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15



=2 REFEE

1) 48RRI ONTOKRE
EIHEA il F ik

pH TNT A RT 4y ARREY
Ay TNT 4 AT 4 w7 ARBEY

Al Vg THAT AL RAT L v ARREY
FAT—R TNT A RT 4 vy AREBREY

il TIT A RT 4wy ARBREY
YL TNT A RT 4y ARBREKY
goEl s =4 TIT AL RT 4 v AREKY

=k ) R 22

it Rk

FRE (4 FFfERE) *! ERRE (B4 mL)

2) 20 HRIOVWTORE
ZEIHEA RESF:

RE (20 BpRIEL) ™1 BFERAE (B : mL)

BiEE KRETHEY (BAL: mOsm/keg)

F h YA (U-Na) 22 A4 BIRERE 9 (BAL : mmol/day)
#YwAs (U-K) ® A A BREMBEE 9 (BL : mmol/day)
B\FE (U-C1) ®? A ZBINERE Y (B : mmol/day)
fERAE#LS

a) : R B BT @

b): HEVREBEMEER

¢) : BEERILFBE B EE
HE14RHMOREE 20 EOREZEF LT 24BHORE (mL) #EHL~,
E2: 20 HRIZOVWTREXREL., ABBEL 4BHORE»D | RY =0 0flf 2 H

HL*,

REMEZ DWW TUTIFR L,

TinEE ER o S
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— (3hE L T2 o e
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FHEFEIREF (BRREEORR) o, ROSEZAVTUT ORI K- THRER &
LTRIA IR L. OB ETOFEHNRBD,» T 272, RRELE~OEMNA
DMBORRITEKRED - HORM OB T %R ICTTRERFEM CEE L. B4 E s
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3 BEREDOLOHDOEM

h BER R nuiepE | FRETA
= B H A —% (M 16~21 B¢ #a
iz A TNT RN
TR RO
- 32% 7 = B ~%) ~aAY v
TR 7 EDTA-2K F R A FRU A S
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1 758 {Becton, Dickinson (FEAKAF 4 DB Al /?_ kY lj:.L\‘ / i/u)\.U
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= £ g L SmE
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10 4318 10 4T
E: BONEMBRBEY L FAF 2—7 2% (500 L2 &) CHRLIE,

5.4.3 MAEFHEE
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FRITLERE (RBC) Za—H%AL FA MY -3 104(E4)/uL
~NEFOECRE (HGB) 7y A hAas o g g/dL
~< 7Yy i (HCT) RBCRUMCVHLEH %
EHFMBER (MCV) 7o-—Hag ALY —3 fL
THFME~=7 2 RBCREUHGB b EH» P8

B (MCH)

THHRME~ET 2y HGBERUWHCT LR » g/dL
#E (MCHC)

FMREHSHIRE (RDW) REREME A P T LAOBHFEEE MCV 2 5B H 2 k(S

HARMERE (Retic) To—A FRARY—ED 10°(E9)/L
m/ % (PLT) Zr—¥A FARMY =} 104(E4)/uL
A M k4K (WBC) 7r—HA bR LY -3 102(E2)/pL
B ML ER Sy 45T Ja—HA kALY —D 102(E2)/pL
8 7 B E B 28

a)  BEMEEREER

FE: UX 2S5k (LYMP) |, 93 (NEUT) . B3k (EOS) . {FHEEIK (BASO) .
BER (MONO) BRUCkEIERER (LUC)
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5.4.4 HERRE

BoNmECT > W TR SR LEEE2RE LT,

# 5. BERBRAIEA

545 &R {EERE

BEHEH I E J5 ¥ A7
7e be iR (PT) Coagulometric test® s
EHELE D b o B Coagulometric test® $
77 A5 B (APTT)
7479458 (FIB) Coagulometric test? mg/dL
1 Rl e 28
o : s spsree [ IINGIGNGNGNE |

Bonmlz >N TR 6 ICRBEOEBEFRE L,

& 6. MELFREEE

5.5 FREPRE
5.5.1 Btk

BEEE HEFE Hifir
TFARGFHE BT I/ 7R UVerate tE 1U/L
7xZ—¥ (AST)

TZ7=2vT7T2/ A7 25 UV-rate g @ 1U/L
—¥ (ALT)

ILEFEe Fo&#t—+ (LDH) UV-rate#:® 1U/L
TrAYEAZ77#—¥ (ALP) Bessey-Lowry i ® TU/L
V-FRAEINET A ARTFS Ly-Z A I3l d-mbor= FiEY UL
—+ (y-GTP)

BabAFo—a (T-CHOQ) CEH-COD-POD ¥ 2 mg/dL
rUZUETAL K (TG) LPL-GK-GPO-PCD # # mg/dL
U5 (PL) PLD-ChOD-POD # ® mg/dL
BEYLEY (T-BIL) U ARy — P mg/dL
Fia—R (GLU) Tha—RFe Fa&f+—EEk) mg/dL
R#EZEHE (BUN) Urease-LEDH # ® mg/dL
Z LT ¥ =" (CRNN) Creatininase-creatinase-sarcosine oxidase-POD # 2 mg/dL
F U A (Na) A A VIRIREEEY mmol/L
B A (K) 4 F R EREE mmel/L
B (CD A & BRIRERE Y mmol/L
A A (Ca) OCPC mg/dL
Y~ (P) T Y TT BEY mg/dL
BHNIE (TP Biuret i£ ® g/dL
FAFIr (ALB) BCG¥® g/dL
A/G EE (A/G) BREYAPBRUOTATIVLER

13 B i E g 2R

o wretsuyree I

E2TOFHEFIRBH ISV, BEBEDO =D ORMZICEKEIIRD S iz &
WRBESE, AXRERVCLTORNTSRE, HS4EMcsEL -,
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55.2 BEEEAT
ETOFEIRBMICOVT, LTIERTHETOEE (OXER) 2METS L L
HIZ, AN ERLHREORENSHETERELEH L, AAEORFTIZ W TIRE
AH—HICHIELE,
iR, BRI, TV 8, i (REX2E0) . 5B (WEDE D) | .
BhE. FRE. JREL. WEE VD v

