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Tautomer 1 * % (8Tautomer 1T 0.27 0.34 0.16 0.18 0.33 0.39
DSt o Jgia B o (%) ~0. 39 ~0. 50 ~0. 26 ~0. 34 ~0. 43 ~0. 46
(2.0%LLF)
Ko (%) 5. 06 4. 89 4.89
(T.0%LLF) ° B o - ~5.36 ~5.05 ~5.39
HAEFEMEL | Tautomer 1 F
%) B B B 0.92 1. 10 1. 11
(5. 0%LLF) b ~1.47 ~1.20 ~1.21
Tautomer II *
%) B B B 0. 88 0.74 0.87
(5. 0%LLF) b ~2.22 ~0.95 ~0.97
A P — i A — A HE — WA
B (%) 75. 2 77.1 78.0 75. 2 73.3 73.7
(FAHERIT T0%LL L) © ~95.8 ¢ ~100.9 * ~93.3¢° ~90.0° ~94.2 " ~91.4 ®
E &R (%) 97.1 99. 3 96. 8 96. 0 98.0 98.0
(95. 0~105. 0%) ~101.0 ~100.9 ~99. 4 ~100.7 ~101.5 ~100. 2
£ v b n=3

%41y kb n=10X3
#%: K/ b n=6X3
a: BRAAIRF D HLRS I OFRER 715
b AKFRIRE D $AS o ORRER 7 15
c R RO PERFR  BAARF~24 » #1390 23, 30 K T¥36 » A #1360 73
# : Tautomer I :
(-)-(5R, 7S, 8R, 9S, 118, 13E, 15R, 18S, 19R, 20S, 23S)-15-Al1y1-3, 3, 8, 18-tetrahydroxy—-20-[ (E) -2—-[ (1R, 3R, 4R) -4-hydroxy-3
-methoxycyclohexyl]-1-methylvinyl]-7, 9-dimethoxy-5, 11, 13, 19-tetramethyl-21-oxa—1-azabicyclo[21. 4. 0]heptacos—13
—ene—2, 4, 16, 22-tetrone
## : TautomerII :
(-)-(1S, 98, 12S, 13R, 14S, 17R, 18E, 218, 23S, 24R, 25S, 27R) -17-Al11y1-1, 14-dihydroxy-12-[ (E) -2—-[ (1R, 3R, 4R) ~4-hydroxy—-3—
methoxycyclohexyl]-1-methylvinyl]-23, 25-dimethoxy—-13, 19, 21, 27-tetramethyl-11, 8-dioxa—4-azabicyclo[22. 3. 1. 0*°]

octacos—18-ene-2, 3, 10, 16—tetrone

IR TRER (25°C, FHXHEE 60%., 36 » H) OfEFR, #7 vV LAN 7/ 1Ing [VTRS | [Ti#
W OTGIE FICBWT SEMEZETH D Z &R I,
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@ %7l sAH7TE/NbEng [VTRS]
FIETZHE  PTP A (RERAIA D 703 B r—)

TH &% OV B 4R lkE 6 1 A% 121 A% | 18 A% | 24 A% | 36 » Atk
PEIR
(RAREOFE S 72 VHI T, A WA WA A WA bRy
AT A AOBE)
FfERE R ,3-Y=}Fnm
NP R
;ﬁ Ll N o o o o o
=
Mgy v~ b
777 40—
TR
Tautomer 1 *}% UfTautomer I1% 0.33 0.41 0.19 0.39 0.20 0.49
LS OEZG I E O E (%) ~0. 36 ~0. 45 ~0.27 ~0. 45 ~0.29 ~0. 55
(2. 0%LLT)
Koy (%) 4. 42 4. 60
(T.0%LLF) o o o o ~5.12 ~5.90
HIEFEMER | Tautomer I F
%) B B B 1.47 1. 40
(3. 0%L1F) ~1.78 ~1.57
Tautomer I *
%) B B B 1. 04 1.06
(3. 0% F) * ~1. 60 ~1.19
BRI — AR A — ke — ke A
R (%) 83. 4 86. 6
(60 55 HIZEI T0% L) 83.4 88.6 87.2 92.1 1006 0 | ~00.6
. ~96.6 * | ~103.2° | ~94.5° | ~103.1 ®
EEAREBR (%) 100. 5 99.5 96. 4 100. 0 98.3 98. 2
(95.0~105. 0%) ~102. 2 ~101.2 ~100.9 ~101.8 ~102.7 ~101.7
£r v bk n=3

*:48 v b n=10X3
# K2y b n=6X3
a: BHARRED KRS I OB 5 15
b AKGRIRE D HRS S OFRER 7 1k
c:24 V36 # Hth O¥HIZRIL 5% LA E
# : Tautomer I :
(-)-(5R, 7S, 8R, 9S, 118, 13E, 15R, 18S, 19R, 20S, 23S)-15-Al1y1-3, 3, 8, 18-tetrahydroxy—-20-[ (E) -2—-[ (1R, 3R, 4R) -4-hydroxy-3
-methoxycyclohexyl]-1-methylvinyl]-7, 9-dimethoxy-5, 11, 13, 19-tetramethyl-21-oxa—1-azabicyclo[21. 4. 0]heptacos—13
—ene—2, 4, 16, 22-tetrone
## : TautomerII :
(-)-(1S, 98, 12S, 13R, 14S, 17R, 18E, 218, 23S, 24R, 25S, 27R) -17-Al11y1-1, 14-dihydroxy-12-[ (E) -2-[ (1R, 3R, 4R) -4-hydroxy-3—
methoxycyclohexyl]-1-methylvinyl]-23, 25-dimethoxy—-13, 19, 21, 27-tetramethyl-11, 8-dioxa—4-azabicyclo[22. 3. 1. 0*°]
octacos—18-ene-2, 3, 10, 16—tetrone

EHRIERER (25°C. fAXHEE 60%., 36 » H) OfER, ¥ 70l AZX N7/ bng I[VTRS | il
W OTGIE FICBWT SEMEZETH D Z &R I,

1v. ®AFNZBE5HE 10



(3)

IEr SR RE D2 E e
PRAFSRM - OIRFE - 60°C i - %A
QiR

B O

1 40°C G - TR (R

QBFE : 30°C/75%RH S - BT 2w 7B

@Y : 20001x GRAMREI & 134 77 1x » hr) % — L BRIk
BIEREH - O, @OBHAaRE, 2, 4 BEE%

©. OBAtERE, 2, 4, 8, 12 I

ARBRIE - PRIR,

ik,

AREREIE : MR 3 R, &3, BHMELE 6Ny &)

2a ) AAHTENL0.5mg [VTRS |
ORI T 22 EMNERER [60°C]

I WERH :
BH AG 2 1 ] 4
o WHEOB D 72 NVA | YEREOED 7RAHA | REREAEDEH 7 Ll
WA A ORR WA A O R WAL A OFR
&8 (%) 100. 3 96.9 94. 4
CxrBHaaRE (%) ] [100. 0] [96. 6] [94.1]
W (%) 91.7 72.4
[ —fk (%)) [87.3-95. 3] [55.1-83. 3]
O FEIZxI T 5 2 EMERRR [40°C]
_— T E A
MEHEH : - - -
BH AG 2 W 4 8 I 12 HfHE
U YOO 72 VH | WSRO 7 VA | WEREODER 7/ NA | YSEREOED 7K | Yo 7L H|
NEIZACGEOMAE | NEMIZAEGOMAE | NEMIZEEOBER | WEBIXEEAOKER | WAPIZAGAOBRE
g (%) 100. 3 100.0 99.7 100. 6 99. 4
Cribhes (%) ] [100. 0] [99. 7] [99. 4] [100. 3] [99. 1]
EHE (%) 91.7 85. 3 82.9 84.5
U =5k (%)) [87.3-95. 3] [78.7-89. 3] [78. 4-89. 4] [80. 3-89. 6]
O Ik D& EMERER [30°C, 75%RH]
B TR
B AE 1y 2 R 4 JE R 8 J i 12 AR
. YRR 7 RVA | YSREOODEEL 7 RVA | HESREOED 7 RNA | YOO 7AYo 7L 4|
WNEIZAGOBE | NEIACOHE | NEMITIAEOBRE | WEDIXAROBRE | NEDITAGROBRE
&' (%) 100. 3 98. 3 99. 8 99. 4 100. 9
Crlfans: (%) ] [100. 0] [98. 0] [99. 5] [99. 1] [100. 6]
EHE (%) 91.7 84. 4 84.0 87.1
[N —Fek (%) ] [87.3-95. 3] [80. 7-87. 1] [80. 5-90. 0] [83.5-95. 7]
@O D EMERER [20001x]
A A WERH \
BHAARE 2 A fH 4 1 H
s WHRODW A 7 RAVA | READOWH TRAR | REGEOTES 72 AHF
NEMDITABOHRE NEMDIZABOHRE NEDIZACORE
a8 (%) 100. 3 100. 1 101. 1
[t BHAER: (%) ] [100. 0] [99. 8] [100. 8]
wEHE (%) 91.7 81.4
[/ h—I ok (%) ] [87.3-95. 3] [74.5-91. 2]

1v. ®AFNZBE5HE
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Z7aUAABLTENLIng [VTRS|
OEE T D2 EMERER 60°C]

