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4. EH

3,6-V7unb Y FUrD28 BERERAKRSEERER % 6 Bl D Sprague-Dawley

% SPF 7 v I (Crl:CD(SD), 1 BElfERER 6 X 12[8) ZHWTCEBE L, BEEIXO
(0.5Ww/v% A Ft o —RKEHR « SHEREE) | 4, 20 KM 100mg/kg & L. E7-, %
BEE L 100 mg/kg D—IOEM (1 FEMERES 6 ) IOV TIXE 5% 2 WA DKREH
xR, EEELOWMHEEERE L,

—RIRRE, MR, BEERE. B, BRESHE, LKRFRE. LPrr
TUHERVCEBERECEBRYERSOREIIRD ORI -T2,

FETIE, REWMBPITEED 100 mgkg REFHOBET, REHHPOEKERNE
DIEED 100 mg/kg B EH O CRD iz,

BEEETIT., BEHBTIIERED 100 mgkg HEFHOMETRD b,

RBRETIE, REGETIZE Y A BEFAOEMEM 2 100 mg/kg HEHOHET
R bz,

ML FRECIT, BREHEK TRICRZABEOBMEN 100 mg/kg %55 O M
T, BaVvRA7Fa—LREOY VEEORBMED 100 mgkg B EFHOBET, FLa—AD
REETNVT I OEED 100 mgkg REFOM TR D O, B, BEHEHBRT
RRC S U VIBE DOEED 100 mg/kg REHOETRD b,

REZERE Tk, 5 HIRKTRRICHBIZE O T 20 mg/kg PA_E DB EBEO#HE TRt
RO EERORMEN. 100 mgkg BREFHOM THIEEDEMEN A DI, HBFEN
IZH 20 mg/kg LA L OB SEEORE L 100 mg/kg & 5-BE O M T/ NER LT AIRIE X358
Do, BEIZBVWT 100 mg/kg REHOME CTHIERDOBMEN AN, B
BIZH 20 mg/kg A L DB EFHEORE & 100 mg/kg R EFEOM TRAE LRBROBHEL
EVRBO DI, FEEEIZBWDClEx & U EEOKED 100 mgkg B 5 TH
b, HBENIC L E TR OB R OEEANOHEZRED 100 mykg BEBIZFRD
B, BFBRICOWTHEMIZBE LERER, X7 —Y X OBHE X7 VH%
B - HEEFHAREICEEIRED O, BRIZBWTERFENICE RO
B R OVETEMAR DOZEME/HESED 100 mg/kg EBTRO O, FiZ, BRBORMER
EEOEMED 100 mg/kg REFHOHETRD b,

R LB DS 5, BEHBFROCEEHFEK TR, MRLERETY VB
BOBMEN 100mgkg BEFHDOETHLONEZLD, ZOMOBERHB T HINITRES
HIEKTRICRD DN EELEBED 2 WVIiXER L, EEESRBRINE,

UEDFER, 36-P7nut ) P00 OFRRRBREGETICRBIT2EZERE IMECE

¢ UOREEREILR T 2B /NES OEFMIRIER X Y . BT 4mg/kg/day, HET
20 mg/kg/day & ?@/E é ﬂfuo
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5. #®E

BEFBE ERRLED FETER LEVELZSHREOHEBEICLY . 3,6-Prun
EYFOE2T7y M2 ERREROBREL, FORBBYHLMARTALEBIZ, 2
BEKREL, BEROTEEERARLOCEORBERET S, B, FRBIIKAS
#HF VY —Fe SN EBREESORBEZIT TV,
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6. BREBMHRUAEZX

6.1 HEMERUEE
6.1.1 WERYE

FRARCEALEERYE O v FEBRRUEERZIKROBEY ThDH, Tz, BB
FRAEE L IRAMAER IR LT,

Z2R i : 36-Urmubry L
X : 3,6-Dichloropyridazine
CAS &5 : 141-30-0
s = : CH,CLN,
BERATERES (5)-3834
SR : 148.98
&R : o
a

o S
=) : 99.9%
AFE : 1000 g (500 g % 2 &)
PEAR : SREREATP N
REFFIE : WHERR (WBEN. 3FAE  1~10 °C, ERI{E:4~9 °C) |

Bk

LEM : BERTH, HBRHEIC OV TRRSILE CRIMER

WARZ MNVOFERE (ATRIE) ZFEM L., R5a1&
WMLUTREKRTHD LR SN (RITER2) .

RTFHAT : HESEHET #HRYHRFEROE | IERERY
HRR=
B EOER : EZOBZ 22TV, <R 7, REIRE. FE#

FREOWYIVFREREZEFRL., BEEOEMED S,
BOHENEIT, P EEEZREY, IBWVET B,

FER%RLE : WRMEN 1 g ZRERBE LTRELE, #TRIC
INFT LI EBRME LS, BEMEHRBITTE
FEL,
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6.1.2 273

£ : A F A — R 400cP

RIREH : WEBRMEIIAKICEEEOLD, B— 2 RER TR
BEZR 0.5WV% A F L n—RKBREREE LTE
AL,

oy MNEE : EWMI1974

BlEE : MR TS

HREFHIE : =40

RS : HMESRRRERT 5 1 IARERDERNE

6.2 EHEOHRAH
6.2.1 1127 NOEE
RS IE : AF LT —R 400cP ZEHAK BHXEERER
HETH, vy bEE ; 0A97) IZHAEL. 0.5w/v% A F
el —2KEBEKRET S,
RIFH L : wET (WEBEN, EAME 3~5°C) KREFEL, 1 BLWN
IR W,

6.2.2 HER R DA
BEZLILEEOWRBRYE Z EFEICERL., 0.5 ww% A F /L a—RKEKIZ
BB L C 0.8 mgmLiK ((KAERK) . 4 mgmLiK (PHERK) KRUO20 mg/mL ik
(BHERR) 28 LL, SBRKILE 1 EU EoSEE CRIM L, #Af% 782
FERL*,

6.2.3 BEREDODRESLE
BERIZ1 BRESTHOBEBICHE L EARE CHET (GBREN, EHl{HE:3~5°C)
TRELE,

6.2.4 gkt coRel

AHRYE O 0.1 KU 200 mg/mL BT (BE : 0.5w/v% X F &0 a— A KEK)
X, BFT (BEEMN. 1~10°C) | EXT 8 A, FOHRERT U BHEETHD =
EBRBRREER YV —F o ¥ —HEBEEMEFT TERINL TS (RRES
A-2258, BATERL3)

6.2.5 BERBDIRE - H— MR

BE1BL ABORSICAVAEREOHRIRIZOWVWT, ZOBRE « H—ME2 RN
SRV —F o F—THPLCEZAWVWTHER L., *0/FR. RREIHTS
BEOEIEX 99.0~105.0% (FFAE#HHE : R TEICHTHEE ; 100£10%) , H—HEiX
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0.1~2.9% (FFAEH : CVIO%LIA) THY, WIFNLHFFHRENTH 7= (RAEH
4-1 B 4-2) , EOHEEEEKRICRT,
1 BEYE Y OBRRAE R CERE
3R (B, FERUTE»SEE) 1 Rlc>% 10mL

BIEANRIEEME
£ : 3.6-Zunb Yy Foy
ay hEE : DU3PA
R HE : RERT (WBEEN. FFAME : 1~10°C, EHI{E : 2~9°C) |
iz
RTFBHT : HEEMERT HRUERFERCELCETIERDE
RS
HPLC Rl &H
i RN : CAPCELL PAK C18 MGII (4.6 mm I.D. x 150 mm , #I
FES um, BRSLELEE)
% Z LERERERE
: 40°C
BE : FERUK, A % ) —v /TFAIRIE (700/300/1. v/viv)
Pt : 1 mL/min
R H : UV (BIE®EE 269 nm)
BEAE : 20 pL

F— b7 —NRERE
=B (BERELRWY)

EANER
EAIERF | EARK EANE
I 3 BEHRR (VAT AEEMER)
2 3 EERR (EER)
3~11 %1 I E ERIREL

*HIERB P OHE L BB TR,
EERREVHEZURBORE L. MEMHSA% 24 BEILIAIK
ERE L.

6.3 HERIVERURHKORIRER

BEURRETA FIA /D5y FERVWERBREALEL S TWS, ZORR
WHERShZRROT v M3RER LI <Abh, ERERPEETHD Z L HER
L7z,

6.4 HEIMRUVELST

Sprague-Dawley 5& SPF 7 »» kb (Crl:CD(SD), BAF ¥ —/L X - )ﬂ—%ﬁx&
AEFABT BV ¥ —) MRS 47 % SBEEHTAFE L, YT 7 BRERE - BHLES
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—BERECHE (1E/R) . AEAE GE) RUHHEAR—REOCBE (1E) *17T
W, RESENE, —BRRERVERL —RKEOBRICETLAONTRELEDR
DHIMERER 36 0T (FERE L U THERES 24 1T, EERHE U CHERES 1210) 2BV, 6@
TRRICH# L7z, 5K B OAERHEIL, BT 201~230 g, HET 156~187 g TH -
Tzo BITRE - BHLHIRF OBEEME REVEORE~HS THOKE) 2L
VBRI, BoTHEE ERKO 2 BED OEREICESWHT, FEHOVIEKENT
ERRETHELRDLOBHELBR LT, BEOEMITEaYa—FEAWT 1
v 7 EBEERERLREEOBRESY (Fuy 7EBECLERBEZHER L., AR
BROBENOEGES 2 EBEBICEUTE) KLV {Tok, £, RESWITRSME
BICRBRRDPOERA L., = —TF VIRFREHMC LV REFE LT,

) RBREEEICE, RIS 45 I Th o728, ERICITMRES 47 CAMA Shik,

6.5 #AESXH

ENITIEE 21~27°C ™ (BF #0001 2343°C) FHRHEEE 42~62% (FFA#65H : 50£20%) |
BRIEE 1 BRRY 10~15 3, FBEA 1 B 1265/ (07:00~19:00) OEHFHEE=R (303 5=)
T, 794y FREBEM —T (W 250xD 350xH 200 mm : BA — VHRE&)
THENFAB L, AEENORERREZER 1EEEL-, BRHFER CRF-1 (XY= F0
BERF TEMAESHE., =y FES 091203, 100203, 100302) XA E HWT, T,
HEBGTEKEKERARICEL D BRICERE T,

) : 2010458 11 HO 13:00~14 : 00 (ZiBEN 26°C & L[EY ., REBRAFHEE O (2323°C) %

BB L, S EMREBTHY ., BHROVTHEERBRHLNT, RBRRE~OXE
e hot,

8.6 MAHRUKHKDOEAYNE

AR ORASHECE L CidfERA e v MZ-OW T Eurofins Scientific Analytics T4
FETV, T, BBKIZOWTIIREBBEREE Y % —BRASHICKEEICERL T
HZARERELYEHOC (FE4E) KELL, ZhOOSTTREEZ AL, RBREE
WCEEPRVWZ LEHR LI-#%, ELERAFLE,

6.7 BHOBINRUT—I~ADERT

IS AT RIS/ B EAE 2 55 U CRERRRI U, AT OBESITATE COMIX
RRES, MR CEEESZHE L —U IV EDT, BHd#Ix, Hlk
CHEZ L (R, K, FROEHEROIR) 4HfoBEESE220E, ZOBE.
1000 DALIXEE, 100 DALIXME (0FZ2HE, 1EZL2M) | 10 1 OMIXEFESE L,
BBy —JIiE, #OUEMEERALE VS VOEICHE (B) JLitesh
LT EDOT, RRES, BRERE. REE, 4. B9ES. FEESROY
BRFEEBZHRE L, 2L, Sl —RRECEHE, HERE., BHIRVCAERED
ENEFIX, BIEFIXH L TREOBEREZHBET 1D, Fr—Y IV 2EERL TR
BRES. HIRVCEEESFOALERT LI,
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6.8 KBRERK. B54H. BEEERRUVEEHRE Th 50OFEREH