5.5.3 RIEABFRE
ETOBHIZOVWTUTICRT2BE /8% ) VBEH 10%kLv ) ViKRTHE
E LT, 72720, MEREUEMRIZY VBIBE 3% VZALT AT E R - 2.5%k/L~
UV BTEELEE, RREUHERE EAIL Davidson FERTEE L%, Y B2
B 10%FEL= Y ARTRELE, 2055, £EBHOBEBRE LSS OIE, T8k
VIEZENT7 7 4 /BB L, BEI#, ~v x4 (HE) Bet@A%E
MLUTER L,
EEFEEREOEEEICOVWTIL S W CFEM L7 (FZE L Not remarkable, 1%
4 Minimal, R Mild, "B Moderate. & Severe) ,
B (RBY. /N | ERE, FH (. WEREOER) | SEMR. B, B
B, ~—F—R, TEE, FRIR, ER/ME, B, MR, B, BETY /98,
IBRIRY 38, N T AR (B | L. MRER. 8%, i (8832 S
o) . EH. BB, B, BB, B, @B S5, A5, EB. CETR. ST
BR. RTHRE. MENE. TSR, PERE. SR, B LK, MR, HE (BEBREST) |
BRE, FE. B, LR (REX . W85, KEE, BES, MEafE. XBEE
M. RERMGASG. & (RARE) . IREAEIR, B, SFE, EamsE (e
BEELEERMN)

6. T—AERICERLEAVEL—4RSRTFL
7. fRETEEMT

FUEHARATIZ 1L SAS Release 9.1.3 (SAS Institute Inc.) ZERALE,

HET—% (FE/-AEHME. RRECEEMEE. LE3RE. BERRE.
MiE{EZERELRVREERER)

SE7 Bartlett REIC L W HABOB—HE2RELE (FEKE.001) , SESsI—T
b o 12558 it Dunnett REIZ & 0 BAMNBE L A ERYER OB CERNHEOEOKRE
BT o7 (ABK¥E : 0.05 XV 0.01, W) . SEABH—TR»oEEIT Steel B

L DB R SR EROM CEYIEN OZEORE R Tom (FEAE
0.05 TR 0.01, WD .
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8. HERHER

8.1 FETRAR T —ARIKRE

FXAE % Table 1-1, 1-2 B TF Appendix 1-1~1-10 {2577,

MEBED W T OBIZ LT H 5V XEEFELEH T, BK1, BK2 £#IEPAIC L 35—
EREOREIIA NIRRT,

8.2 KE

A& Table 2-1, 2-2 B Appendix 2-1~2-10 IZ57 3,
1) BKI

L bICHARNBHLEFAZOHEB TH - -,

2) BK2
HRWThoREREGEASBRLRAKOEBTH -7,

> 360 meg/kg BSOS BREE L RROHERS T - 7245, 1200 mg/kg BETH S 3 A
DIECHEBLEFL, 5 0MRTHO PHEEIIEESBIHIIZELT 16% THE-
THAZNCTELRERED O, BEHMEROGRERNE LD 2T LE,

3) PA
BETHERELFRRORBE TH -1,

MEDF S B TREOFEHEEIIEENBERICE LT 13% TR, #5HE T
FEEENELEOERLE,

8.3 fEtis

F%#E % Table 3-1, 3-2 BT Appendix 3-1~3-10 l2 =%,
1) BKI

BEHEL DI R L ORBROHB TH -7,

2) BK2
HEZWTOREGHE S EESRE L AROHEBTH 72,

WED 360 mg/kg BEITIE AN R & FEROHER TH - 7225, 1200 mg/kg BEISH 5 7 H
CERORKMERL BN,

3) PA

BT A BH L EFEOHEB TH - -,
IR 7 BEBEHECRER A LN L,
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8.4 FERIRE
8.4.1 JRERE
FX## % Table 4-1~4-13 B TF Appendix 4-1~4-41 12, FEROBIER R 710587,

£7 RREOKHE

i3 HE
HBRmE Vehicle BK1 BK2 PA
5 B (mg/kg) 0 1200 360 1200 8.52
B 3 5 5 5 4
Na (mmol/day) 0.6 1.0 1.0 0.9 1.1%
(+83%)
1.6 2.6 2.6% 2.3 2.9%
K (mmol/day) (+63%) (+81%)
0.9 1.7% 1.7% 1.5 1.9%*
Cl (mmol/day) (+89%) (+89%) (+111%)
RPOHEIETEHEL T, ENAIREEXBRESELLOBLE (+: 45Mm)
¥R p<0.05/0.0] (EENEHLEOBICEEEZESEY)
T it
WERE Vehicle BK1 BK2 PA
# 5 R(mg/kg) 0 1200 360 1200 8.52
B 9 5 4 5 5 5 5
pH
6.0 1 0 0 1 4
6.5 0 1 0 1 1
7.0 2 1 2 1 0
7.5 0 0 0 1 0
8.0 0 2 3 1 0
8.5 1 1 0 0 0
FRIED
- 4 2 3 0 0
+/- 0 2 2 0 1
1+ 0 1 0 0 0
2+ 0 0 0 2 1
3+ 0 0 0 3 3
Al N )
- 4 4 5 2 2
+/- 0 1 0 1 0
1+ 0 0 2 3
Fa—R 9
- 4 5 5 0 3
I+ 0 0 0 0 0
2+ 0 0 0 i 1
3+ 0 0 0 1 0
4+ 0 0 0 3 1
i »
- 4 4 5 1 3
+/- 0 1 0 0 1
1+ 0 0 0 1 1
2+ 0 0 0 3 0
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SR
LY 0 0 0 5 4
Y 4 5 5 0 1
FRILER @
- 4 4 5 2 5
+/ 0 1 0 3 0
N @
- 4 5 5 3 1
+f= 0 0 2 4
ME =
- 4 5 5 4 2
+/— 0 0 0 0 0
1+ 0 0 0 1 0
2+ 0 0 0 0 2
3+ 0 0 0 0 1
bYDE OB 3 4 4 5 5
BBE Y (mOsm/kg) 1880 1600 1408 342 455
(—82%) (~76%)
1.7 1.6 1.6 1.0 1.1
K Y {mmol/day) (—41%) (=35%)
1.1 1.1 1.0 0.7 0.6
C1Y (mmol/day) (=36%) (=45%)
REY (mL) 3.7 4.2 4.9 23.3* 15.4%

