[EB TR O R

[14CIP092 ~ LA ERIE B M T = 7 A B /W2 1 mglkg O & CHEIEHE
ARII% S LTz & & OFETRED MR K QLS B EHERS . TR I OVE P HEIERAT OF
WHERRBATIEIC DD TR RIS R LTz, MiERRb A OS2 TERIloR LT,

@ )
o} * O OH
GJ\)LN O O NJK/D 2 _on
H H S
Mo g

58.4 mCi/mmol (2.933 MBg/mg)

(B~-1) [14CIP092 = LA L EREIEIRALE & e RE
#e51% 168 Bl TORLKDPEF ~D BFEHHERITZNZN 8.6% KT
30.8% TH VY . BT H[14CIP092 ~ LA L ERHE @ EHEHERR IS 13 2 it

ThDHIENRENT, . 5% 168 Bl E TOMEREDEIN R L, HHE
MR (40.9%) L IENEBEEREHE (51.22%) # &b T, 92.1% L EH AT,
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(F1) [4CIP092 ~ LA VB (1mg/ke) % VLV BRI B E R 54123817 5 R K&

OFE ORGHEE
Cumulative radioactivity excretion (% of dose)

0-8 0.6 - 0.4 = 1.0
-24 1.5 3.2 0.6 - 5.3
- 48 3.1 94 0.8 - 13.3
- 72 4.5 1534 0.9 -- 20.8
-96 57 19.2 1.1 - 26.0
- 120 6.8 232 1.1 - 311
- 144 7.7 26.8 1.2 - 357
- 168 8.6 308 1.4 0.1 40.9

=~ Not determined

MR T REIRE 133 575 5 01T 632.2 ng eq./mL /R L, #5% 24 R
IZ1% 61.4 ng eq./mL £ TIKT L7, #51% 24 FFRELIEIE 199.6 h DOH KA
B (t1/2) CEWRICIERT Uiz, mAE AU RE IR B 1T M ik A BedR E & bl L
TRRRE SUTEVME THER L. [14CIP092 ~ L o VERME X MERE 3 12 BAT L S
W EBHE SN, —F, MERR TR RERE TR GE 1 FHEIC 2.2 ng
eq./g ZR LIzD b, 5% 24 RERILAEIIMHIRARME L o 7c 2 &2 K
HEEOBITITL TN TH o7,
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1600

—te— Blood

---A--- Plasma

100

Radioactivity concentration (ng eq./mL)

10 F I SO JONE S5 DUNE WSS S TR TN SN JENK S TE SN SO NN O JUON VNS SN NN SN S S S SN U (N SN VUR SO TR SN T RTINS N S S |
t t t T T t 1

0 24 48 72 96 120 144 168
Time after administration (h)

(-~-2) [14CIP092 = L A v R (1mg/kg) % VLR BB 548 12331 5 ik
B O OO E R

(38,7-3) [14CIP092 <= L 1 »ERHE (1mg/kg) & VLV ER IR B EIE 54212381 5 ik &

QLI OBESHEW T A —F —
Radioactivity concentration
Time/Parameter (ngeq./mL)

Blood Plasma

5 min 632.2 320.0

1S min 300.1 167.9

30 min 217.7 134.4

Ih 190.3 1134

2h 143.8 99.3

4h 122.2 71.3

3h 107.2 68.7

10h 96.9 58.9

24h 61.4 52.8

48 h 56.5 48.4

72h 47.5 483

120 h 433 36.6

168 h 36.9 34.9

C, (ngeq./mL) 915.5 440.9

Yz () 199.6 223.3
AUC,, (ngeq.-h/mL) 9280 7785
AUCgy (ngeg.-h/ml) 19908 19030

Clyga (mL/Vkg) 50 53

Vd,, (mL7kg) 13811 16780
MRTyjn¢ (h) 2749 3193

a) The t,, was calculated using the concentrations from 24 h to 168 h.
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TR ERE I RSB OB TMELY bE . BT,
(16588.7 ng eq./g. #51% 1 efH) . BIF (14988.5 ng eq./g. #5-1% 168 I
M) ROV (14009.9 ng eq./g. 51 168 ) TITBEEIZEWRE DK
BHEENFE® biv, [UCIP092 ~ L A VIR DOMBBATIED B\ &L NRIE S 1
7o ETo, BB, MhE. FERE, T EEEZ < O/MERICIS W TR E% 168 KRt
WCEEBELZTRL, NEFE (ERTHEREIMEOEEH IR EHSED
51.22% ChHo7= 2 Eonb ., [14CIP092 = L1 VB T R A S < . 4+
~OHEMIIIEFIERTH D LB 2 bivlz, REMIZI W TIERER TH CLhiki)
B IEEEN T B, [UCIP092 < L A L EatE D BN A AR W iR i B
HDHT LRI NT,
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(#4) [4CIP092 v V1 VERE(Img/kg) & VL () \ZBEERRNE 5%

BT MR P HARE
Radioactivity concentration, ngeqg./mL or g
Tissuc (Tissue/plasma ratio)
lh 24h 168 h

