences, San Jose, CA)oll A EFAlo|EH Ax ¥H
gH-Eo]x P FAN-FRK Eo|A FAE o]8ste] A ME AHelA FAXZAHES . TPAS] FoJ X3
Ao VIIY ZREZ wE 27] A=A 1, 2, @ 11¥d] TPAS] ¢ 1A1ZF & 283 259 F7]o4 1
d 9 o11de AMES Heo, pl & >=25009] Ad] 9@ ofNE FE e 9dy 3z 9 tE v-9dy
A, T4 A AAG VIIe] Z2EZ| we} 7] 719 1, 8 ¥ 16¢d a8la 7Y & 1 2 4x 3t &
Z go AZS FHg, MES T3 IAY-FRK, ¥ F ERK1/2 52 3] dlaw B3 B4 S o]&sle] &y
St FAESAHYEORRY dojxa 4 w3 AAAAI = APES FAdr}

A7) AeE BALS Adxk AL AlEe] o8 A, o Ao o TPA94 WE 54 R, W ¥ ATERK
9 defel 2ol Aol TPAS Hehs F71
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[0368]
[0369]

[0370]

[0371]

[0372]

[0373]
[0374]

[0375]

[0376]

[0377]
[0378]

[0379]

[0380]
[0381]

[0382]

[0383]
[0384]

[0385]

SES06 10-2102677

NF-kB 49 =4

ofd Aol A, ¥ EEAEE NF-kB @] dAMERES TPAS Fof F SbxelA 2AE 5 v A&
olgtth. Ee, gAbwEbES MKP-1 BRK EsbebA] 2ds %Eo}"T TPA AME54S 3 = e
o 871 s NF-xB o] TPA 5 dAbERE o2 A 8ke el o9 AsHor 2AH
7k Anshr] fls) aeteEnt

NF-xB Z%S ELISA-7]%F A A (BD Bioscience, San Jose, USA)S o]&3alo] Ao VIIo| uwlg}l TPAR X &H
A2 RE 7)EA A dE S Az G MFoA FSAHIY. NF-kB 2 96-9 XS o] &3}
=
[e}

M

~
:‘_l‘
N

o AL REde) AVAY G ATE GIHT AALY A1E o834 YA, £2, WY
S8 2t MY B4 L 4Y 9AT 5B
Kol

HA&st A5 PAZF NF-kBe] fFEEdolgts AS ASSAN, o5 AFES AL AlXE NF-kB7F dAFHERE
2 9 vl EFAPAYOEE o] &3 A85RE AAE § U5S 4TI

TPAE Z2-AFE ERK A2 AadALgS T4 = e 2 714 o]F 5ol EAuEA|9 RNA 55 F=dit
AAld Vilel wel TPAR X EF AML SA2HE 9 A7 Fof dojzl ) MES AFEste] A2 Az
RT-PCR % & a7Ed QElo|= nfo]azojglo] A4S o] &3 MAPK-5°]4 DUSPSF 22 AL Aadd 24 E

o] RNA S AT-g.

A%H Wl oldel BAYL 98l Az P AEHASNE B, wATH A9 PHoz A
T P08 Pyarsel wel dola 249 Wi 2 wgel Aaa & Arks o] FdRelA Fu o)
of welold, T Tw % e FxEEAS] AW AAMEL 98 A28 ANNEL o83
AU, olF FREW 474 BE BAL 8 1 AAA Fued BUe FEEd. e, w2l
wolg U FRES B9 H0U o@ol 19 ANNES A BEoR FgHM, ¥ wyAEe A
o] ojs) 4] Ao dae A wia

A Ald XI

60A1e] P A MJ. = HEZF E 3.5em HAE FTEY ALR okt v XA 304 Ad4=
0.19mg®] TPAC0.125mg/m)e] 153] FALS A5
gk},

Al XIT

gakore] X

50419 oA A ML % Fudoz et I2UdE WA e 3Ete el whEskA] ki b
= Y2 HolHo aye Aol AME XA HAT. Y= w3 WA 43, 0.18 mg®] TPA(1 x 0.125

mg/m) ZHE 0.26mge] TPA(L.5 x 0.125mg/m)7HA]e] Aaw= §eFo 2 TPAS] 353] FAS ubgky, @A b=
5 Hola, AHoer AS 4 9r}.