(+530%) (+316%)

) RYDERYNEFTRE2RTHEOREE R,
by : R DMz TFHEET T,

AP T R TR R IME A & D (LB (+: #30)
*:p<0.05 (FEEHBELOBIZETEEY)

1) BKI
HREROFELZBEENL bR,
Wi 7 Ny HIGERRE S IER L T,

2) BK2

HEh ) v LARUCEROBMA 360 TR 1200 mg/kg FEIZ 24 5L, 360 mg/kg BT
e BICHHENICEERETh- T,

BEFX 1200 mg/kg BEICLA T OB B AE BN, o 7 BEMEA 2+ E) . 4k
EES (1+BAE) RUBMBEMER (1+LiE) oBEIF T L a— 2B (2+81
b)) | REEOR, RICETHROIKOEM, ITHBEMEVCHEEOHR, TEHEE
THEREE. )V VLARVEROEHE, REOEELSE

3) PA
BiZF I oa, 2V ARVEEOREEREES A LR,
T TOE{RA LN, pH DK TFER, ¥ BEHs Q+2 k) . # kv
EEMEA (1+LLE) ROWM S (1+LL E) oM vt 7 v o — R (2+00 F) |
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RABOR, RICETHARMRECHECHE, ERMEE TRBBE, #J 7 A
EUHREREOEME, REOFERBH,

8.4.2 mikFERE
R % Table 5-1~5-3 B TF Appendix 5-1~5-10 iz, HEOREL £ 8271,

8. MARFREDOLRE

m i3

e Vehicle BKI BK2 PA

# 5 B (mg/kg) 0 1200 360 1200 8.52

B 4 5 5 5 5

NEUT (10%/pL) 25.0 11,2%% 17.6 13.3* 13.2*
(-55%) (-47%) (~47%)

MONO (102/uL) 4.4 2.6 3.0 3.4 1.7*

(=61%)
RPORIEITTEHEERT, BMNIZEEABEEEEE»LOEER (- HWP)
A% 1 p<0.05/0.01 (BEMBHLEOBICEEERY)

i ife

wWHME Vehicle BK1 BK2 PA

& 5 B (mg/kg) 0 1200 360 1200 8.52

EURES 4 5 5 5 5

MCHC (g/dL) 32.6 32.5 32.5 31.5% 31.8
(=3%)

Retic (10%/L) 266.6 258.7 258.9 57.3%* 157.6*
(=79%) (—41%)

NEUT (10%/pL) 7.8 10.6 8.1 32.2% 21.3

(+313%) (+173%)
HPDOHEEZFEHEE AT, BNNTEESEREEHENGOERR (+: 80, - &)
¥ p<0.05/0.01 (FEEHBELOMIZEERZTY)

1) BKI1
HIZFFEREOFEREERRE LN,
EiZ BK1 I X 2F kiAo t,

2) BK2
BEVZAF PR OB B EME A 1200 mg/kg Bz A BT,
i MCHC RUERMRE OB EREM., FPREOFTERFMEAN 1200 mg/kg #
AR B,

3) PA

B P RERCEREOFRREMEA L B E,
HEITH R MRB OB R L EER T PREOSER A bR,
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8.4.3 HERRE
FRAE % Table 6-1. 6-2 BT Appendix 6-1~6-10 &, FEROLRIEEFE 9 IR,

£ 9. BRERAREOBE

% i3

BB Vehicle BK1 BK2 PA

B 5 B (mg/kg) 0 1200 360 1200 8.52

[k 4 5 5 5 5

PT (s) 9.0 3.9 9.0 7.2%* 7.8%
(—20%) (-13%)

FIB (mg/mL) 313 331 328 406* 393%
(+30%) (+26%)

RPOREREHEERT, HMAN A RBEEEEN S 0 E{b®Z (+: WM. - : Bd)
*/*¥% 1 p<0.05/0.01 (EAEMNBHEOMIZEEZRTY)

1) BKI
MEHEE Hic BKIIC K BEIZTA BN o1,

2) BK2
WX BR2 IS L B IbixH bR ot
X PT ORBEREME UV FIB OFERFMEN 1200 mg/kg Bic & bhi,

3) PA
HEIZ PAIC L BAEITAH LN ST,
X PTOREREHBRUFIBOFERASEN BRI,

8.4.4 mEEERE
FR#E % Table 7-1~7-3 B UF Appendix 7-1~7-10 12, HEEDBREFF 10 IR,

£ 10. DR LPBREOLIE

% H

wmEME Vehicle BKI1 BK2 PA

B 5B (mgike) 0 1200 360 1200 8.52

Eiihix 4 5 5 5 5

GLU (mg/dL) 92 119* 9] 108 109
(+29%)

KPOEERLEHEER R, FMN AT BEESE» S 0Bk (+ 7m)
1 p<0.05 (EARHMEFHLOMICEEZHEY)
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s i
R Vehicle BK1 BK2 PA
& 5 &(mg/kg) 0 1200 360 1200 8.52
g4 4 3 5 5 5
LDH {1U/L) 112 104 97 424* 246
(+279%)
TG (mg/dL) 18 18 26 73 50*
(+178%)
GLU (mg/dL) 105 104 108 147% 122
(+40%)
BUN (mg/dL) 15 12* 14 T2 41
(-20%) (+380%)
CRNN (mg/dL) 0.21 0.16 0.20 1.09* 0.72%
(+419%) (+243%)
Na (mmol/L) 144 143 144 14Q*# 142
(—3%)
C! (mmol/L) 106 105 105 109 115%
(+8%)
P (mg/dL) 7.4 7.5 7.4 6.3* 6.1%
(—15%) (—18%)
ALB (g/dL) 2.9 2.7 2.8 2.5%% 2.4%*
(—14%) (—17%)

