% 2-1-1 S9 mix FEFETIZBITE2, 3, 4, 4’ -FrFLRudx Y72 /0D
BIREALERBRER (FRRLE B —E#EE)
B B BEIRERan=——% /71—
5 H kT A A A
(ue/7V—P "TFAT00 TA1535 WP2urrA TA98 TA1537
[E3E P 99 10 17 — -
(rFv 96 11 21 - -
ZNVRFTR] 107 10 17 — -
(101 + 6) ( 10%x 1) ( 18 % 2) - -
115 8 -— — -—
31.3 127 10 — — -—
90 10 — - —
(111 £19) (9 = 1) - - —
108 12 29 — —
62 .5 100 11 24 — —
103 13 27 — —
(104 + 4) (12*x 1) ( 271+ 3) —— ——
115 5 - 19 — —
125 124 14 18 - -
118 7 25 - -
(119 5) ( 9+ 5) (21* 4) - -
' 127 7 30 — —
250 105 6 21 - -
104 6 28 — —
(112 £13) ( 6% 1) ( 26 5) — —
125 4* 24 -— —
500 109 6* 23 — —
131 7* 20 -~ —
(122 £11) (6% 2) ( 22+ 2) — —-
13* 0* 25 -~ —
1000 23 * S0t 36 - _—
14* 0* 39 — —
(17+ 6) ( 0%+ 0) (. 33+ 7) - —
— - 15 * - -
2000 — — 19 * — _
—_ —_ 24* __ o
- — ( 19 % 5) - ——
oAt f R AF—2 SA AF —2 AF—2 9—AA
pg/7L—k 001 0.5 0.04 0.1 80
HFER 998 327 585 - —
an=—# 948 324 572 _ -
VA % 984 328 642 - -—
(977 £26) (326 2) (600 +37) — —

() PELEERE

* BHOABRENEDLN,

AF-2: 2-(2-79V) -3-(5-=hu-2-7Y ) 7 ZU)L 7K
: TP FRID A '

SA

9-AA: 9-TT IV

-12.

Study No. 04-246

oo
(= p]



# 2-1-2 S9 mix JEFETICBITAL, 3, 4, 4’ -FThFeRuXi /7= /)0 D
HEIRERERBBRER CAHRIE H —E#EE]
};ﬁ ﬁ ’@‘Jﬁ’z‘ﬁﬂﬂ:“—ﬁ/jl/‘—‘}‘ .
AR B AT T — AL TN
(we/7V—H "Ta100 TA1535 WP2uvrA TA98 TA1537
Rex kot BE - - — 21 9
(CAFNV - — - 21 8
ANVEFTR) - - - 18 10
- — - (20% 2) ( 9% 1)
— — — 21 13
1.56 — — — 17 12
— — - 13 9
— - - (17 4) ( 11+ 2)
— — — 24 14
3.13 -— - — 16 16
- - - 20 13
— - — ( 20+ 4) (14 2)
— — — 19 7
6 .25 — - — 32 15
- - - 27 18
— - - (2+ 7) (18+ 6)
— — — 24 16
12 .5 — . — — 34 13
— — - 22 18
. i - (27 6) ( 16+ 3)
— — — 30 * 13*
25 - - - 36 * 12*
— - — 23 * 17*
- - — (3 + 7) (14% 3)
- - - 30* 0*
50 — - — 18* 0*
_ — — — 28 * 0*
: — - — ( 25+ 6) ( 0+ 0)
Bttt B AF—2 SA AF—2 AF—2 9—AA
pg/7L—k 001 0.5 0.04 0.1 80
BRER — - — 329 228
an=—# - — - 242 215
/S Tr—h — - - 272 239
_ - — —- (281 +44) (227 £12)
() FHEEEERE
¥ . HOEFRERBDONE,
AF-2: 2-(2-7U))-3-(5-=bn-2-7U ) 72U LT3R
SA : TYLFMTLA
9-AA: 9-F )T IIT
13- Study No. 04-246




& 2-2 S9 mix TFHE FICBIT52, 3, 4, 4’ -ThFERuF L/ 7= )0 D
HIRRAZRRBER (AABRLE B —AHTEEE]

A B BREEan=——% "7 —}

, B SN ZL— AV
(ue/7L—F"TA700_ TA1535 WP2uvrA TA98 TA1537
R& 45 R 108 16 25 28 9
(AFN 95 9 25 24 14
ANVEF VR 90 10 16 . 28 17,

( 98 9) ( 12+ 4) ( 22=* 5) (27 2) ( 13+ 4)
139 9 36 33 14
156 127 10 30 13 10
112 1 28 29 9

(126 £14) ( 7%+ 5) ( 31%* 4) (25=*+11) ( 11 =% 3)
104 5 24 16 12
313 110 12 25 18 7
99 8 14 17 15

(104 6) ( 8+ 4) (21 6) ( 17x 1) ( 11 =% 4)
113 16 32 25 6
625 107 10 22 14 13
118 6 31 19 11

(113 6) ( 11+ 5) ( 28+ 6) ( 19+ 6) ( 10=* 4)
124 6 25 22 13
1250 101 5 25 17 7
102 5 26 13 7

(109 +13) ( 5% 1) (2% 1) ( 17+ 5) ( 9=+ 3)
76 * 9 * 14 * 9 6
2500 93 * 3* 21 * 18 10
95 * 3* 16 * 14 9