ol

FARL, FFe Al 2011d AA, 2E 393 AEE 1o

A Ao XITI

sote] A&

56419 3 A J.L.2 ststa e WXl Y Htew XdRiekth. gte]l 19 & U2 Holye] e A
S & Y. wE 3 WA 48], 0.19 mge] TPA(1 x 0.125 mg/m 2 FE 0.26 mge TPA(1.5 x 0. 125mg/m V77FA]

Y= o2 TPAY 3538 FAF &, & AEE Holi, 7‘3 JHow A& F 9r).

o
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[0386]
[0387]

[0388]

[0389]
[0390]

[0391]

[0392]

[0393]

[0394]
[0395]

[0396]

[0397]

[0398]
[0399]

[0400]

SES4d 10-2102677

A A4 XTIV
7¥ere] X &
2419 A B4 XE doly 1eto® Wehwgth, 9] &) U3 Holuhy £Ee 488130100k, 1t Hes
W% PAA AmE e o] b dlele £Ee 50,0000004 4R A= fAHUG. 7 F,

A

0.19 mge] TPA0.125mg/m)e] 33] FALZ wkgrm -19] orw} Hjojehdl Fzo wWolx|7] Alztglon 4709 o]
AdrFo g FHEolg),

AA e XV
HEA AMAE A5 3t BxA =24 TPA

54419 oA Ak NK. & % dojd AFdez Adddiy. ade= setas 9o 125 & 5}
TPAC0.125mg/m )] 53] FAFS wobth, e Ha= A% U 2FS 6.3emolA 2.4 FAAA
HEg AT, TUel Helstee A4 wskon A Rl ol4l sstaw Amnrh TE 9 iAol #
sfma A9,

424121 g4 32 P.T.& H-2AE ¥Hdo=w Auiopct, Arv] e HolH A Tarceva®(EZEY) %
Iressa™(AFEIG) o] WA Tt. 7] Sxl= 85 F<F HAwbt} 0.19mge] TPA(O. 125mg/m )9 FALE FHE
St wE mzEgd b AAE % AsZuee) xtow Amwsth 4] 3R Sty % M A%
o, v wWEIEE oA 4ka, 4A slete W X R Fot AHg ARG {Fou|shAl WA o] AU,
IE 2010 69 30¥0lE AE=E WOt

50419l EA $AF B.L.S T HIT SFo = Huuiglty lsto 2 WAl e o R X Fqukgitl, 1= B

2

Hame A RA 597

=i

B 0.19mge] TPA(0.125mg/m )2l FAF 2 1 thgo2 ZAUAZ 0.19mge] TPA

(0.125mg/n) % % 208 FAZ Wtk T 29 9 B AED wolgn YA AR oud PuUw
5% £4e A4 g
A A4 XVI

TPAC] 3lstd HS a3

o
o

DMEM % 0.5% 3tH-E o] &3t AFstE w314 v 3}, ol & i
o8], vl g EE oF 2.5x 100 AE/mLS EER wuksa GU-CSF 2 G-CSFE ©F 100 U/mLe] %= A7bsho).
AEE 37CAA 100% 5==, 5% CO, viF7]ol A 149 7F wjokalc), wjjof Wrjo], 50 oA M¥Ee HF2YUZE 2

Ll
o
_(‘)1_2

F3tebe 224 94 242 A

op

ok

e

gol SYARl A o Ly dvdE o] &sto] Atk (Hamburger, 1977)

Wz Z7AEE 108 Blobk BHo]l WAE DMEMA 5x10° AZ/mLe] FER 4o aFow FASRF I
O%F 19 4v AEEA e gEzae]al 1F 2 % 32 0.05 pg/mLe] TPASH A 24A17F St wlekeith. 244
b %, AEE DMEM 10% Elokx g S ARG, e UM, 25 3 B 45 TR tAbEdl 25
ng/mLel 5-EFQ &S Akt A 20413 FF wjEFT. o] F, RE IFS 23] AlFsta AXE
& Wh-aA] @ mjAel = e‘f‘&ﬂr ZRUE 1490 At