Blood 1683 ( 187 ) 629 ( 135 ) 369 ( 106 )
Plasma 90.2 ( 100 ) 466 (1 100 ) 349 ( 100 )
Cerebral cortex 76.0 { 084 ) 752 ( 16l ) 1660 ( 476 )
Striatum 502 ¢ 056 ) 730 ( 157 ) 1162 ( 333 )
Hippocampus 72,1 ( 080 ) 684 ( 147 ) 1931 ( 553 )
Hy pothalamus 303.6 { 337 ) 1199 ( 2357 ) 2468 ( 7.07 )
Cercbellum B7.1 { 0957 ) 738 ( 158 ) 1872 ( 336 )
M edulla oblongata 563 ( 062 ) 647 ( 139 ) 1543 ( 442 )
Spinal cord 251 ¢ 028 ) M7 ( 0714 ) 871 ( 250 )
Pituitary 26245 ( 3242 ) 41615 ( 8930 ) 57859 ( 16579 )
Eyeball 80.6 ( 089 ) 2838 ( 609 ) 3760 ( 1060 )
Submaxilary gland 2096.2 ( 2324 2360.5 ( 50.65 ) 38329 ( 10983 )
M esenteric lymph nodes 1526.5 ( 1692 ) 22700 ( 48.71 ) 4501.3 ( 12898 )
Thy roid 48157 { 5339 ) 24173 ( 51.87 ) 8514 ( 2440 )
Thymus 991.7 ( 1099 ) 7492.9 ( 160.79 ) 25845 ( 74.053 )
Heart 7868.9 ( 8724 ) 48358 ( 103.77 ) 17355 ( 4973 )
Lung 16588.7 ( 183.91 ) 124993 ( 26823 ) 12687.8 ( 363.55 )
Liver 7905.0 { 87.64 ) 54102 ( 116.10 ) 39616 ( 113.51 )
Adrenal 7381.2 { 8183 ) 105304 ( 22597 ) [4988.5 ( 429.47 )
Kidney 10277.2 ( 113.94 ) 55249 ( 11836 ) 3965.6 ( 11363 )
Spleen 71659 ( 7944 ) 10878.9 ( 23345 ) 140099 ( 401.43 )
Pancreas 4581.9 ( 50.80 ) 4677.2 { 10037 ) 7198.1 ( 20625 )
Testis 3310 ¢ 3.67 ) 2442 ( 524 ) 7759 ( 2223 )
Artery 3458 (383 ) 2328 (500 ) 3335 (956 )
Skin 2394 ( 265 ) 2186 ( 469 ) 3276 (939 )
Skeletal muscle 15174 { 1682 ) 14832 ( 31.83 ) 521.8 ( 1495 )
Bone marrow 2238 { 248 ) 7708 ( 16.56 ) 863.1 ( 2473 )
White adipose tissue . B04.5 ( 892 ) 2204 ( 473 ) 3876 ( 1L11 )
Brown adip ose tissue 7547.1 { 8367 ) 9652.2 ( 207.13 ) 9032.1 ( 25880 )
Gallbiadder 1271.6 { 1410 ) 17951 ( 38.52 ) 11126 ( 31.88 )
Bile 3488.0 { 38.67 ) 14772.6 ( 317.01 ) 6306.0 ( 180.69 )
Cerebrospinal fluid 22¢ 002 ) ND ( NC ) ND ( NC )
Stomach —-{ - ) o ) 1196.1 ( 3410 )
Small intestine “{ - ) - -~ ) 27402 ( 7852 )
Large intestine w—{ - ) N T 1167.0 ( 3344 )

ND: Not detected
NC: Not calculated
--: Not determined
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(F#-5) [14CIP092 = LA B (Imglkg) 2%V () (CEEFIRNEER I T

% AR T B S AR =R
Radioactivity distribution

Tissue (% of dose)

lh 24h 168 h
Blood" 0.98 0.38 023
Cerebral cortex 0.11 0.09 0.21
Striatum 0.00 0.01 0.01
Hippocampus 0.00 0.00 0.00
Hy pothalamus 0.02 0.01 0.02
Cerebellum 0.01 0.01 0.03
Medulla oblongata 0.00 0.01 0.01
Pituitary 0.01 0.01 0.01
Eyeball 0.01 0.06 0.05
Submaxillary gland 0.15 0.17 0.21
Thyroid 0.03 0.03 0.01
Thymus 0.03 0.12 0.11
Heart 2.32 1.45 0.60
Lung 8.08 5.35 4.43
Liver 13.35 9.93 548
Adrenal 0.11 0.20 0.20
Kidney 3.59 229 1.11
Spleen , 0.80 0.79 0.98
Pancreas 0.69 .92 1.06
Testis 0.09 0.14 0.21
Skin® 2,18 2.07 3.15
Skeletal muscle® 60.89 61.98 22.10
White adipose tissue® 6.08 1.74 3.09
Gallbladder 0.01 0.01 0.01
Bile 0.27 0.68 0.28
Stomach - - 0.65
Small intestine - - 3131
Large intestine -- - 123
Contents of stomach - - 0.03
Contents of small intestine - - 0.37
Contents of large intestine - - 2.01
Total 99.81 88.45 51.22

a) The whole weights of the blood, skin, skeletal muscle, and white adipose tissue
were assumed as 6.0%, 9.4%, 41.4%, and 7.8% of body weight, respectively.
--: Not determined
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5.2. [1CIP092 ~ LA VBB T » M) B M 544 D EMBIIE Tt

[SEBF R UHE R

[14CIP092 = L 1 Vet % Z » b (Crl:CD(SD)) I 1 mg/kg ®AETHEA
HERAIRANFES-. 10 mg/kg O & T 23 BB EHG R IRNER S X 1 mg/kg DHE
THERROEE L & & O Mg K O o RE IR B HER It OB AT
WZDOWNTENEN TR L7z,

1 mg/kg 2IRFFIRNE G128V TR O BEIR 1 X & 5% 5 oo b & G514
48 WEfE & TSR REIREE D 6~11 f& & \WME THER L [14CIP092 11 Bk
ITHERBEWE O LRSI, £72. 10 meke/23 h BFHEEIRNEE BT
& MR U REIR B XM P AU REIRE L ¥ 12~16 (ERVVMETHER L7, —
J7. 1 mglkg & AFGICIIT D MR PR RERE (XFFIRN L 51% B I &
BEIIRST, MEPHARRELRSEH L VX 2HREORE CH T,

10000 ¢ g1V (Bolus)_1 mg/ke_Blood

3 --C==1V (Bolus)_1 mg/kg Plasma
wede 1Y (Infusion) 10 mgrkg for 23 h_Blood
-~A~-~1V (Infusion)_10mg/kg for 23 h Plasma
«g@—PQO_1 megfkg Blood
~-0--PO_1 mg/ke Plasma