(88 +10) ( 5+ 3) (17+ 4) (14%£5) ( 8% 2)
O* 0* 8* O* 0*

5000 0* 0* 9* 0* 0*

0 0* T* 0* 0*
(0*+x0) o0+ 0) (8%+1)y C 0%+x0) ( 0% 0)
_Bitx R 2- AA 2- AA 2- AA 2- AA  2-AA
ug/7L—h 1 2 10 1 2
BIRER 422 173 448 270 65
an=—¥K 444 164 408 266 77
S FL—h 501 170 410 283 98

(456 +41) (169 & 5) (422 £23) (2713+ 9) (80i_17)

() PEFRERE
* o BOAFHEESAROON,
2-AA: 2-TI)T TRy
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# 3-1-1 S9 mix FEFETITBITB2, 3, 4, 4’ -TreFuafi /7= /)00
HIREAT RHABRER (AR50 B — B
B B BEREREau=—% /7 —}
B . JL—AY 7 Ml
Lu /7N "Ta700 TA1535 WPZuvrA TAQS TAL537
EIEFIE 114 15 13 - S
(rF v 95 15 13 — -
ZVIRFTR) 114 8 17 — -
(108 £11) ( 13+ 4) ( 14=% 2) — -
110 13 - - -
31.3 108 16 — — —
120 12 - — —
(113 £ 6) ( 14+ 2) ~= — -
122 9 20 — -
62 .5 128 8 16 - —
59 12 20 -~ —
(103 +38) ( 10+ 2) ( 19+ 2) — —
37 10 19 - —
125 90 13 13 — -
102 8 20 _— —
(76 £35) ( 10+ 3) ( 17+ 4) — —-
101 5 13 — —
250 112 10 20 - —
110 14 24 — —
(108 + 6) ( 10+ 5) ( 19% 6) - —
119 3* 13 — —
500 124 7 * 28 — _
: 117 4* 15 — .
(120 + 4) ( 5%+ 2) ( 19% 8) — —
133 * 0 16 — —
1000 111* 0* 17 - —
87 * 0* 13 — —
(110 £23) ( 0+ 0) ( 15+ 2) - -—
—_— —_— 9 * o o
2000 — — 7% - _
—_ — 8 * . o
— — ( 8+ 1) — —
B4t St BB AF—2 SA AF—2 AF—2 9—AA
peg/7V—bk  0.01 0.5 0.04 0.1 30
BHIRER 1036 324 504 — —
an=—# 1083 300 555 — -
S TL—k 1124 318 536 — —
( 1081 +44) (314 +12) (532 +26) — —
() EBHE - IERERE
* HOAFTHERZDOLNE,
AF-2: 2~ (2-7UN) ~3- (5—=}m-2-T7YN) P ZINTIK
SA : TULFRITL
9-AA: O-TI )T 7Y
15
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# 3-1-2 89 mix FEFEETITBITA2, 3, 4, 4 -FroeRuxi Yy 7= /00
HIRRRE RAG R (AR B2E H — EHE] .

B & ' BRER =8/ T~ __
TR TL—ALT TR
Lue/7—N=TaT00 TA1535 WP2uvrA TA98 TAL537
B4 f HR — — — 37 8
(AFN - — — 32 16
ANHEFTR) — . - - 31 11 .
_ _— — ( 33+ 3) (12=% 4)
- - — 27 6
"1.56 — — — 24 9
— — — 22 14
_ — —— (24 3) (10 4).
— — — 35 13
3.13 — — = 21 24
—_— — R - 29 13
_— _ — (28 7) (17% 6)
— — — 25 19
6 .25 - - - ' 28 26
— , —_ — 29 16
-— . — - (21 2) (20% 5)
— — - 33 21
12 .5 - - - 41 24
— _ — 33 14
_ _ — (36 = 5) ( 20+ 5)
— — — 27 * © 15*%
25 — —_— — 22 * 16*
— - - 22 * 22 *
— — — ( 24+ 3) ( 18%x 4)
— — — 24 * 12*
50 — - - 12* 18*
— — — 30* 19*
- _— _— ( 22+ 9) (16 % 4)
B R AF—2 SA AF—2 AF—2 9—AA
pg/7V—b 0.0l 0.5 0.04 0.1 80
BRER - — - 363 367
o= —% — —_ - 380 406
VA% - — - 404 486
_ — — - (382 +21) (420 +61)
() FHELEERE
¥ BOAFHEENIEDON,
AF-2: 2-(2-7UN) -3-(5-=h2-2-7Y L) 7 ZULT7IR
SA : TY{ETNIDA
9-AA: 9-TI)T7 7V
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#= 3-2 S9 mix FEIEFICIBIT B2, 3, 4, 4’ -FhIeRaXi /7> /D

IR 52N BB AE B (PR BR 2B B — NS KIR)