WEEH e
BH AR EE 2 1AM 4 JH
. B0 S 72 L H FEORE D 7 LAl H O h 7 VAl
AT ABORE AT ABORE NAEWIZEAOHE
i (%) 100. 5 100.3 100. 1
[t BRAARE (%) ] [100. 0] [99. 8] [99. 6]
WHE (%) 93. 4 81.4
[/ —5 K (%) ] [84.3-98.9] [70. 8-86. 4]
QIR IR D& ErERER [40°C]
HEEH MR
BA hAlRE 2 4 J 8 [ 12 [
U HEOWA 72 AHF | BEOH 7/AAl | B0 7EAA] | BEOA 7BAHK] | BEOWS 72 H
NEDIACGCORER | NEDITACGEOMRE | NEMIZAGROBKER | NEMIXEROKE | NAMZAROKE
aa (%) 100. 5 101. 7 101.7 101.2 101.0
rIBRAETS (%)) [100. 0] [101.2] [101.2] [100. 7] [100. 5]
WHE (%) 93. 4 86. 6 82.8 87.2
[/ — ek (%)] [84.3-98.9] [85. 3-89. 8] [74.9-94.1] [78.6-91. 8]
@Mz x4 B2 EMRER [30°C, 75%RH]
HEE B MRS
BA hAlRE 2 4 J 8 [ 12 [
U HEOWA 72 AHF | BEOH 7/AAl | B0 7EAA] | BEOBA 7eAHK] | BEOWS 72 AHF
NEDTACEOHER | NEDITAGEOE | NAMIZAGOBRER | NEMIXBEROKE | NEMZEAOHE
& (%) 100. 5 100. 6 101.0 101. 6 100. 2
CetbtaR (%) ] [100. 0] [100. 1] [100.5] [101.1] [99. 7]
EHME (%) 93. 4 87.6 83.9 87.8
[ h— 5k (%)] [84.3-98.9] [84.0-90. 1] [74.6-91.5] [73.2-104. 9]
@Yz A EMRER [20001x]
e WES \
BHAARE 2 A fH 4 A ]
. HEORE S 7 & /LAl B &S 7 & LAl H @O 7 & LA
WEDIZABDOHE WEDIZABOHE NEDIZACBDHE
EE (%) 100. 5 9.8 92.5
Ut BrbaE (%) ] [100. 0] [96. 3] [92.0]
W (%) 93. 4 78.5
[/ —& K (%)] [84.3-98.9] [71.9-84.9]
Iv. fHNCBI4 %A 12




Z7a U AALTENLbEng [VTRS]|
OEE T D2 EMERER 60°C]

. U 7E A
HEmEH - -
BH AR EE 2 1AM 4 JH
Pk RAREORD T A | RFREOED 7L AH | RAEOHD 72 AA
AT ABORE AT ABORE NAEWIZEAOHE
i (%) 100. 2 99.3 99.1
[t BRAARE (%) ] [100. 0] [99. 1] [98.9]
WHE (%) 97.2 70. 8
[/ —5 K (%) ] [90. 3-100. 4] [52.8-88. 8]
QIR IR D& ErERER [40°C]
HEEH MR
BA hAlRE 2 4 J 8 [ 12 [
. JRARCORER T RNA | JRARGAORED T RNA | IR T VH | PR 7 2VH | RIREGEORED 72U
NEDIACGCORER | NEDITACGEOMRE | NEMIZAGROBKER | NEMIXEROKE | NAMZAROKE
aa (%) 100. 2 100. 9 99. 3 101.0 98. 4
DotBisErs (%)] [100. 0] [100. 7] [99.1] [100. 8] [98. 2]
WHE (%) 97.2 90. 6 96. 7 96. 6
[Foh—&k (%) | [90.3-100. 4] [87.5-92.1] [93.3-100. 7] [91. 7-100. 3]
@Mz x4 B2 EMRER [30°C, 75%RH]
HEE B MRS
BA hAlRE 2 4 J 8 [ 12 [
oS JRARCORER 7 RNA | JRARGAORED 7 RNA | PIROOBE T VH | PR 7 2VH | RIREGOED 72U
NEDTACEOHER | NEDITAGEOE | NAMIZAGOBRER | NEMIXBEROKE | NEMZEAOHE
& (%) 100. 2 100. 3 102. 2 99.9 99. 4
CetbtaR (%) ] [100. 0] [100. 1] [102.0] [99. 7] [99. 2]
EHME (%) 97.2 98.9 93.5 96. 4
[Foh—&k (%) | [90.3-100. 4] [97.0-102. 6] [84.8-97.7] [90. 0-101. 9]
@Yz A EMRER [20001x]
e WES \
BHAARE 2 A fH 4 A ]
. JRARDTE S 72K | IRAREOEH 7' | RAFREOFE D 7 & L H
WEDIZABDOHE WEDIZABOHE NEDIZACBDHE
EE (%) 100. 2 99.7 100. 4
Ut BrbaE (%) ] [100. 0] [99. 5] [100. 2]
W (%) 97.2 95. 4
[/ —& K (%)] [90. 3-100. 4] [90. 4-100. 1]

SRF DA HREE TOMRIFITEA L LU UIHELE L T2y,

1v. ®AFNZBE5HE
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. REERVEREOREN
A L7g

. F L DESELL (MEEFHIEL)

B LR

. RHIE

{’Eﬁéjﬁ@J 13) ~15)

O 2/ sAHFENL0.5ng [VTRS]
MR DN EERA O LW R REERR T A N7 A2 ) CP 1242 A 14 0 EAR
5564 7, PR I8 AFE 11 H 24 H—EUE AR IEE 1124004 75) ([THESE, #7 0 AR
TN img [VTRS) ZfEMESL L LTH 7Y AALTEAL0.5ng [VTRS | OEHRARZE
i L7=fE R W OBRBRIRIZB W T HIRH B O RS R S i, WA AR RS L

e iz,
AR

ARBRIE BRI AR IR = el 3K
ANERVE | pHL 2 (B AR 78 HRRERES 1) 900mL 50rpm

pH3. 0 ({87~ McIlvaine FEMHEHK)
pH6. 8 (H AR ¥ HEBRER 2 k)

K
pH3.0 (& 7= McIlvaine FEER) 900mL 100rpm
n=12
pH1. 2 (50rpm) pH3. 0 (50rpm)
120
120
100 |
100
= 80
~ 80 §
2 P G g{-a 60
gﬁ &0 o400t B —0— 4901 LZRHTtIL 05mel VIRS]
B 40 —0— 45909 LAZAT )L 05mel VIRS) ot o A
2| o AR K FA9fE
FiyiE 0%
o . 0 60 120 180 240 300 360
0 30 60 90 120 BHEER (5)
B R ()
pH6. 8 (50rpm) 7K (50rpm)
120 120
100
100
""""""" =9
§ 80 F et gé "
éﬂ 60 g}a 80
5 —a— [ mgl
40 240U LZHT L 05mel VIRS ) # ., o 85EULRAT N 05meIVIRS)
2 O IRER .
i 2 Rt £ 1)
(1<
0 30 60 90 120 0Kd 4
AR (5) 0 60 120 180

B H R (53)

1v. ANz 5IEE 14



pH3.0 (100rpm)

120

100

80

3
‘:} 60
ﬁ % —8— 490 LZRhT 1)L 05megl VIRS |
2o o R Tt
0%
0 30 60 120
B HEER (5)
HBp s WH=E (%)
%t 545 | 104y | 154y | 304 | 454y | 604y | 904y | 1204 | 1804y | 2404y | 3004y | 3604y
1
oH d 7 B AR 8.7 | 30.4 | 37.3 | 50.3 | 58.0 | 63.9 | 71.4 | 75.4
1.2 A TENM0.ng | + + + + + + + N B B B
. 'VTRS | +9.2 | £5.3 | 3.8 | 3.0 | £3.8 | =4.5 | +5.4 | +6.6
50 ) 18.2 | 31.3 | 39.8 | 53.5 | 62.0 | 67.8 | 74.9 | 79.7
rpm FEHE G, _ _ _ _
+2.1| 3.3 | 4.3 | 5.0 | 5.4 | =5.7 | +6.0 | *5.9
1
ol 5770 RULA N 70 | 32,7 | a7 | 55.5 | 64.2 | 70.3 | 76.5 | 81.5 | 85.6 | 87.4 | 88.3 | 86.4
3.0 % 710, Sme + + + + + + + + + + + +
. "VTRS +5.2 | £5.6 | £4.8 | £5.6 | £6.2 | £6.1 | £7.1 | £7.3 | £7.2 | £8.1 | £7.8 | £6.9
50 . 17.3 | 31.0 | 39.4 | 53.8 | 61.9 | 67.3 | 74.0 | 78.1 | 81.5 | 84.3 | 84.6 | 83.5
rpm iﬁ@lﬁl
+3.8| 4.4 | +4.8| +4.9 | £5.5 | 5.2 | +6.1 | +6.4 | 6.9 | 5.7 | 6.2 | £6.2
ol | 22 AA 99 | 36 | 0.2 | 546 | 63.2 | 68.5 | 77.1 | 80.2
6.8 77 /10. bmg —+ + =+ + =+ + + + n B B n
. 'VTRS | +8.3 | £3.7 | 3.5 | +4.7 | £5.4 | =5.6 | =5.5 | +6.3
50 ) 21.4 | 36.5 | 45.8 | 60.1 | 70.1 | 76.7 | 83.7 | 88.5
+2.9 | 3.7 | 2.8 | 3.1 | *4.2 | 4.4 | 4.6 | 4.5
1
d 7 RULA | 98 | 35,9 | 44.6 | 58.3 | 67.2 | 72.5 | 78.0 | 80.7 | 84.2
A& | 710, 5mg — — —
+1.6 | £2.6 | £2.6 | =3.3 | £5.5 | £4.2 | 4.0 | 4.1 | £5.2
0 [VTRS]
) 18.0 | 36.1 | 46.3 | 62.7 | 73.3 | 79.0 | 86.4 | 90.6 | 93.2
rpm e S, — — —
+3.9| £4.1 | 3.0 | +2.8 | *3.3 | 2.6 | 2.7 | 2.9 | *£3.2
ol 5770 RULA N o036 | 386 | 47.7 | 629 | 71.1 | 77.8 | 83.4 | 86.8
3.0 P 7L 0. g + + + + + + + + n B B n
. 'VTRS +3.5| £3.5 | £3.9 | £4.3 | 4.4 | £5.0 | £5.7 | £5.0
100 ) 25.9 | 42.1 | 52.3 | 68.2 | 77.1 | 81.3 | 86.9 | 89.8
rpm i%z%l:‘l:ll] - - - -
+2.1| 3.7 | 6.1 | +8.9 | £5.9 | =5.7 | +5.9 | +5.9
SEIAE - FE AR A2 n=12
Iv. ®HIZE$ 23HA 15