1000

100 ¢

Radieactivity concentration (ng cq./mL)})

0 8 16 24 32 40 48
Time after administration (k)

(~-3) [4CIP092 « = L A VERE(Imgkg T v + (HE) (CHEHRE#%
W23V A i R O S P O R
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(38°-6) [14CIP092 - =V A v (Imgkg % T~ b () ICHEEREGH£IC
BB EOMIETHRBEL 77 ~axRXT 4 v I ARG A—F—

Radicactivity concentration (ng eq./mL)

Blood Plasma
Time/Parameter v v PO v v
(Bolus) (Infusion) (Bolus) (Infusion)
1 mg/kg ifizi/};g Imghkg  1mgkg lg};nzﬁg 1 mg/kg
5 min 3127 897.8 1.8 52.1 56.2 ND
2h 79.2 554.0 20.4 8.2 44.6 19.0
4h 57.6 477.4 39.5 7.6 374 33.8
8h 45.3 445.7 26.0 ’ 6.0 37.0 20.5
24 h 45.6 376.6 11.1 4.2 30.6 6.2
48 h 38.5 348.2 7.1 3.7 22.8 3.0
Crmax (ng eq./mL) - -~ 39.5 - - 33.8
tmax (1) - - 4.0 - - 4.0
Co (ng eq./mL) 331.1 - - 56.3 e -~
tyz (h)” 98.8 99.3 18.7 46.1 62.2 12.9
AUCo. (ng eq.-h/mL) 2424 19527 706 268 1500 472
AUCqinr(ngeq.-b/mL) 7956 69626 896 514 3562 527
CLiota (mL/h/kg) 128 145 - 1947 2845 -
CLiow/F (mL/Wkg) - - 1120 - - 1969
Vdgs (mL/kg) 17445 19037 - 125155 214311 -
Vd,/F (mL/kg) - - 30263 - - 36594
MRTo.inf (h) 138.4 132.1 30.3 64.4 71.6 20.6
Fa (%) - - 11.3 “- - 102.5

Data are expressed as the mean of two animals.

a) The ti,2 was calculated using the concentrations from 4 h to 48 h.
ND: Not detected

--: Not applicable

Fa = (AUCq.ing p.0./dose) / (AUCq.ing i.v., Bolus/dose) = 100

PLEORERNS . BOkE5#%, [4CIP092 < L A ERMEIZIARPNIZIRIN X415
B CIELEIER) B A5 T MERBATIE DR WRE S ER S TS Z &
DHEE I T,
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F7m. DWTHOBRESREIZBWN T, &“EM& 48 BRI TR, ZE TR,
FERRE Y X, BRRAR, BORR. A, ATl . MR R OV C m AE
FCETREIREE D 100 fZLL E DB EE wu&)%n FFEA~DOBEWBITHEDRO b1

Fro FTm. KRN OVIIMIS b ML PR RIRE L 0 b E W BERRERFRD b T
WBZ EnD, [1UCIP092 ~ LA VR IZ AR RIC B BITT 5 2 & D3R
=iz,

(FA7) [4CIP092 < L A v EEE(Imgkg % T v b (HE) \CHEEERERIZBT

DA RN RE
Radioactivity concentration, ng eq./mLorg
(Tissue/plasma ratio)
Tissue IV (Bolus) IV (Infusion) PO
1 mg/kg 10mg/kg for23 h 1 mg/kg
Animal No. Animal No. Animal No.
01101 02211 03321
Blood 397 ( 1018 ) 4079 ( 1952 ) 100 ( 455 )
Plasma 39( 100 ) 209¢ 100 ) 22 ( 100 )
Cerebrum 723 ( 1854 ) 2921 ( 1398 ) 171 ( 777 )
Cerebellum 193 ( 495 ) 2957 ( 1415 ) 101 ( 459 )
Pituitary 4317.8 ( 110713 ) 521969 ( 249746 ) 3854 ( 17518 )
Submaxillary gland 28550 ( 73205 ) 273255 ( 130744 ) 946.2 ( 43009 )
Mesenteric lymph nodes 5855.8 ( 1501.49 ) 69303.2 ( 331594 ) 21527 ( 978.50 )
Thyroid 2951.7 ( 756.85 ) 328764 ( 1573.03 ) 7383 ( 33559 )
Thymus 1826.8 ( 46841 ) 145766 ( 69744 ) 2782 { 12645 )
Heart 1102.7 ( 28274 ) 137469 ( 65775 ) 2138 ( 9718 )
Lung 84267 ( 2160.69 ) 1614364 ( 772423 ) 1539.5 ( 699.77 )
Liver 30942 ( 793.38 ) 379545 ( 1816600 ) 13122 ( 59645 )
Adrenal 13870.9 ( 3556.64 ) 95579.5 { 4573.18 ) 23663 ( 107559 )
Kidney 5296.4 ( 1358.05 ) 62073.2 { 2970.01 ) 4950 ( 22500 )
Spleen 13562,1 ( 347746 }  201967.0 ( 966349 ) 12307 ( 55941 )
Pancreas 21370 ( 54795 ) 175922 ( 84173 ) 3259 ( 14814 )
Testis 621 ( 1592 ) 4724 (1 2260 ) 162 ¢ 736 )
Skeletal muscle 5186 ( 13297 ) 40848 ( 19544 ) 1392 ( 6327 )
Bone 7129 ( 18279 ) 15025 (1 71.89 ) 869 ( 3950 )
White adipose tissue 1797 ( 4608 ) 2390.7 ( 11439 ) 140.7 ( 6395 )
Cerebrospinal fluid ND( NC ) .6 ( 608 ) ND{( NC )
ND: Not detected (<0.7 ng eq./g)
NC: Not calculated
25
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5.3 P092 « v LA VERIEDOY /ZEITAEE (RO - 8k &5#%omiEd
K ORI th o> PO92 & FE I E 2R

[EB G HER U R]