RPOREZTHEETT, BN ESBREEHE»OOBLR (+: #HN, - BD)
¥4k p<0.05/0.01 (SEFEMRELOMIEEEEZEY)

1) BKI
HIX NV —2A0FERBRESHZLINLE,
MW BUN OFE R EER A LRI,

2) BK2

HEIZBK2 i KA ELIT A LN 2o Te,

#£iX LDH, F/va—A, BUN RO 2 L7 F o OFEREHEN, F U wa, &
BY ROBTAT I OFEREMED 1200 mgkg Blzhbntk, CUAEYOFE
RIREDY 1200 mg/kg BEIC A b= S, AR R L EHMILEERMB tHE - & H
LEMEERERILZLVWEREEZ SN,

3) PA
HEIZPAIRKAE(RITHONE NS T,
MIZ PV ZVETA R, L7 ForRUEROEEREMEN. BRY VETTIL
TIVDFEREERLON, £/, LDH RUBUN OBEERA LR,

8.5 REERE

8.5.1 BEE=E
F%#% % Table 8-1~8-4 B TF Appendix 8-1~8-10 IZ, R OBFELE 11 IR,

25



®11.EEEBOKRE

M B
Wy Vehicle BK1 BK2 PA
# 5 2 (mp/kg) 0 1200 360 1200 8.52
B 4 5 5 5 5
REEE () 225 239 235 235 219
M
HAEE (g) 1.11 1.05 1.06 1.02 1.02
HAXMNER (%) 0.49 0.44* 0.45 0.44% 0.47
(-10%) (-10%)
g
Mt E & (g) 1.93 2.18 2.07 2.37%% 2.08
(+23%)
M ER (%) 0.86 0.91 0.88 1.01%* 0.95
(++17%)

RPORERTHEEFT, FHRAIZEATBBEESME» S OL R (+: 8B, - ¥d)

% p<0.05/0.01 (FEHBHELOBIIAEEEY)

L5 i3
BRI Vehicle BK1 BK2 PA
B} 5 E(mg/kg) 0 1200 360 1200 8.52
B & 8% 4 5 5 5 5
BHEE (g) 161 172 160 135%* 144
(—16%)
BF Y it
MR E B (mg) 79 74 61 67 44%%
(-44%)
% E R (%) 0.049 0.043 0.039 0.049 0.030%
(=39%)
g
WA ER (mp) 454 475 507 310% 358
(~32%)
FHER (%) 0.283 0.277 0.317 0.226 0.246
Jis
o EER (g) 0.87 0.90 0.79 0.75* 0.76*
(—14%) (-13%)
X EE (%) 0.54 0.53 0.50% 0.55 0.53
(—7%)
5 ek
M ER (g) 1.37 1.53 1.51 2.22% 2.01%
(+62%) (+47%)
xR ER (%) 0.85 0.89 0.94 1.63*% 1.41%
(+92%) (+66%)
IPE
WX EER (mg) 78.4 62.0% CER AL 57.8%% 54.6%*
(-21%) (-29%) (-26%) (-30%)
FAER (%) 0.0488 0.0362* 0.0348%* 0.0434 0.0377
(-26%) (—29%)

RPOHEILFAEE T, BN BB ESMEH» S OFRE (+: 8, - : B’D)

¥Rk p<0.05/0.01 (EiEMBHLEOBCEZERY)

26



1) BKI
HEEMOEMEREOHEREE N bR,
MR DGR R UM EROFE R EERSAE LR,

2) BK2
HEHOEMSERCHEREMER., BRBOEMNRECHEMEROA S HEEM
1200 mg/kg B A BTz,

o MR OEMNEROFAEREMA 1200 mg/kg iz, Mo EROF Z 2 EE
21200 mg/kg R T EROFEREEL 360 mg/kg B0, IR %t & OFE 5
BEREOHEREMER 1200 mg/kg Hic, BEORMEROEE 2IEMA 360 R
1200 mg/kg FEICH B, HBEEOHEERKIED 360 mg/kg BICH b,

3) PA
HIZPAIIZELIIAR LN N7,
HEISET U v REi OB RO EROFTEREMES, HoBNEREOHERIEE
B, BROEHREOCHESERCAEZARMES., BEROVMNEROFEAEBERALN
o

8.5.2 Bl
SR#E % Table 9-1, 9-2 B TX Appendix 9-1~9-48 17, WEDKRIELF 121059,

12 . BRI R OBIE

[ HE
B E  Vehicle BK1 BK2 PA
wE B E & (mg/ke) 0 1200 360 1200 8.52
R B ik 4 5 5 5 5
= gt <4> <5> <5> <5> <5>
KA 0 0 0 1 0
<> BB
BERFREFT 28982 TT
& i
B Vehicle BK1 BK2 PA
#E B 5 & (mg/kg) 0 1200 360 1200 8.52
AR Br ik 4 5 5 5 5
= g <4> <5> <5> <5> <5>
=g ] 0 0 5 5
KEE 0 0 0 4 5
B g <q> <35> <5> <5> <5>
NEEAE 0 0 0 3 0
<>: FlHEHEK
BEIFREETs8HEETT
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1) BKI

MEsE L HIZBRKIWC X BEIZH R NoT,

2) BK2
BK2 (ZHE T 237 R EHE VIR & b,
T e : 1200 mg/kg WO HEIT KA L, Mz KBEERURERL BN,
Jip L : 1200 mg/kg OB/ RERA LRI,

TOMDOBRI N RIZAROBWINCHE S HEOR Y BARV I & R UEER SR

B HBMIREETR &l L7,

3) PA

PAICHET DT AP & B,
I D M RBEE R TEBARAR LR,

8.5.3 RIEABERE
FXHE % Table 10-1. 10-2 B TF Appendix 9-1~9-48 IZ, HROBELF 13 IR T,

# 13 . REMAKFM R ORI

-ré H#

wmERY e Vehicle BK1 BK2 PA
=E # 5 R (mg/kg) 0 1200 360 1200 8.52
Gidi) i 85 4 5 5 5 5
B i G <4> <5 <5> <5> <5>
T, RME. EAL 1 0 0 0 3 4
2 0 0 0 2 0