A B BRERau=——% /T —}
WX A T — A 7N
Lee/7V N "TAT00 TA1535 WP2uvrA TA98 TA1537
e ot Rl 121 6 22 27 16
(PAF N 117 -~ 14 16 25 17
ANAFUR) 110 . 14 24 35 17
(116 + 6) ( 11 *+'5) ( 21+ 4) ( 29+ 5) ( 17+ 1)
120 7 28 30 8
156 118 11 20 33 19
107 11 21 23 22
(115 7) (10x 2) ( 23+ 4) ( 29+ 5) ( 20+ 2)
105 10 20 21 15
313 98 10 17 26 21
118 6 12 26 17
(107 £10) ( 9%+ 2) ( 16+ 4) ( 24x 3) ( 18*+ 3)
126 14 16 30 20
625 107 7 22 21 13
107 13 16 28 16
(113 +11) ( 11+ 4) ( 18+ 3) ( 26 5) ( 16+ 4)
110 9 23 24 13
1250 115 9 15 29 12
97 13 17 19 10
(107 9) ( 10+ 2) ( 18%x 4) ( 24 5) ( 12% 2)
89 * 7* 11* 26 * 9*
2500 72 * 6* 9* 14 * 9*
66 * 4* 13* 22 * 9*
(76 +12) ( 6% 2) ( 11+ 2) (21 6) ( 9% 0)
v 2* 0* 8 * 0* 1*
5000 22 * 0* 10* 0* 0*
15* 2% 7* 1* 0*
(13+10) ( 1+ 1) ( 8x 2) ( ox 1) ( 0=*x 1)
B tEet FR 2- AA 2- 2- AA 2- AA 2- AA
ug/ 7L —h 1 2 10 1 2
BIRER 358 170 402 258 90
apn=—3¥ 415 159 406 253 85
/S TL—h 404 172 503 260 91
_(892+30) (167+ 7) (437+57) (257 + 4) ( 89 3)
() eE R RE \
* HOAFTHEENRDLIE,
2-AA: 2-T) TRy
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M-1198

E %

2. 8. 4. T RS FuxiRI V72 ) ORGBURREZREDHEELRITA-D,
F o f ==X« NARY—1EEME (CHLIU) #BVWThEeERERRTERLE,

DI, BEFAREEERBRI A FIA4 AZED DK 10mM (ZHA% 75 2500 pg/mL & L
T, ARSI E EiE Lz, TOKER. SREAIREORBEME(L Tl 625 pg/mL UL+
DR T, SNMAREDOFERBEELTIE 313 pg/ml UL EORAE T, EHELBED 24 R
MIETIE 313 pg/mL S EOAET, EEHAEED 48 B QUE T 39.1 pg/mL L OB AT,
50% LA _E DO HIEREHIRIASEE O H v, 50%%@@%&@%&& (BIREE) IXAERRIAER DR HIE
HEAL T 464.273 pg/mL, IERBIEM(L TIE 184.036 pg/ml. EEHAIEED 24 BRRLE TIX
205.955 png/mL., 48 BERIALER TiX 33.500 pg/mL L EH & A, Zhi v, SRFRAREOR
SHEME(LTIX 625 pg/ml %, EFRFFAEEOIERBIEE(L TiX 318 pg/mL %, EHARED
24 BE[HALER CE 313 pg/ml % GEFHAAEREED 48 BRI TIX 39.1 pg/mL # B AR L LT,
BUFA 2 TARLUEE 5 RRARERE LRAKREBRELRT L,

REARFRROBR., SRMQEETIE. RBEEECROSERBEEL S bic ek
RE ((BEME) OBMIRDONEIoD, REAARERFOHBEESEML, RBEEL
TIXRBEE . FERMHEC BT R LE, £k, EFAEEICIEO TS, 24 BRAERE
U* 48 BERALER & & IS G ASMIRE (R8I OfMIIRD bnikd ok, REeFigERY
- OHBERBEML, EPEET Lz, —F. BIESRETIR, REKMEREORELFEN

RBoHohi, i, BEMBHCIBT I REAKHRE ((EEEd) OHRBIIE <« BIEOHTE
EENIZHY . &bICRBEROEREL A CThHok, o TRETEIIZERSE LD
rEZ bR,
REERERRICBO T, REKEERFOHBAR (TA) NERFLBREORBTEEL TIX
CBEREAE, FERBHSHHETRBEORRMSELNER, WTFh b ARKRENZEMBBD b
Dol OREBRRELER L, TOER. BEREROAHIEE/LICIVTIX, 320 ZTUF 400
pg/mL T TA EAEBELZ R LN, AREKFEHIIRD AR ok, REKRERBRORH
BBV TH 78.1~313 pg/ml CTAEIIEGHEEZR L. BRELBEKFHRSGOATY
Rl I EnD, BRENDHSZ EFRBSNE, —F, BERROERBEHILIIBT
i3, TA {Ei 9.88 ng/ml TiXEetE, 14.8 pg/mL TEREME. 22.2 pg/mL THHE. 33.3 pg/ml
TR, 50 pg/mL TEBMHEZ R L, 22.2~50 pg/mL TIIARBEFERIEIZED O Ao D
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M-1198

DO, 9.88~22.2 pg/mL Tix TA EOHREFHRMMBBD b, ThbOERM»ORE
RICHN 2 & AEBRBROREHBERFBRLIBUTH Y. RAGHERY OHRE
ERTHbOLAESNL, —F. REAKHRE (F5UF) OHRBEOEMIIVTHOL
BHECBNTHRD LR ok, HEHRRICEIT BB T, REKMERYOHEE
RBRVBOONT, T, BUERRRICKT SREKKHRE (B OHBAFIE~R
HEOHEREBENICH Y, S OICRBREROERMEE MR TH o7, > THRBULEIICERE &
nleboEEx oMz,