P092 < LA VIR A V11T 250 mg/kg OB CHEEIROEEH 5T 40
pg/ml, 25mg/kg, 100mg/kg BIEFRNEE LT & & Ok &k OBMEREK
H1D PO92 JBEEIZOWT, MBOBETITEE% 1. 2, 4, 8 KU 24 BifE], ¥Rl
NEETERE% 54, 2, 4. 8 KN 24 B[l Z Ll e E st L=,

P092 < LA VB % 2 250 mg/kg DA ETHER DS LD
TR OB R IR S 1) DR R L 2 LA IR T,

(£°-8) P092 = LA VBRI &V /Viz 250 mg/kg DI B CHERR OB 5% oMK%

Ui RER T P092 B
Dose Animal Plasma concentration of analyte (ng/mL)
(mg'kg) No. 1h 2h 4 h 8k 24 h
10101 8.27 7.23 8.72 BLQ BLQ
250 30101 9.10 12.6 11.7 6.39 BLQ
Mean 8.69 9,92 10.2 BLQ BLQ

BLQ: Below the lower limit of quantification (< 3 ng/mlL)

Daose Animal CSF concentration of analyte (ng/ml)
(mg/kg) No. 2-4h 24 h
250 10101 BLQ BLQ
50101 BLQ BLQ

BLQ: Below the lower limit of quantification (< 5 ng/mL)

—J5. P092 ~ LA VEEHE &V UiZ 40 nglkg ERINFEE S L7814 (No.50101)
BV, W OBRME AIZBWCH M REILERBRLUT Tho T,
Fo. MEHIETREICOWTEL, WThoME @) KOBEERA > Mok
WTh, EERFUTTHoT,
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(F&N-9) P092 < LA VR % Y V24 Fl B CHUEIR IR B 512 0 ik & UM &6

& P092 ¥R
Dose Animal Plasma concentration of analyte (ng/mlL)
(ug/kg) No. 0.083h 2h 4h 8h 24 h
40 50101 BLQ BLQ BLQ BLQ BLQ
Dose Animal Plasma concentration of analyte (ng/mL)
(mg/ke) No. 0.083 h 2h 4h 8h 24 h
25 50201 768 146 737 26.6 BLQ

100 50301 247000
BLQ: Below the lower limit of quantification (< 5 ng/mL)

Pose Animél CSF concentration of analyte (ng/mL)
(ngrkg) No. 2~4 h 24 h
40 50101 BLQ BLQ

Dose Animal CSF concentration of analyte (ng/mL)
(meg/ke) No. 2~4 h 24 h

25 50201 BLQ BLQ
BLQ: Below the lower limit of quantification (< 5 ng/mL)

—BERFBIZ DV TIE, 100 mg/kg BE (No.50301) (2B W T, #ERE 5 v 7|z
FVFE LTz, BRI B EORMAFRD HNT-Z &b, WIc kb5 9 v 75
LBz, 25 mglkg BEOEM) (No.50201) (22T HIFMAERD HiLl-3, &
BIERITEEO b o7z, 40 pgkg BEOEMW) (No.50101) DWW Tk, HE+
NREBRFEIIFRD Lo T,

JRERLRR RO A TIE, 25 mg/kg BEZISUW TR LF R ERIZEAGRD B,
YIBREDZEL L B X b,

6. (Z) EHICET 28R BRXSLLSI AT 4= R)

6.1. P092 < LA UERIED T v MBI D 4 78 [H [ BRERAR N % 5335

[EBRFHER O E]

P092 v LA V% Z > b (Crl: CD (SD), MERES 6 PL/EE) 12, 0, 1,
10 X O* 25 mg/kg OHAET, 4 BMMEGFFIRNZES B 1E) L, BEnsdEE
ALz fEsd Llc, B ITRIBFIRICEE L T — T &0 LTITV, SR
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TTEELE 5.42 mL/kg/h OFEE CEER S (89 23 FffE) L7, BHRE
1L 125 mL/kg & L7z, *XPHREE (0 mg/kg) ([CidiER (EHEHABER) OA%ES5
Lico £7c. 774 MRE (MERES 5 UL B &%, FIE R OB 5
D P092 D MAEFREDHERS 2 RFTT 5 & & bic, RS E4EEE) %
48 [ DR ML (I BETR P O MR EE & |IE L7z,

FDOFER, 10 mg/kg FEOHKE 3 51, 25 mg/kg BEDOHE 4 4, ME 6 FINIET LT,
FERITNT IS G507 — T VIERAHE DO KEARD S oML & &z 6z,

—OREBBIER Tk, BB TEE D DEFICRO b,

FRETIIHET RS RFITFEO 0o Tz,

(F=-1) 4 BHEMBRBREEROT v MEEOKERER

Bodywaight ()
Sax Maks Dizyisl Relative
to Btart Date
1 ] 15 & 258
[ matkg Mean | 34400 1Y | 37000 1 | 40727 & | 43388 ¢ | 43335 10
S0l 1508 2570 402 KK 1Ee3
N £ & B 8 b
1 mukg Mear | 34530 3705 k] 47518 430
sol Www 2753 3292 3223 3342
N & B 8 2 &
10 makg Wean | 347 85 R 3539 43420 41323
S0 1415 2610 4278 47 4151
H B B B 3 3
25 mokg Mean | 34313 JF2 85 357492 43405 40013
B0 1336 1433 2513 a9.04 2478
H & B 5 4 3

T i iy §-7 i R & SR —— 9 - >
Hatistical Test Denaralized AnovalSncova Test Transformation: Suomatic
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Bodvwzigh: (g)

e Female Dayis) Felative
to Btart Dats
1 g 15 2 L
{Fmofky Mear | 23728 11 | 24597 1 | 25723 1 | 2670 ¥ | 3707 p
3o} 105 141 1211 14.23 1455
M £ & 8 g £
1 mgkg Mesn | 23180 24583 254 35 2E443 el 2
50 ) 1450 S 8.5 T 1195
H & & & 5 £
10 makg Mear: | 23750 24630 VaTRILS 20017 78
S0y 1319 1849 iR 2350 1654
h & € & g B
25 maky Mear. | 23603 2hzel 26218 2B A= -
| 1202 1823 2708 -
W £ & 4 1 -
Statistica) | st Generaliesd Anovahnoavs 186t 1ransformaton: Sucmatc