EHERBRETA FIA VICHEL BERBIIBRORELZBIRL, REHEIX 28 B
L7, REEHERIRER SRR CHRUIIToL TS 1 B 1E (7E/4E) & Lk,
EEAMIIEEOFMYEZRATA0ICER L ELLND 2EA (14 HE) &L, &
DOEBEEZITORI- T,

69 HBEHZE

BEREIY SmLkg AEL L, BY U FE2AWVWCHHED®RS L (08:14~11:00
D) . JTBEICIZEAE (0.5Wwh%AFAEL T — ZAKEIE) ZEECERS LR, #
R oBRE5HE FRREN : 0.1ml) BEFORELZEECEHLE,

6.10 BESRUETOHRFERMM SICHERK

36-C7mutYFIUD 0 (0.5w% A F L o—XKEHK) . 100, 300 K
1000 mg/kg/day % 1 BMERES SICD T v MZ 14 ARIRERARE LER VEAEL
& LT 1000 mg/kg R 5RO MR TE2FIFETTI, 300 mg/kg BEHOMBELHTEHHKE
BB, 100 mgkg UL O EEHOMRE CHBER CBROEMEEDREN AL
Nz &, ARRICBITA®EEIT. 100 mgkg BEHE2FHARE L, A5 T
L. 20 mg/kg # FHEIC, 4 mgkg ZEHARBICRE Lz, BERREZKROE 1ITR
o

®1LEBERE
SREREE BREER | B E | BREFR B ES B B B
(mg/kg) | (mg/mL) | (mL/kg) Bhin %S B BHES
. 3 6 1001~1006 6 1007~1012
R 0 0 3 H |6 1101~1106 | 6 1107~1112
\ P 6 2001~2006 - -
5 R 4 0.8 3 | 6 2101~2106 - -
. 1# 6 3001~3006
TRER | 20 4 3 M| 6 3101~3106 - -
o . i 6 4001~4006 6 4007~4012
FARE | 100 20 5 | 6 4101~4106 6 4107~4112

6.11 BMBRUREDAE
FHNENERHEIN-BHIERRURERZER L, RBREOBEIZE L TIITE
DEY L LT,

#5 1 H (day 1 of administration) B 5HMAH

5 1 (week 1 of administration) : #&5 1 00#%5 7 H

B8 1 B (day ! of recovery)  ElfERAAE (REHEKTOEH)
E]15 18 (week 1 of recovery) EE 1 BEIETH
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6.11.1 — KB DERRR

EEEFEIZOVTRESHHPIIER 3ELREMEBSEE L TR 2 BR% (72 L,
FMa—BREOBE, BERE, BARVCBEREHENESZ ERT 2RITRER &
BE5E%ZO2E) . BEHMMTIEER 1E, FA4R, ZRRIRE, B8 TEROHEE
Wie FO—IREEZBE LT,

6.11.2 AT RREBORE. BiERE., BHARUBREBEDATE
HA2—RREBOBSE, BEHRPIEIREYAORERICERRVEEROLME
%, EESEFIEEROSBEICOVT, S8 | EEELE, T, BERE,
BAROCBREHEOREIL, #5438 (EEHRE25H, ek 26 AP0OHRE%)
ROEE 28 (B 11 B) X727, M2 —BRREBEOBERUHBEREIC VW TIX
EHAED BRI LA EZ AW, 2B, BERUCRERBREDCEREH
B (774 Fk) L, 8% 7 0 FAIZEBEEL-RETITo .

) . BEABEOAREHORERICEHEROME 14 (BWES : 4111) THO U F— L OHERE
RERZbN =, B#E27THICBEANELZEEL, toBHEEEEA L,

6.11.2.1 HET—RREOBE
1) Hw—bsr—URNEIE
rE, K RETH
2) FIFoTOHEE
F=UhbLOBMOHBLYTE, #HE - KEORE, B - 2ony,. IRER (BEk3E
H. IREPASIREE) | FIRKIE, BEMRME RR. LE, BAR, Mk, REF
&) . NV RU TR B RS
3) =TT - FREE
HEIREE, =8, BRETE. ERITE. H17. 2%, HBV, IbER 0 EE, B
e (PEEL. HER)

6.11.2.2 BieRE
BREG, BERIG, BfE. BERIG, BILRE ., =hERRE, & HEEEE

6.11.2.3 EHE

CPU #—< MODEL-9502A (7 A a—x o 2=7 Y e u) 2AVWCHIER
VEEOEHEZRIE LT,

17
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6.11.2.4 BREHEDAE
EREWHA B ®HEE 2 —NS-AS01 (XSt ==a—ua¥ A= X) ZHANWTE
REHELZFE L BIEIX 1B E L 10 5BREV0~60 S0 EEEES L,

6.11.3 {KERE

ZEEICONT, REHMETITRSE 1. 4, 7. 10, 14, 17, 21, 24 R 28 A
iz, EEHMPIXEIE 1, 3, 7. 10 RN 14 BIZHIE L7z, BIER 08:40~09:56 D
BIZ T o 72, HIRBICIIHEMSBREEREHOLD, sl LLHH0 16 R I E-% D
EEAZBELE (07:58~08:18)

6.11.4 EEERIE

ZEEICONT, BEHMPIITRSE 1. 7. 14, 21 RO 28 HoO®Z S5, BEEHIRH
X ERE 7 RO 14 BICEIE Uiz, BIEIE 08:53~10:02 DRICIF o7z, 723, B5HIR
HIIREEAEBOHEZFMBELLDO 1 BHESRZ, BETHIX 6 HMORHEEREY, £
DHITITHZLIZ TAHORERRELZAEL., 1K1 BEEXZEH L, EE 181X
B 125 TEETO 6 HEOREERESZ., 20X 7 AHORREREZHE
L, 1C1AEZEHL,

18
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6.11.5 REE (BEXKEAEETL)

#E 4B R OEE 2BICTo 7,

B’E5 48 (%523 B0®E%) X2EEICOWT, BEE 28 (E1E 12 B) EIE
HO2EEKIZISDWT BREYRZZAETNERSBZEY PLEF—VIRINEL,. R -
HHEEATTIREREZ KO CERER - BHEAKT TEOHDO20FFHRZEIL
R2WCHRHBLIEEEROFECIIVRE LE, £, BAkER, BRF—JIREL
TEREETRIEAOD 1 A 0BAEEZ, BAEZHOVTHE L,

2. REBEDOEE. MEARVERERLE

1) 4BEBRICOVTORE

REEHE BIE

pH F—a AT 4y ATEARBKY (7T—7 LA BREH)
-ABE F—ar AT 4 v A TEARBKY (7—7 LA #REH)
a2 F—a AT 4 v 7 A TEARBKY (F—2 LA #RE&H)
I - F—=va s RF 4 v AIJEARRBRK Y (7 —7 VA BRXEaH)
B FA—=a Y RTF 4 v 7 A TEARBREY (7—7 L1 R4
15 I A F—arRAF 4 v 7 ATEARBK D (77— L1 BREH)
VAR N, VS F—va VAT 4 v 7 ATEARBRE D (7 —7 LA HREH)
&R PR

RE (AFEE) ® BREMAEy VERRAWEAERNE (B : mL)

2) 20B§WRICOVTORE

BREEAR e KHik

RE QORFME) ® ARAVY v F— RV AEBRE (BAL: mL)

BEIE KABTED (B : mOsmkg)

1 AR

3 : AUTION™ MINI AM-4290 (7 — 2 L 4 ¥kFA2)

Y AENEBEEREERE A —FT7 Y FRZ v L OM-6030 (7— 7 LA BERE&)

) AEMOREL 20EORELZEAH LT UBEORE (mL/24h) 2HH L,
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6.11.6 mizPRE
BEHEEROCEESMETOE R OHEIRIFIZ, RIB»D—K (16~20 FFHE) #
BRI EEEICOVT, =T VKRBT CRE L. EXER» S EDTA-2K Mk
B (SB-41 : YA X v 7 ABFEASMA) Mk (W 1ml) 28R UL, §5h Mg
DONTHERID RERLAEBEERCFECLIRE L, BiC, MK (09mL) % 3.8%
o BT MY U ABRRNRARE (WK 9B L | BOEE) CHEERL, #0458
(%7€ : 3,000 rpm, 1,580xg, 10 3fE) 2 & D B L~ OVWTHE 3.2) IZEEHL
EHEABRUOFEBIZLOVRELEZ, 2B, SERICL2ERICHEL. 2EFIZONT
May-Griinwald-Giemsa Je 517 X 2 MIRBHIERZ ER U223, SR X 25ERITR
ELHE L, SRIIER Lo,

&3 MBRFREDCED. MEERVERBSRLE

1) EDTA-2K Sl ig iz >\ T DRE
BREEH BEFiE BAL
RAERE (RBC) 2HEL—F—Tu—F L hA LY —? 10°/uL
~ESZor i (HGB) VT YA AT O UEEY g/dL
~=z b7V v ME (HCT) R BR ¥ SEH R MR AR DB Y %
EHRMIRERE (MCV) 2AEL—Y—To—HP A bA FU—? fL
EHRmEkmEAaRE (MCH) FORBRO~ES o ENPOEH Y pg
FHFRMERMEREE (MCHC) ~EF/ubrvBREUOA~2 27U v MEMDLEH? g/dL
RIS (Retic.) RNA Bz B L—HY—Ta—F AL P R —E? %
f/MEE (PLT) 2HEL—F—Ta—H L FA Y —Y 10*/uL
B MmBE (WBC) 2AEL—F—Ta—H% A bR Y —ED 10%/pL
B MERE 5 EY RAVFHFLF—PREIZEEZ T —YA b i ) —ik %:
RAEV—YF—Ta—F A FA M) —§EY 10%/uL

2) JxVEET RY U ANMEN SN LIRSV TORE
REEHE Bk Bfr
7o ko el (PT) 7uy bk s
g ba R

75 RF B (APTT) suy b s
T4 7Y ) —4 & (FIB) bha NI T RAF 95 mg/dL
5 P B E R B
D REMIFEFREERET PV 4+ 7 120 (Siemens Healthcare Diagnostics Inc., IL, USA)
;MR B ERIELEB  ACL Elite Pro {Instrumentation Laboratory, MA, USA)

#) : U roRER (Lymph) | EFHER (Neut) . HFEEEK (Eos) . #FHEEER (Baso) . BiER (Mono)
ROKRBIZERERK (LUC) , £, ALRELSRLAMKEPSELEOEREZEH L,
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6.11.7 mREERE

MEFREARE L FRFICERLAZ0LE (B 6mL) ZEERERAVRRE (X
Vb I-FA— by 7 TEKRRESH) ICEBRY ., BB GRE : 3,000 rpm,
1,580xg, 1040/ L. BoR-MEIZoWT, £4.1) KRHBLAEAROHFECE
DRE L, £, ~NY UINARE (K 1 mL U720 5920 BZO~RY V) 128
BLUZME (M2mL) 2E008 (BRE :3,000rpm, 1,580xg, 10457) L, Boh
TEMEFZONTR42) KEHLEZBEEROFEIZIVRE LR,

R4 MBFLPREOHEB. ARERVERERGE

1) DEELZMBIZOWTORE

REHEA BB I Bfy
ALP Bessey-Lowry i @ IU/L
#hErE (TBA) 3-8 Fuxixsuf FFEe RuFy—8 9 pmol/L
#=a L A7 @—A (T-CHO) CEH-COD-POD i 2 mg/dL
rDZUEFAL R (TG) LPL-GK-GPO-POD mg/dL
VB (PL) PLD-ChOD-POD #: ® mg/dL
“BeyaLEy (T-BIL) UL UFFF—EEY mg/dL
ZNh=z—2 (GLU) INa—A5Fe Fuyfr—r=k? mg/dL
REBZEH (BUN) Urease-LEDH £ @ mg/dL
7 L7 F = (CRNN) Creatininase-creatinase-sarcosine oxidase-POD ¥ 2 mg/dL
FhRY A (NA) A F VRN ERE Y mmol/L
BV A (K) A4 & U BREmE Y mmol/L
EFR (CL) A BRIREBEL Y mmol/L
FN A (CA) OCPC# mg/dL
mEY v (P) Y 7T UBEY mg/dL
|#-ABaE (TP Biuret 3 ¥ g/dL
7NT I (ALB) BCG i ¥ g/dL
A/G . (A/G) BI-ABEBERCTATIUNRLER
2) ~NY M B BE L e ROV T ORE
BREHER BB H ik BAL
AST UV-rate 1% 9 IU/L
ALT UV-rate 3 2 TU/L
LDH UV-rate 3 @ IU/L
y-GTP Ly-Z N E INI-ANEXRV4-=brT7 =l R IU/L
E R R E S

a) : BERILFZEBOWER TBA-120FRE (HEAT 4 ANVV AT A XBRAESH)
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6.11.8 mepRILE VIR