UEDRERNL, 20 3. 4. 4T FF e FaRiRyy 7= rit, ARBREETICBWT

BEAMANRE (M) OBRERFSRNLO0, BOLEAOHEREORRELET
L0 LHELE, |
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- ARER

#RAa L R HI S ER
D SN EE
SRR IC BT MR LD R % Fig. 1-1 XU Table 1-1 12, JERMEELD
R % Fig. 112 B Table 1-2 IR L7z,
(1) 5O%HNHEFE NI B
RMTEMEIL T 625 pg/mL LA EDOREET 50% LA L OARRATEIIH 23585 S, 50%4H
R EFE M HIIR E T 464.273 pg/mL Tho 7o, EIFRBHEHEL T 313 pg/mL LA LD
BE T 50%LA_ O HRBRISAAIMEI A58 8 D, 50%HBHIHEREINHIIR AT 184.036 pg/mL TH
Yo Y it
@) HRMEABET R R ORE
TR ELBEBEOHBORIELZ BN EFMET CHRE L, BIERIELLET S
&, RBEHEL T 156 pg/mL LA EDORE CHIRRO R EHENFED bh, 1250 pg/mL
P EOBETIHRRDE L Bbn 3 TEHO - OHIRREOBRERRAE THo =, —
. FFABEEHE(LTIX 39.1 pg/mL DL EOREE CRRROTERESED b h i, WIRIC X
HIERBEOREOBETIX, RMEMILTIX 156 pg/mL L EOBE T, IERBER/LT
i1 78.1 pg/mL U EOBETEABD O, ARIC X 2 HRYEOFTH OB T,
RBTEMEE R CIERBITEMIL & 12 2500 pg/mL THHARD bk,
2) AR |
EFTLBIEIC BT 5 24 BB OKE % Fig. 1-3 R Table 1-3 10, 48 ML OR
2% Fig. 1-4 R (® Table 1-4 IR LTz,
(1) 50%HhRaHIREFpH] IR EE
FARRHEREIHIIT, 24 BRLE TIX 313 pg/mL B EDIEE T 50%LL LD HRBEFEINHI
RO B, 50%AREAEIMHFIIRE X 205.955 pg/ml Th o=, 48 R CIX 39.1
pg/ml LA EDBE T 50%LL EDOHBSERIME A0 B, 50%HIA 810 H A X
33.500 pg/mL Tho7=,
(2) WRYHELEETROEEMIBORE
BHROELEBEOBBORIEZBISINAIEEMET CRE L, BEENEHELETS
b 24 BERIAETIE 39.1 pg/mL Bl EOBE CHIBORERERRD b, —F. 48
FERALER CiX 19.5 pg/mL B EDOBEE THIRB O EEENRFRS Bk, AIRIC X B15%E
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DERDBMETIL, 24 RrHILER U 48 FRILZE L b I 78.1 pg/mL utbﬁﬁﬁ*@’&‘{m
RHbhi, BRI XAERDEOTHOBR TIX. NMEHLROHERBEELE b
{Z 2500 pg/mL THHAZAD b i,

2. RBHREER .
SR ORE R % Fig. 2-1. 2-2, Table 2-1, 2-2, 3-1, 3-2 (0. EMQABEORE
% Fig. 2-3. 2-4. Table 2-3, 2-4. 3-3, 3-4RL%,
1 HBRMELEETIROER IR OBRE

HBRYELBFEOMBOREX., MIEEMHRROBE LIZERZETHo L, T2
b, HRDBELBBEOHRORKEZ BINMIEEEMET CRER L. BB LERTS
b SERSRIALERE ORBHERELIZ L T it 156 pg/mL T Iz, 313 pg/mL TIRESIC,
625 pg/mL TS HUICHIIROFEREAERD bz, SRMABEOERBEELIZBN
Ci% 39.1 pg/ml K T* 78.1 pg/mL T2, 156 pgiml Tikskiz, 313 pg/ml Tiid
ISR ORISR Diviz, EHEAERED 24 RRABIZB VT, 39.1 pgmL &
' 78.1 pg/mL TIIAAIZ, 156 pg/mL THEEFAT, 313 pg/mL TIXBEIZHRE O #ELE
1‘&7)32’3&) b, HEEAEEO 48 FAEBIZBV TR, 19.5 pgml TR, 39.1
pg/mL CiEEICHIE O RESIERED bk, ARICK 2FEROEROBE T, &
FERAAERIE DR BEML I3 156 pg/ml UL EOBRE T, FERBEME(L TIX 78.1 pg/mL LL
LDOBEE T, EEHEAIED 24 BRI T 78.1 pg/mL B L OBE THREAN LHRIBED
BRELBBED L, BIRICX 2ERYEAOHTHOBE TIL, GRFHRLERE K UL
Bk b IATHIZBS bhAadok,