® #r7ma)AsAHTENIng [VTRS|

Zral) hAHTEN Ing [VTRS | CHEESLORERBRZ B LR, 470l h2Ah T
b Img TVTR S TV FNORBRIFICE DT HIRHEE L L, (15 E K5 O AW R
HEMERABRAT A RT 4 2 OBEMEBO RSO EEMEIES L,

AR
AL AR AR & Bz

NRVE | pHLL 2 (BEARSERH AR 11R) 900mL 50rpm
pH3. 0 (7= McIlvaine FEEIR)
pH6. 8 (H AFEJR 75 ¥ HIRRER A 2 ¥R)
K
pH3. 0 (7= McIlvaine FE@ER) 900mL 100rpm

n=12

pHL. 2 (50rpm)

pH3.0 (50rpm)

120 120
100 100 |
. L ~ 80 |
3 el N < S S
60 . # 60
H H
B4 —O0—490YLAHT L 1mglVIRS | 840 —0—49aY LA T I 1mglVTRS]
T £ 1) o RS
o Tl " FHfl
0¥ i} L L s L
0 30 60 90 120 0 60 120 180 240 300 360
BB (5) B e (59)
pH6. 8 (50rpm) K (50rpm)
120 120
100 100
- t < 80|
g g
# 60 | # 60 |
H H
o0l —a— 450y LRHT I 1mglVTRS ) o400 —8— 490 LANT L 1mglVTRS]
20 [H® o R - 2 o M _—_—
0'. L L 0 .' . = =
0 60 120 180 0 30 60 90 120
B HEERE (53) BB (53)

120

60 |

—8— 490 LAHT )L 1mglVTRS)

BHE (%)

40 |

e SR
20 R

60 120 180

R ()

1v. ANz 5IEE 16



5 W (%)
" SEA
S 545 | 1045 | 154y | 304y | 454y | 604y | 904y | 1204y | 1804y | 2404y | 3004 | 3604
1
ol 5770‘3 UAA | 189 | 31.3 | 390.8 | 53.5 | 62.0 | 67.8 | 74.9 | 79.7
1.2 A 772\ Ing =+ + + + + + + + B B B B
. 'VTRS | +2.1| +3.3| +4.3| 5.0 | =£5.4 | =5.7 | £6.0 | *£5.9
50 — 6.4 19.5 | 28.1 | 44.5 | 56.8 | 64.7 | 73.1 | 76.9
rpm S +4.1| +8.3| +6.5 | 7.0 | 6.8 | =6.9 | =5.7 | +6.4
H F7BYLA N 59 1310 | 394 | 53.8 | 61.9 | 67.3 | 74.0 | 78.1 | 81.5 | 84.3 | 84.6 | 83.5
b B 7V 1ng
3.0 'VTRS +3.8| +4.4 | +4.8| +4.9 | £5.5 | +5.2 | 6.1 | £6.4 | 6.9 | £5.7 | +6.2 | =6.2
50 ] 12.8 | 28.3 | 38.0 | 56.8 | 68.5 | 76.4 | 80.1 | 81.9 | 82.4 | 83.5 | 85.0 | 87.7
+7.2| 7.5 | £6.1 | £7.3 | £6.1 | £5.7 | 4.3 | £5.1 | 5.0 | £4.4 | +3.8 | =4.8
1
H 5770'3 VAA | 914 | 36.5 | 45.8 | 60.1 | 70.1 | 76.7 | 83.7 | 88.5 | 91.8
b
68| PO EMmE o har | was | ca1 | wan| ad| ca6| +as | tae| - -
. "VTR SJ —_ . —_ . —_ . —_ . —_ . —_ . _ . _ . _ .
50 ] 12.6 | 25.0 | 34.5 | 54.7 | 68.3 | 76.7 | 84.3 | 85.4 | 87.2
rpm e, _ _ B
+2.2| 1.6 | +1.7| 2.9 | 2.6 | =2.5 | £2.8 | £2.8 | *£3.3
570‘:’ VAZA | yg0 | 36.1 | 46.3 | 62.7 | 73.3 | 79.0 | 86.4 | 90.6
K 71 7 v 1mg N N N N N N N N — _ _ _
. 'VTRS | +3.9 | 4.1 | 3.0 | 2.8 | £3.3 | =2.6 | £2.7 | £2.9
om ) 11.0 | 28.9 | 41.7 | 64.0 | 76.2 | 82.5 | 85.4 | 86.9
p FEYE, _ _ _ _
+3.6 | +3.7| +4.0 | 3.9 | =3.4 | £3.4 | £4.1 | *£3.3
1
H 570‘3 VAA | 959 | 42,1 | 52.3 | 68.2 | 77.1 | 81.3 | 86.9 | 89.8 | 92.3
b
g0 | P7EMmE o ia 7| w61 | £89| +5.9| 45.7| £5.9| +5.9 | 452 | B B
100 ) 19.7 | 36.7 | 48.1 | 66.8 | 76.9 | 81.3 | 83.8 | 84.7 | 87.9
rpm e, _ _ B
+4.7| 2.3 | 2.2 | 5.6 | £7.1 | 6.8 | 4.6 | =2.6 | =2.1
SEEE EAEVER ZE n=12
V. ®ANZRI3 5HE 17




® #r7maYALAHTENEng [VTRS|

Zral) WAHTEL bng [VTRS | CHEESLORMREBRZ B LR, 4270l h2Ah T
L bmg TVTR S TV FNORBRITICE DT HIRHEE L L, (15 E K5 O AW R
HEMERABRAT A RT 4 2 OBEMEBO RSO EEMEIES L,

AR
AL AR AR & Bz
NRVE | pHLL 2 (BEARSERH AR 11R) 900mL 50rpm
pH5. 0 (& 7= McIlvaine FEEIR)
pH6. 8 (H AFEJR 75 ¥ HIRRER A 2 ¥R)
K
pH5. 0 (7= McIlvaine FE@ER) 900mL 100rpm
n=12

pHL. 2 (50rpm)

pH5. 0 (50rpm)

120 120
100 + 100 |
—~ a0l B 8 —~e b e O -
2 2 .
B 60 B 60 -
H H
B o4 b —O0—440YLRHh T+l 5melVTRS) B o400 —0— 440y LRAT L 5SmelVTRS)
S £ 1) L oo AR
20 T8 o R
0 J 0 i
0 30 60 90 120 0 30 60 90 120
B EERE (5) BB (59)
pH6. 8 (50rpm) K (50rpm)
120 120
100 | 100 7
S R - Sy e wl T
g g
# 60 60
H H
840 —8— 450 AZHT 1)L SmelVTRS) ' —8— 4901 LZHT L 5SmelVTRS)
oS, RS & 1)
5 o AR - 20 | o i
o . ol .
0 30 60 90 120 0 30 60 90 120
B HEFRE (5) SEHBERT (4)

pH5. 0 (100rpm)

120
100 |
gé 80 |
B 60
Eg 0 | —8— 490 LRAT )L 5melVIRS)
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VI (%)

o wA
%fE 54 104y 154y 304y 4545 6045 904y 1204y
1
o f7f7jj VLA 12.1 24. 1 34. 2 52.0 61.8 69. 6 7.7 83. 1
1.2 A 772\ mg + + + + + + + +
. "VTRS +4.1 +5.6 +6.5 +4.7 +4.4 +4.8 +5.0 +4.6
50 . 9.8 21.0 29.7 48.7 63.3 74.1 86. 0 91.5
rpm iﬁ@lﬁl
+2.3 +3.4 +4.0 +4.5 +4.5 +4.1 +3.8 +3.6
oH ’7'7jﬂ VA= 8.6 19.7 29. 3 47.5 59. 1 66. 6 75. 4 80. 7
5.0 H 7k bmg + + + + + + + +
. 'VTRS | +2.2 +3.8 +5.3 +4.3 +3.6 +2.4 +3.2 +3.3
50 ) 9.1 20. 8 30. 1 49.2 63.2 73.1 84.5 89.3
+1.5 +3.3 +4.8 +5.2 +5.0 +4.6 +3.8 +3.1
1
o f7f7jj VA2 12.7 26. 8 38.5 58. 7 69. 9 77.3 85.9 90. 3
6.8 N 7L )\5me + + + + + =+ =+ +
. "'VTRS +2.6 +5.5 +5.9 +5.4 +5.3 +4.7 +4.9 +4.8
50 ) 11.1 26.2 36. 6 56. 0 69.5 78.9 88. 2 91.1
rpm FEUE T
+0.9 +1.6 +1.8 +1.6 +2.5 +3.4 +4.4 +5.1
’7'7jﬂ VhA 12.3 25.3 36.3 58.3 71.0 78.7 86. 6 90. 6
7J< 73 7 '12/1/5mg + + + + + —+ + —+
» "VTRS | +2.4 +5.1 +6.2 +4.1 +2.9 +3.0 +4.3 +3.9
) 8.9 25.5 38. 3 62. 4 78.0 86. 9 93.5 95. 4
rpm FEYES
+1.9 +3.4 +4.1 +3.5 +2.8 +2.0 +1.3 +1.3
1
oH ’9f7jﬂ VAR 20. 3 37.5 49. 4 67.5 77.1 82. 8 89. 0 91.2
5.0 % 7t/ g + + + + + + + +
. "'VTRS +3.5 +4.4 +3.5 +3.0 +2.4 +2.0 +2.1 +2.2
100 . 13.2 32. 4 45. 4 68. 2 81.5 88.3 94.5 95. 2
rpm FEUE T
+1.6 +2.8 +2.1 +2.3 +2.9 +3.2 +3.8 +3.7
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12. BAT BTEEMD H BTN
LR L

13. ARLEIEAVDELRBICET 2ER
S LR

14. Z 0tk
AATEPAREDONERIZ K 0 WERFF 2130 > T D,
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AEICEAT HIER

1. MEEXIEHER

(B8 YLRATEILOIMg-Img TVTRS])

4. REXIIZE
O T DFEARTBIEIZ & (T H4EHE R G D HNH|
B, HBiE. ODBiE. MBiE, BEBiE. NaBiE
OBRBHEICE 1T D HEMERIE KR OFBHE F 33 78 £ 5% D
OEEMBENIE
OME o< F EBIFARTHRRTDLTERICIRD)
OL—TRE%X (RT704 FEIOBRENHREF+5. RIFZBMERICL Y RELSE)
O#AME (X704 FEHME. AT 04 MEFNE) OFBHESBERBE (PHFE~EEICRSD)
OLHRMHE - KEFHRICEHT 2EE M %