6.11.7 TELNEMBEICOWNWT, RS.IWCEHOEBERVFECLIORE L, AlfE
72FR Y MIFIER 0.5 mLx3 AR E Y PV F 2 —TIZHE L BIE F T-80°C DA HEE (BF
REH : -70°C PLF. ERIE-83~72°C) IBREL:, 2B, HOETBHRUOEERD
2l L HEDEEED 1101~1105, 2101~2105, 3101~3105 XV 4101~4106 (2 DV TiXEIE
PICHSRHRERRE LD, BHIELERL. BRIEME2EALE,

KS5MPRLEHAEORE. AEERVERAESRGLE

BREHEH BIEHE BifL
T3 CLEIA i& ng/dL
T4 CLEIA ¥ ng/dL
TSH CLEIA {& ng/mL
{5 BRI E e

LABHBFELERILIE T AT A IMMULYZE (Siemens Healthcare Diagnostics Inc., IL, USA)

6.11.9 REPRE
6.11.9.1 itk
ETOBPICHOWT, BLEERBRTDEIC XV BLBES R, FHR - B -

- ERES e 0ORE - ARORRIC X 5FMIREMT 21TV, BREE&L
o

6.11.9.2 HBEERIRE

E2TOEMIZONT, RICTTHREDCEER (BMER) ZRETS L &b, #HExt
EELHRFOERENGEE 100 gLV DBEYNEEZEH L,

B, *HIZMLEZERIEOREIZOWTIIEEN 4 ICRIE L. £DAFECRHE
L7,

B, BIRAR*. BB+, MOfR. MRER. LR, FFIR. B+, FFEx. HBE L+, #iv
B, IRE*. 75

6.11.9.3 REHGERE

2TOEFIZONTRICTTRE - BABEERL, V UBEH 10 vvedhr<Y v
WCEHE LR, =L, MY EBREE 10 viviedl~ Y ViRETEAR. IRERROR
FIRITY VEARENE CTHRB LI 3 VWS I VEALT AT E K« 2.5 vwhik< ) VKT
BE%, MERAUCBREEIT T VBRTEHELEE, T, U VEBERE 10 vivX
Bl VETREL, X774 LE, 0%, WRFELTA VY v e
TFVGREEREERL, EHOMBHERUOSHER (RBENEFHMIZOVNTI
26)) ZOWTERLE, * TRLULEBEHEREIC O W TEEEIZ R Lzs, 8k
HERMDLIT T, 8B, ERMEREOEENGEONTMEOITIBRR OB L #oD
BEEARVCBRICOWTIREERCHAERTY NICEHEFEO2BEEIC OV TIRER L
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Too ETo RBRICBVWTIE PAS R AERZ AW TR BB DWW TILEMICBIE L,
BEFEL, THOMBHEERVOCEAEH2BVOLE LIZHBENEL AONDE AT —
DV ERBOEATEHREEFHIESADND AT — Y XII OFME S ARIZOWT, £
nEhOENL YA, FEMER, BEMREOCEFRROSMEEE e EhEtk
L. B VMRS oflafr Bk, SRELHAEHBAOESEOEL K
AT U BT BIRICOW T RME LR IROFBE/ MEBRO O Eh b,
REF G Fl. BHES 1004, 4001 RO 4002) IZ2OWT, fia2u 77V U HiiK%E
AW Rl bR EEAR R N PAS R ER 2 ERSER LT,

iz ER/MEDERERICB W TR AER O 1 ) (B1HES 2004) ITRMBH 5
s, PEFATHYEHERIBOTLE/MICERDEREDELEIRDONT
WRWZ e h, RBRAEICEEIIRWE B Uiz, 72, ERERITISVCH 141
(BVES 4011) OEMPRE, #2H L 1 4 (B ES 2003, 1102 KO 1011) O L
BME, #2500 (BiEE 2002 RO} 4007) LRI OWCERBEBKRORINTH -7
NEARBOEAERRTE TH o2 L0 RBREEICEEIT Vv L Hlr LT,

K. /M (Bxate) . LEMAE* FH (M) . BRI TEME, FRERx
ERUNME* BB, Hig. R, BTV VoNE, BRI VoE, DE. BRE. B (R
FEXEE0) . 8. +28B. ZB. BB (A =ViRESD) - BB BB, BB,
Frfisk, fEfgx. BEhe. REEx. WME LG iR, BE (REHEST) . IR+ 75
(FRIOFEARVEREZET) . B, AR (BER) *. WE (BHEE2E) . K
Beg (BREEET) * KBEHEHRG *. BE (BEH) *RUORBHEFEHMT Bk
UEHEE)

iz, AR (RHRITRRE DBEYT, ~< bXT Vv - = VU REERE
BETER L, ) . N—F—R* KB, F. B, HTR, STER* ERE,
EARBIEAL (BA) RUOMEEZHH L CTRELE,

6.11.9.4 BIRRE

HED BRI OWCHIRRAT 1 B (EHCIERE 23~28 AROEIRA, EEHTIX
Bl 9~14 B RUEIRE) o8 AFiTICEBREZERR Lz, Z0%ERL, &1
NEBELE,
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6.12 #EEHEH

A =T 74—V FNEEOEEWER BEREICR T > EENEE BARE,
BREBEOHE. AE (FEHEMELZET) . BEE, fKkE& RREOEENE
B. MKRZERE, MKLERE, LFFLEVROBEEROHET —ZIZOWNT,
HBREELEREH L OB CHRIABITZITo 2. £, OV TIX Bartlett BREIC X
D BEOREZITo7 (FEAKE: Ml 1%) . 7EIE LWEEIE Dunnett 315% A
W, FEZSEBOEEIE Dunnett B meanranktest Z FAVWT, XBH L EZREH LD
BICREZEITo (FEKE B S EU 1%) , 2B, BEERUEFRAT—TIZ
DWNWTIE, FREZ LIV EEHOSBOE—HEOKRE (FEKE :: Al 5%) 21T-7,
FORER, SHBEIRDONEZGEICIINBE L R EREHELOEHEOE
2V Student D tHRE (FEAHE : Ffll S RV 1%) %, EHBESRDONRNP-
7oA IZIE Aspin-Welch O tHE (FEA¥E : BRI S RV 1%) 21Tok2 79,
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7. HER&ER

7.1 —REiREE

Fk#& % Table 1-1~1-3 & O Appendix 1~10 {Z5R L7z,

1) #®E5HM

REHBEDPHBHOE /2 FITRE 24 BENOED LN,

2) [EEHRM
MEENTAOEBHICBWTH, BEEHEZEC TEFIIRD bhihotz,

7.2 FHMAG—-RRE. BERE. BHARUVEREDE
7.2.1 T —AIKEE

&% Table 2-1~2-18 K T} Appendix 11~70 1277 L7z,

1) #HEHE

FIK-> TOBEITBN T, RERBE (BE) SREORE VR24ITRE 4 BICR
Hoiiz,

2) [EIEHIFE

ML DV TIOBRBEEBICBWTHREFERIAZRL . EENEBRIZBWTHLREL
100 mg/kg B EH L OBICHARBRZEIRO oo T2,

7.2.2 HheRE

FRAE % Table 2-19, 2-20 & O* Appendix 71~76 (7R LTz,

1) #5481

MEE BWTHOREEBICBWTHEEIIRL . EENEEBRBWTHXRHL
BERHDEREH L OBMICARZERIRO O o Tz,

2) [EIfE 238

ML BN THhOBREFERICBWTHEREIIRL . EENEBIZBWTIHXREEL
100 mg/kg 58 L ORICEEZRIRBO N7,

723 BAh

A& % Table 221, 2-22 R U" Appendix 77~82 2R LTz,

1) #5438

HEMEE bXTBE L SERDERESR L ORICEEENRO O 1o T2,
2) EE28

BEREL DXREEL 100 mg/kg B EH L ORICEREIIRD BN 0T,
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7.2.4 BREHE

FX#& % Fig. 1~4, Table 2-23, 2-24 K T* Appendix 83~88 {2k L7z,

) &E48

HEREL DRTBEE L S ERYERER L OBICEERZRBO LN T,
2) EfE2HE

MERE L DXTEBAE L 100 mg/kg REFE L ORICEEZERIZD bR o7,

7.3 #&E
4% % Fig.5. Table 3-1, 3-2 KU} Appendix 89~94 {Z5R L7z,
1) #®&EHME
&ﬁﬁm1mmygﬁﬁﬁ®%1&54auﬁ%htoit\&5%%¢®¢
E%M%hﬁuﬁﬁﬁm1meg&5ﬁ@wf D b,
2) [EEHIME
100 mg/kg B G BEOMERE & LB L ISIFFRKICHEB LABEIIRD LR o T,

74 Efig
FX#& % Fig.6, Table 4-1, 4-2 KT Appendix 95~100 IZ7R L7z,
) #EHMH
BFERIEER 4 mgkg BEFHOBETEE 1 HE 100 mg/kg REHOMHETERE 7R
IRHoNTZ,
2) [EEHIM
100 mg/kg B S BEDOMRE & bR L IZITRBICHZ LEZEIIRD b s T,

7.5 R&E (EKEST)

X #& % Table 5-1~5-8 & U Appendix 101~118 {Z5Rk L7,

1) #5438 |
EMEHEBIZBWTE Y A B BEEA (0.5~1.5 mg/dL) 23 100 mg/kg 3 5B D 2/12
BlizH o, UL E B OBIMERS 100 mg/kg EHOBIIHD LN, F
2. EEMNEEB TR, BAEODEERLREMEL 20mgkg REBOMEIZL, BEEOHER
{EME A3 100 mg/kg | 5 BEOHEIZRD BTz,

2) EE2E

mﬁ%ﬁﬁ&@ﬁ%%ﬁﬁ KWBWTHENTLOEZICLRERRO LT, 3R
BEL 100 mgkg REHOBICAEZIIR OO o7,
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7.6 MEFERE

F A& % Table 6-1~6-6 & U* Appendix 119~136 {27~ L7z,

1) BREHEKETE '

EHEACE S b AT T RF UREOFERERDS 20 mgkg HREFOBTRD L
Nz, e, AMKREORICEIT Y U RREROFELEE L FPREROFER
B 100 mg/kg W EFEDOHE T, HIRILEROFEREMED 4 mgkg REHOBETHS
. BHLERS BT 2 KRBIFEREARB OB EREMED 4 KT 100 mg/kg B EHEOME
THRH LT,

2) EEHHERTR

EHEES e v R TS 2F U REOEERERE. GNERESEICBITA Y 38k
HEOFEREELFHREEOFELEME. i, HMERSEICK T 2 EH THE
EERBEOFEREER DT E 100 mgkg B EFHOHE TR BN,

7.7 mELEERE
FX#& % Table 7-1~7-4 K T® Appendix 137~148 IR L 7=,
1) HBEHB®BTR
ALT DR EREE L BI-ABEOEELREMEN 100 mg/kg HEFHOEHE T, ALP D
EREEEBa VAT o RN VIREOFEREMED 100 mg/kg HEFHORET,
ThNa—ZA0FRREELTAT IV OFERBED 100 mg/kg BEHOMETRD b
i,
2) EEHIFEK TR
VUBBERVORFERZROEERSMEE T MY U AOEERIKMEN 100 mg/kg R 5
DOHET, EBEY VOFERIEMED 100 mg/kg R EHOMETRO DI,