2) WERE ‘

REREOWAE (TA) 1., EFRIAEEORBIEELTIX 625 pg/mL Tk TOX, 313
pg/mL T 7.5%. 156 pg/mL T 9.0%, 78.1 pg/mL T 9.5% KX 39.1 pg/mL T 3.0% & &
BHEDHERRETH D 5% L 10%KME1 5. BEDHERETH D 5%RMET LI, %
7. FERBHEMAIZBV T b, 313 pg/mL T TOX. 156 pgfmL T 2.5%. 78.1 pg/mL ©
4.0%. 39.1 pg/mL T 9.0% K% 19.5 pg/mL T 11.5% &, BHEOHEEETH S 10%LL E
»h, BHEOHREEETHS 5%KRBET LI, &5IT, EHRQEED 24 BELE T 313
pg/mL, 156 pg/mL K& Ot 78.1 pg/mL T TOX. 39.1 pg/mL T 5.5% % (¥ 19.5 pg/mL T 5.0%
LR OHIEREETH S 5%LLE 10%RFEER Ui, 7=, 48 BFHEAE TIE, 39.1 pg/mL
T 7.0%. 19.5 ug/mL T 2.5%, 9.77 pg/mL T 2.0%, 4.88 ug/mL T 1.0% KT} 2.44 pg/mL
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T 1.5% & RBHEOUEEETH S 5% L 10%:KEN 5, BRIEOHELEETH S 5%k
¥R LT, 723, HEFHAERED 24 BRJARED 156 pg/mL RO 78.1 pg/mL Tid. SR
HAREBIHG = 2o =72 TOX EHIE LN, TAIXENAEN 27.3 R 14.0% %R
L. ZHEUTORE 285 TARERENR HEROMMARD bk,

£40EBIE b b IR R OB BBRIC 51T 5 A B RE O MRS« BIER U
HOHEEENICHY . T-RBBROWRIE (Attached Data 5) & FMETH o7 L i
LRBITEYNCER SN LB B,
3) MR |

LAEKORE (B onREX, SRNEAREORBIEELTIY 625 pg/mL ¢
TOX, 313 pg/mL T 1.5%. 156 pg/mL T 3.5%. 78.1 ug/mL T 4.0% & % 39.1 pg/ml, ¢
15% & RIEDUERBETHS b%RBThol, Fi. FRBERLIZBVTI, 313
pg/mL CTOX. 156 pg/mlL T 1.0%. 78.1 pg/mL T 0.5%. 39.1 pg/mL T 3.5%K % 19.5
ug/mL T 0% & BEDHEEETHS 5BRBTh o/, &b, EHEARIED 24 B
B2 T3 313 pg/mL. 156 pg/mL X TR 78.1 ug/mL T TOX, 39.1 ug/mL T0%K ¥ 19.5 pg/mL
T 1.0% & BRUEDHEERTHS 5%RETHol, 7o, 48 BRILE T, 39.1 pg/mL
T 0.5%. 19.5 pg/mL T 0.5%. 9.77 pg/mL T 1.0%, 4.88 pg/mL T 0.5% Kt 2.44 pg/mL
T 0% & BIEOHEEETH D 5%RMTH T, |

FALIBIE L b IR BRI T AR EAMNRY (REE) OHBERIE B0
EEENICH D, E-RRIEROHEME (Attached Data 5) & FHETH o T &hEHRE
BRI EEEShEEZ N, '

HERHER
2% Fig. 2-5. 2-6, Table 25, 2-6. 35, 3:6 IR L7,
1) HBRPOHELEBKTROEEMRORE
WBENBBFOMBOREBLESAMAZEHMBE T CTREL . BEMBHE BT 5 L.
HRUHTEEALIZ BV TIE 205 pg/mL BTt 256 pg/mL Tix#A>Z, 320 pg/mL, 400 pg/mL
RO 500 pg/mL T MIBOREFEMENRED bz, ERBESEIICBWTIE 14.8
pg/mL K T8 22.2 pg/mL Ci3fhiz, 33.3 pg/mL BT} 50 pg/mL Ti3 40 B0 FidERt
HRED b, BRI IERROAROBETIE, REEELICBWTIRLARET.
FERMTEM(LIZ B8V Tik 33.3 pg/mL LLEOAETRBELDRY iz, AIRIC L DR
YWREOWTHOBETIE, IR LRI 2T,
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2) WER¥
S RE OHRR (TA) X, RBETEM(L TIE 500 pg/mL Tix TOX, 400 ug/mL T 5.0%.
320 pg/mL T 5.5%. 256 pg/mL T 2.5% % U8 205 pg/mL T 3.5% L BBHOHEELETH
B 5%ELE 10%KHN 5. RECHEEETHS 5%RBER Lk, Ti, FERBERILIC
BV Tl, 50 pg/mL T 6.0%. 33.3 pg/mL T 10.5%. 22.2 ug/mL T 12.5%. 14.8 ug/mL
T 7.5%. 9.88 pg/mL T 1.0% &1 6.58 pg/mL T 15%% ., BECHERETHD 10%LL
LG, BECHEEETHS S%RBERLE, ,
EAEIE L b IR OB R BRI 51T B R S RE O UBEILE « BIER OB
YEDHIERERNICHY . E-BEBEROERM (Attached Data 5) LREThH-Z &
LRBITEIICER AN L EX bR,
3) HHRE
SEO R () DB RIT, ABHEHE(E T 500 pg/mL © TOX, 400 pg/mL T 1.0%.
320 pg/mL T 2.0%. 256 pg/mL T 2.0% K U 205 pg/mL T 0.5% & BEDHEEETH S
5% CTdh o7, T FERBIEELIZCBWV T, 50 pg/mL T 1.0%, 33.3 pg/mL T0.5%.
22.2 pg/ml T0.5%. 14.8 pg/ml T 0%. 9.88 pg/mL T 0% % 6.58 pg/mL T 0% L&
HOHELETHS 5%KMTH oI,
FAEIE L b ICRERBEIC BT ARG AMIORE (S5 OHERIIE X EEOH
EREAICH D, FRRMERONRIE (Attached Data 5) &R Th ol 2 L LRE
I RIS L X DI,
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5 R