(B8 YLRATEILME TVTRS)

4. MEERIFHHR
OTEEDIEARFEHEI & 1T BB RIS DHNH|
BIiE. FFtE. DBHE. MshE. BBiE. IEsiE
OB BIMIEIC & [T HIEE RIS B U TBHE v xt & 95w D 1l
O#tatt (X704 FEfMME. X704 MEEFN) OFBHESEXREX (RWHE~ZEICRD)

2. MEERIIHRICEIET HFE

(BB YLRAATEILO05mg-Img TVTRSI)

5. MEENXIEHRICEET HEE

(B HEEHE)

5.1 HLA B & MR CIIAM 25 —BPEE L 1T L2V &,

(EERMENE)

5.2 KA HMTHEM LG E R ORAT v A RERIBFRGICHEN L7e5a OF M &k O ari
N LT, ARFI OB R VA 7 1 A REIRIBEGIZIS 1T D0 H OB IT D 70,
(EAEi) o< F)

5.3 MEDIHFICBWT, FEAT oA FEFIRIEA KOO Y 7~ FHEIZ L 5O 72168 21T
STH, KABIGERT 2L 0RIERDEDLI GBS T2 L,

L—TRE%)

5.4 ZMEHCHEBIEENE O B O REICBE A U 72 BR O ARKI O 2 K OV AP TN ST R0,
CEBMXEZR)

5.5 IpHIREI S 2 5B I, IR (AT a4 FEEME, A7 a4 FEGEH) ThHZ L 2ERT 5
ze,

5.6 AN K D HMERHRE DA ZME KR OV RMEIIMESL LTV 7R,

V.
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(B8 YLRATEILME TVTRS)

5. MEERIFHRICEET HEE

(ERBE)

5.1 HLA BE FRAFBAL TIIAH 258 @I L T L2 &

CEBMEXRE )

5.2 GRS 2 2B, HIAME (X7 uA REFME, AT mA NKEME) THDHZ LT o
Ze,

5.3 AKANC & 2 HERHIRIE DA DE R OV B VEITHENL L Ty,

3. HERUVAE

() BZERUVBAEDRER
(BB YLRATEIILOSMg-Img TVTRS)

6. RAERUVAE

BEREDISE)

W, B2 HETE VW Z 270U A2 L LT 1H0. 15mg/kg 2 1 H 2 [ OG5, 08I
E# 7Y ARAELTLEO 16mg/kg 7 1 H 2 BIFRO#KE L, Lk, RaICBET 5, HEFFEIT
1[E]0.06mg/kg, 1 A 2 [EfREA&KGZEREL T 503, ERITIE U CEEEBT 5,
(FFREDEE)

W NI 7 e ) A2 LTC1EO. 15mg/kg 2 1 A 2 B ARG 5, LI, e ICBE

L. MERFEIX 1 HE 0. 10mg/kg ZAEHE L T2 23, JEMRICIS U ClEl BT 5.,

(LFBHEDHE)

WL PN i&an)Aszf1E0%~oww&g%lazﬁuuﬁﬁﬁé F7=. i
SO AR OB G- 2t T 255121, @, #2781 A& L LT11E0. 075~0. 15mg/kg
1B 2BEOEET 5, D, EIRICE U CGETHEE L, Z€ LIRENE SN BT, hix
iR L TR R & THERF T 2,

<%@m®%A>

WEL, WINCIZZ 72 ) AR L LT 11E0.05~0. 156mg/kg 2 1 A 2 B A#ET 5, LIiE, Bk
W U T EHER U, ZE LIREER G O 22 1ITIR, a0 U TR IR & TlERF T 2,
(FEREDEE)

WEE, ICIEZ 7 e ARXELT1H0. 15mg/kg 7 1 H 2 B OBEG 325, L&, fRx ICEE
L CHZRD & THERFT 5,

(IMNEBHEDISE)

WEE, CIEZ 7 e AR E LT 10, 15mg/kg 2 1 H 2 MR OBEG 325, DL, fRx ICEE
U CHZRD & THEFFT 5,

(BHBEDIEE)

WE. B ALY #2770 AL LT 1H0.06mg/kg 2 1 H 2 [EREAOKET S, BHEVIGIC
x4 7aY ARAELTLEO 06mg/kg 7 1 H2EEEOFKLE L, L&, RelCBET D, 2. B
Rl % 5 EIRE B CABI O 52 Bth 3 2561213, @ . ¥ 7 e U A AL LT 119 0. 15mg/kg
Z1H2E@EOEE5T 2, 2k, ERICS U CEEHEET 2,

V. IGRRICEEY 5T A 22



B, AROKRAREREORITI—ELTELT, BFICIVEAZERH LD T, MHPREDE
WS O BIVE F IR ONC i 9 FE DME W5 O FEHE SO B OB HE R ki EIR OB 2 BL 7=, R
ZORPUIIS CTIMHREAZBIEL, b7 7 L-UL (trough level) DIMHIREZSEIZ L TH
HEZHET 52 &, FICBIER & D \WVITRGHGEZ TN RERNEZ1T S 2 & NE
F LV, ¥, MH R T 7IRED 20ng/mL i 2 A2 WIRDBEWEGA. BERANRBELLST <25
DTHEETLHZ &,

(EEFRBENEDESE)

WHL, RAICIZZ 7 e ) ARELT3ng & 1 H 1 EYEZICRAOKEGT S,
(BAET) VR FDHEE)

BWEOEANZZ 7)) A2 LTng % 1 H1IREYEBRIGEAKRET S, 28, EiE 120X 1. dng
Z1H1EYEERARG LG L, ERICEY 1 A 1 3ng £ THETE 5,
(IW—TRBEXDBE)

WHEL. EACIEZ 7 e ) A2 LT 3ng A 1 H 1 EIYEZICRO®RET S,
CEBMRBXDEE)

WE L. BRI, I Z 7 a ) A2 L LT 1A 0.025mg/kg 2 1 H 2 [AIgAAH# K O &1H%I1C
BOkthEd 5, LMk 20, BEMT NT7 7RE% 10~15ng/nlL & L, MH ~7 7REEZE =X
Vo7 Ll EE2HET 5, BHA% 2 HLMRE, BEEMP 7 7#E%Z 5~10ng/mL
E LIRS REEFET S,

(BRMHK - KEHRICEHT SEEEMRXDEE)

WL A, I Z 7 0 ) A2 LT 1IE0.0375me/keg % 1 H 2 FIFIEH% LY 2%
BO®54 5, Uk, BAEMS ST 7EEAS 5~10ng/nl L L, M T 7EEEE=X) T
L7e B oG &2FET 5,

Aoy LRAATEILSmg TVTRS D)

6. FRiARUVAE
(BEBEDEE)
WE. B2 ARk &2 oY a2 LT 1E0. 15mg/kg 2 1 H 2 B AELET 5, figyiic
X7l LA LT1H0. 15mg/kg 2 1 H 2 [MIEROEEG L, Uk, RaICBET 5, HERFEIT
18] 0. 06mg/kg, 1 H 2 [Ef& NG AFEAEL 3203, SERITIG U CTHEEHEBT 5,
(FREDHE)
wEE, ICIEZ 7 e ARXELT1EO0. 15mg/kg 7 1 H 2B OG5, L&, fRx 0=
L. #EFFEIX 1 BE 0. 10mg/kg ZAEHEL §- 2203, JERITIE U CEEHEKT 5,
(LFBHEDEZE)
wE. PIENCZ Y 7 a ) A AL LT 1[80.03~0. 16mg/kg 2 1 A 2 [EO&E59 5, £7-. {Hi
SORFEBBNIARKN OB G- 2 BthT 256 121%, @, #2782V A& L LT1E 0. 075~0. 15mg/kg
%1E2@%m&5¢éou%\ﬁ&_ﬁbfﬁﬁﬁﬁb\ﬁﬁbt&%#%%mt% X, e
iR L TR R & THERT T 2,
<%@m®%A>
WL, OINCIZZ 7 ) AR L LT 11E0.05~0. 15mg/kg # 1 A 2 B A#ET 5, LIiE, ek
WG U TR L. B8 LIZIRERE LRI, Ra I2EE L CH R & CHERFT 5,
(EREDEZE)
HWE, CEZ 7 e ) AR LTLEO. 16mg/kg # 1 H 2 [BIREAOF S5, Lk, fRa ICE
L ARV & THERFT 5,

V. IGRRICEEY 5T A 23



UNEBEDISE)

WEL. OIENCIEZ 7 e ) AR LT 1EO. 16mg/kg # 1 H 2B AO& G35, Lk, Bxl0lE
L CHM D & THERFT 2.