7.8  mHPRILECHRIE

FX#& % Table 8-1, 8-2 BTN Appendix 149~154 [Z5R LTz,

1) BESHRKTR

BERE L HARE L FEBRDERSE L OBMICEEERR DO,
2) EMEHRKTE

MERE L HRTEREEL 100 mg/kg B EH L OBICEZRZRO b iahoT,

79 BEEE
A& % Table 9-1~9-8 } T} Appendix 155~190 {27~ L7z,
1) HEHBKETE

BR AR : AMEEOCHAELR®ED 20 mgkg REHEOHEL 100
mg/kg B EROETHRD b,
FiFlig : Mt R OHMNEREOAEZRBIED 20 mgkg LLEDEK

BEHOHKET, HAEEDHAREREMED 100 mg/keg & E

27



B-6792

2)

Fefie

B

R

MR A

[ BRI T B
ibd

i

g

gk

R L&

7.10 BIRMR
FiAR % Table 10-1, 10-2 X UY Appendix 191~262 {Z7/R L7z,

1)

2)

BE5HIHK TR
(L343
B

[E118 #A R & T B
g
i (REXZET)

R

BHOHETHRD LN,

et R CHHXTEEOFH B REMED 4 mgkg B SHOME
TRH LN,

MAEROFELRBMED 100 mg/kg 5 O MHE TR
b,

MR EEOAE KM 20 mg/kg BEHOHETRD
b,

xR UM EEOFE R M 4 mg/kg BE5HTR
HH,

RO EEORE M 100 mg/kg 58T
mhohiz,

R EREOFERIEMED 100 mgkg B 5-BEOME TR
b,

M ERDAEREED 100 mg/kg R EFHDOMETRD
bz,

FMEROERREMEN 100 me/kg ¥ 55 OHEHE TR
Hohiz,

HAXEEOEEREME 100 mgkg RERH O TRD
bz,

Xt R ORI EEORERIKMED 100 mg/kg BEHHT
BHbhi,

R FIBED xHBRBEDHE 1/6 fl CRO BN T,

DIREP» 4RV 20mg/kg BEFHOHESE 1/6HIT, BE
FLIED 4 mg/kg B BB O 1/6 FITRO LN,

@ 5 A 100 mg/kg T 5B DM 1/6 Bl TRD BT,

FERGERI RO 1/6 flTRH LT,
/ANEHEA 100 mg/kg B 5B D 1/6 HITRD DI,
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711 HEARPERE

AR % Table 11-1~11-7 & U Appendix 191~266 {27~ L7z,

1) REHEKTE

TROEREIC LD EBZON DB HEOFRI IR L OBE LERURE

RiIZBH o,
2

g

R g

FaER

B H L WVITRELRRME EEMEROGBRILEN 20
mg/kg B 5-BEDRE 1/6 ], 100 mg/kg ¥ 5-FEOMEHE 25
TRObI, £, BEHHIWVEIBRELRRMEE LK
FRRE OO GFER M/ IMA D KT FRBE D HE 1/6 611, 4 12 U8 20 mg/kg
REBOHES 2/6 ). 100 mg/kg B E-BEDHE 4/6 I TH
b, 100 mg/kg BEBEOME CRIEE OB MER &
VAR O b, BB, FEME/MEIZOWTIER
REICTERE L - REEBREFERER D PAS REOHFH
B, a2pZu7 Y UHETHD EHBT L,

B/ NEFDERFREARAE RS 20 my/ke 5B OH
4/6 5, 100 mg/kg T EBEDOHELRF & M 4/6 Hl TR 5
",

B E R ORI A 100 mg/kg B EFED 2/6 F T,
BWMDDINERELEENOMBREED 100 mg/kg B
HEED 4/6 HITRO LT,

BB OBRERETFHRORE & MR AR O
PEARIED 100 mg/kg B ESFHOEFITRO b, E iz,
PAS BeBER Y AW B FEROFEMZBE T, X
F— Xl OFBHEIZB VTSI T RS HIEE R
CHREFHREOREEREENRD LN,

BEHMER TR TIEIUTIORTFRABO bR, ZoBBERERENLWTH

bIBEEOE( & HWT LT,

FEIR B
ARER

=y

B REOMRBRESRBED 1/6 fITRD LN,
BRI HERO BB x FBEEOHE 1/6 il & 100 mg/kg
BSOS 1/6 §I T, BERMEROEMREI X R
& 100 mg/kg B EEHOMHES 1/6 BITRD BT,
RERRME DD D BETLRDS 100 mg/kg B 5-FEOM
1/6 BT, B 2BARMESHBEEOE 3/6 #. 4
mg/kg ¥ 5-BEDHE 4/6 5] L M 1/6 i, 20 mg/kg B EFHD
1 3/6 B & M 1/6 511, 100 mg/kg ¥ EREDHE 3/6 4] & M
1/6 51T, BHRABEDOIEILE DR RIFOMEES 1/6
%, 4 mg/kg BESFEDOME 1/6 #]. 100 mg/kg BEFH DL
1/6 B T B2 ME OHIRRE 2 3t REEOHE 1/6 7T,
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Jrig:

Ttk
S

SiRIN

2) EIEHEKTR

B REOFEILEDABER G 20 mg/kg 58
DOHEE 1/6 5. 100 mg/kg ¥ 5-FEDHE 1/6 FIT, BRI
B OB EN X BEEDORE 2/6 FITRD B, H
RIZBWTO S ERA LT 4 K20 mg/kg BEEHD
HE 1 FITRBREROI AN, £, BIRILERADL
iz 4 mg/kg B EEHOWE 1 I CIXRELRBTRILENR
W HT,

RO 720 a O AP R ZE R kA st BRBE D 1/6 1] & 1t
25, 4mg/kg BEFDOMEHES 2/6 . 20 mg/kg B 55
DU 4/6 1,100 mg/kg % 5-BE DHE 2/6 4] & Mk 3/6 il T,
BRI HUNNZFERES BB O MRS 2/6 B, 4 mg/kg
REFEOMRES 3/6 1. 20 mg/kg T E5HOMERES 1/6
i, 100 mg/kg B 5-BEDHE 2/6 5 & M 1/6 B CFRH BN
7o

B#i20 5 RN EEEOMH 1/6 FICRD bz,
HRIZBWCEREREER A D - BEEORE 1§l T8
EREERRD bz,

BMH D WITRER BT RS X REEOHE 2/6 F &
HE 1/6 BT, MEBRAOBIER X BEEORE 3/6 i & 2/6
#l. 100 mg/kg FE5-FEOHE 2/6 5 & M 3/6 B TFRH BN
s

BBEMEREICLD EEBEZONDEHP RO L ORERE LAR URERIZED

bhviz,
Bhg

R LG

R

BWH D WITERE 2 RME EEMIROEREER 100
mg/kg Fe G- FEDHE 4/6 5] & 3/6 il T, BIKDH DV ITE
B Jp RARE b R AR OO SR BB /IME DS 1 FREE D HE 3/6 il
100 mg/kg B EBHDKE 4/6 HI TR O L,

B H 5 WVITRELRERENOMEZRED 100 mg/kg %
LR 4/6 FITRO BT,

BEE TR OER 100 mg/kg 5D 2/6 T,
BEIR e LRI D EVE/EEFEH 100 mg/kg B E5-EED 1/6
FITRDO O,

EEHER TR TIEUTIORIHRARBO bz ds, EOHBERALELLWVTR

HiEFEEDOLE & HE LT,

B ek

BRI T AR PR 03 ot FREE DUME 1/6 4], 100 mg/kg R 5
BEORE 1/6 BT, BREABRAHOTEILE P X REEDOHE
1/6 5 C . B2 FE ORI A 100 mg/kg HERHED
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R &

J i

il (REXZET)

R

712 RERE

HE 1/6 BT, BIMRRBEARMELD 100 mg/kg R GEE
DO 1/6 HIT. B HE OB ILE SR BB OMERE
% 1/6 FITRD bz, BRIV TOI AAEALR
72 100 mg/kg B EBEDOKE 1 FITIIRELRO S IR
biiz,

g 2R F AR OBA 25 100 mg/kg HEFED 1/6
TRDLNT,

BN B ORFMARZEia b is ot BEEOHE 3/6 i & i
2/6 ., 100 mg/kg B 5-BEDRE 3/6 B & M 1/6 BT, &
WA/ SEREAS 3t FRBEDHE 2/6 1) & ME 4/6 1. 100
mg/kg ¥ 5B OMERES 1/6 HITRD vk,

HRICBW TR REES L b - HREEOLE 1 i Tk
B RBEHMAFED bhi,

R FHE OEBHIRED 1/6 HITRDOLNI,
BRI BV TR A b7z 100 mg/kg 5D 1
BITIIRELRRBRE OEBIRD b,

MBI O % Table 12-1~12-6 iR LTz,

1) BEHIRETR

HRELZ SR TOMESY CIIARNRERZRL, B/ 7 VEEETH T,

2) [EEHREIKR TR

REEER O 100 mg/kg B 5 BHOMEH TIIBYPHLRBEEZRL, YA 7 AVRER

ThHoT,
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8 E=E

3,6-7unt Y FY 028 BEKERDOKZREEERRE 6 HE D Sprague-Dawley

% SPF 7 » b (Crl:CD(SD), 1#MEHES 6 XX 1218) ZRAWVWTEB L, REEIXO
(0.5Wwiv%e A F Nt — AKERK : B | 4, 20 RV 100mg/kg & L, F72, %
FBEE L 100 mg/kg O—HOMESE (1 BEMERES 6 IT) IZOWTIXR5% 2 B OREH
MZ&RIT, EHEELORBEELEZRE LT,

—fRIREE & M — RO F IS - COBE T, R5M P Io R B RIBES X R
HOM V12 THONTR, FHBRWEERSE L OBERITIRI o, R, EEHMP
AR IR b o T,

BERE, BARUVBERETHE T, BRI ERDERSOREBIRD LR
ol

RETIX, 85 4 BIZEMED 100 mgkg REFHOBET, REHMPOEEHMED
KD 100 mg/kg EHOMHETRO L, 2B, EEHMTIXEES bBHEE D
BICEERD bk o,

FEEHE TR, #5 7 BIZEMED 100 mgkg BEHOMBETRO biLE, T0OM, #
51 BiZ 4 mghkg BEBHOETEERAONER, RERGEMOEL TS ) HBDE
Bh L OBEBEMEITRPo T, i, EIEHAMPISHEEL bRBELOMCETRDDL
nNixmnot,

REETIE, REHFAPICE YA EBER OBEMBER 2 100 mg/kg REFHOHET
B bz, ZOM, 20 mgkg BEBHOBETEKEDOEMEIR, 100 mg/kg & 53O
TEREEQRESZONTZN, WTHHIKBETHY ., RERLVEETSREHE
AR RN LB LA L, 2B, EEHAMS TIIMEL bW -TFhoR
EIZHLEBRDERSOEEIIRD oo T,

MEFERE Tk, BESHFRTRIZEM RS fe RN T T XF CREOERED 20
mg/kg EHOETHONTR, T<EETHY, HELBEETLIELTIZRWT
DOBBEEL B L, £, HILRESRICBIT S Y V- BREEOEME & 4Pkt
FOMBKMEDR 100 mg/kg BEFHORET, BEREEOEED 4 mg/kg REFHOHET, B
RAENZ BT 5 KRAFELEERE DEMEN 4 BT 100 mgkg EHOM TH LN,
WTh b IS BRETHY, DMERER CEETIRERRICELS RN ENLESE
PELHIBT L7, 2B BEHRK T RICIEERLEES b v R 25 BRI OEHE.
BHIMERE S RIZBIT DY U REROEE L FPRLEOEE, Fiz, BMKSEI
BT B FEERBOKMED 100 mgkg HEHOHBTHOENZE, WTh b I<BET
H, BEHBKTHRICEIRD O TRV b @3EHk & HEr L,