ZAe] XVIT

3N MEFE AMESte] WARA &2del digh TPAS] E3tE ZAs: JEFZ-3 9g&4 7 =8 A4 HAx

T, A% = 71F AEF K01, B 718A 4 (IB3) AlE. 32D cl 3 IEFXI-3(IL-3) oJ&4 3 =8 A

T AEFE B3 SH/Hel w}9m0] A7\7F B wGo Ry GuH. ALE 154

WEHI-3 M3 =4 = (IL-39] ¥59224]), 10% $-E1E A (FBS) (Hyclone Laboratories, Logan, UT), ¥ =

o] B uiR|of A AldiajFettt. Q13 =9 71E MEST KMI01 AMEE 10% FBS(Hyclone Laboratories, Logan,
BR

UT)7F 27 W s0] 574 W3 v %] (GIBCO BRL, Gaithersburg, MD)ol|A] 24 en ZEZ(Falcon) Zehre Zapaz
Woll A wl== Athujeksict. IB3 A= £33 [Rwigema, 201110 71AE thZ 80% AZFAA7HA] EddtLE 37
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[0401]

[0402]
[0403]

[0404]

[0405]

[0406]

[0407]

[0408]

[0409]

[0410]

[0411]

[0412]

[0413]

SES4 10-2102677

Coll A 48-72 A7+ B 5% (0, W] el FEEA e 75 en FA W BE Zeaa AolA 10%
FBS(Hyclone Laboratories, Logan, UT), 1% L-25EF(GIBCO BRL, Gaithersburg, MD) % 1% YA d-~EZ]
En}o]AI(GIBCO BRL, Gaithersburg, MD)o.= HZE, X+ EH3 HE o|F w < (DMEM)(Lonza, Allendale,
NI ellA w5 23] Aohe) s},

7+ AEF e AEES 1 x 100 AE/mLE FEET 0 WA 8§ GyR ZART. 2AF 105 9 A7) 2abE A
Zd) TPAS H7tetth. agla YA, A7) HNEZE 4ukEste] =2ty 797 95% &7]/5% C022 37ColA -5
T ] el vigetar, 7 Alde] AIXE ALY viol &S o] &ste] QM 50 AEE TSt E
2YE AFgt. 4 A¥ES A 39 A 3 St dolgHE A3 2aF 2 dd-dE, te-gl BE
< o]&3te] EA g TH(Epperley, 2001 #31). TPAo] digh &% 7Ha AXHDRF)E A5 15 oA 50% AlE A
E& ATste §HS UERT AX 25 Ul 50% AEAS] EFoZ Uss HE2A AL,

A Ao XVIII
ol§ o b o e e] gapel digk TPASl wE 3

Pll

AAA 4F C57BL/6 NHsd w$-22(20 WA 22 g, Harlan Sprague Dawley, Chicago, IL)(Z1% 9 n=15)9] 9.5 Gy
TBIS ZAlsle] Zhm} wle} AL AZE(74 cGy/E)S o] &3te] (LD 50/30) &3S EAst 108 % 0.125

mg/m 9] TPAS] B FAZ Fodr}, nl$so] A= #AFT}(Rigvena, 2011).
2 Ao XIX
HE22o AQY AR Aw

68419 g #x} N.C.& TPA A= 1870 Mol HEFS AUt TPA A 57F AAE A, 1% A3
e F a, #F &3 #5 ggE Algsly] 2@ska, dasta Adsigit. ae 43 B9 49

0.19mg®] TPA(O.lZSmg/mZ) 4 O e 23 e A4 TPA(1.25 x 0.125mg/m ), &

HU
o
o
g
1o,

A
7} 3% Bk AAR 0.26 mge] TPA(L.5 x 0.125mg/m)E Ffats 1719 AZe] FALE wopr). #x4:= 9d
3] 35 A
65419 A #xk M.C.& TPAY AEE A7) 7d Aol HESS AUk, 1% 1057 &< F0itt 0.19 mge
TPAC0.125mg/n ) €] 3-43] FALR % 353) FALE wakth 1 o] A@AA olBHS YT 9] $3u
o] olFAdo] 80% 7R = At}