B, REE. T 1 0 0 0 5 1
B4, RME. BN 2 0 0 0 2 0
MEREE, ME 1 0 0 0 1 0
ERE. RME. T4 1 0 0 0 1 0

<> HREHE. G (BE): LEK, 2,BE. 3,75E, 4,5%

BERFTRET T 385 e R+
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én ii:3
BRI Vehicle BKI BK2 PA
T # 5 (mglke) 0 1200 360 1200 8.52
Figa) B ¥ 4 5 5 5 5
R 1% G <4> <5> <> <5> <5>
LR, REE., EAE 1 0 0 0 2 0
2 0 0 0 2 0
i, RME. WL 1 0 0 5 0 0
2 0 0 0 0 2
3 0 0 0 1 2
4 0 0 0 4 1
B, RA®, B 1 0 0 2 0 1
2 0 0 0 1 3
3 0 0 0 4 1
MAE, RME. 6 2 0 0 0 1 5
3 0 0 0 4 0
Ry 1 0 0 0 4 3
S E, mE 1 0 0 0 5 5
EXR¥., REE, EM 1 0 0 0 1 2
2 0 0 0 4 3
<> HMEE., G (BRE): LIRM, 2,BE, 3,7%F,. 4,5F
BHEXFR2E T 581 e T
1) BKI
MEREE BIZ BKIIZ X2 B{kiIzH BT,
BRIC I B AR R o B A 2 B 2t
2) BK2
M&k%@#bﬁﬁb%ﬁh&&hto
i DAL R AE OFEIR A 1200 mg/kg BEDMEIC , TR OEHR O

BEFEIR 360 mp/kg BEDOMER TF 1200 me/kg B O MR, AL RIS
DFEFAA 1200 mg/kg FHEOHEREIC ., BT MAHED 1200 mg/kg & Ot
W MEOMREREECEMRMEEOERZEOHEDN 1200 mg/ke
HOMEECR LT,

FEOERR RO bR OB 1200 mg/kg BEIZH S iz,

3) PA
PA BT BT RBBRICA b,
I LR OBE R URFEAS MRS EAREE OF A, B A,

FEOMBRER USEALRME OB RKZOHBEN I 2 57,

FELEOLRICIIEES LA LONE,
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9. EE.#H

BK2H D WIEPAPBRTIHBMEENBEIFHTH Y, MEMESYRE T BK2
D 1200 mg/kg BT PA BEOQMHECAEMRBEOEM L EEL THh & TR EERE
gahle, MALRME OEM & HEIEIT BK2360 mg/kg BOMHIC b E U, 7. =0
ot L EEIEIL PAFE L VW BK2 @ 1200 mg/kg TL VM A b, —F T, BKI BT
IEHERE & IR T REERZ AL LR o,

b ORBHSFAE AL ICEE LT, BK2 1200 mg/kg BoME CladlRT
BRI L LTS BEREOBMAS A G, BK2 1200 mg/kg M T diLig
LA RE TMmE R BUN R TN CRNN O, RIBETRF T AIG, 7 bk, ¥
Na—ZAOHEM, REET~O/NHBMAEEVCHZEONE, RECOEENSBERE T
Ho, WThHBEREENLLOTHIRLEZELONE, 20X 5K BR2BEHERT S
BRGEISHEI VB TI DM EHALE,

EEECEERIZ OV T BK2 1200 mg/keg BER U PA BOMTET L, BE813H
L OMTHES BRI IEMBMA LI,

fiic, JREEBOE T BKI, BK2 @ 360 KT 1200 mg/kg B, 72 & TN PA BEIC
HONTH, FEREMFRECIERRAONT, EELLOEMITHEL M TR Mo
o FEVRBICEE IR EHEE S LR 0 I o BT — AR iR o B
HRDCE->TEZIZZEMNMBNATREY D, BK2 1200 mg/kg BER T PA BECiI{EE
WA LB EZ b, BRI BICAH bl bR o iEaEOB Nz >0
THRAET v M b BBINIEBEABTHAIZ L AL ERYERE L OB
HIREVWEEZLLNRE,

iz, MBRFHREESHREERCEBNA LN, BEBROME2NRE S
R L TWARWIEMnD, ZOFMMIRRENH L 2T S,

10. #&
FLoEME LTBEBOEERALN, BK2 RUIPABESICE Y, SENRMS DL M
EUBEZFELETIERENE DN,

1. BEXH

1) Everds NE, Snyder PW, Bailey KL, Bolon B, Creasy DM, Foley GL, Rosol TJ,
Sellers T. Interpreting stress responses during routine toxicity studies: a review of
the biology, impact, and assessment. Toxicol Pathol. 2013;41(4):560-614.
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BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats

Table 9-1
Gross patholeogical findings
Sex: M M M M M
Test article: Vehicle BK1 BK2 BK2 PA
Organs Dose (mg/kg) : 0 1200 360 1200 8.52
Findings Number: 4 S S 5 5
Kidney
Large 0 ] 0 1 Q
M : Male
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Table 9-2 BK1, BK2 and PA: A 7-day Oral CGavage Toxicity Study in Rats -

Gross pathological findings

Sex: F F F F F

Test article: Vehicle DKl BX2 BK2 PR

Organs Dose {mg/kg) : 4} 1200 360 1200 8.52

Findings Number : 4 5 5 5 5
Kidney

Discecloration, pale 0 0 0 5 S

Large 0 c 0 4 5

Lung (bronchus)

Focus, dark red 0 0 0 1 0
Thyrue

Small o] 0 o] 3 0

F : Female
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Table 10-1 BK1l, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats -

Histopathological findings

Sex: M M M M M
Test article: Vehicle BKL BK2 BK2 PA
Organs Dose {mg/kg) : 4] 1200 360 1200 g.52
Findings Number: 4 5 5 5 S
Kidney

Number examined 4 5 5 s 5
Not remarkable 4 5 5 0 1
Degeneration, tubule, proximal 0 o] o] 5 4
minimal ] 0 0 3 4
mild 0 0 [+ 2 [o
" MNecrosis, tubule, proximal o] ¢ +] 5 1
minimal 0 o] o 5 1
Regeneration, tubule, proximal 0 0 0 2 0
mild 0 0 0 2 Q
Infiltrate, interstitium 0 c 0 1 0
minimal o} 0 0 1 0
Karyomegaly, tubule, proximal 0 0 0 1 0
minimal 0 1] 0 1 o