ML FERE CIX, BRSYKTRICRIZAVBEDOSEMED 100 mg/kg 35 FEO MR
T, BavATa—LV kY VIEEORMED 100 mgkg REHOHET, F/La—AD
KEET7AT I ORMED 100 mgkg REFHOMETRD b, Z0Mh. ALT DE(E
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23 100 mg/kg B E-FHOMERET, ALP OKED 100 mgkg HEHOBETH NN, &
{LIXRETHY, BEEZTRETELINIEETERNIENL, BEFNICIEE
TERAZAVWEHEB L, 2k, BEHEKTRTSH Y VEEOEMEIL 100 me/kg 58
DOHETHRD DN, £z, REERORMEE T MY 7 AOMKMEA 100 mgkg B 5-FHD
BT, B OEMAS 100 mgkg BEBHOMTH LN, WThBERIZIKE
ETHy, BREHMHEKRTRHIOERD DN TR L LERE L HIET L,

M FELECBE TR, BERVCEESHERTRICHERE L LERDEREOEEIT
BHLNRMPoT,

FHEZRE CIL, REHE T RICHFBIZEB VT 20 mg/kg PL E OB E B O Taxt
RUMBMEROREMEDN, 100 mg/kg BHEHOM CHIAYEEDOEENSA LIV, HkFH
2% 20 mg/kg UL E D 5 EEOHE L 100 mg/kg ¥ 5-F OMET/NEP LB ARE R B8
oz, BRIV T 100 mygkg REFHOMBECHMERDOBEN A b, HEE
BIIZ S 20 mg/kg LA LD ERE O L 100 mg/kg B EEFOME CRMAE LEABORERL
ENTOON, Bz, B TIL 100 mg/kg HEBEDOTE TRME bR MEL O F B/
EOFBEEOHMEBMB A LNTZN, a2p Z7a7 Y VERTHY, a2p Fur Y v
T v FORBROZ U RITHELEDD, ARERBEHENITEIEE TRV EEH
WrL7- 7, R EKRCBODTESRUCHEMEEDKMEN 100 mgkg &5 TH LI,
B2 LETHROBA R OEENOMIEERER 100 mg/kg B SHICED biLi,
R, FBERE TIIEBENIE A RO IS R O AEFEARAI O 4%/#E5E5 100 mg/kg X5
BETHDLDN, BTERICOWTHMIZBE LR, X7 —U Xl OF#E T %7
VIR AEETHRECEESREO D, BREEERUERTRAT—Y
XII DFEME CHLNBERTFHEEORECE/LIIERYERESIC LD E TR
OEREOBHEZIC L2 AEEREDbIE, £, AF7—U XU DOHEHETALN
Te 3% 7 VIR R OB DWW TEHIIBA L Tidde o 7z, BIRBRBW TR
M EREOEIMD 100 mg/kg BEFHOHTHALNE, BB, HEMBKTRTIE., F
JBIZ W TR EE OB ED 100 mg/kg DHEHETH LN, BREICBWTHIERD
EEDS 100 mg/kg I E-BEOMETH O L ABFHIC b RMEE LRMROBRILED 100
mg/kg TEHOMETA LN, FRICBWL TIHBEMNICE RO E R ETHE
RO MAEIED 100 mg/kg HEHTHA LN, iR, BREOCBREOEIIREHE
ELHAWEEENRER L TVBIZeLRERICLZBEENRD LN, /2, BER
EAREHE R OFEX EROEME & EENOMIRBREIRSHRET LIERABRETH
ST, MEENICETHROBAIIRBEEESER L, REHBIKTRICA DL
R OEBENELIIEEERA LN TVWAZ &b, REZLZEEERSH B &Y
W L7z, 28, BRBOEEOEMIIAIEKIC L » &k LEEERSED bz, 04,
BREHEKTHICREERICLRBW THRBOMEINERZEOFED 20 mg/kg T EH O,
JEig DB R O EROKMED 4 mgkg BEFHOM, BIBTOMMEEDEMEN 20
mg/kg B EFEDO M FFEOEN RO ERDOEIED 4 mg/kg T ESFEIZRD b2,
WTROE L ZIKBERELTHY, BELBEELEZEZL TR RN ENLERE
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OELLHEW Lz, £/, EEIBKR TR T, MoENEREORE & LigoMHE
HEBEOEMEN 100 mg/kg BEFHDOPHTHLNZN, WThb I<BELREBLTHY.
BREMBRTRICERBDOD O T RWI ELLEREL HB L, $7/-. ARACE
EHHERTRIIRRFHE L EROO SR, BERKTHRIZBROD S, MoERE
HEBRONBERRD bR RBEREZ2 0 DB L HET Lz,

BERE T, WThog®m b B ZERZ R L. EERMEYA 710 ThoT2Z
EDPLEBRMEREOERBEIRDONEN-T,

ERUEED S S, BEEHARFROEEHME TR, LEEERETY VB
BOBRMEN 100 mgkg BREBOETALNT B D, TOMOEITEED BV TEE
L. EESEIRE S,

UEDFER., 3,6-7 0o ) ¥V ORRREGETICR T 2 BFEER M TE
ELTREEREICKITAFBOENL Y., HET 4 mg/kg/day, #ETIX 20 mg/kg/day
LEESINT,
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Fig.1 A 28-day oral toxicity study of 3, 6-Dichloropyridazine in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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Fig.2 A 2B8-day oral toxicity study of 3, 6-Dichloropyridazine in rats with a recovery period of 2 weeks
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Table 1-1 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Clinical signs (Administration period)

Day of administration

Sex Dose Findings

ng/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 4 No. of animals 6 6 6 6 6 6 6 6 [ 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
20 No. of animals 6 6 6 6 6 6 8 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 4 No. of animals 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
20 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 [} 6 6 6 6 6 6 6 6
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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Table 1-2 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks

Clinical signs (Administration period)

Day of administration

Sex Dose Findings

mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28

0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 11 11 11 11 11

Excoriation 0 0 4} [¢] 0 0 0 0 0 1 1 1 1 1

Male 4 No. of animals 6 6 6 6 4] 6 6 6 6 6 6 6 6 6
No abnormality [¢] 6 6 6 6 8 6 6 6 6 6 6 [ 6

20 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6

No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6

100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

0 No. of animals 12 » 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Female 4 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 [

20 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6

No abnormality 6 6 6 6 6 6 6 6 6 [¢] 6 6 6 6

100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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Table 1-3 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks
Clinical signs (Recovery period)
Day of recovery
Sex Dose Findings

mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14

Male 0 No. of animals 6 6 6 6 6 6 6 6 6 6 [ 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 8 6 (51 6
100 No. of animals 6 6 6 8 8 [¢] 6 6 6 8 6 6 [4] 6
No abnormality 6 6 6 6 6 [{] 6 [ 6 6 [ 6 6 6
Female 0 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 [§]
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
100 No. of animals 6 6 6 6 6 6 6 6 6 8 [ 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 [ 6 6
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Table 2-1 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 1 of administration period)

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 4 20 100
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12

Abnormal behavior
None 12 <) 6 12 12 6 6 12




B-6792

Table 2-2 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations {(Week 2 of administration period)

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 4 20 100
Parameter No. of animals 12 6 [ 12 12 6 [ 12
Posture
Normal 12 6 3 i2 12 6 6 12
Convulsion
None 12 [ 6 12 12 8 6 12

Abnormal behavior
None 12 6 6 12 12 8 6 12
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Table 2-3 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 3 of administration period)

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 4 20 100
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 ) 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12

Abnormal behavior
None 12 6 6 12 12 6 6 12
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Table 2-4 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations {Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 4 20 100
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 [§] 6 12 12 6 6 12

Abnormal behavior
None 12 6 6 12 12 6 6 12
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Table 2-§ A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks
Detailed clinical signs home cage observation (Week 1 of recovery period)
Sex Male Female
Dose (mg/kg) 100 0 100
Parameter No. of animals 6 6 6
Posture
Normal 6 6 6
Convulsion
None [¢] <] 6
Abnormal behavior
None 6 6 6
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Table 2-6 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks
Detailed clinical signs home cage observation (Week 2 of recovery period)
Sex Male Female
Dose (mg/kg) 100 0 100
Parameter .No. of animals 6 6 6
Posture
Normal 6 6 6
Convulsion
None 8 6 [
Abnormal behavior
None 6 6 6
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Table 2-7 A 28-day oral toxicity study of 3,6-Dichlcropyridazine in rats with a recovefy period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 1 of administration period)

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 4 20 100
Parameter No. of animals 12 6 6 12 12 6 6 12
Ease of removal from cage
Easy 12 6 6 12 12 6 6 12
Fur condition
Normal 12 6 [¢] 12 12 6 6 12
Skin
Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose
Absent 12 6 6 12 12 6 6 12
Exophthalmos
Absent 12 6 6 12 12 6 [ 12
Palpebral closure
Normal 12 6 G 12 12 - 6 6 12
Mucosal membranes
Normal 12 6 6 12 12 6 6 12
Lacrimation ’
Normal 12 6 6 12 12 6 6 12

Piloerection
Absent 12 6 6 12 12 6 6 12

Pupil size
Normal 12 6 6 12 12 6 6 12

Salivation
None 12 6 6 12 12 6 6 12

Abnormal respiration
Absent 12 6 6 12 12 6 [¢] 12

Reactivity to handling
Easy 12 6 6 12 12 6 6 12
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Table 2-8 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 2 of administration period)

Sex Male Female
Dose (mg/kg) V] 4 20 100 0 4 20 100

Parameter No. of animals 12 6 6 12 12 6 6 12
Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-~Eye, Nose

Absent 12 6 [ 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection :

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 4] 6 12 12 6 6 12

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 12 6 6 12 12 6 6 12
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Table 2-9 A 2B-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 3 of administration period)

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 4 20 100

Parameter No. of animals 12 6 6 12 12 6 6 12
Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 6 [} 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 [ 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 [§ [ 12 12 6 6 12

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 12 6 6 12 12 6 6 12
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Table 2-10 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 4 of administration period)

Sex Male Female
Pose (mg/kg) 0 4 20 100 0 4 20 100
Parameter No. of animals 12 6 6 12 12 6 [ 12
Ease of removal from cage
Easy 12 6 6 12 12 [ 6 12
Fur condition
Normal 12 6 6 12 12 6 6 12
Skin
Normal 11 6 6 12 12 6 6 12
Slight la) o] 0 0 o} 0 0 0

Secretions-Eye, Nose
Absent 12 [} 6 12 12 6 6 12

Exophthalmos

Absent 12 [ 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 [ 12
Piloerection

Absent 12 6 6 12 12 6 6 i2
Pupil size

Normal 12 6 [} 12 12 8 6 12
Salivation

None 12 6 6 12 12 6 6 12

Abnormal respiration
Absent 12 8 6 12 12 [ 6 12

Reactivity to handling
Easy 12 6 6 12 12 6 6 12

a) : Excoriation
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Table 2-11 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation {(Week 1 of recovery period)

Sex Male Female’
Dose (mg/kg) 0 100 0 100
Parameter No. of animals 6 6 6 6

Ease of removal from cage

Easy 6 6 6 6
Fur condition

Normal 6 6 6 6
Skin

Normal 6 6 6 6

Secretions-Eye, Nose
Absent 6 6 6 6

Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 8 6 6
Mucosal membranes

Normal 6 6 8 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 6 [¢] 6
Pupil size

Normal 6 [¢] 6 6

Salivation
None 6 6 6 6

Abnormal respiration
Absent 6 6 6 6

Reactivity to handling
Easy 6 6 6 6
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Table 2-12 A 28-day oral toxicity study of 3.8-Dichloropyridazine in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 100 0 100
Parameter No. of animals 6 6 6 6

Ease of removal from cage

Easy 6 6 6 6
Fur condition

Normal [ [¢] 8 6
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 6 6
Exoghthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 G [ G
Piloerection

Absent 6 6 6 G
Pupil size

Normal 6 6 6 6
Salivation

None 6 6 6 6

Abnormal respiration
Absent 6 6 6 6

Reactivity to handling
Easy 6 G 6 6
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Table 2-13 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 1 of administration period)

Sex Male Female

Dose (mg/kg) 0 4 20 100 4] 4 20 100
Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 [ 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 8 6 12 12 8 6 12
Gait

Normal 12 6 6 12 12 6 8 12
Posture

Normal 12 6 <] 12 12 6 6 12
Crooming .