Z}zF 280-350 g9 AFS 2t A AZga-vh$e] PE(Charles River Japan)E AF&3}, E3[Kudo, %
(1982)19] o] Wdo] wel AN HEFTS e ?‘_EP Aol 1S A8 AHEE HEE FA & o
1.0% EZeH(Fluorothane™; Takeda, Osaka, Japan)o 2 wlHAZITE, 24-Alo]A] A Z=Z(Surflo)™(Terumo
Medical Products, Elkton, MD)E Y Htig] Swox mAA7)L, FAE 1-nL FAF](Terumo Medical
Products, Elkton, MD)E ©]&3te] 0.1 mLe &% FAE ATt FAL7] o] 5% AL 30TolA 297
kst A& AT olF, FARE FAICl 0.1 mLe] AElF AFE HIreta 26-AlolA] FAF vbs
(Terumo Medical Products, Elkton, MD)& 23] E3A7# 4 E3ic}.

H AR wHEFo] FEE HEE FA EF dtel 1.0% FEREOE wpHAZIT, HES HS Xé%’ﬂ a7 4
g A5, 53 Fdd s, 5 9 L oI (pterygopalatine) &S A A2 (T-45; Keisei

=
[€]

Medical Industrial Co. Ltd, Tokyo, Japan)Z ©]-&3}o] x|xt}. A7) € &4 0.1 ol

FTHste ¥ AHFE FrEg).

H AHZFe] e HrE #Held =&Y

etk 30% olslY ToRe W dF A 5 o

= 305“{} 1ﬂ3 3, e FAF A R/ 50% ol shell A %X]QE /\ii/ﬂ @-rer% J‘ﬂréffi‘?} o] %, kA

) = <

i Ho
E3
!
A
o2
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[0414]

[0415]

[0416]

[0417]

[0418]
[0419]

[0420]

[0421]

[0422]

o AAFe] 4FACE P48 =S 4 2FoR thieth A=) 1 aFd 95 FAE AYR AF@T 1
2

F 24 A= 4570 AR 0.125mg/m FAME AlESth. a8 UM a5 25 ARG, 2F 3-40A 25

2+ ADE F7b0.156 mg/m 2 ATE The, 1F 32 HANATH 2F 4ol A 353 AU 0.18775 mg/m 2

FES A F HE Aste] Wol9kel(Mclwain) Z2] FH (Mickle Laboratory Engineering, U.K.)E 9]
S35t 1 mm FAoRE 107 HAHoR A= 37ColA 2% TTC(2,3,5-EdAduEZtEH F=22Fo]=; Tokyo
Kasei)oll A 20%7F @9 A8ttt TIC-AME %7beo] oln|xE fAd e 2} (HC-2500; Fuji PhotoFilm) %
Phatograb-2500(Fuji Photo Film)S o]&3to] AFE Yg==3star W ~5 3 (Mac Scope; Mitani, Japan)ZE ©]

|3t A FOE Albst. AA REE H @ £ 12F LAk At A Ku A FA HAAY
sk, dizatel Wl zEla tiFRTy Blusle] TPA-Fod® &l Wl ddl AAS 3% oS, TPA-F
¥ gl didFl t-HAS FAFeEZHA HUME A=

SIYAA AATH F4e vd #FEs REE 7FA Al wreh FGrieith: (1) AE] meE AH3| &
ol&#l wie 9] mell wigx <ivhey] FHREVIE TEET (2) FEE RFOE A AL F e F=
3 ZetxE ZHE Add Fo] AE Yo Fed, £o2 ngE Bogdx doert 2 <X unsd uj
7tA HME o7 He i FW 4ES st (3) HEE ARFFA oAl st AR B7] A%
(circling behavior)& #zstt}, s}7]9} -2 Bederson 5 (1986)0] 2la 7Ndd FHwo] wel A4y Fide
BAE vtk 00 @7 Aol gl 1 skvke] 7] 20 AR dA ZA4 gar S drlel gk

A s 30 ARE BRA B 25k 2 A%,

thzatel diell z#]a thERa Blaske] TPA-Fol® aFEd s 2" A (Steel's test)S F33 thS,

TPA-Fof |l 2ol el €53 HA(Wilcoxon test)S FAFFO =N H7HE ghndit. 7] A4 T o= 3l
A, p<0.0591 g2 EAAo® Fofmd o gojHrt.