M : Male
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Table 10-2 BKl, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats

Histopathological findings

Sex: F F

Test article: Vehicle BK1
Organs Dose (mg/kg) : 4 1200
Findings Number: 4 5

BK2
3680

BX2
1200

Kidney
Number examined
Kot remarkable
Dilatation, tubule, proximal
minimal
mild
Degeneration,tubule, proximal
minimal
mild
moderate
severe
Necrosis, tubule, proximal
minimal
mild
moderate
Regeneration, tubule, proximal
mild
moderate
Cast,hyaline
minimal
Infiltrate, interstitium
minimal
Karyomegaly, tubule, proximal
minimal
mild
Ovary
Number examined
Not remarkable
Uterus
Number examined
Not remarkable
Atrophy
minimal
Vagina
Number examined
Not remarkable
Mucification, increased, epithelium
minimal
Atrophy, epithelium
minimal
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F : Female
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Appendix 9-1(1/1) BKl, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats

Individual gross and histopathological findings
Animal No. 1001 Male Vehicle 0 mg/kg Day & End of dosing period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Xidney
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Appendix $-2(1/1) BK1l, BK2 and PA: A 7-day Cral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal No. 1002 Male Vehicle 0 mg/kg Day B End of dosing peried

Gross pathelogy:

All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney
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Appendix 9-3({1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal No. 1003 Male Vehicle 0 mg/kg Day 8 End of dosing period

Gross pathelogy:

All tissues Not remarkable

Histopatholeogy:

Following tissues : Not remarkable

Kidney
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Appendix 9-4(1/1) BK1l, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal No. 1004 Male Vehicle 0 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Not remarkable

Histecpathology:

Following tissues : Not remarkable

Kidney

180



Appendix 9-5(1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal No. 2001 Male BKl 1200 mg/kg Day 8 End of dosing period

Gross patheology:

All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney
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Appendix 9-6(1/1) BK1l, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal No. 2002 Male BK1 1200 mg/kg Day B End of dosing period

Gross pathology:

Al) tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney
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Appendix 9-7({1/1} BX1, BK2 and PA: A 7-day Oral Gavage Texicity Study in Rats
Individual gross and histopathological findings

Animal No. 2003 Male BK1 1200 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney
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Appendix 9-8(1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological f£indings

Animal No. 2004 Male BKL 1200 mg/kg Day 8 End of dosing peried

Gross pathelogy:

All tissues Not remarkable

Histopathology:

Fellowing tissues : Not remarkable

Kidney
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Appendix 9-9({1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histepathological findings

Animal No. 2005 Male BK1 1200 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney
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Appendix 9-10(1/1) BK1l, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathclogical £indings

Animal No. 3001 Male BK2 360 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Not remarkable

Histopatholegy:

Following tissues : Not remarkable

Kidney
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Appendix 9-11{1/1) BKl, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal Ne. 3002 Male BK2Z 360 mg/kg Day 8 End of dosing period

Gross pathelogy:

All tissues Not remarkable

Histopathology:

Fellowing tissues : Not remarkable

Kidney
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Appendix 9-12(1/1) BK1, BK2 and PA: A 7-day Cral Gavage Toxicity Study in Rats
Individual gross and histopatholeogical findings

hnimal No. 3003 Male BK2 360 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney
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Appendix 9-13(1/1) BKl, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal No. 3004 Male BK2 360 mg/kg Day 8 End of dosing period

Groes pathology:

All tissues Not remarkable

Histopathology:

Fellowing tissues : Not remarkable

Kidney
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Appendix 9-14(1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal No. 30¢5 Male BK2 360 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Not remarkable

Histopatholegy:

Following tissues : Not remarkable

Kidney
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Appendix 9-15(1/1) BX1l, BK2 and PA: A 7-day Cral Gavage Toxicity Study in Rats
Individual gross and histopathological f£indings
Animal No. 4001 Male BK2 1200 mg/kg Day 8 End of dosing period

Gress pathology:

all tissues Not remarkable
Histopathology:
Kidney Degeneration, tubule,proximal: minimal, bilateral

Necrosis, tubule,proximal: minimal, bilateral
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Appendix 9-16(1/1}) BK1l, BK2 and BA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological f£indings
Animal No. 4002 Male BK2 1200 mg/kg Day 8 End of dosing peried

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Degeneration, tubule,proximal: minimal, bilateral

Necrosis, tubule,proximal: minimal, bilateral
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Appendix 9-17{(1/1) BX1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings
Animal No. 4003 Male BK2 1200 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Degeneration, tubule,proximal: mild, bilateral

Necrosis,tubule,proximal: minimal, Bbilateral
Regeneration, tubule,proximal: mild, bilateral
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Appendix 9-18(1/1) BKl, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings
Animal No. 4004 Male BK2 1200 mg/kg Day 8 End of dosing pericd

Gross patholegy:

Kidney Large: mild, bilateral

Other tissues Not remarkable

Histopathology:

Kidney Degeneration, tubule,proximal: mild, bilateral

Necrosis, tubule,proximal: minimal, bilateral
Regeneration, tubule, proximal: mild, bilateral
Infiltrate,interstitium: minimal, bilateral, mononuclear
Karyomegaly, tubule, proximal: minimal, bilateral
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Appendix 9-19{(1/1) BX1, BK2 and PA: A 7-day Oral Gavage Toxiecity Study in Rats
Individual gross and histopathological findings
Animal No. 4005 Male BK2 1200 mg/kg Day 8 End of dosing period

Gross patholcgy:

All tissues Not remarkable
Histopathology:
Kidney Degeneration, tubule,proximal: minimal, bilateral