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 2+ 2 4+ 2 3+ 1 3+ 2 7+ 3 5+ 1 6+ 1 6+ 2
Defecation count (Mean+S.D.) 1+ 1 1+ 1 0+ 0 1+ 1 0+ 0O 0+ 0 0+ 0 0+ 0
Urination

None 8 5 5 8 12 6 6 12

Small amount 4 0 1 1 0 0 0 o

Moderate amount 0 1 0 3 0 0 0 0

No significant difference in any treated groups from control group.



Table 2-14 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Detailed clinical signs

open field observation (Week 2 of administration period)

B-6792

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 20 100

Parameter No. of animals 12 5] 6 12 12 6 12
Arousal

Normal 12 6 6 12 12 [¢] 12
Convulsion

None 12 6 [ 12 12 6 12
Abnormal behavior

None 12 6 6 12 12 6 12
Stereotypy

None 12 6 6 12 12 6 12
Gait:

Normal 12 6 6 12 12 6 12
Posture

Normal 12 [§] 6 12 12 6 12
Grooming

None 12 6 6 12 12 [¢] 12
Rearing count (Mean+S.D.) 3+ 4+ 2 3+ 2 3+ 3 T+ 2 8+ 2 7+ 2
Defecation count (Mean+*S.D.)} 0+ 0+ 1 1+ 1 1+ 1 0+ 0+ O 0o+ 0
Urination

None 8 5 [ 9 12 6 12

Small amount 4 1 0 3 0 0 0

No significant difference in any treated groups from control group.
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Table 2-~15 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 0 4 20 100 0 20 100

Parameter No. of animals 12 6 [¢] 12 12 6 12
Arousal

Normal 12 6 6 12 12 6 12
Convulsion

None 12 [ 6 12 12 6 12
Abnormal behavior

None 12 6 6 12 12 6 12
Stereotypy

None 12 6 6 12 12 6 12
Gait

Normal 12 6 6 12 12 6 12
Posture

Normal 12 6 6 12 12 6 12
Grooming

None 12 6 6 12 12 6 12
Rearing count (Mean+S.D.) 3+ 4+ 2 3+ 2 4+ 3 8+ 2 8+ 2 8+ 2
Defecation count (Mean+S5.D.) 0+ 1 0+ 0 0+ 0 1+ 1 0+ O 0+ O 0+ 0
Urination

None 9 5 6 g 12 6 6 12

Small amount 2 1 o} 2 0 0 ¢ 0

Moderate amount 1 0 0 1 0 o [¢] 0

No significant difference in any treated groups from control group.
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Table 2-16 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 4 20 100 0 20 100

Parameter No. of animals 12 6 6 12 12 6 12
Arousal

Normal 12 6 6 12 12 6 12
Convulsion

None 12 6 6 12 12 6 12
Abnormal behavior

None 12 [¢] 6 12 12 6 12
Stereotypy

None 12 6 6 12 12 6 12
Gait

Normal 12 6 6 12 12 G 12
Posture

Normal 12 6 6 12 12 [ 12
Grooming

None 12 8 6 12 12 6 12
Rearing count (Mean#*S.D.) 3+ 4+ 2 4+ 2 4+ 3 9+ 9+ 3 8+ 2
Defecation count (Mean+S.D.) 0+ .0+ 1 0+ 0 1+ 1 0+ O 0+ O 0+ 0
Urination

None 11 4 6 10 12 6 12

Small amount 1 2 0 2 (¢} 0 0

No significant difference in any treated groups from control group.
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Table 2-17 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 1 of recovery period)

Sex Male Female

Dose (mg/kg) ] 100 0 100
Parameter No. of animals 6 6 6 6
Arousal

Normal 6 6 6 6
Convulsion

None 6 6 6 6
Abnormal behavior

None 6 6 6 6
Stereotypy

None 6 6 6 6
Gait

Normal [ 6 6 6
Posture

Normal 6 6 6 6
Grooming -

None 8 6 6 6
Rearing count (Mean+S.D.) 4+ 3 4+ 3 11+ 4 10+ 2
Defecation count (Mean+S.D.) 0+ 1 0+ 0O 0+ 0 0+ 0
Urination

None 5 6 6 6

Small amount 1 0 0 0

No significant difference between treated group and control group.
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Table 2-18 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 100 0 100

Parameter No. of animals 6 6 6 6
Arousal

Normal 6 6 6 6
Convulsion

None 6 6 6 6
Abnormal behavior

None 6 6 6 6
Stereotypy

None 6 6 6 6
Gait

Normal 6 6 6 6
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 5+ 2 4+ 2 9+ 2 11+ 3
Defecation count (Mean+S.D.) 0+ O 0+ 0 0+ O 0+ 0
Urination

None 6 6 6 6

No significant difference between treated group and control group.



Table 2-19 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Manipulative test (Week 4 of administration period)

B-6792

Sex Male Female
Dose (mg/kg) 0 4 20 100 0 20 100
Parameter No. of animals 12 6 [¢] 12 12 6 12
Auditory response
Normeal 12 6 6 12 12 6 12
Approach response
Normal 12 6 6 12 12 6 12
Touch response
Normal 12 6 6 12 12 6 12
Tail pinch response
Normal 12 6 6 12 12 6 12
Pupillary reflex
Pass., both 12 6 6 12 12 6 12
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0O 0+ 0 0+ 0 0+ 0 0+
Landing foot . splay (mm: Mean+S.D.) 82+19 68+22 67+10 67+19 55+16 62+17 61+17

No significant difference in any treated groups from control group.
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Table 2-20 A 28-day oral toxicity study of 3.,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Manipulative test (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 100 0 100
Parameter No. of animals 6 6 6 6
Auditory response
Normal 6 6 6 6
Approach response
Normal 6 6 6 6
Touch response
Normal 6 6 6 6
Tail pinch response
Normal 6 6 6 6
Pupillary reflex
Pass, both 6 6 6 6
Aerial righting reflex
{Total score: Mean+S$.D.) 0+ O 0+ 0O 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 85+16 70+15 50+18 67+15

No significant difference between treated group and control group.
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Table 2-21 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Grip strength (Week 4 of administration period)}

Sex Dose Fore limb Hind limb
mg/kg g £

0 No. 12 12

Mean 1179 609

S.D. 233 101

Male 4 No. 6 6
Mean 1331 667

S.D. 164 169

20 No. 6 6

Mean 1146 603

S.D. 181 107

100 No. 12 12

Mean 1232 595

S.D. 207 125

0 No. 12 12

Mean 1000 530

S.D. 148 151

Female 4 No. 6 6
Mean 1090 559

S.D. 156 101

20 No. 6 6

Mean 995 502

S.D. 139 95

100 No. 12 12

Mean 979 536

S.D. 154 84

No significant difference in any treated groups from control group.
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Table 2-22 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks

Grip strength (Week 2 of recovery period)

Sex Dose Fore limb Hind limb
mg/keg g g

Male 0 No. 6 6
Mean 1606 880

S.D. 122 110

100 No. 8 6

Mean 1475 751

S.D. 190 157

Female 0 No. 6 6
Mean 1031 522

S.D. 217 130

100 No. 6 6

Mean 1153 582

S.D. 195 119

No significant difference between treated group and control group.
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Table 2-23 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Motor activity {Week 4 of administration period)

Interval (minutes)

Sex Dose
mg/Kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0~60)
0 No. 12 12 12 12 12 12 12
Mean 394 328 291 267 223 193 1696
S.D. 37 30 57 55 83 108 225
Male 4 No. 6 6 6 6 6 6 6
Mean 417 359 344 267 231 220 1837
S.D. 25 40 22 73 99 112 285
20 No. 6 6 6 6 6 6 6
Mean 393 325 312 292 236 221 1779
S.D. 42 63 37 89 121 110 341
100 No. 12 12 12 12 12 12 12
Mean 395 300 275 310 286 277 1844
S.D. 38 38 72 43 47 73 234
0 No. 12 12 12 12 12 12 12
Mean 396 316 249 257 235 215 1658
S.D. 47 60 93 103 56 100 319
Female 4 No. 6 6 6 6 6 6 6
Mean 381 301 264 239 227 132 1544
S.D. 43 70 70 85 92 130 310
20 No. 6 6 6 6 6 6 6
Mean 415 357 241 222 189 288 1712
S.D. 67 29 105 86 76 87 235
100 No. 12 12 12 12 12 12 12
Mean 416 366 311 286 210 . 254 1843
S.D. 24 47 49 71 137 51 242

Unit : Count
No significant difference in any treated groups from control group.
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Table 2-24 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)

Interval (minutes)

Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
Male 0 No. 6 6 6 6 6 6 6
Mean 354 277 258 280 263 203 1635
S.D. 36 55 61 56 80 107 306
100 No. 6 6 6 6 6 6 6
Mean 338 265 294 303 251 244 1694
S.D. 21 61 55 41 70 76 208
Female 0 No. 6 6 6 6 6 6 6
Mean 380 296 294 276 247 245 1737
S.D. 38 35 52 65 69 70 88
100 No. 6 6 6 6 6 6 6
Mean 402 415 270 203 236 256 1782
S.D. 36 135 55 125 146 129 311

Unit : Count
No significant difference between treated group and control group.
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Table 3-1 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks

Body weight (Administration period)

Day of administration

Sex Dose Gain
mg/kg 1 4 T 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 213 242 268 294 327 349 375 387 408 196
S.D. g 11 14 17 22 26 31 32 38 32
Male 4 No. 6 6 6 6 6 6 6 6 6 6
Mean 214 242 269 297 331 355 382 395 418 203
S.D. 6 7 11 16 19 21 25 25 30 29
20 No. 6 <] 6 6 6 6 6 6 6 6
Mean 214 241 270 298 335 360 386 399 423 20¢
S.D. 8 12 14 19 22 22 26 28 27 21
100 No. 12 12 12 12 12 12 12 12 12 12
Mean 214 226w 258 286 322 344 369 382 402 188
S.D. 7 9D 10 11 11 13 15 16 20 21
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 170 183 192 199 216 225 235 248 2681 91
S.D. 7 7 8 9 12 13 14 17 17 15
Female 4 No. 6 6 6 [§] 6 6 6 6 6 [
Mean 171 181 188 194 209 221 232 243 255 84
S.D. 7 9 12 16 20 19 22 25 24 21
20 No. 6 6 6 6 6 6 6 6 G 8
Mean 173 182 186 195 211 219 227 239 250 78
S.D. 10 12 10 10 10 15 19 18 19 13
100 No. 12 12 12 12 12 12 12 12 12 12
Mean 171 178 186 193 207 213 224 232 243 T2»
S.D. 10 9 9 11 12 15 17 15 18 13D
Unit : g

# : p<0.05 ; s+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 3-2 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks
Body weight (Recovery period)
Day of recovery
Sex Dose Gain
mg/kg 1 3 7 10 14 1~14
Male 0] No. 6 6 6 6 G 6
Mean 420 431 451 465 481 61
S.D. 29 34 35 39 41 13
100 No. 6 6 6 6 6 6
Mean 409 420 443 460 481 72
S.D. 26 29 31 39 38 17
Female 0 No. 6 6 6 6 6 6
Mean 261 266 275 281 286 26
S.D. 25 23 23 26 31 7
100 No. 6 (5} 6 6 6 6
Mean 242 251 259 267 273 31
S.D. 22 21 21 21 24 6
Unit

No significant difference

between treated group and control group.
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Table 4-1 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks

Food consumption (Administration period)