2 Al XXI

ATA FoxEy A meds o] g3k WHFo] AmoAo] TPAY &

T 91zE PE(250-320 @)F o] Aol AMETE TES oJAFFEBE K, 1-2% FA)S o] &3t nhH

=

o
2tk wHE ES #A(toe pinch)el o3 gt o] A FF HE
FE BE Zq7Hc>bl dzE ?* 2AYPoE AHIY. FE& A2
T H(paramedlan ll’lCISIOI’l)E

_]

E =

2 YR Ex= 27459 (comon carotid) L €% AEe F9 o £}, o
HE (40 W

= FHAE %—E‘?‘r. 7;3"—2 AR AT AAE FyPgict. v FujE dEHE(U-0 R E 5
A e A BEERE AW T ulF AeHeR HMAZIY. HYgdET S nAEHE A 7
o] oFzke] Ago] =AA uw7bx] APWES AW 2712 A} o 20 mn AAAITH D ES] AQIA] Hu
< AR FEF Foslofatt. AHHES AXddA Fi ¥ AAE At SES oldd VA"
gz wH2E 2= (Bederson scale)E o]&3dte] ATHd HAME -HOH 7old wf H7}ech(Bederson &,
(1986) Stroke, 17:1304-1308 %ta1). A FA8t7] 98] A2S 15Evth Aok, Fxs9 #)4 dAs
AL B 75 T 49 A L Axdo] oAHE F %%9* 2 Aol o3 AA4E U= ¥ E=
7tE o] Frb. A2E 37.5CE fASY. TS THEW §F 641 b AT o g §-7 ¢t £
o},

4 2Foz ek REY 1 aFolA A5 FAE AYE ATPT 2F 2-40lAE 0.125mg/m A}
= 4% ol Ao AT, Tgla A % 28 SFAAZC 18 340 A= Z27F 0.156mg/m S AUAZ 2
2 ABI OGS, OF 3% AT, 2F 4oA 0.18775ng/n S AL 3577 AT ok 5N
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oo offft N
0 m{n

o

oty

o

_65_



[0423]

[0424]

[0425]
[0426]

[0427]

[0428]

[0429]

[0430]

[0431]

[0432]
[0433]
[0434]

[0435]

SES4d 10-2102677

AAEH A4S A A md e, AT F4S S "k uid #Esta AEES 3704 A
upel Fristeh. (1) REY mE JHP3] B9y otet 9 el wigx dopg] FReE71E #Es; (2) &
EE WFow AusiA $A4AE § v HFoge S8 IEE Agd Fo] AE e e £ow wE
& 5ojega gyt 9 A mnygd wzkx] REQ o7 FHell i SH =S skt (3) AEE A
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) Aew Hzol wEl AMAH FAe HHS wigich: 00 RV dEo] ¢le: 10 gk ) 2:
A A A B2 g S "yl digk A A 30 AR EUA 5 29 22 AE.

hzwol oiel 22la xad wlaste] TPA-Fol¥l g0 oiel 2 HA(Steel's test)S FI TS,
TPA-Fol% 5o s 2= FA(Wilcoxon test)S FaTFo M ANASH FA4-S Hrlsith, A7 AAH <
ol HollA, p<0.052 #S BAKCR Fond oz HoH],

Al XXII

AN A FHFY A mdlS o] &3 HFEFo] ATl TPAS] &3

7 C57B16 vF$-2(25-30 g)& ¥ Aol AMgITE. ulexE OAZFH(GE FE, 120 FAHo=E
uFH AT, e RHE At g3s 2 e 2Fdoew MFdn. Aewd g T3 5 ANE st
TS I BI7bA ejRsith. iR A 2 RedgdE B3RS EQI5ta o] Tu s oke] uhd
W 7kA] ARAACE, A7 BEALS Axlglold Fan ZNE et #HA 2A 3 ukeAaE oA oAl
I MCAREE BFAIZ AAT Aolt}h, AL & oy 4 F 719 =2 A}Este] FAANY, 58S