BEEEDOBEA 2, 10 KO 25 mg/kg BEORET, 5 4 BIZRD Bz,

(F#2-2) 4 BHMREIREE®RO T v MEORERHER

Facd Mean Daily Consumption {gday)

S Male Dayls) Relative
to Start Dats
1o § &+ 15 Hed? | 2 H
0 mokg Mean | 2757 1| 21 0} 213 e ) BR P
a0 155 a7 142 144
H £ B ¢ 8
1 kg Mean | 2702 2887 230 a0
30y A 212 155 217
M & & g g
10 maky Wean | 2658 2408 2650 A
abl 207 351 255 215
H & & 3 3
25 makg Mear | 2803 2 H H23doe
3] 2% ix 233 708
M & 3 4 4
Statieica | €5t DENStalized ANovaANCOVE 188t 1 ranslormaton. Auwomatc
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Facg Mean Daily Consumption {g/day)

Bexn: Female Dayls) Relative
to Start Datz
T8 By [ 5@l | 2007
0 metka Mean | 1983 I | 2028 1 | 2116 b | 2095 ©
sof 116 163 139 184
H ) £ 5 5
1 mgfky Mean | 1458 1957 97 1840
30 1.54 158 1.7% 1.80
H & 5 5
10 mykg Mean | 1958 1954 20.26 16,24
so| 1w 170 154 185
N g & 5 §
25 maky Mean | 1921 1825 211812
so| 23 282 _
N 6 4 1

— F - " -
Statistiog Test Genarglized Snovaldroove Test Transformation: Automatic

MEFEAIRA Cid, Mz £ 5 & B & mEm & O HEkoE s, 10
F O 25 mg/kg BEDOHETRD bviz, MEIZBWTHRERIZ, ~~ 27 Uy ME
DIETH 1 XN 10 mgkg B TRO bV, MEHFHRRABEZTRONBEDD, ~
E7m e UREORMEER L CEFREROEIMER L C b DHERTRD D
N7,

(#—--3) 4 BREIMBREREESRDT v MO MEFZHRE

Dayis} Relative to Start Date

Sex: Maie Hematolegy
Fzd Blgod |Hemogiokin | Hematoert | MOV MCH MCHC Piatgler  |Reticwiacye BT AFTT | Waite Blood [ Lymphcoyte
Cell Dount conc. Count Sell Count
{1084 {gel} (%) i} i fyiel} {3 (%) {se} {sect 03 1%}
2% 2% 2 2% 29 P 24 2% o8 2 22 24
0 =gk Mean | 8243 R | 1585 R | 4398 Re| 5338 1 | 1BY3 = | 353 R MEE) RY| IS RY| 432 8 | 1525 B | 97e8 £ | FOR3 B
0| £38 an 156 15 828 051 473 5593 938 a7s 2358 787
N 4 § £ 8 4 & & 5 3 £ § 3
1 mokg Mean | 7.347 1505 4257 5358 1893 3537 11383 4257 838 (LA 13228 &2
ol IR 294 258 181 043 35 73 697 428 .58 4244 448
N 3 5 3 & 5 & g § £ & 3 §
T rgkg Hean | 5,135 375 & | B30 | 5950 CES RS 570 885 | 17045 TE5ad
0| 3543 372 1658 877 914 435 5442 15258 028 021 3553 1775
N 2 2 2 2 2 Z 2 2 2z 2 2 2
B Wean | E9%5 oF | 1285 o | 3670 & | 5245 | 1835 | 3505 |15 | 7400 35 @ | 1465|836 | 42dsac
sp| 62 407 071 054 649 248 5385 3513 47 282 7439 HikH
N 2 2 2 2 2 2 2 2 2 2 2 2
30
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Sex: Mals Hematclogy
Meutroghil | Eosincphil | Basophi! | Monocyte |Lymphooyte | Newrophii | Ecsinophil | Bascohl | Monocoyle
%3 %) %) %3 AL | L | 0%l | a3y | o0l
2% 79 29 2 p 28 29 29 79
mgly Masn | 1892 4 208 ¢ 49z 1 DA OGO} TTEZ v 1357 L) QB 0 | 0402 v | 035w
20 735 432 (.04 &7 2019 (3% 070 000 8.073
Y 5 § & & § & & g 5
1 moke Mean | 1470 1.23de? 000 287 107z 1585 1158 0402 382
S0 B2 021 Can 450 3352 (a7 30632 0.004 0478
] g 5 [ 8 5 3 £ 5 4
hmgky Mean | 42100 10 o .00 255 3.3%5 B0 df | 0155 0.000 0.395
ap | 1937 .85 5o 478 PALT 7.32% R 0.000 8.108
N 2 2 2z 2 2 2 2 2 2
2ok Mean | 35100 0.85dd G0 140 7500 10545da | 0118 0.004 3.238
ap | thas 221 oG 85 1329 E08B kA 2008 (008
H 2 2 2 2 2 2 2 2 Z
Dayis) Relatve to Start Date
Sex: Female Bematology
Red Bicad | Hemegickin | Hamatsorit MV NMCH MCHC Pisler | Reteulocyis BT APTT | Waite Blood | Lymphocyis
Cell Cournt cenc. Ceunt Cell Count
ik igiels %3 dl ipgt {gioly A3 5 ised) tsegh RLxTE %}
2% 2% 2 2% 2% 23 23 F2] 28 px] N i
0 ergke Mean | 7602 R¥| 1492 R'| 4342 RY| 5452 R*| 683 B | 3803 R [ 1EZRA B | 3202 1| 833 5 | 1385 B | RM8 ¢ | BAT B
30§ 0431 478 213 136 433 044 4389 0.55% 241 14% 294 323
B & 3 & 8 3 [ 5 5 3 [ [ 5
HE e Mean § 7.228 138 3587 o | 5378 1923 3575 13417 3538 547 1443 457 TE3
30§ 0236 954 56 143 851 Q0 1283 1372 957 123 2433 AT
N 5 3 & [ [ g a & 3 [ 5
1 moky Sean | 6557 1268 B | 5B 1947 3450 11347 10408 337 1483 11833 7240
;] L9 351 752 1059 343 3% 3404 17475 424 .82 2857 1853
N ] 3 € [ 3 [ g 5 & [ 8 5
Cray(s} Relatve to Start Dale
Bex: Famale Hematclogy
Meutophd | Eosinophdl | Basophil | Monooyte |Lymphooyts | MNeupophd | Ecanophil | Basoghil | Moncoyie
(%1 %4} ] A03ull | 0G0 | 036l | A3l | 000
25 2% 2 29 2% 2% 29 24 7%
0 moyke Mean | 1118 U 140 @ 04G R2 258 1 | Y200 # | BWE L] 0120 = | DOOG R BIIT ¥
2D 08 24 0.0 G20 2809 030z 3.452 G000 105
N 3 3 & & 5 £ & 5 [
t mgke Mean | 1947 174 000 n* 245 705 203z 2.158 0408 n* | 237
ap | was 43 G0 (153 1075 1541 0638 G000 4110
N 5 g [ 8 3 [ 8 § [
B mgky Mean | 2412 132 000 m*| 247 3.047 ny 040 0o00 ne | 0312
30| ‘648 394 3.00 133 0545 273 a.697 G.a00 214
H 3 5 [ & 5 [ 6 5 [
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AL A& Tld, ASAT, LDH, vGT. 2 L7 Fv % —8, #t
YAy, REEHE, 7 LT F VORI, AIGHREOT LT IVOET, o
1. a2 BZET7 Y ORI, WiESRY Y AROS Y Y AORM, M7 o
—AOE T 10 &5\ 25 mefkg BEOBE TR STz, MBSV TH, Hidt
AP S IR CIE AV b DD . ASAT. LDH., vGT. /L7 F =1 %