Day of administration

Sex Dose
mg/kg 1 7 14 21 28
0 No. 12 12 12 12 12
Mean 24 27 29 30 29
S.D. 1 1 3 3 3
Male 4 No. 6 6 6 [ G
Mean 228 27 30 31 29
S.D. 1D 2 2 2 2
20 No. 6 6 6 6 6
Mean 24 26 30 31 29
S.D. 2 1 2 2 2
100 No. 12 12 12 12 12
Mean 24 24 29 30 28
S.D. 1 2D 2 2 2
0 No. 12 12 12 12 12
Mean 19 19 20 21 21
S.D. 2 1 2 2 2
Female 4 No. 6 6 6 6 6
Mean 19 19 20 21 20
S.D. 2 3 3 3
20 No. 8 6 6 6 6
Mean 21 19 21 21 21
S.D. 3 1 1 2 2
100 No. 12 12 12 12 12
Mean 19 18ew 19 20 20
S.D. 2 1D 1 1 1

Unit : g/rat/day
#» : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 4-2 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Food consumption (Recovery period)

Day of recovery

Sex Dose
mg/kg 7 14
Male 0 No. 6 6
Mean 29 29
S.D. 3 3
100 No. 6 6
Mean 29 30
S.D. 2 3
Female 0 No. 6 6
Mean 22 21
5.D. 2 2
100 No. 6 6
Mean 21 21
S.D. 1 2

Unit : g/rat/day
No significant difference between treated group and control group.
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Table 5-1 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - 4= I R R T kT - - + o+ HEt b+
0 12 0 0 0 0 0 0 0 11 1 2 7 3 0 0 0 8 2 2 0 O 0 12 0 0 0 O ]
Male 4 6 0 ] 0 0 0 0 0 5 1 1 3 2 0 0O 0 4 1 1 0 0 0 6 0 0 0 O 4]
20 6 0 0 4] 0 0 0 0 5 1 1 5 0 0 O 0 4 1 1 0 O [0} 6 0 0 0 0 4]
100 12 0 0 o} 0 4] 0 1 9 2 0O 4 8 0 0 0 3 4 5 0 O 0 12 0 0 0 O 0
0 12 0 0 0 0 1 0 3 6 2 8 3 1 0 O 0 7T 3 2 0 0 0 12 0 0 0 O 0
Female 4 6 0 0 1 0 0 1 0 4 0 4 2 0 0 o0 0 3 2 1 0 0 0 6 0 0 0 O 0
20 6 0 4 0 0 1 [4] 2 3 0 3 2 1 0 0 0 4 1 1 0 O 0 6 0 0 0 O 0
100 12 0 0 0 2 1 1 4 4 0 9 1 1 1 0 0 8 2 2 0 O 0 12 0 0 0 O 0
1) - <10 mg/dL +~ ¢ 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 88 ~ 250 mg/dL +4+ 1 251 - 600 mg/dL ++4+ 1 >600 mg/dL
2) - <5 mg/dL = : 5 - 7.5 mg/dL + ¢ 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL 444 1 71 ~ 125 mg/dL ++++ : >125 mg/dL
3) - <30 mg/dL +~- : 30 - 60 mg/dL + : 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ 1 251 - 750 mg/dL +444+ 1 >750 mg/dL
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Table 5-2 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

4) 5) 6) 7)
Occult blood Bilirubin . Urobilinogen Color
Sex Dose No.
mg/kg - 4= T - e R T ) - P e A L LY Y bY
0 12 11 1 0 0 0 12 0 0 O 0 12 0 0 o 0 012 0
Male 4 6 6 0 0 0 O 6 0 0 O 0 5 1 0 0 0] 0 6 O
20 6 5 1 0 0 O 6 0 0 O [4] 6 0 0 0 0 0 6 0
100 12 g9 3 0 0 O 10 2 0 O 0 10 2 0 O 0 012 0
0 12 12 0 0 0 O 12 0 0 0 0 1T 1 0 0 0 012 O
Female 4 6 6 0 0 0 O 6 0 0 O 0 5 1 0 0 0 0 6 O
20 6 6 0 0 0 O 6 0 0 0 0 6 0 0 O 0 0 6 0
100 12 12 ¢ 0 0 O 12 0 0 © 0 10 2 0 0 0 012 0
4) ~ : <0.03 mg/dL L 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
S5} - : <0.5 mg/dL + 0.5 - 1.5 mg/dL. ++ : 1.6 - 5.0 mg/dL. +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL «+ 1 2.0 - 3.5 mg/dLL.  ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-3 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

URINE SEDIMENT

CRYSTALLIZATION
RBC wBC SEC SREC Cast PS [o10)
Sex Dose No.
mg/kg‘ - . + et A+ - - + 4+ A+ - 4= + e - 4= 4+ 4+ e - - + - - + e - - + ++ 4+
0 12 12 0 0 0 0 12 0 0 0 O 0122 0 0 ¢ 12 0 0 0 O 12 0 0O 12 0 0 0 0 12 0 0 0 0
Male 4 6 6 0 0 0 O 6 0 0 0 O 0 6 0 ¢ ¢ 5 1 0 0 0 6 0 O 6 0 60 0 O 6 0 0 0 O
20 6 5 1 0 0 O 6 0 0 0 O 0O 6 ¢ 0 O 6 0 0 0 O 6 0 0 5 1 0 0 0 6 0 0 0 O
100 12 12 0 0 0 O 12 0 0 0 0 012 ¢ 0 0 11 1 0 0 O 12 ¢ 0 10 2 0 0 0O 12 ¢ 0 0 O
0 12 12 0 0 0 O 12 0 0 0 0 012 0 0 © 12 0 0 0 O 12 0 0 12 0 0 0 o 12 0 0 0 O
Female 4 6 6 0 0 0 O 6 0 0 0O O O 6 0 0 ¢© 5 1 0 ¢ O 6 0 O 5 1 0 0 ¢ 6 0 0 0 O
20 6 6 0 0 0 O 5 1 0 0 O 0O 6 0 0 O 5 1 ¢ 0 O 6 0 O 4 2 ¢ 0 0 6 0 0 0 0
100 12 12 0 0 0 O 12 0 0 0 O° 012 0 0 0 11 1. 6 ¢ 0 12 ¢ © 11 1 ¢ ¢ O 12 0 0 0 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- @ Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ @ Moderate

+++ : Severe
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Table 5-4 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 4 of administration period)

Water Urine OQOsmolality

Sex Dose No. intake volume
mg/ke mL/24h  mL/24h mosm/kg
0 12 Mean 36 13.2 1995
S.D. 5 4.7 590
Male 4 6 Mean 34 12.6 2197
S.D. 2 3.5 319
20 6 Mean 42» 14.8 1565
S.D. 6D 4.2 271
100 12 Mean 37 15.2 1638
S.D. 4 4.2 304
0 12 Mean 30 8.5 2150
S.D. 4 2.9 467
Female 4 6 Mean 29 9.4 1959
S.D. 3 4.6 255
20 6 Mean 31 6.5 2275
S.D. 5 2.2 394
100 12 Mean 33 11.3 1658+
S.D. 7 6.3 556D

# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 5-5 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg’/kg 5.0 5.5 6.0 6.5 7.07.58.08.5 9.0 - - N X - 4= + e At A - - 4+ At hAd kb
Male ] 6 0 0 0 0 5 1 2 2 2 0 0 0 2 3 1 0 o0 0 6 0 0 0 0
100 6 0 0 0 0 4 2 1 2 2 1 ¢ ] 21 3 0 0 4] § 0 0 0 0
Female 0 6 0 0 1 2 2 0 1 2 3 0 O 0 2 31 0 0 0 6 0 O 0 c
100 6 0 0 (] 0 4 0 3 3 0 o O 0 4 2 0 0 0 (o] 6 0 0 0 O 0
1) - : <10 mg/dL += 10 - 25 mg/dL 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL 4 >600 mg/dL
2) - : <5 mg/dL .- 5 - 7.5 mg/dL 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ 1 Tl - 125 mg/dL 4+t >125 mg/dL
3) - 1 <30 mg/dL 4 30 - 60 mg/dL 61 - 125 mg/dL ++ 1 126 - 250 mg/dL +++ @ 251 - 750 mg/dL LR R >750 mg/dL
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Table 5-6 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
4) 5) 6) )
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg - = + 4+ s - 4 44 At ™ 4+ 44 At At LY Y DY
Male 0 6 5 1. 0 0 O 6 0 0 ¢ 0 6 0 0 O 0 0 6 0
100 6 6 0 0 0 O 6 0 0 0 0 5 1 0 0 0 0 6 ©
Female 0 6 6 0 0 0 O 6 0 0 O 0 4 2 0 0 0 0 6 0
100 6 6 0 0 0 O 6 0 0 O 0 6 0 0 0 0 0 6 0
4) - <0.03 mg/dL +- 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5} ~ <0.5 mg/dL + 0.5 - 1.5 mg/dL. ++ : 1.6 ~ 5.0 mg/dL +++ : 5.1 - 10.0 mg/dl, ++++ : >10.0 mg/dL
6) +~ : <2.0 mg/dL + 1 2.0 - 3.5 mg/dl. ++ : 3.6 -~ 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL  ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-7 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
URINE SEDIMENT
CRYSTALLIZATION
RBC wBC SEC SREC Cast PS co
Sex Dose No.
mg‘/kg - +- + 4+ 4 - - 4+ 4+ 44 + = o+t b + - + e+ 4+ s + - L R - + E Frd

Male 0 6 6 0 0 0 O 6 0 0 0 O 6 0 0 O 0 0 0 O 0 0 0 0 O 0O 0 0 0

100 6 6 0 0 0 O 6 0 0 0 O 6 0 0 O 0 0 0 ¢ 0 2 0 0 0O 0O 0 0 O
Female 0 6 6 0 0 0 O© 6 0 0 0 O 6 0 0 O 0 0 0 0 4} 0o 0 0 ¢ 0O 0 0 o

100 6 6 0 0 0 O 6 0 0 0 O 6 0 0 0 0 0 0 ¢ [4] 2 0 0 0 0O 0 0 O
SEC : Squamous Epithelial Cell - Negative
SREC : Small Round Epithelial Cell +~ 1 Slight
PS : Phosphate Salts + : Mild
Cco : Calcium Oxalate ++ 1 Moderate

+4+4

Severe
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Table 5-8 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 2 of recovery period)

Water Urine Osmolality

Sex Dose No. intake volume
mg/kg mL/24h mi./24h mOsm/kg
Male 0 6 Mean 35 13.7 1998
S.D. 6 2.2 127
100 6 Mean 40 17.9 1738
S.D. 8 8.8 424
Female 0 6 Mean 26 6.9 2215
S.D. 5 1.8 277
100 6 Mean 28 10.9 1830
S.D. 7 5.6 399

No significant difference between treated group and control group.
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Table 6-1 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks

Hematology (After administration period)

: RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose No.

mg/kg X10*/ 4L g/dL % fL pE g/dL % X104/ ul s s mg/dL

0 6 Mean 875 16.1 47.8 54.6 18.5 33.8 2.5 128.9 13.9 23.6 299

S.D. 29 0.5 1.4 1.9 0.5 0.6 0.7 10.7 2.0 4.6 22

Male 4 6 Mean 865 16.1 47.6 55.0 18.7 33.9 2.6 125.2 13.7 20.7 302

S.D. 27 0.5 1.4 0.9 0.5 0.5 0.4 7.9 1.7 2.8 27

20 6 Mean 860 15.9 46.8 54.5 18.5 34.0 2.9 128.6 12.7 18.9« 298

S.D. 21 0.2 0.8 1.5 0.3 0.6 0.4 12.8 1.0 2.5D 41

100 ) Mean 867 15.9 47.5 54.9 18.4 33.4 2.6 132.1 14.3 21.2 337

S.D. 30 0.5 1.7 1.6 0.4 0.3 0.4 10.2 1.7 1.5 19

0 6 Mean 842 15.6 45.0 53.6 18.5 34.7 2.5 134.0 1.1 16.1 239

5.D. 36 0.5 1.6 1.4 0.6 0.3 0.4 14.3 0.2 2.3 11

Female 4 6 Mean 849 15.6 44.7 52.7 18.4 34.8 1.8 135.5 11.4 15.8 228

S.D. 43 0.5 1.3 1.8 0.6 0.3 0.4 10.3 0.5 1.1 19

20 6 Mean 859 15.8 45.3 52.9 18.4 34.8 2.2 138.3 11.0 16.3 228

S.D. 49 0.5 1.6 2.0 0.7 0.5 0.8 11.2 0.5 1.9 24

100 6 Mean 870 16.0 46.5 53.5 1B.4 34.4 2.2 136.3 10.6 17.1 225

S.D. 45 0.5 1.9 1.1 0.5 0.6 0.5 19.1 0.4 2.2 16

» : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 6-2 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Hematology (After administration period)