ZuE A4 B AN7 B BRa

il

gEo® etk HEY A 1 OB/ A5 FAS ALz AFet. 12 2-40 A= 0.125mg/n
A2 4F Eot AUR AT, 283 A F 22 AT, OF s-4olAlE F7F 0.156mg/n S AU
2 F7b AT O, IF 32 HAAZT. 1F 4904 0.18775mg/n & AL 3 F7+ AT kS YA

25 AN & HE Aifste] Wolefel(McIwain) %4 33 (Mickle Laboratory Engineering, U.K.)Z o]

3 2 107 AHer A=23 37CAA 2% TIC(2,3,5-EfHIHESHZF F=28o]=; Tokyo
Kasei)oll A 2087 @9 dA3ch, TIC-9ME x7Z+9o] olmx]E vlxd 7w 2H(HC-2500; Fuji PhotoFilm) =
Phatograb-2500(Fuji Photo Film)S o] &3} AFE o R}t ¥ ZzHs FYsta FA =27, AN Ha
HE1 A (penumbra), 3 F-FS A
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AR SE A W7k i R A S-S S Wiz il wkEskal HES 37HA Algel
et Grreh. (1) RE mels HHs] Sol2d v 4 1m°ﬂ ol ehveE] RIS wEdYs (2) #
Es WEor AusHl wAE ¢ v FEHR EEaE sgd Avs Fol AE 9o Feu. R ne
= =ol=da snerh B Q1A wmed wrhx] AEe] o) 54011 7hE 59 gEE s (3) HES A
FEAl 527 star Azl £7] AE(circling behavior)S #Eet}. 31719} 22 Bederson & (1986)°l <]
s JiEE Aol mhel AFeH S s vidiv: 00 RRTbER dEel §les 1 vk e 2

AApE oA =4 o S D)o Wk A A 30 ARk =uA o 29 22 e

g ztel] Ws] zala uZFT v|wsle] TPA-Fo® 22 s 2" #BA(Steel's test)S Fa3 ohS,
TPA-Folgl Z1Fol disll €5 A (Wilcoxon test)S FHToZMN AMASA 4 Hrrstoh, 47 44 F
o= AelA, p<0.053 g2 FAHCE Folvd Aom Aojdnt

A Ao XXIII

%S A 88 TPAY] &9 944 &3

oﬁ
ol

i

A HE ol HEFTE FA2 30-72419] A R A& TPAS] 105 A&l Folstes At

29 ARl Al &gk sojxol] Mt HARSISEAH(CT), AAAA Ay AATA AR, A
) gol AR ¢=F, B9 ¥EF H=(National Institute of Health Stroke Survey(NIHSS)), 12-¢ 4
HAE, AARY 9ZA4=AW(telemetry of electrocardiogram), =¥t A& &4 &g AL HF, 9
WA, Al A, AW W ke 54, 9 AE, S AE, dvbERl ddE AE, AW RS o83ty
Brpekek. 4 A4 Al@(Clinical Laboratory Testing) ¢hdd oAb sd(Complete Metabolic

Panel)(Na, K, Cl, CO2, Glu, BUN, Cr, Ca, TP, Alb, TBili, AP, AST, ALT), @3} CBC(Hgb, Hct, RBC, WBC,
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713 UhA] 1.25 x 0.125mg/m EE 9okS 5% 2 6
Z A

=
a8 3 1.5 x 0. 125mg/m T S 7 A 9F3E

A= Az FoFy, A £ gote] Ko 5
23 Fol F 223F Bt JJele BT

al
55 2 105%l, thAHS NIHSS(NIH Stroke Scale), BF=#l ADL A<=(Barthel ADL index(Granger, 1979)), 2

oL
P A7 HE=(Rankin scale)(Farrell, 1991)Z o]&3le] H7}3it},

fleknt vjaste] TPAR X =E 7oA NIHSSolA el 7Aoo 2RES HstE SAHTCRZN 553 ZAT.
22 &% ¥e w29 ADL A4 2 WEE @7 Hzolvh. kA FA4gks sk AdS Fa Erkehd,
TAAOR 27 HFOEFH 577A 9 WskE: FA. ol FAHS FE Ha, AA A, &8 AS
T SA, BG, A A Ag An, 9 A 3% 9/EE Alae] dig g8 A5 8 ojyel H4E X
gheteh, B8 T1zlo] A ofE Q1 #AIZE deAl o Fok #Agle]l, AT kEE FolE tideA o