BRWEIL, REARERROSHFIAEE - ERBIEMLICH T, 195 pg/ml THIEE
BEATHMBEOHER (TA) SBEET LA, EELEED 24 RELEE U 48 BRELE
DRA—ARITBV T, TA RZATNEBERURIEY R L, RRUEICHT 5 RBEMOE
B E b IR R O IR RSN B EAIEED b b of, i, ERELEERE
fFEAERE L B, 19.5 pg/mL A ORBIZ BV TR AREFEIZIBRD OBV EDD TA
DEMATD b, BBELR L, ZhbORBENLRAMICHET S & . ARRWEOL
EABERERRMEIEBETH Y. BVEEREOBRELET 5 bOLHESME, —F.
LAEEORE (EHE) OHBEEORMIWTLOABEICBNTLRD AR T,

28, BERERIC BT AREAORERE ¥ ET MR CREARIRE EKE) o
HBBREIZ, WTHhOLIEEIZBWTS 5% KM TH o7, £, BHETRYWEO CP HHWIE
MMC %208 L7-HRTIE, REEBERFORELREESBOLNE, BT, 2Ky —L
B B R A AR A OHIBERE I LV 22 < | SEANR PORBRIEORE LR
B ohRPoT, ZTRALDIEhD, RETEIICERSN LD EEZLRE,

DEERERRICEVT, ENEABEORBIEEL TIERED, ERBIESEL CRBHT
DEEFBONIN, WIhOBE bIERE 2 AT 2 MIOMEE (TA) 12 REKFHH
AASERSD b A2 T Fe HRERBER % £ L e,

FOR-E. RERRBRORIEIILICIL T, 2 AR TR T L7 K TA B0 ARIKTES
RHIISERD b, REKRERRORBIENR(L L FGARENE L NERERER Sk,
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Table 1-1 Cell-growth ratio in CHL/IU cells treated with 2,3,4,4"-tetrahydroxybenzophenone
[short-term treatment:+S9 mix]

Cell-growth inhibition test

Stﬁdy type| Treatment and | Cell-growth ratio Observation °
S9 | time | Concentration | Plate | Mean | Condition Color of Precipitates
mix: (hr) (ug/mL) 1and 2 (%) of cells ¥ medium @ /Crystals ?
100 ® = - =
O(NC) 100 100 — — —
83 — — —
19.5 53 83 — — —
83 = = =
39.1 33 83 — — —
100 - — —
) 78.1 %3 92 — — —
) ) 66 - + Light-yellow —
+ 1618 b 156 83 75 + Light-yellow —
3 66 + ‘Orange -
é 313 66 66 + Orange -~
33 + Light-brown —
625 33 33 + Light-brown —
33 g) Brown —
1250 33 33 ) Brown —
133 b) 8 Brown +
2500 116 125 g) Brown +
Concentration of 50% cell-growth inhibition:  464.278 pg/mL
NC : Negative Control(dimethylsulfoxide)

a)
b)
c)
d)

The plate in the negative control group was regarded as a 100% growth.
The mean showed as a growth ratio against the negative control value.
Observation of plate at the end of treatment ,
— : Most of the cells were attached to the surface of plates and their shape was normal.
+ : There was discontinuity among a small number of surviving cells.

++ : There was discontinuity among apploximately half of the surviving cells.
— : No changes of color

— : Absence of precipitates/crystals

+ : Presence of precipitates
Condition of cells could not be observed due to severe precipitate of the test article.
These values are unreliable since adherence of precipitation at the bottom of the plastic plate
inhibited accurate measurement of the cell density.
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 Table 1-2 Cell- growth ratio in CHL/IU cells treated with 2,3,4,4"-tetrahydroxybenzophenone

[short-term treatment:-S9 mix]

Cell-growth inhibition test

Study type| Treatment and | Cell-growth ratio Observation ¢
S9 : time | Concentration | Plate Mean ™| Condition Color of Precipitates
mix i (hr) (ug/mL) 1and 2 (%) of cells ¢ medium © /Crystals ?
100 ¥ - — -
0(NC) 53 100 — — —
66 - - -
19.5 ee 72 — - -
66 + - —
39.1 o 72 - — -
- 66 ++ Light-yellow -
78.1 66 72 ++ Light-yellow -
: —f-': 50 ++ Orange -
-~ {618 'g 156 50 55 vy Orange —
- 33 ‘ +++ Orange .
E:g.. 313 16 . 27 +++ Orange —
16 +++ Light—brown —
625 16 17 4+ Light—brown —
16 ey Brown -
1250 16 17 +++ Brown -
50 o ++H Brown +
2500 50 55 o Brown "

Concentration of 50% cell-growth inhibition:  184.036 ug/mL

NC
a)
b)
c)
d)

: Negative Control{dimethylsulfoxide)

The plate in the negative control group was regarded as a 100% growth.

The mean showed as a growth ratio against the negative control value.