F—F.
7=,

REV L EDOBEME T VT 2 o OETA 10 me/kg B TRO iU

(F£-4) 4BFMBRBIRERERDT v MEREICR T 5 KA ERIRE

Day{s} Relatve to Stari Date

Sex: Mas Biood Chervistry
ASAT ALAT ] Gamma BT ALP Creatine Total Urea Craalaing | Glucoss Phespholipid
Kinaze Hifirnsbin Nazogen
(8] Uiy [ i8] i Uiy imgel) {mgydly ime/dly imgiol} {earty
25 i) 24 2% 38 FE] 3 2% 28 ] 2% i
{} mgkg Mazan | 043 RT3 OFE | 18481 931 10 = | 518 Lt 0OT £ | BB 420 B 1208 E 5IT & 862 B
s 197 4 42 04 581 555 003 189 42.80 41 38 i3]
N 3 ] 3 8 5 £ 8 5 & 5 & &
1 myfke Mean | 32 243 1598 93 4812 2058 008 1432 kil 1202 853 343
3D | 128 &5 kit 094 kAl 551 [pis 243 400 113 38 pis
N 3 § & 3 5 & & 8 & & 8 5
B kg Mean | 2308 475 35 ok 13 5120dd* | 8470 d* | 020 2255 & T & 1033 549 550
sD| 2303 223 1890 a7 382 7227 014 450 9407 183 35 57
N 2 2 2 2 2 J 3 2 2 z 2 2
?Emgkg Mean | 1360 285 1880 75 & | 5020 1825 013 640 930dds [ 1053 445 7z
| 98 L9 487 21 83 403 0o7 635 460 08 a7 42
N 2 2 3 2 2 2 2 2 2 z 2 2
Day(s) Relalive to Stari Date
3ax Male
Trgiycerds AGRato | Albumin Alphal Aloumin Alghal Aighal Bata
Giokulin Blekulin Globulin Blokaln
{madls %) 3 fgiel {gidL) {ghdly Izt
5 i & 25 2% 23 ] Fi 24 ] 28 ]
0 mokg Mean| 153 ¢ | 537 0 | Q97 0| 4883 ¢ | WEZ e | B2 P | W2 v | R e | NP tEr ) s 103 ¢
30 73 927 224 459 378 108 124 248 421 02¢ &07 012
N 3 § 6 § 5 [ 5 4 B [ & 3
1 mykg Mean| 145 515 0387 4988 872 873 1685 582 345 115 454 104
an 19 213 G148 330 125 147 143 154 422 047 210 014
N § & § 8 3 8 g € £ ] 5
gk Vean | 230 585 | 0345 & | R35de | 2520 &8 | 148bde | 220508 | 340 202d¢F | 148 Tasae | 129
3D 57 084 049 265 212 410 247 240 034 0.28 815 052
N 2 2 2 2 2 2 2 2 2 2 2 2
TS mag Mean | 115 X 8540 oF | 3450de | 2310 M5 | 2325 | 450 705dc | 139 TaBa® | 1 Mad
3D 35 242 ANK] 453 127 032 047 248 a12 017 12 053
N 2 2 2 2 pi 2 2 2 2 2z 2 2
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Day(s} Refatve to Start Date