(BHBEDIGE)

WE, B 1 HATL Y 2270 ) AAL LC1[E0.06mg/kg 2 1 H 2 BREAOEKET 5, BREOIHIC
X227 a ) AAL L CLIE0.06mg/kg 2 1 H 2 [EREO&KL L, U, RaIl@i&T 5, £, B
TR kHE FIRFEBUZ AR OF 5- 2 R T 256121 BHE. 472 U A2 L LT 1[E 0. 15mg/kg
Z1H2BEOKEEGT 2, 28, ERICEC CEEHERT 5,

2B, AROKROBEEREORIUTI—ELTELT, BFICIVEAZERSH L DT, MHFREDE
WA OBIEFE ONC I 95 FE AN G & O SR K OB A % E ERORBLE B <2, &
FOWRPUIEC T AAREZREL, b7 7 LUL (trough level) OIHEEZSEIZL T
H&ZHRET 5L, FFCBHER S DV GBAEZ AN RERE 1T S 2 & NE
F LV, 72, I~ T 7HREEN 20ng/nl & 2 5 N EWEES. RIEANRI LT 25
DTHEETHZ &,

CEBMRBXDEES)
WL BRI, WIHENCIZZ 7 m U A2 L LT 1A 0.025me/kg 2 1 H 2 [RIEAAT%E KOS BH%IC
BO¥ET 5, Ltk 2 @k, BAMS N7 7REA 10~15ng/mL & L, M b7 7RELE=X
Vo T L5 E2RET 5, BE5EKGE 2 ELERZ, BEnd ~ T 7RE % 5~10ng/mL
LB REFEST S,

Q) RERUVREDRERE - R7
V-5, (3) MEISHKRER] DHEZM

4, RERUVRAZEICEET SIE
(A5 LRAATEIIL0.5mg-Img TVTRS])

1. BERUVRAEICEEY 5FE

(e &)
1.1 Mg oz 7 v ) AAOL S BIRIMERB SO D720, AFlORGEZ#HE 2234
frpREERES S 2 L,

1.2 7BV EFERAT AT, ROSICEET A L,

7.2.1 8K & B 72 O AW RIZEMEIIRGE STy, (8RO 7 V%95 Cnax &
OVAUC LE D TEHEIZZ N4 1. 18 JL TV 1.08 ; 16. 1. 8 B ]

1.2.2 7R RO #a 2 OPERICEE L T, mAPREEZHETS 2 Lk v iAlick s
WIN DB RN & ZERT D2 &, 72k, IV & 2 WIEOFHITE O IO EEB 235 5 4
AT, BEIS U THRERLHES T2 &,

1.3 BWIMHFRENFHT 258 ICBRENTB DO LN TCNDOT, MHEE (BL2&kS 12 K
%) & TX D720 20ng/ml DL FICHERF:-2 2 &, [11.1.1 2]

1.4 o mfE & OOFHIC LV | BEOREMHEI O FTREMEN & 5, R, BERBEIZIB VT 3
& 2N 4 A O I F 2 $ A G D T2 AR IEIRIE 21T 5 A 1CiE. AR OWHIE S
BEARCRET DI ENARERIGE S & 570, BALEE O KOO S 2 ftho sz Bl #l o
fifH - G REEZBELTHET L2 &,

V. IGRRICEEY 5T A 24



(FrigtE. BERER VBRI
1.5 HRBOREICEN T, ABENZARICHANMEAEZRLE LZEERELNLTHDEDT, #
BREOBRICEE TS Z L, [17.2.1, 17.2.5 B]K]

(B HETEHE)

1.6 7 L7 F=ENEERTIO 25%LL E R L=8E12id, AAFID 25% UL EORE IR D
WY R EEERTDHZ L, [11.1.1 28]

1.7 M REMEWGE IR X8 B AR LI TN D O T, B 68 7 8 R 1 13
T 2 T& 57717 10~20ng/ml &9°5 2 &,

(EERMENE)

1.8 RIEH OB ZRI T, H5G 3 ZAMIZ 1 Z A 1 B, DRITEMMICE L2&E 12
Bt oM EZNE L, RSBEEZFAG T2 ERZE LV, £, AANC L +H507280 R A
BOoNTHEEITIE, TONEPHERTEOIHEETHET DI ENEE LY,

(EAEi) o< F)

1.9 @A, HGBMB4EKETLA 1Lomg 5 & L TEEEE R LT LT, R +56
Wi, 1 H Smg I ETDHZEMEFE LV, T2, HETLIHEAITE. BEHORRZE -0,
BLEHEE 12 FHEZOMPREZNEL, KHEEZME T L ENEE LY, [9.8 5]
(L—TRAEX)

7.10 BIWER ORI EE T2, 53 Z AR 1 7 A2 1E, DRBITESFMICB L Z&E 12
B oM PEEEZNE L, RSBEEZFAG T2 ENZEE LV, £, AAlE 2 4 H UL Bk %
HLTH, REAZR EOBERERIT L OGIE PRI THRN S b2 nEaicix, 5%
FIET 270y, MOWBERIEICERTTHZEREFE LY, —FH, AFNZL 0+ 0 RmNE =%
B, ZOMREPHRCEOIHBEECHETHZENEE LU,

GEBMEXE2%)

711 WRFEOINIAERNC R T 7REZNE LG EEZRET 2720, AR IIZIUCHE T 2E
HOTTHERETHZENEE LU,

712 FHI. 1 B0 o580 FE% 0.3mg/kg & L, BHIROSICHEE L CHEZRET5 2
Lo [17.1. 12 1]

71.12.1 #EE S, 5 2 BFEFET
- MIEI A% 12 FER KON 24 e o b 2 7R EEICE S & 1 [BIH O HERETE FEhET 5,
<1 HOHAEMRE% D2 &b 2 HU EREZICHE S 2 8ol 7 7 REICEKSE 2

[ H o H &% I 5,
-2 [ HOHEFH 2GS 1.5 HUL ERBZICHE SNz 1 RoIHR N7 7REICES X 2 HE
BEH) o HEHHf%ET 5,

7.12.2 2 5BLAE

- Pe H.BRAMATE 2 IR (3 [EIH) OGS | EERESICIT b T 7EEZRE L, HEH
BixFhd 5, iz, HEMA 4 AT 4 BMIC 12 BZE L, EFRCIGE b7 7 RE
ZHIETHZENLEE L,

1.12.3 &R H Tz > TIMREERr OB F LM (BEEE /G E) NE Y ~ 7 7RES
Hwa,

113 BB AKI DA A, 0.5mg AN DEEBELZIETHZ L,

7.14 2 ARG L CHBERIEROLENBD LV WiEAIT, BGE2FIET52 L,

1.15 @, 3 hHETCO®RE LT L,

(ZRMEMK - KERRICEHHT HEEMmME)

116 1 Ho7= 0 O 58D EfR% 0.3mg/kg & L, I b7 7REICESEEGEELZHATTHZ L&,

117 B 7R AFIDOIr % AN, 0. 5mg AN DO G&E2RETLHZ L,

118 BHBERIIFAIE LTATa A FRIZOFHTA 2 L, £70, IERPLE LZBICIEAT =
A RO EZBETHZ &, [17.1. 13 /]
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(B8 YLRATEILME TVTRS)

1. RERUVRAEICEEY 5T

(FhREFE)
1.1 MEF o 7 a ) AADSL AIIRMERE /3 0AT D12, AKF OB &% T 5 8RICi34e
MmAREZNEST D Z &,

1.2 7 vV EHERTBICY > Tid, ROBICEETHZ L,

7.2.1 BRI & B 72 A O AWML RIZEIEIIRGE S iy, [FBRIO A 72 M2k 4 5 Cmax &
VAUC LED IR Z N2 1. 18 LTV 1. 08 ; 16. 1.5 ]

1.2.2 7w EEERIOY 0 #az ORISR LTl miEA2REd 52 Lok v iFick s
W DEBIN /2N EE2fERT HZ L, 72k, IV H 25 WIS 2 IO L& N A B
AT, BREIDS U THREGEREZHRETHZ L,

1.3 BWIMHFRENFHT 258 ICBBEENRBD LN TCNDOT, MHPEE (BL2®&k5 12 K
#%) 2T 5720 20ng/nl LLFICHERFT 2 2 &, [11.1.1 B8]

1.4 o flE & OOFHIC LV | BEOREMHEIOFTREMEN &5, R, IBERBEIZIHB VT 3
Fdo 2N 4 Fl OB I F 2 A5 DR T A MEIRIE 21T 5 LA 1iE, AR oW S
BERCRET D Z ENARBRGAE D & 5D, BEEE OREK OO S 2 tho sz iAo
FidH - GRS BB L CRETS 2 L,

(FrigtE. BRER VBRI

7.5 HRBOREICEN T, KBENZARICHAMEAEZRE LZEERELNLTHDEDT, #
BEEREDOBICEETHZ L, [17.2.1, 17.2.5 ]]

(B HETEHE)

1.6 7 L7 F=MENEERTIO 25%LL L ER L=HEa12id, AAID 25% UL EORE TR D
WY B A EET D, [11.1.1 BHE]

7.7 MR EEDMEWE S IS A RHE TR ANERD BTN D O T, BHLA RHE T 458 B 12 13
T 2 T& 57717 10~20ng/mL £ 95 2 &,

CEBMEXRE%)

1.8 IRFEFIINIMERNC i b7 7 REAZE LG &2 T 5720, ABEUIENICHE U E B
DFTEETLZENEZ L,

7.9 FALL BH7-0 oFEED FE% 0.3mg/kg & L. RO EICEE L CHEXRE T2 &,
[17.1.8 ]

7.9.1 MEZEMNS 2:BMET
- WIEIFE 5% 12 BERE KON 24 BER oo Ifueh b 7 7R EIC RS &, 1 I H O HAEHE A EiT 5,
-1 EHOMAERE# DR ED 2 BU ERBRIZHE SN 2 Solfd b7 7REICES X 2

[\l 5 o F & % 5 hi 9 5,
-2 B HOHEREG NS 1.5 B ERBEBZICHE SN 1 ol b7 7REICHKSE . 2 HiF
BmH) OHEMEZFEHRT 5,

7.9.2 2;BLIRE

- BEEBHAAT% 2 s 3 EIH) OMERTG 1 EBBRERICHF N7 7REZE L, HEHR
fHixFEfT 5, 7o, BHRBAEDBRITAEMIIC IEZEBLZE L, S0t N7 7RE
ERESTDHZENREE LV,

1.9.3 HEGREICH 7> TIRERFO R FSM (BRBEE/EERRE) BNE UM N7 7RES
Auna,

110 B 7B AKIDO I % A, 0.5mg A DEERELZIETH 2 L,

111 238G L THERIEROBENRD SN2 WEEIE, KEGE2PIET 52 L,

112 @, 3hHECTO®RE LTS L,

V. IGRRICEEY 5T A 26



5. ERPRRLAE

(1) BERT—5 /8y r—3
KR L

(2) EREREEHB
R L

(3) AERIGERAR
(FEHBmRE)
1) BRI D RSSO ]
FEINRTIEE AEERER (35 1)) . FEINZ IS AEERER (69 1)) . [EIPNEE IAE b sk (82 1)
AR E CORARER (1990~1994 4F) (2330 C. BERBHTL O —RIBESNEIL. 186 il CHiat <
I FEREAGFREL O VERBEESERIIZTNEIIT. 3% K TN93. 0% T - 7o, kS 1E 74/186
B (39.8%) THE 101 [H]Fx 54072 17~