Observation of plate at the end of treatment :

— : Most of the cells were attached to the surface of plates and their shape was normal.
+ : There was discontinuity among a small number of surviving cells. _

++ : There was discontinuity among apploximately half of the surviving cells.

+++ : There was discontinuity among most of the surviving cells.

e)

g

— : No changes of color

— : Absence of precipitates/crystals

+ : Presence of precipitates

These values are unreliable since adherence of precipitation at the bottom of the plastic plate
inhibited accurate measurement of the cell density.
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Table 1-3 Cell-growth ratio in CHL/IU cells treated with 2,3,4,4'-tetrahydroxybenzophenone

[continuous treatment: 24hr]

Cell-growth inhibition test

Study type| Treatment and | Cell-growth ratio Observation ¢
S9 | time | Concentration | Plate | Mean ”| Condition Color of Precipitates
mix (hr) (ug/mlL) 1 and 2 (%) of cells ¥ medium © /Crystals ?
WO [T 100 = - T =
195 ;i 71 - - =
39.1 g; 64 . - =
B S ———
— i Lg 156 g; 57 - 82252 -
e i i
P e -
e R -—
o A [
Concentration of 50% cell-growth inhibition:  205.955 pg/mL
NC : Negative Control(dimethylsulfoxide) |

a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
¢) Observation of plate at the end of treatment )
d) — : Most of the cells were attached to the surface of plates and their shape was normal.
+ : There was discontinuity among a small number of surviving cells.
++ : There was discontinuity among apploximately half of the surviving cells.
+++ : There was discontinuity among most of the surviving cells.
e) — : No changes of color
) — : Absence of precipitates/crystals
+ : Presence of precipitates
g) These values are unreliable since adherence of precipitation at the bottom of the plastic plate

inhibited accurate measurement of the cell density.
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Table 1-4 Cell-growth ratio in CHL/IU cells treated with 2,3,4,4"-tetrahydroxybenzophenone

[continuous treatment: 48hr]}

Cell-growth inhibition test

Study type| Treatment and | Cell-growth ratio Observation ©
S9 i time | Concentration | Plate | Mean ®| Condition Color of Precipitates
mix (hr) (ug/mL) 1 and 2 (%) of cells ¥ medium © /Crystals ?
100 @ — — -
O(NC) 9 100 — — —
53 . + — -
19.5 53 55 " — —
46 + — —
39.1 o 48 - —= —
38 + Light-yellow -
78.1 38 40 ¥ Light—yellow =
% 30 ++ ’brange -
B 48 £ 156 30 31 ++ Orange -
g 23 ++ Orange -
é 313 23 24 +++ Orange —
23 +4++ Light—brown -
625 23 24 +++ Light—-brown —
30 +++ Brown -
1250 30 31 T Brown —
99 ) R Brown +
2500 8d 95 o Brown "
Concentration of 50% cell-growth inhibition: 33.500 pg/mL
NC : Negative Control(dimethylsulfoxide)

a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
c) Qbservation of plate at the end of treatment

d -

+ : There was discontinuity among a small number of surviving cells.
++ : There was discontinuity among apploximately half of the surviving cells.

4+
e) —

H -

+ : Presence of precipitates
g) These values are unreliable since adherence of precipitation at the bottom of the plastic plate
inhibited accurate measurement of the cell density.
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: There was discontinuity among most of the surviving cells.
: No changes of color
: Absence of precipitates/crystals

: Most of the cells were attached to the surface of plates and their shape was normal.
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Table 2-1 Cell-growth ratio in CHL/IU cells treated with 2,3,4,4'-tetrahydroxybenzophenone
[short-term treatment:+S9 mix] '

Chromosome aberration test

| Study type| Treatment and | Cell-growth ratio Observation ¢ :
S9 | time | Concentration | Plate i Mean ”| Condition Color of Precipitates
mix ; (hr) (ug/mL) 1and 2 (%) of cells @ medium © ICrystals ?
oNC) 133 ' 100 — — —
39.1 |53 83 = = -
g | 1 = 83 = - =
S I S e———
IR S ——
| e
PC = 83 = e =

NC : Negative Control{dimethylsulfoxide)
PC : Positive Control(cyclophosphamide, 14pg/mL)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
c) Observation of plate at the end of treatment
d — : Most of the cells were attached to the surface of plates and their shape was normal.
+ : There was discontinuity among a small number of surviving cells.
++ : There was discontinuity among apploximately half of the surviving cells.
+++ : There was discontinuity among most of the surviving cells.
e) — : No changes of color
£ — : Absence of precipitates/crystals

-104-



M-1198

Table 2-2 Cell-growth ratio in CHL/IU cells treated with 2,3,4,4'-tetrahydroxybenzophenone
[short-term treatment:-S9 mix)

Chromosome aberration test

Study type| Treatment and { Cell-growth ratio Observation ©
S9 : time | Concentration | Plate i Mean ®| Condition Color of Precipitates
mixi (hr) |  (ug/ml) 1 and 3 (%) of cells ¢ medium © [Crystals °
0(NC) igg 100 — — —
19.5 gg 80 ' — — —
g | 991 = 70 : - -
| T e e
e S e
3 g %0 = Oranss =
PC o 80 - = =