3en: Make Bigod Chemighy
Zamma Ca inotganic Na K Gl
Globulin Pheaghaorus
{aidl) {mgfdL) imefdid fmmolbiLy | fmmell} | immeolL)
e 2% 23 25 28 24
Dmghy Mean| 038 ® g e QI3 M | M55 b | 4T P | MBI
3o 418 915 0.54 a5 12 48
N 5 g 4 5 5 £
§ mykg Mean | 038 993 47| 333 1455 £33 1052
3 ALY 415 044 0e £15 04
N g 3 6 [ 5 &
Wmgka Mean | 011 350 370 1455 435 1ed
30| 28 a1 014 a7 (35 14
N 2 2 2 2 2 Z
5 maky Mean | 028 355 845 470 g | 475 ot | 102Bdae
2| 418 447 0.2% a8 (] o7
N 2 2 Z 3 2 2
Day({s; Refative to Start Date
Bex: Female Biced Chemisiry
ASAT ALAT (it Garmma 5T ALP Crealine Totat Urea Craatning | Glucase Tetal  |Fhosphclipid
Nittogen Cholestera!
(8] (58] ) UL ) imgdi} imydLy imgldl} imgdly {merdls
2 28 2 29 i E5) 23 28 2% & 25 2%
0 mgke Mean | 903 UF 78 F a7z v 16| 2200 8 | 12 R GO3 U | 57 = a2 R | 1Bz e ERE IR I 1
ol 218 35 83 Bl 819 288 (05 215 a04 7 193 M
N 5 5 8 [ 4 3 3 5 & B § 5
ke Mean | W47 282 248 i FiES] 1085 I 1825 427 W5 & &40 4123
sof 1B 43 43 gk 762 135 B08 349 405 35 k] 145
N 5 5 [ § 8 ] 5 3 3 3 5 3
Himakg Mean | 1353 282 2228 15 RiEl 1257 212 1850 axn 1490 E10 €087
o g a7 2562 i8 1452 158 [FR] 345 405 124 153 288
N 5 5 3 § 3 € 8 3 £ 3 8 ]
Dayis} Refatve to Start Date
Sex: Famale Bisod Chemistry
Tegiyceside Tatal AGRato [ Albumin Fiphat HlphaZ Beta Bamma Albumin Apral Alghal Beta
Protein Ghakulin Glokulin Globidin Ghobuftn Globulin Gickulin Sokulin
fmgdL {o'el} % ) (% %) %0} fgfal} gLy {aidt) {eddt}
28 28 23 29 24 £] 2 28 28 29 28
G gk Mean] 187 % 650 B | 1288 P | B35 p | M B 427 R3 | 1513 ¢ 797 e KR B 299 ¢
30 85 43 fALY k] 163 1143 112 187 a17 295 G o612
N a § & g 5 3 § B & € 3 a
1 myke Mean] 13 459 1820 4545 1585 d* | 472 17372 887 323 d* ) 142 083 i1
30 40 03 8219 an 280 56 248 141 021 823 005 423
N 5 8 6 3 g § g 5 & 6 g 5
gk Mean] 183 542 1822 4843 far 122 1847 532 315 5% [ 113
=) 39 029 0.369 975 322 388 k] 150 054 22 0.23 pA|
M 3 3 £ § g & ] 3 € 2 5
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Day(s} Relative to Start Date

Sy Famale Blood Chermistry
Gamma Ca Increanic MNa K 1
Globulin Phceohomus
fldt} Imgidl) {mfdl) {mmalily | fmmebl} | immell)
24 39 2 24 24 &
0 mgke Mean 052 ¥ 985 B 742 1| 82 1 gz # | 1088 n
b b4 045 059 1.2 0621 12
N 8 g & ] 8 £
! myks Mean 4¢ ENE 7o 1433 412 d* | 106l
an| 412 1431 (LX) 37 023 25
N 5 8 3 ) ] [
Uregky Mezan| 041 958 157 1453 480 1076
b & 412 0.35 1% 614 K
N 8 5 [ £ 8 [

HEEEAE TR, BROEEER CFEXTEEOEMND 25 mg/kg FEORET
RO BN, HZBWTYH, BiEOMEXTEZEOEMD 10 mgkg # TRO LI
776

(R-5) 4 BEHMRBEIRRERD T v MR 5B EERDOE(L

Day{s; Relative to Start Date

Sex: Mals Organ Weight (Rath
Final Erain Brain Phutary | Pltutary | Thyroids | Thyreids | Thymus | Thymus | Submand | Submand Lungs
Body Waight Rato Ratic Batie 3l Gls
e g (%] gl (1035 imgd (g (10038} Ratio (g
& %}
] 24 23 24 24 i 2 2 28 23 23 2
0 mgke Mean [41813 2 | 2015 1 [ §51T 0 | 1530 ¢ Wy | W 504 11| 4233 ¢ | 10204 ¢ | 0740 v | Q82 ¢ | 1603 ©
30| 3208 b0% 5038 12 &1 92 6% 1265 18 3138 0424 A7
N § 5 g 5 5 [} ] 5 & £ § 5
1ogkg Mean | 40873 2087 8512 1527 iR 2838 £.36 348 8377 4733 a7 1540
S0 | 3276 L7 it 138 020 65 125 85% 1708 a1 0013 G083
N g 5 g ] @ 6 b 5 & & 3 &
O kg Mean | 39103 2143 [ 553 1240 38 2173 561 2450 8187 3830 0377 1830
30| M2 L.080 0038 1% 038 293 083 934 1955 [y 09052 6og2
N 3 3 3 3 3 3 3 3 3 3 3 3
By Mean | 35755 2130 §556 1545 338 243 538 2430 8232 277 0.1%9 1780
3D 8% 0042 2025 jiae) 213 £36 £78 438 971 3657 Pl 0184
N 2 2 2z 2 2 2 2 2 Z 2 2 2
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Day(s) Relaiive to Start Date