(e} o 7

2 QFA. o5e oFe] Tak/uA 1Eg FEA

ZAG, 19 §9E AseAY, TREFS oY)

e A FMLAAEL 2 6] oy W 19l Aol PAR AW, Y] ARE AskRe 49
oA @ 2 BNLAFES P2 AT
A Ao XXV

& AR, EAY, 5 2D A" = 5049 o4 A 2= TPAR A mdol &9 gk AMES
3 &3k
A A4l XXVI

1PAS] eshubA] Sy

g2Ale] W B WIS AP woE 98] 2/1Y Eob AYZ 0.125mg/m o] 1.25 PE= A=utz gl

PA A5 %, 219) wRe Beeggn FEo] Holzt

Aol XXVIT

S DI

55419 #7F S. K.7} sl om Avhietth. 1ol 0.19mge] TPA0.125mg/m ) S FHahs 1712 AL 45
7+ ALz, ae3 WA 0.24 mge] TPAL.25 x 0.125mg/m)E 25 5ot A=, 18T 0.26 mg®] TPACL.5 x
0.125mg/n)E F7} 35 Bt AAR FASNT. 4] BAE o ol WHE EiA ekev,

2 Al XXVILI

AdHA vdie] A5

A vz Avg, 8249 WA S W L. 2ol 0.19mge] TPACO.125mg/m)E 3He-al= 1o AZS 45
7+ AY®, 283 A 0.24 ngel TPA(L.25 x 0.125mg/m)E 25 ¢+ A=, 723 0.26 mgel TPAL.5 x

0.125mg/m )2 7} 35 HoF AU FaFATE. 19] PSA ASE oA 3.0 wwolt}, E3F 7] Sl o &
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DBA/1J ®}9-2oll Al Z2QE 9bAd o} FHFE (Difco, Detroit, MI)el 3t 0.054 oFMEA 9] 100 ngd o
A 118 ZA(Chondrex, Redmond, WA)S #z]e] ofzf RIo] Ay WYz FA3AuTt. o } Hosl & 21,
uk-2ofl Al FLs Fo] FEoR AIlY FEple] F2E FAME T,

= - £
mfwr Hags I TTRE A1 gl A A G
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FAbF 00, AT HANIL FEE dsel T 106 2FE £
RN 1 3

EM
Do TAAHT, TAE 2ZS 15% EDTANA 357+ &4 338t
o]— b2

= A (Sagittal section)(8 pm)S AbZebd-O(Safranin-0)2 @At ¥ sj=E 2
npEdPo s deddsin. 44 RS g AGdA0FHTEAY sl ATt 30U e Aod
) B g2 o] A AZ0(AT sl oMTE 3(AAsHA Aol A Bl dial e F3 AAE
olgste] T& ARE REE 28] wEA o8 m¥Aor FEE vt AT &S Zd[Marty, 2001]

o= z
o Z1AE W2 AZed-0 GA0CEEH HRAd FE wd, 9318 dad AZERY AE Y)Y

B 3(AbLEi-0 Aol & )l o) AR,
A Ao XXXI
% oYz Ag

409 ol F&F TREEES AL 6349 $A 3= C.L. aE A dAWEES B8st1 9, 1o
0.19mg®] TPAC0.125mg/m)E et 1719 9SS 457 A=, a2 b4 0.24 mgel TPA(L.25 x
0.125mg/m2)v§— 2F = AY=, 181 0.26 mge TPA(L.5 x O.125mg/m2 =, PTAY & 353 FAE Y3 F71
3T & AR FARIAT. = 4 o YAMEIES Z8 R X o, oA Fdo] §ltt.

A Ao XXXII

61A9 o4 2 . 0 309 ol @RS Atk Ui 0.18nge] TPA0.125mg/m)9] 63 FAFS Wk

48] o4 B} L.J.E= 1597 2AFS AT, 2= 0.18mge] TPA (0.125mg/n’)e] 93] FAFS wgry A
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