2) BRI 31T 2 HEHe SO O )

ESIAEN
KRR E TCOBRKRRIZIB N T, ENTHERBSOTFBEFINEZZT. #7e ) 5 (FESHR -
TEN) BEG I 24 1D 6 A RREEFRIT65.6% Tholz, ZDH 5 8 BlITRFHIIIRE
Tholm, HHISIE 4/24 B (16.7%) THER 7 BIHELNEZR, WTFNLEBETZED S HO |1
Bl ZERE 2T oA R2UVRFEEIZ LV IEER D LRI L=, F72. 1990~1995 4E|Z [EN CTHAMKER
SRR A2 T, #7a ) AA (EFHE - 0 7 ) B EE ST 120 B0 6 5 A AFRIZ 81. 7%
T&)’)fl 21). 22)0

3) BRI 31T 2 HERE SO S OB AE i 32993 D 4l

[P B 5-]

FEINATHIEE TSR (21 6)) . [EPNHIIEE TFEEUR (38 f51)) . [EIPN S TIAH Higeaklie (66 f41)
KGR E TORRRER (1991~1996 4F) 2B\ T, BB M% OB A %15 39% (GVHD) D FBf
AWM 70 5A (EHKR - B 7 EL) 285 L 125 B, THRICREL KIEL, {REN
WL 725 grade T LI B GVHD OFEAEIE 22 ] (17.6%) Toh-o7=® ~2,

REpSien

[E N R

KGR E CORIRER (1990~1993 4F) 2B\ T, B O GVHD39 Flicxt L& 7 m U A
(EFHE - 17/ V) Z8E L, S GVHDT/13 i (53.8%) S OME M GVHD12/26 i (46.2%) 23
A EDBRER LT 2,
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(4) 1RELRYEHER
1) BRI

(FoHEFRIZ)
OB B I 1T 2 EHE RS O]
[l P9 55 TIUAH ERR

RO TR CIIBEAFIEIC X D ikgeiaiR 23 IR EE 20 FE B 104 Bllc # 7 a0 U AR (FESHKR - 0 7k
V) G E, 5561 (52.9%) T [H®h PLEORGEN G S T,

L7 m ) NARERIZ 17 BT 12 G U TRE L7oRER (1996~1998 4F) . AL 94. 1%
(16/17 ) . HEMEEOGDIFEBL L7 EBNIE 2/17 Bl (11.8%) Thotz, ¥ 7 U LA TN
HOE Y HZ B (19 ) TOMFTIL, 26 TR BNIARE MR S, EHSITIEEL L 720

- f: 28) . 29)D

ONFBAEIZ 31T 2 HEHE S O 1]

[E N R
L) NAERLA TENC 12 BEEE U CHET L7oRER (1997~1998 42) . EE I 100%, fE
OSSN FEEL UTIERN 4/7 5] (57.1%) Tholz, X7 0 ) AAH TRANSDOY D #x 5] (10
) TORETTIL, 20 TR O35 D3 HERF S, FEH SO FBL L 72 EFIE 1/10 51 (10. 0%)
Tg?)’)f(’_ 30) ., 31)o

QEBEAEIZ 35T D FEAGRUG K OBAE 1 %18 99 O il

(7B 5]

FEINATHIZE TSR (21 6)) . ENZREIE DFEEER (38 f51)) . [EIPN S INAH Fuieakih (66 f41)
L7 na ) NAFERZ 9 FICEEE U CTRET L7 R (1996~1998 4F) | grade T LA 0> GVHD DFEE
1% 33.3% (3/9%) Tho7=?,

W—TFRABL)Y (X7 LA H7E/L0.5mng: lmg [VTRS| OHi%Y)
| PN 56 TIAR b sk
AT 0 A RAITZF CrIIRE R CRAgeME R & R IR T R QS PN EE 2 0 3 2 L — 7 A B %
BE3HAERGELE L, #7270 AR N B AR 286, 75 EAREE3S FIC 28 BWREE L, #
7 a ) AAHTvARIZEBT D REGEORBIFEIESFH A 2 7 *OL(LRIT-32.9% TH Y, £F
e R AT A, EFRTRENEORRETH D 1| HIREAE, MR (C3) DOIEPEDELRITA ~
—60.8%. 16. 4% Th -1z, B, /LT F= 27V 7F A (Cer) OEALRIZ—22.0%ThH -

723,
2 a ) WA 75 R
[h=27] [n=34]

iif?féﬁﬁ:?xm%mﬁ ) —32.9%31.0 2.3%38.2
LHIREAROEEDOZALR (%) HRAE —60.8 8.7
B, FS ) (=73.7, =37.2) | (—14.0, 90.0)
ik (C3) ORPEOLEILH (%) HRfE 16. 4 —2.8
(1S, 530U 55{7) (10.3, 27.5) (—11.1, 18.2)
Cer DRPEDZAER (%) HRAE —22. 0% 14
(Lo, Z3PU L) (—33.5, —4.2) | (—19.3, 16.9)

MEBITEMEA T A 2713 1 BIREAE, JRPRIMEREL, M2 L7 F =2 5l dsDNA
PUA, MRk (C3) OBSHEHD AT (F20~3 10D 4 B 2nbieb,
¥MXKCer IZDWNWTORZREZ 7 1 ) A AREOTEAMAEFIET 26 4,

- ARRRICEEY 5 IHA

28




CERBHEXE %)
FE A 45 TIAT U e NI S TR B ke (V4. S R OV B B 2 123 DTS
S SO EE OB TEIES M R IGR B 62 R e L, #2770 AANTRARE32H, 7
T2 REE 30 FlC 2 BREE L (ChESkER), #7270l AR D7 UVBRIZRBIT DikER (DAI A
ATICEAWERE) 1ZE1DOLBY ThHo7=%, £, BIEOMISMIIEME RS BE 11 iz,
Zrma ) WA TN 2EBR G Uiz GEERRE) S5 (DAL 2 2 712 & 2 88 1345, 5%
(5/11B) Th-o7=", WaBre & HEIL 1E 0.025mg/kgl H 2 [EZFIEIHEL L, Z D% HIE
bT 7 (10~15ng/ml) & 725 & 5 FIEFAE L7z,
E7, HIHEABRO & 7 0 Y A ARHRE K OB O SHAMERIE R BE I, 2 UKD
HiE hT 7% 5~10ng/mL & LTZ 27 0 AR N B L EE 12 %G LR, Rk
HEHCHIT 5 %iER (DAL A2 7IC L 28EEE) 13, ThEh61.9% (13/21 #) *0 K11 66. 7%
(6/9 i) *° T -7z,

F 1 DALl AaT7iEsR

SR EGIE (%)
V/A=RNNS AT A 3
DAL A = 712 & %t i 16/32 (50.0) 4/30 (13.3)

DAL A I TR W CHEREIEL, IfE, FEE(LE NREIET R, ERT O 2R HRE
flio 4 EBRETHAELGEEE [t & L,
1) EIARRER T H R 0. %

ToLtBYHEEZHREL D7 EbREBBEND 2 BARIIREROBFSLM (R OE/FER)
Bz, AT CRELE, 2842 E0., 1 AREGEED FRIZBE N 7ERENMS O
72< &% 0.3mg/kg/ AN & L,

EESEIE RS M b Z 7 R DRI E R A 5
1A
BeH1HE (12 D24 FFRHE) Diev=Dora X12. 5/ ( (CizntCon) /2X3)

JRRIL, g54R A

2[a B # LEH OFE»~ 52, 3ARGERR R .
Dncw:Do\dX 12. 5/C$

JHIL #5100 B Al #5717, 8HH) T2REAL

3[al {7 2[5 A OFREI 5 1.5 H LA ERGEREA
Dncw:Do\d X 7 5/C#

#5150 A (FHI, $e512A H) TR

3lal B o R LK i 3.4, 6, 8, 10, 12MMF TR/
Dncw:Do\d X1T. 5/C(rough

(MEEIZJSE T T) HET IR

Dowg : FAEIRTORG8 (2 5-BAEFEEE 0. 025mg/keg) , B H S NIAEO /NS T i & MU A L, 0. 5mg 4|45 T
KbHITVEE T2,

& 5RO &
KE (kg) 30=~<50.0 50. 0=X~<70.0 | 70.0=~<90.0 | 90.0=~=100.0
BhHE
1 1.5 2 2.5
(mg,/[A])

Dye © AREAIFL OG-, B SN TAEO/NERAU TS L2 U EA L, 0.5mg 2 ATl bITVME L 5,

V.

BHEIC B9 5 TEH 29



X1 Crop ME R FIRERMG SXUIKBOLAE . Con 2 FAWVTZ 5 Dyew=Do1aX 12.5/ (CosnX2.5) XLV, F7= Cop
DN E T PR U KRB OSE Q%%%wkﬁ;mMﬂMXME/mmxﬂ I oEBOMEEZEH
T 5, HLICER FRFERESUIRBIOSHE L, E&TFREOHEEZRA L TERFOXIC LV REBLT S,

X2 AEBEH SN BEEORING N 1 @atg;ﬁg\@ 250 1 556, H N7 7RENBEIC
10ng/mL LA EOHFEIITHEFRHE T, £72 10ng/ml K OLHAITITHEMYZ 1 I BHEES O 2550 1 &
T %,

31 C7F% 7.5ng/mL BA L 16ng/nl RiEOLEITIL, EEOHAREAZHIZ 0.6 f% (=7.5/12.5 %) L7-H=®EE
T %,

C* : 1[I B O D 2, 3 AREKAIZRT 5 2 mHoifd b7 7 R EOFYIE,

ool EORFESD 1.5 B ERARSICRIT DM N7 T7EBE, 2 8555813 OTHHE,

Coroun © 2 HLABEIZ I T, BAERREEE (5~10ng/mL) &bl L7 ~ T 7 IREE,

Beh 2 I E CO®RGEME - BmUER V2 —1
Xl I
ft& 3 'T 10 ’U F\

|1‘| ﬂ’éﬂﬁr‘ﬂfflﬂul R — /'
248%[R) 128 H

2) REMHAR
AR L

(5) BF - RRERIFER

(BHMUHR - RISHRICE6HT SMEEMMR) (#2707 E/L 0.5mg - Img [VTR S|

DFH5%)