Sas Make Organ Weght iRaty
Lungs Hear Hean Liver Laeer Splzen Kidneys Kidneys Adrenals | Advenals Teatae
Ratie Rato Ratic Rato Ratie Rato
H @} %) al ey i ) ] %} mgh | AR [
28 z4 24 P 29 il Y 25 2 26 53
Gmgke Sean | 0336 ¢ 138 ¢ | 0323 0 | 9807 | 2353 e | O Q182 9 | ZBET B | 0BBE £ ) 5983 1 | 165 1 | 3305 F
30| o 0ee7 a2 4522 0133 0152 4028 0312 G043 1362 258 8207
N & 5 & 5 5 £ § 5 & 3 g 3
mgke Mean | 0378 1272 031 942 231 033% 4204 278 G883 5627 1681 3362
D] oaas A 443 {847 0387 0168 3040 0,485 5032 12% 138 {AEH
H 8 5 & g 5 3 § 3 & E & §
Mean | 0419 133 0338 16610 2575 1270 d= | 9335 e | 233C G.734 [OEE] 1B 3663
3D | A28 0081 fikicH RE] 0272 0427 3342 G187 (e .23 413 83%
N 3 3 3 3 3 3 3 3 3 3 2 3
B emaky Mean | 0439 o°| 1278 0329 4725 2509 0840 4243 3460 d* | 03%de | 7790 069 3009
sShy 043 0049 GH04 921 i%is) 0158 4057 2341 0058 3 638 0042
N 2 2 z 2 2 2z 2 2 Z Z 2 2
Day(s) Relative to Start Date
Sex: Male Qrgan Weish: (Rat)
Testes Srestate Prostate
Ratie Fato
@) i) %)
29 2% 2
0 mgkg Sean | D774 1 | GE20 B | 2150 ¢
3D | 0475 4082 GL23
H 5 g 3
mgke Mezn | (508 L7335 G178
SD| 0058 209 G041
B 2 5 &
10 mgkg Mean | 0780 LA77 612t
30| 017 0.105 G414
N 3 3 3
B mghg Mean | 0774 {585 15
SD| 0008 4078 G0e
2 2 z
Dayis! Relaiive to Start Date
Rex: Famale Organ Weight {Rad .
Final Srzin Brain Piudary Piugary | Tmwods | Thyroids | Thymas Thymus | Submand | Submand Lungs Lungs
Body Waight Rata Rase Rata Ratie Gis Gls Ratio
{gd [¢H (%} {ma {(x1p3%) {mgl [y ENE ) (g ) Rate igh (%1
i e
F2] 28 2] 28 7% 23 A 2 il 2% i
Timgky Mean | 25203 © | 1878 8 | DHT ) WW p g1z ¢ | 3831 97 | BEI P I3 (K R R SET 0
30| 1830 §088 6335 178 0.95 340t pRs) 846 63 7 5.024
Y 5 3 E] 8 8 3 3 5 & 5 5 £
t mgke Mean | 24397 1968 4783 praivi 902 370 37 20 @ | 11561 o BoH 1473 3481
| % 6473 362 2% arF 2t 154 570 24 vt 4080 4528
il E 5 8 § 3 [ 5 & 5 5 &
Hmgky Mean | 24507 1510 2352 827 2338 G4k KBRS 13825 2478 13 $51t
3p| 743 07 202 108 itk 125 828 2509 2927 0043 4%
H 3 3 ] § 3 3 5 ] 5 5 3
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Uayis; Relatve to Start Uate

Sex: Female Cryan Weight {Rats
Heart Lewer Liver Spleen Spizen Kdrzys Kidnzys | Adrenals | Adrensls Cyaries
Ratio Rato 2atio Rata
(4] igt (%) (g} (%} ol (%} imej 10020 im3
25 23 23 29 2% Pl 2 2% i 29 Fe] il
[ myke Mean | 0842 v | 0335 v | 6670 I | 2643 v | 0553 R®| 0220 R*| 1853 v | 0836 v | 7306 o | 2898 p | 3238 p | 3855
D | 0058 4.025 9431 0138 4031 0.020 0138 0023 894 236 1252 435
N 5 5 & § 5 ] 3 3 [ B & a
i moke Mesn | 0820 §.282 2574 0582 0.243 1570 G585 6918 2833 8624 BB
sp| 0028 0453 0152 G068 0028 11 0.041 842 274 832 284
N 8 5 & 5 5 3 ] 3 5 8 2 g
Torgig Wean| D308 | G312 | BEZ | 215 | B8E | GaE3 | 178 | 00% & | ;@ | W19 | 80 | 3596
ap | 8082 8038 069t 49221 0.595 11289 9,158 0.074 1872 738 954 34
N g 8 3 8 § & ] 5 & [ E 5

JREARTI AR ClE ., B (CRERIR) (RS 2Y 1 gm/kg BEDOIE K 10810 mg/kg
Db REREOMHER TR b, 1 mgkg BOBETITAGEKNRD b,
Z DAt KEEARO MAE, SEREN IS DA . JRIR O R # 5-HEIZ580 Bz,

(F=-6) 4 BRIRBRBEIREREZDT v MERIZIIT 5 5% OMREMETIRER R

T&mm’a? Reasan: Schedulzd sacnfice

Numbsr of Anmais:

G myike

Male
1 meskg

19 mehg

25 mefig

°

3

2

5

[Necrapsy Findings
Presen:
Absent

[Spieen
Enlzrgement

[Administered Site
Noduis
Whit:sh patch
Hemawera

| Abdominal Cavity
Achesion, mutiple crgans, noduie

Whole Body
Apsmia

1
§

=

P

NS

g

§

wow

@

@ g .

[Removat Rezson: Ceatn

1 mgky

ale
25 mefhg

Bmgkg

Femals

25 mosg

Rumbsr of Animals:

=

H

0 meig

s

1

Hecropsy Findings

Pregent
Stormach

Abnammal contents; dark red
{Duodenum

Abknormal conjents; dask red
Jejunum

Abnarmal contents; dark red
tleum

Abnarmal conterss; dack red
Lungs {And Bronchus}

Edema
Kidney

Dilaiation; pelvis, urdateral

Enlatgement, unilateral
Urinary Bladder

Abnotmal urine, datk red
Prostate

Dark reddish change
Adrenal

Enlargement; bitateral
Skin

Edema; subcuts

3

4

8

1
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