NC : Negative Control(dimethylsulfoxide)
PC : Positive Control{(mitomycin C, 0.05ug/mL)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
¢) Observation of plate at the end of treatment
d) — : Most of the cells were attached to the surface of plates and their shape was normal.
+ : There was discontinuity among a small number of surviving cells.
++ : There was discontinuity among apploximately half of the surviving cells.
+t++ : There was discontinuity among most of the surviving cells.
e} — : No changes of color
f) — : Absence of precipitates/crystals
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Table 2-3 Ceﬂ-growth ratio in CHL/TU cells treated with 2,3,4,4'-tetrahydroxybenzophenone
[continuous treatment: 24hr]

Chromosome aberration test

Study type| Treatment and | Cell-growth ratio Observation
S9 i time | Concentration | Plate | Mean ?| Condition Color of Precipitates
mix (hr) : (pg/mL) 1 and 321 (%) of cells ¥ medium ®© /Crystals °’
0(NC) igg 100 — — —
19.5 ;g 79 - — —
g | 8 gg 59 u — =
NPIR Iy e ——
e e
S B
P T I e - -

NC : Negative Control(dimethylsulfoxide)
PC : Positive Control{mitomycin C, 0.05ug/mL)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
¢) Observation of plate at the end of treatment
d) — : Most of the cells were attached to the surface of plates and their shape was normal.
+ : There was discontinuity among a small number of surviving cells.
++ : There was discontinuity among apploximately halif of the surviving cells.
- +++ : There was discontinuity among most of the surviving cells.
e) — : No changes of color _
f) — . Absence of precipitates/crystals
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Table 2-4 Cell-growth ratio in CHL/IU cells treated with 2,3,4,4'-tetrahydroxybenzophenone
‘ [continuous treatment: 48hr]

Chromosome aberration test

Study type| Treatment and | Cell-growth ratio Observation ¢

S9 i time | Concentration | Plate | Mean ®| Condition Color of Precipitates
mix: (hr) (ug/mL) 1and 2 (%) of cells ¥ medium © /Crystals ?

o(NC) igg 1 100 — — -

244 [0 100 = — —

E 4.88 gg 89 - / - S

— | 48 g 9.77 gg 89 — — . —

= i 195 7 6 : — —

39.1 e - = =

PC gg 89 = S -

NC : Negative Control(dimethylsulfoxide)
PC : Positive Control{mitomycin C, 0.05pg/mL)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
¢) Observation of plate at the end of treatment
d) — : Most of the cells were attached to the surface of plates and their shape was normal.
+ : There was discontinuity among a small number of surviving cells.
++ : There was discontinuity among apploximately half of the surviving cells.
e) — : No changes of color
) — .: Absence of precipitates/crystals
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Table 2-5 Cell-growth ratio in the confirmation test in cultured Chinese hamster cells treated

with 2,3,4,4'-tetrahydroxybenzophenone

[short-term treatment:+S9 mix]

Confirmation test
Study type| Treatment and | Cell-growth ratio Observation ©
S9 | time | Concentration | Plate { Mean ”| Condition Color of Precipitates
mix | (hr) (pg/mL) 1and 2 (%) of cells @ medium © /Crystals ?
100 a i — —_ —
0(NC) 195 100 — — —
i 74 + Light-brown —
205 T4 66 + Light-brown —
T4 + Light-brown -
ﬁ 256 74 66 + Light-brown —
) | 99 ++ Light-brown —
* 618 g 320 T4 7 ++ Light-brown -
v 74 ++ Brown —
B
400 74 66 ++ Brown —
74 ++ Brown -
: 500 74 66 ++ Brown —
99 — — —
- PC 99 88 — — —
NC : Negative Control(dimethylsulfoxide)

PC:

Positive Control(cyclophosphamide, 14pg/mlL)

a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
¢) Observation of plate at the end of treatment

d -

+ : There was discontinuity among a small number of surviving cells.

e -

) -
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++ : There was discontinuity among approximately half of the surviving cells.
: No changes of color :
: Absence of precipitates/erystals

: Most of the cells were attached to the surface of plates and their shape was normal.
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Table 2-6 Cell-growth ratio in the confirmation test in cultured Chinese hamster cells treated
with 2,3,4,4'-tetrahydroxybenzophenone
[short-term treatment:-S9 mix]

Confirmation test

Study type| Treatment and | Cell-growth ratio ~ Observation ©
S9 | time | Concentration | Plate | Mean | Condition Color of Precipitates
mix§ (hr) (pg/mlL) 1and 2 (%) of cells ¢ medium ¢ /Crystals ?
2 — — —
0(NC) igg 100 — — —
6.58 L 83 - = -
83 - = =
9.88 83 - - —
2 - ;
9 —_— —
el £ 14.8 e 75 - . —
% 222 & 66 - - -
B
33.3 50 . 58 ++ Light-brown -
) 66 ++ Light-brown —
66 ++ Light-brown -
50 50 58 ++ Light-brown —
PC = 83 - - -

NC : Negative Control(dimethylsulfoxide)
PC : Positive Control(mitomycin C, 0.075pg/mL)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
" ¢ Observation of plate at the end of treatment
d) — : Most of the cells were attached to the surface of plates and their shape was normal.
+ : There was discontinuity among a small number of surviving cells.
++ : There was discontinuity among approximately half of the surviving cells.
e) — : No changes of color
) — : Absence of precipitates/crystals
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