ENZ R K « EHRCA DT 2 B3 2 BRI SR (HEEO S st kR A4 — 7

VB (TV-4. AEEROHEICEET 3R] OEEMR)
SRNMENR IR RICEDET 2 B REE 25 Bllc, A7 A AL O T CTH 7 m ) UN
AH TN A B2 EIBE Lic, OSSR, #5 52 BEIZEBIT 2 A7 L OV AR
NEN 88.0% M N T6. 4% T~ 1=,

(6) JREHIERA
1) FRABERE (—H%ﬁﬁﬁﬁﬁ’fﬁﬁﬂﬁ REGCABERAE. FARELEERE) . HERFTERT 42X
_XnnE it fﬁﬁ‘u’ﬁﬁi{t%ﬁd)m"é

(FEHETRE)
1) BB T 2GS omEl (TV-4., AELOCHEICEES 57EE] OESR)
1%%561‘5;&1@

TR DA (1996~2002 4) (Z81F 5 1 ERFEEFRL O HERBEASRRIT, A (1, 233 #1)
TIEENZEI 98.6% LN 95.8% Tdh -7 7,

2) LBHEICIS T DA BUS OB

il PSR - R A
it OFHAIZ BT D 0B — TIGFIES] (10 61) © 12 8 RBAAEFR L O 12 BRFARRIT
TN 100%, 12 HBEHEAGRISRILEIL 40. 0% Th o7, £, 3ERMAEFEER O 3 FERH
AEFRIZOTIG 100%, 3 AFERRHEIERISFEILIERIL 50. 0% ThH 72 %,

. JBFEICBAT 5IAE 30



3) MR AEIZ 3317 2 HEHE SO D il

R EAE H Rl A
iR ORRA I 1T B Ml — RIAFER] (12 B1)) o 3ERBEAEGFRL O S ERBESERITNT
b 82.5%., 3 FERBHEMMISHBRIL 5. 0% Th-o72 %,

4) FERBAIC 31T B HEHE SO O i

e E A FH AR A A
TR #% DI I 1T 2 A — RIBHIER] (35 B) @ 4 FRFEAELFHRIL 100%, 4 FRAFESFR
1% 78. 3%, 4 FERFEHASOSTEBIRIT 37, 1%, A FERBFA A Y VEEBERIT 95. 5% ThH - 7= 0,

5) ‘BRI I B M SOE L Ol i xt g B oams] (TV-4. FEEROFH&EICREE T 5 3E )
DIALHR)

R RERA - /NRRERFRA

[T B 5]

iR #% OFHAENZI 1T D grade T LA ED GVHD O RFEFEBLAR (BoAfit% 100 HFRER) 1%, A (215 i)
TIiL 44. 1%, /NRE (117 6]) TIL40.8% ThH 7=,

RE e

M O C R 1T 5 A GVHD (2§ 2 AR, 56.8% (42/74 ) TH-7= ",

2) KBEM E LTRBFEONER AR L -HE - RROBE
LT L

(1) Zhih
(FEHEFEED
1) DI D HEHE SRS O i
DBREICBIT 2270 A& (EFHE - 5 780) OIHSOSEOIHII SR ST D 2 19
GMEANT—4),

2) NBAEIZ 31T 2 Haka SOt D H )
WA I D2 7 1 U WA (FEEHE - 5 78 0) OIS OMHIE AR ST S . 10,0
GMEANT—4),

3) ERBAEIZ BT DSOS O
FEBMEICIBIT D2 70 ) A& (SR - 7 7 8L) OIS OBV ENHER SN TN ® 19
HNEANT—H),

4) /NBBAEIC I T B HEHE RS O 4]
INBBAEICIIT A2 7 a ) AR (FESHE - B 7 EL) DM SOIIHEIN RS HER ST 5 0 )
HNEANT—H),

V. IGRRICEEY 5T A 31



(BEFENE) (X270 VLA H 7 EN0.5mg- 1mg [VTRS| OHi%Y)
1) [ENRTHIES AR K OVE PN 26 LA Hige ek
FafRFEBR S DIBRIZIB N T, AT A FEIOEGIZE > THHRA 5. IIRWERICE Y 27
A RAEITOWREN R EE e 2B ERER T E 14 FICBEFEA] (AT aA REL fia)roxTr s
—BHIE) [Tz, #78l AAhTerz2E&E LR, 10 flCRHISE0OSELERD, £z,
D IR DU ERL ANFEIRRE 7 7 < SN TWIIER TR EIR N TTRE L 7e o 72l b A BT 2,
AT aA REITIEROZED G HIVTO D MR & L < 1ZMBRFERG R o BE i) 1 )i B35 &
L LEEIFERBR I, #7270l A2 7w g 28 #EEES L., AT o4 FRloFREE
BT RREEL G U, ARBRCIL, Sme/fRH /4 HOBEIG TAT v A RAlIZBE L, EROZE
DHEFFCERWEAITIE, AT aA RAIOMEZITo7T-, ZOME, #2788 ) AABETIE, SERO
LEZMFF LICEE AT A FRIOBEZZED, & THT 12 BHE &K ORGHTHT 4 BEEO 2T
oA RESHESE (L F=Yu U MEE) X, TR 4.91Ing/ B KO3, 8lmg/ H TH -7 %,

AT aA FPEERLEY (ng/H) OHER

VA= RNNS it 7T R TRIETE D) D 727K
[(n=40] [(n=40] [95% 15 HE X [#]]
B 5 BR AL 13.78+3. 958 13.88=+3. 545 -
B R4 TR —1.58
4.91=+4. 041 6.51 4. 889
123 i [—3.342~0. 184]
B R4 TR —3.48
3. 81 4. 066 7.23+7.319
43 [—6.010~—0.953]
XL R=y o #HEE (F#+S.D.)

XL snm ) AAM—TTREE

2) ENHEIFIE S Btk
2T A REIOEGIZ L > THEIREA 5T, MIRIERER O B ELF 106, ¥7 v
LAT TR 28 G U2 B IFERERICB W T, 8BTS (BEFQIG 22 7) DikEZFR
. IBITHAAT oA FEINEE SN (PR *.

HBEF QUG 2 a7 OHER

B 5B bR K& IR A ik
[h=10] [n=10] [n=10]
13.3%£5.17 10.6+6. 17 —2.7+2.26

(E#+S.D.)

(BEYH=<F) (X270 LZAH7FEN0.5mg Img [VTRS| OBi%Y)
VT A BT 285 T AR s i o S OV ] PN 2 TIAE L el

WBEDOEFICENTHY 7~ FEDOD /2 L b LANC LD R RAE b d- 1B ) ¥
< FBENT, X7 0 ARG T A B SEE THRR T 16 M. 45 IHERER T 28 &R 5
L7ce ZOfER, #2270 ) A2 7B AOFEMMREBRIZEK T 5 KEHY v~ F %2 (ACR) OFZME
SEA T O 20% K EF OEIE (ACR20 43R) 1. JEEEE TIE 49. 0% (50/102 ) . i
1£50.0% (27/54 ) T o7z 5,
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ACR20 e (FEmiiin )

RBRA — H e hE
7T R 1. 5mg 3mg
P U128 TUFR ) S ok 9/64 (14.1) 14/57 (24.6) 28/58 (48.3)
55 TIUFH B AR - - 50/102 (49.0)
it 9/64 (14.1) 14/57 (24.6) 78/160 (48.8)

ACR20 & (milfin )

(b0 AEBEL (%) ]
MIEEME KT D4 70 ) AADTRAOEREEINTZ 1 AAEIX B 3ng TH D,
RESE SRR ey

WA — AR
1. 5mg 1. 5mg PR 4A 3mg
3mg F CHAE A
9155 TUAR i 2 R 9/27 (33.3) — 11/25 (44.0)
S TR o in 2 R - 27/54 (50.0) -

(R /TERER (%) ]
MEBE ST HEZ 70 ) AR T LOERINT- 1 BHEIZ ET 1. 5ng TH Y |
JEIRIZ LV 3mg T THERTH D,

V. eRICEd 5 HA
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VI. EHZFEEICEII SRR

1. EEZMICEEHHILEMXITILEMEE
AR LA
HE O & AW ORI F L. BEHORMCEEZSZRT L L,

2. EBEA

(1) ferREb: - 1EFIREF
B a Y AR TR B SN DY 7T EREE A LT Sl T I BB T B L
SEa— UV EIETS D LT YA M A R G UCHE D SR 20

(2) EDEEMTSHAERRE
1) In vitro{EH
OT HIfRRRBIC X B TN LA v Z—a A% (IL) 2k OA v F—T7=xu (IFN) -y D
KRBT, BN T o, IL-1 8 KON IL-6 S pEA b3 5 © ~0)
Oz R LIS OB iM% OFEFHIZ R 2 IHIER 355 < . SRR D8 MEN R S
TW3 60) 61)O

2) BAZHT B IR

OEFHERFBIET L (D=2 AP0 A X0 Ty 1 D) 1251 2 BRIBREHERGS % M
L. AAEHIR 4 IERE S 1 5,

@7 v MEAFOMRER A X PIIRAEERIC X 2 MM ORITE . 53 255 o B0 g k3~
D EEE S R A A5 O~

OB RIEIFETL (w729 5 k™) 28T, BHEA SHE SRS 2 ME L. A8
Mzitk ¥ 5,

@FBEETL (b ™ AXP Zy b)) LBHEETL (T M) P BBEET LV (1
X)W ROBBEF A (1 2) ™ 12350 5 BRIRAHARIG & 0 L eI 2 IER S
.