Necrosis, tubule,proximal: minimal, bilateral
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Appendix 9-20(1/1) BK1l, BK2 and PA: A 7-day Oral Gavage Toxic¢ity Study in Rats
Individual greoss and histopathelogical findings
Animal No. 5C01° Male PA 8,52 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Degeneration, tubule,preximal: minimal, bilateral
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Appendix 9-21(1/1) BK1l, BK2 and PA: A 7-day Oral Gavage Toxicity $tudy in Rats
Individual gross and histopathological firdings
Animal No. 5002 Male PA 8.52 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Degeneration, tubule,proximal: minimal, bilateral
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Appendix 9-22{1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings
Animal No. 5003 Male PA 8.52 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Kot remarkable
Histopathology:
Kidney Degeneration, tubule, proximal: minimal, bilateral
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Appendix 9-23 (1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological Eindings

Animal No. 5004 Male PA B.52 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Not: remarkable

Histopathology:

Following tissues : Not remarkable

Kidney
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Appendix 9-24(1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopatholegical findings
Animal No. 5005 Male PA B8.52 mg/kg Day 8 End of dosing peried

Gross pathology:

All tissues Net remaxkable
Histopathclogy:
Kidney Degeneration, tubule,proximal: minimal, bilateral

Necrosis, tubule,proximal: minimal, bilateral
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hppendix 9-25(1/1) BK1l, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopatholegical findings

Animal No. 11¢1 Female Vehicle 0 mg/kg Day 8 End of dosing period

Gross patheclogy:

All tissues Not remarkable

Histopathology:

Fellowing tissues : Not remarkable

Kidney, Ovary, Uterus, Vagina
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Appendix 9-26(1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological f£indings

Animal No. 1102 Female Vehicle 0 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney, Ovary, Uterus, Vagina
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Appendix 9-27(1/1) BKl, BK2 and PA: A 7-day Oral Gavage Toxicity S$tudy in Rats

Individual gross and histopathological findings
Animal No. 1103 Female Vehicle 0 wg/kg Day 8 End of dosing period
Gross pathology:
All tissues Not remarkable

Histopathology:

Fellowing tissues : Not remarkable

Kidney, Qvary, Uterus, Vagina
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Appendix 9-28{1/1) BK1l, BX2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gress and histopathological findings

Animal No. 1104 Female Vehicle 0 mg/kg Day & End of dosing period

Gross pathology:

All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney, Ovary, Uterus, Vagina
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Appendix 9-29(1/1) BK1, BK2 and PA: B 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings
Animal No. 2101 Female BXK1 1200 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Not ramarkable
Histopathology:
Vagina Mucification, increased,epithelium: minimal

Following tissues : Not remarkable

Kidney, Ovary, Uterus
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Appendix 9-30(1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal No., 2102 Female BKI 1200 mg/kg Day 8 Eﬁd of dosing period

Gross pathology:

All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney, Ovary, Uterus, Vagina
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Appendix 9-31(1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histepathological findings

Animal No. 2103 Female BK1l 1200 mg/kg Day 8 End of dosing period

Gross patholcgy:

All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney, Ovary, Uterus, Vagina
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Appendix 9-32(1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal No. 2104 Female BK1 1200 mg/kg Day 8 End of dosing period

Grogs pathology:

All tissues Naot remarkable

Histopathology:

Following tissues : Not remarkable

Kidney, Ovary, Uterus, Vagina
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Appendix 9-33(1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gress and histopathological findings

Animal No. 2105 Female BK1 1200 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Not remarkable

Histopatholaogy:

Following tissues : Not remarkable

Kidney, Cvary, Uterus, Vagina
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Appendix 9-34{1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings
animal No. 3101 Female BK2 360 mg/kg Day 8 End of dosing period

Gross pathology:

211 tissues Not remarkable
Histopathology:
Kidney Degeneration, tubule,proximal: minimal, bilateral

Necrosis,tubule,proximal: minimal, bilateral

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 9-35(1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopatholegical findings
Animal No, 3102 Female BK2 360 mg/kg Day 8 End of dosing peried

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Degeneration, tubule, proximal: minimal, bilateral

Following tissues : Not remarkable

Qvary, Uterus, Vagina
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aAppendix 9-36{1/1) BK1l, BX2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings
Animal No. 3103 Female BK2 360 mg/kg Day 8 End of dosing period

Gross pathology:

All tissues Not remarkable
Histopathclogy:
Kidney Degeneration, tubule,proximal: minimal, bilateral

Foliowing tissues : Not remarkable

COvary, Uterus, Vagina
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Appendix 9-37(1/1) BK1l, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histeopathological findings
Animal No. 3104 Female BK2 360 mg/kg Day 8 End of dosing pericd

Gress pathology:

All tissues Not remarkable
Histopathology:
Kidney Degeneration, tubule, proximal: minimal, bilateral

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 9-38(1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings
Animal No. 3105 Female BK2 360 mg/kg Day 8 End of desing period

Gross pathology:

All tissues Not remarkable
Histopathology:
Kidney Degeneration, tubule, proximal: minimal, bilateral

Necrosis,tubule,proximal: minimal, bilateral

Following tissues : Not remarkable

Owvary, Uterus, Vagina
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Appendix 9-39(1/1) BX1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopatholeogical £indings

Animal No. 4101 Female BK2 1200 mg/kg Day 8 End of dosing period

Gross pathology:

Kidney Discoloration,pale: bilateral
Large: mild, bilateral

Lung (bronchus) Focus,dark red: 1 present
Sx4nm
Other tissues Not remarkable
Histopathology:
Kidney Dilatation, tubule,proximal: mild, bilateral

Degeneration, tubule,proximal: severe, bilateral
Necrosis, tubule,proximal: moderate, bilateral
Regeneration, tubule,proximal: moderate, bilateral
Cast,hyaline: minimal, bilateral
Infiltrate,interstitium: minimal, bilateral, mononuclear
Karyomegaly, tubule,proximal: mild, bilateral

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 9-40(1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopatheological findings
Anjmal No. 4102 Female BK2 1200 mg/kg Day 8 BEnd of dosing periecd

Gross pathology:

Kidney Discoloration,pale: bilateral

Thymus Small: mild

Other tissues Not remarkable

Histopathology:

Kidney ‘ Dilatation, tubule, proximal: minimal, bilateral

Degeneration, tebule, proximal: severe, bilateral
Necrosis, tubule,proximal: moderate, bilateral
Regeneration, tubule, proximal: moderate, bilateral
Cast,hyaline: minimal, bilateral

Infiltrate, interstitium: minimal, bilateral, mononuclear
Raryomegaly, tubule,proximal: mild, bilatexal

Uterus Atrophy: minimal, bilateral

Following tissues : Not remarkable

Ovary, Vagina
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Appendix 9-41(1/1) BKl, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal No. 4103 Female BK2 1200 mg/kg Day 8 End of dosing pericd

Gross pathology:

Kidney Discoloration,pale: bilateral
Large: mild, bilateral

Thytmus Small: mild

Cther tissues Not remarkable

Histopathology:

Kidney Dilataticn, tubule, proximal: minimal, bilateral

Degeneraticn, tubule, proximal: severe, bilateral
Necrosis,tubule,proximal: moderate, bilateral
Regeneration, tubule, proximal: moderate, bilateral
Cast,hyaline: minimal, right

Infiltrate, interstitium: minimal, bilateral, mononuclear
Karyomegaly, tubule,proximal: mild, bilateral

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 9-42{1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual groess and histopathological findings
Animal No. 4104 Female BK2 1200 mg/kg Day 8 End of dosing period

Gross patholegy:

Kidney Discoloration,pale: bilateral
Large: mild, bilateral

Cther tissues Not remarkable
Histcpathology:
Kidney Dilatation, tubule,proximal: mild, bilateral

Degeneration, tubule, proximal: severe, bilateral
Necrosis, tubule,proximal: moderate, bilateral
Regeneration, tubule, proximal: mederate, bilateral
Cast,hyaline: minimal, bilateral

Infiltrate, interstitium: minimal, bilateral, mononuclear
Karyomegaly, tubule,proximal: mild, bilateral

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 9-43(1/1} BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal No. 4105 Female BK2 1200 mg/kg Day 8 End of dosing period

Gross pathology:

Kidney Discoloraticn,pale: bilateral
Large: mild, bilateral

Thymus Small: mild

Other tissues Not remarkable

Histopathology:

Kidney Degeneration, tubule, proximal: moderate, bilateral

Necrosis, tubule,proximal: mild, bilateral
Regeneration, tubule,proximal: mild, bilateral
Infiltrate,interstitium: minimal, bilateral, mononuclear
Karyomegaly, tubule, proximal: minimal, bilateral

Uterus Atrophy: minimal, bilateral

Vagina Mucificaticn, increased,epithelium: minimal

Following tissues : Not remarkable

Ovary
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Appendix 9-44{1/%) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal No. 5101 Female PA 8.52 mg/kg Day B End of dosing period

Gross pathology:

Kidney Disceleoration,pale: bilateral
Large: mild, bilateral

Other tissues Not remarkable
Histopathology:
Kidney Degeneratieon, tubule, proximal: moderate, bilateral

Necrosis, tubule,proximal: mild, bilateral

Regeneraticn, tubule,proximal: mild, bilateral
Cast,hyaline: minimal, bilateral

Infiltrate, interstitium: minimal, bilateral, mononuclear
Karyomegaly, tubule,proximal: mild, bilateral

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 9-45(1/1) BK1, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal No. 5102 Female PA 8.52 mg/kg Day 8 End of dosing period

Gross pathology:

Kidney Digcoloration,pale: bilateral
Large: mild, bilateral

Other tissues Not remarkable
Histopathclogy:
Kidney Degeneration, tubule,proximal: severe, bilateral

Necrosis, tubule, proximal: mederate, bilateral
Regeneration, tubule,proximal: mild, bilateral
Cast,hyaline: minimal, bilateral
Infiltrate,interstitium: minimal, bilateral, mononuclear
Karyomegaly, tubule,proximal: mild, bilateral

Uterus Atrophy: minimal, bilateral

Following tissues : Not remarkable

Ovary, Vagina
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Appendix 9-46{1/2) BK1l, BK2 and PA: A 7-day Oral CGavage Toxicity Study in Rats
Individual gross and histopathological findings
Animal No. 5103 Female PA 6.52 mg/kg Day 8 End of dosing period

Gross pathelogy:

Kidney Discoloration,pale: bilateral
Large: mild, bilateral

Othexr tissues Not remarkable
Histopathology:
Xidney Degeneration, tubule,proximal: mild, bilateral

Necrosis,tubule,proximal: mild, bilateral
Regeneration, tubule, proximal: mild, bilateral
Infiltrate,interstitium: minimal, bilateral, mononuclear
Karyomegaly, tubule, proximal: minimal, bilateral

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 9-47{1/1) BK1l, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopathological findings

Animal No. 5104 Female PA 8.52 mg/kg Day 8 End of dosing period

Gross pathelogy:

Kidney Discoloration,pale: bilateral
Large: mild, bilateral

Other tissues Not remarkable
Histopathology:
Kidney Degeneration, tubule,proximal: mild, bkilateral

Necrosis, tubule,proximal: minimal, bilateral
Regeneration, tubule,proximal: mild, bilateral
Infiltrate,interstitium: minimal, right, mononuclear
Karyomegaly, tubule,proximal: minimal, bilateral

Pollowing tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix $-48(1/1) BKl, BK2 and PA: A 7-day Oral Gavage Toxicity Study in Rats
Individual gross and histopatholecgical findings

Animal No. 5105 Female PA 8.52 mg/kg Day 8 End of dosing period

Gross pathology:

Kidney Disceoloration,pale: bilateral
Large: mild, bilateral

Other tissues Not remarkable
Histopathology:
Kidney Degeneration,tubule, proximal: moderate, bilateral

Necrosis,tubule,proximal: mild, bilateral
Rageneration, tubule, proximal: mild, bilateral
Cast,hyaline: minimal, bilateral
Infiltrate, interstitium: minimal, bilateral, mononuclear
Karyomegaly, tubule, proximal: mild, bilateral

Uterus Atrophy: minimal, bilateral

Vagina ’ Atrophy, epithelium: minimal

Following tissues : Not remarkable

Ovary
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