3) PAER RISk 5 EH
BEiRTT LV (T b)) BT RIEMRY A Mo VEAZIEIL, BEERIELOE - ERE
AT S,

4) BRI DIEH
BRET NV (T A) ITBT 2L HB{ DNA FUARREL K O T OBy DI T 28 L, SREK
R RIEDE R OWREAD LF A28k 2 ™,

5) REFRIZKT H1EH
FIEMEGRBE TV (=7 2) I8V T RIGHIROTEMAL T M2 5 0> IEN-y OREAZHHI L |
KGRI BT 5 2,

6) FEVEMENGZR I 2 1
HUEMER R E T L (= 7 ) OMRBICIS1T 2 T KIS ALK 3 2 JRE SIS e USBAEAL & 4k 32 ©Y,
70, MEHEETL (T A A R) OEFREZUES S P9,

VI, HONHHRCRY S HHE 34



7) EREARHESIREL TS D AR
FIEMEIEET L (T v F) IZBWT, Si7eFral U/ EWGUROEAZIRI L, B3N
W INEAR FBAL D BRI & S % 2

(3) {ERISTESH - FHRESRD
KR L

VI, HONHHRCRY S HHE 35



VII. EYREICEHT SRE

1. mAREOHR - AIEE

() BELEDLmMBEE
MG R L

(2) ZEmAREDERR >
) AAKZ 7B/ Ing [VTR S|
Zoual) AAHTTEbng TVTRS|

:1.68+0.71 (hr)
:1.71%0.78 (hr)

() ERRHBRTHREIN-ODRE
1) BB
KRR E CORIKFBRIZIB W T, BABBHEE 9y 7 ) AR 7 &L 0. 16mg/kg Z %1
WhE Lzl EDOEPBNRE T A= TRDEBY ThHo7217,

Thax Coax AUCy- 124 k7 7 fiE* oK
(h) (ng/mL) (ng * h/mL) (ng/mL) (%)
4.2+2.9 44+ 45 2741198 16112 20+17.8
%12 R[4 if Hr R (SE¥J+S.D.)
SORARNFRI
2) A

3)

4)

5)

NEFFB RS CEYER 5. 3 %) IZBWTIE, BRAICHEAREHRE T2 T~4 4 fFoR AL 5
TRFREOME PEENG SN Y GEATOF 7 a ) A2 DT AFE5HOT —4),

/NG AE
NN RS CEEER 2.9 %) ICBWTIE, AR EWRE T 1.3~2. 5 (FoKkAE S5
BECRBEOMIEHFRENG LN GAEATOZY 70 AADTEAEE_ROT—4),

B Y w~TF (X7 U ALABTEA0.5mg Img [VTRS | OHEY)
AR Y U~ FBE 12002 F 70 ) AAH T 3Ing R ARG Li- L X OEYEEE T A —
ZIFIKDO LB Tho7-% WEAT—H),

Tmax Cmax AUC0*00 tl/2 FX

(h) (ng/mL) (ng + h/mL) (h) (%)
1.3%0.58 19.64%+6.32 | 192.88+E86.42 | 34.89+8.69 25.1%+14.4
DA NI ERS CE¥)=S.D.)

ko, ENORABIG) 7~ FBHFICS 7 0 ) AN TN 15 KU g EAE O LI E &0
I P R 1 B O AT RSN L7z 89 90

725, [EPIOHNME Y -~ 710 TOBRRBRIC S TP A IE L 326 P, 57w
U AL 8~ 16 BERIH O LM PR A 10ng/nl A L& R LI BH T8 BlOBTH T, 7 L
T = B RIVER L R A BT £ < 20D B AL A EIANC o 72 Y,

I—TF AR (B AAHTFE/N0.bng Img [VTR S| OLE%Y)
ANV —T ZABRBEBHNHF 70 ) DAL 7B Ing ZRRAOKE Lz & & 05 8~16 FHifE
O P EE X 4. 35ng/ml. (1. 70~7. 30ng/mL) Th -7z 2,

VII. Ep#hielcBd+ 5HA 36



6) VEBMERIGR
B NTEEERIBRBE Sl Z 7 1 ) LA H FEIL 0. 05mg/kg iR O#E L= & X 03EpyEhfe
FA=HFHRDERBY ThHo72,

Ty (h) Cpoy (ng/mL) AUCy_15, (ng + h/mL)

2.41t1.4 227+13 136105

7) ZEVERRR - RIEHRICEOFT DMEMEME (¥ 7a ) AA 0 7€V 0.5mg Ing [VTRS ] @
FiZ%)
N IR 2% - TG R EDFT DB EBE 26 HllcZ 7 a ) AAD T/ % 1 B 2 [k
A#%E L7z E 208 Mmd b 7T 6.55ng/mL (2. 52~11.40ng/mL) T -o7=, FDEDF
B 583 0.0721mg/kg/ H (0. 030~0. 156mg/kg/ H) TH o7z, 2B, VBT b T 7 HE N
10ng/mL PL LA R LIZBHIL3HITH -7 %,

8) vl LAATvNES T KNARERLO L
RANBBHEBEE 9B H 7 a ) AAT T v E O 7 e ) AATERIZRIHERS Lz & &0y
BT A —FITRD LB Tho72%, (V4. MELOHRICEESTSEE] KO VI-1.
WILINR L Z OB OESHR)

- - 7 Hkr e (ki B 7 L)

52 | (ag/D) Co AUCy 12, Co AUCy 12, e | ac,
(ng/mL) (ng * h/mL) (ng/mL) (ng * h/mL) " o

1 2 10 42.7 18 94. 4 1. 80 2.21

2 1 10 70. 2 9.3 68. 6 0.93 0.98

3 3 27 165. 4 23 113.3 0.85 0. 69

4 1 14 105. 6 7.2 41.8 0.51 0. 40

6 1 9.9 61.5 14 69. 2 1.41 1.13

7 2 13 92.0 13 103.8 1. 00 1.13

8 1 6.2 36.7 6.8 27.6 1.10 0.75

9 1 4.1 32.6 3.8 34. 1 0.93 1.05

10 3 20 230. 8 42 320. 0 2.10 1.39

FEE - -~ B B B 1.18 1.08
+S.D. +0.50 | =+0.51

9) AW SRR
Q7 U LAHTELO0ng [VTRS| P
27 Y AAHTENL 0.5mg [VTRS| 1T IEENEZ DO ERA O£ H RS
BRAA KT A (PR 12422 A 14 HIESHES 64 5, PR 18 42 11 A 24 H—¥kiE) | 1255
X, X7 VLR TN Ing TVTRS| ZEMERHFIE Lz L& IWHEENEL, £
FHNZRISE & BT STz,

@% 7)) LAAHTENL Ing [VTRS] P
A7) NAH TN Ing [VTRS| 70 I 778N Ing &, 70 A4 —_"—{EIl K
nENEN 1L TN (F7m Y HARAE LT Ing) MEBRERAT FICHERRERERE Q&5 L T
a7 a ) ARREZREL, GONTEWERE ST XA —4 (AUC, C,) (22T 90%[EHHX
A CTHEEHIRIT 21T > 7255 5. log (0.80) ~log (1.25) OFPHANTH V. WHIDOAMFHY
RIS MED MR S LT,

VII. @phaelc 4 5 HH 37



M%7 a ) AZAOIEYERE ST A —XF

HTENRNT A—H BEINTG A—H
L aER S AUCy 5 Cons AUC.. Tpor Tus MRT, s Kel
(ng+hr/mL) (ng/mL) (ng+hr/mL) (hr) (hr) (hr) (/hr)
vl AAJ 7'V Ing 17 47.19 5.95 62. 08 1. 68 25.94 12. 15 0.034
[VTRS]| (1mg) +22.84 +2.11 +32.45 +0.71 +8.98 +2.94 +0.028
o o o 17 44, 21 5.93 58. 42 1.54 24.52 11. 06 0. 044
a7 77NV Ing
(1mg) +26. 26 +2.38 +36.13 +0. 57 +9.56 +3.72 +0. 055

Mz 7 a ) hADREEHE

8 -

J¥ (ng/mL)

]
-3

I HEE

[\
Y

CPEME AR HE R 22, n=59)

—e— ¥ 7)) AAH T+t 1 mgVTRS]
0= FUYT T 75 7)) 1mg
P + fE R, n=59

[N

12 24

[ (hr)

36

48

M R EEONT AUC, Cpoy DT A —=Z03, #BRE OFR, (RIEOPRIEEL - RS O RS
TR K > TR DATREMEN D 5,

@/ LAHTE/Nmg [VTRS] *
Zrmal) ANAH TN g [VITRS) £7ul I 707N bng &, 780 AA——EICX
DWENEN 1L BT BN (7)) AAL LT bng) MR A S FICHARHERR 05 LTl
a7 a ) ARREZIE L., BONTIEYEIRE T A —4 (AUC, Cu) 20T 90%EHHX
VRIS CTREGHIRIT 24T o 7245 5. log (0.80) ~log (1.25) O#PFHNTH V. WAIDOAEWZHRY

RIS R S LT,
Mm% 27 v ) NAOEYERE T X —F
HIE/NT A—H BHBRT A—H
He b8 AUC, 50 Con AUC.. Tpor Tus MRT, s Kel
(ng+hr/mL) (ng/mL) (ng+hr/mL) (hr) (hr) (hr) (/hr)
7 wal) AAJ 7L bng 1h7%®v | 314.51 33. 85 370.73 1.71 32.71 19. 81 0.022
[VTRS] (5mg) +149.92 | £10.58 | £180.43 +0.78 +6.51 +2.80 +0.005
, L , 7% | 310.10 35.31 363. 11 1. 67 33.58 19. 64 0.021
7w 72 7 J 7% /Vong
(5mg) +158.73 | *£10.48 | £189.95 +0.77 +4.21 +2.12 +0.003

CHEME =R AE(R 22, n=20)

VII. $@pihaelc 5 HH
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s 7o) A AOREREHE

40

0| it —e— #2710 LAH 7 )V 5mg[ VTRS]
gl 1 0 A Y57 H TV 5mg

3 Tl + BEHEAR A, n=20

g 7&

By | i

= it ‘

= o0 | Bl IR

RO

10

k¢ [H] (hr)

M FPREEAETONT AUC, Cpo DT A —=Z03, #BRE OFIR, (RIEOTRIREEL - R % O RliR Sk
TR L > TR D WREMED B 5.

(4) thiEs
MG R L

(5) BE - ftRAEDEE
1) BFEOPED
RN TRFICE DX 7 0 ) ARFEYERENRT A —F~OEBERFI LI 2 A, BREHK
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