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X10?/#L LYMP NEUT EOS BASO MONO LUC
0 6 Mean 86.7 75.3 21.9 0.8 0.3 1.3 C.4
S.b. 24.1 6.4 5.8 0.3 0.1 0.5 0.1
Male 4 6 Mean 82.7 80.4 15.8 1.0 0.3 2.2» 0.4
S.D. 12.9 4.8 4.7 0.3 0.1 0.8D 0.2
20 6 Mean 102.3 80.8 15.8 0.8 0.4 1.7 0.5
S.D. 12.2 2.5 2.3 0.3 0.1 0.4 0.3
100 6 Mean 79.3 82.4e 14.6» 1.0 0.3 1.2 0.5
S.D. 19.2 3.9D 3.5D 0.5 0.1 0.3 0.1
o 6 Mean 85.1 80.1 16.5 1.3 0.3 1.3 0.6
S.D. 21.0 5.2 5.6 1.0 0.1 0.3 0.2
Female 4 6 Mean 66.0 76.7 19.9 1.2 0.3 1.5 0.4
S.D. 10.4 7.5 7.8 0.5 0.1 0.5 0.2
20 6 Mean 67.7 79.7 17.1 1.2 0.3 1.3 0.5
S.D. 18.9 8.5 8.4 0.3 0.1 0.4 0.2
100 6 Mean 62.8 78.6 18.2 1.3 0.2 1.3 0.5
S.D. 23.0 3.3 3.4 0.8 0.1 0.3 0.1

LUC : Large unstained cells
# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 6-3 A 28-day oral toxicity study of 3,8-Dichloropyridazine in rats with a recovery period of 2 weeks
Hematology (After administration period)
Differential leukocyte counts (X10?/uL)
Sex Dose No.
mg/kg LYMP NEUT EOS BASO MONO Luc
0 6 Mean 65.7 18.7 0.7 0.2 1.2 0.3
S.D. 21.6 6.4 0.3 0.2 0.6 0.1
Male 4 6 Mean 66.7 13.0 0.8 0.3 1.8 0.3
$.D. 12.3 4.0 0.1 0.1 0.5 0.2
20 6 Mean 82.5 16.3 0.8 0.4 1.7 0.5
S.D. 8.5 3.9 0.4 0.1 0.4 0.3
100 6 Mean 65.1 11.8 0.8 0.3 1.0 0.4
S.D. 14.7 5.1 0.4 0.1 0.3 0.1
0 [$] Mean 67.7 14.5 1.1 0.2 1.1 0.5
S.D. 15.5 7.3 0.9 0.1 0.4 0.2
Female 4 [ Mean 51.0 12.6 0.9 0.2 1.0 0.3
S.D. 12.0 4.0 0.4 0.1 0.4 0.1D
20 6 Mean 53.5 11.8 0.8 0.2 0.9 0.4
S.D. 14.9 7.2 0.5 0.1 0.5 0.1
100 6 Mean 48.9 12.0 0.7 0.2 0.8 0.3«
S.D. 15.9 6.5 0.4 0.1 0.4 0.1D
LUC : Large unstained cells

D

p<0.05 (Significant difference from control group)
Dunnett's test
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Table 6-4 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks
Hematology {(After recovery period)
RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose No.

mg/kg X104/ 1L g/dL % fL pE g/dL % X10*/HL s s mg/dL
Male 0 6 Mean 907 15.6 47.4 52.3 17.2 33.0 2.0 113.9 13.3 20.1 283
S.D. 29 0.5 1.3 0.9 0.2 0.5 0.3 16.8 0.9 2.3 30

100 6 Mean 900 15.6 46.9 52.1 17.3 33.2 2.5 127.1 12.5 17.9 271

S.D. 39 0.5 1.4 1.2 0.4 0.5 0.4 5.0 0.6 1.5 12

Female 0 6 Mean 847 15.0 44 .2 52.2 17.8 34.0 1.6 130.7 11.2 16.4 215
S.D. 44 0.5 1.1 1.6 0.4 0.5 0.4 10.5 0.9 0.8 35

100 6 Mean 858 15.3 45.0 52.5 17.8 33.9 2.0 136.3 11.1 15.0e 240

S.D. 23 0.3 1.1 0.4 0.2 0.4 0.4 10.1 0.7 0.97 32

« : p<0.05 (Significant difference from control group)

T : Student's t-test
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Table 6-5 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Hematology (After recovery period)

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X10*/ 1L LYMP NEUT EOS BASO MONO LUC
Male 0 6 Mean 104.2 79.5 16.3 1.1 0.3 2.2 0.6
S.D. 18.0 3.1 2.7 0.4 0.1 0.5 0.2
100 6 Mean 111.8 81.1 14.9 1.3 0.4 1.9 0.5
S.D. 13.6 3.5 3.4 0.1 0.1 0.4 0.2
Female 0 6 Mean 84.6 82.1 13.8 1.6 0.3 1.8 0.6
S.D. 22.5 1.5 1.6 0.4 0.1 0.6 0.3
100 6 Mean 64.7 74.7= 20.9e 2.0 0.2 1.8 0.4
S.D. 16.3 5.0AT 4.8AT 0.7 0.1 0.5 0.2

LUC : Large unstained cells
» : p<0.05 (Significant difference from control group)
AT : Aspin-Welch t-test
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Table 6-6 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks
Hematology (After recovery period)
Differential leukocyte counts (X10?/uL)
Sex Dose No.
mg/Kg LYMP NEUT EOS BASO MONO LuC
Male 0 6 Mean 82.7 17.1 1.2 0.4 2.3 0.6
S.D. 13.86 4.4 0.6 0.2 0.8 0.2
100 6 Mean 90.9 16.4 1.4 0.4 2.1 0.6
S.D. 14.0 2.6 0.2 0.1 0.5 0.3
Female 0] 6 Mean 69.2 11.8 1.3 0.3 1.5 0.5
S.D. 17.6 4.0 0.6 0.1 0.5 0.3
100 3] Mean 48.7 13.2 1.3 0.1« 1.1 0.3
S.D. 14.2 3.2 0.4 0.1T 0.3 0.2

LUC : Large unstained cells

+ : p<0.05 (Significant difference from control group}

T : Student's t-test
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Table 7-1 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks

Blood chemistry (After administration period)

AST ALT LDH ¥ —GTP ALP TBA T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg 1U/L 1U/L 1U/L IU/L 1U/L rsmol/L mg/dL mg/dL mg/dL mg/dL mg/dL
(o} 6 Mean 65 28 59 1 790 16.86 52 64 94 0.1 139
S.D. 6 4 10 0 152 13.9 12 17 11 0.1 16
Male 4 6 Mean 65 27 58 1 741 17.5 50 65 93 0.1 147
S.D. 9 5 10 0 164 21.8 11 32 12 0.1 21
20 6 Mean 57 25 55 1 678 26.5 61 72 106 0.0 162
S$.D. 4 3 12 0] 162 25.7 9 30 10 0.1 20
100 6 Mean 58 20w 62 1 556 12.6 69w 40 113e= 0.1 136
S.D. 6 2D 12 1 76D 5.5 7D 16 6D 0.1 9
0 6 Mean 68 22 59 1 392 10.5 64 14 113 0.1 129
S.D. 13 4 8 0 92 3.7 9 4 12 0.1 16
Female 4 6 Mean 68 20 55 1 442 9.4 53 22 100 0.0 123
S.D. 15 2 6 0 106 2.0 6 13 11 0.1 14
20 6 Mean 66 24 61 1 467 14.2 61 14 107 0.1 112
S.D. 8 4 13 0 129 8.4 10 7 15 0.0 9
100 6 Mean 59 17e 55 1 3690 14.7 73 13 127 0.1 108«
S.D. 7 3D 10 0 107 4.7 10 4 19 0.0 6D

#= : p<0.0S5 ; #=» : p<0.01 (Significant difference from control group}
D : Dunnett's test
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Table 7-2 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks

Blood chemistry (After administration period)

BUN CRNN Na K Cl Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 [ Mean 12 0.23 145 4.7 107 9.9 7.8 6.1 3.3 1.20
S.D. 1 0.01 1 0.4 1 0.3 0.4 0.1 0.2 .12
Male 4 6 Mean 13 0.23 144 4.7 106 9.9 8.2 6.1 3.3 1.20
S.D. 1 0.02 1 0.5 1 0.1 0.4 0.2 0.1 0.05
20 6 Mean 13 0.23 145 4.3 106 10.1 8.0 6.3 3.3 1.12
S.D. 3 0.02 1 0.4 2 0.2 0.5 0.1 0.1 0.08
100 6 Mean 12 0.20 145 4.6 106 9.9 7.7 6.5%0 3.5 1.14
S.D. 1 0.03 1 0.5 1 0.2 0.4 0.2D 0.1 0.05
0 6 Mean 15 0.27 144 4.4 109 9.9 7.3 6.2 3.5 1.27
S.D. 3 0.04 1 0.2 1 0.3 0.9 0.3 0.2 0.11
Female 4 6 Mean 15 0.25 144 4.3 109 9.9 7.5 6.1 3.5 1.31
S.D. 2 0.02 1 0.3 1 0.2 0.8 0.2 0.2 0.11
20 6 Mean 16 0.25 144 4.3 109 9.9 7.3 6.2 3.5 1.31
S.D. 3 0.03 1 0.4 1 0.3 0.4 0.3 0.2 0.07
100 6 Mean 16 0.25 143 4.1 108 10.0 7.6 6.8%e 3.8an 1.31
S.D. 2 0.03 1 0.2 1 0.3 0.4 0.2D 0.2D 0.12

a8 : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 7-3
Blood chemistry {(After recovery period}
AST ALT LDH v —GTP ALP TBA T-CHO TG PL T-BIL GLU
Sex Dose No.

mg/kg Iu/L IU/L 1U/L 1u/L 1u/L #mol /L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 6 Mean 66 30 62 1 594 11.1 52 59 90 0.1 142
S.D. 5 3 9 0 85 5.9 11 19 10 0.0 16
100 6 Mean 61 29 57 1 487 18.1 66 85 113« 0.1 142
S.D. 8 S 8 0 117 9.2 13 36 17T 0.0 18
Female 0 6 Mean 66 28 56 1 298 11.0 55 19 104 0.1 121
S.D. 13 9 15 0 60 2.7 8 7 15 0.0 13
100 6 Mean 60 24 67 1 280 11.9 62 18 117 0.1 120
S.D. 9 6 18 0 41 6.1 14 5 23 0.0 22

# : p<0.05 (Significant difference from control group)

T : Student's t-test
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Table 7-4 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks
Blood chemistry (After recovery period)
BUN CRNN Na K Cl Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Male 0 6 Mean 12 Q.25 145 4.8 107 9.7 7.3 6.1 3.4 1.21
S.D. 1 0.02 0 0.2 2 0.2 0.2 0.3 0.1 0.05
100 6 Mean 15+« 0.286 144+« 4.8 106 9.9 7.8 6.2 3.4 1.24
S.D. 2T 0.03 1T 0.2 2 0.3 0.9 0.3 0.1 0.10
Female o} 6 Mean 17 0.34 143 4.3 109 "10.0 6.9 6.5 3.7 1.35
S.D. 2 0.02 1 0.4 )3 0.3 0.4 0.4 0.3 0.15
100 6 Mean 16 0.30 144 4.2 110 9.9 6.3 6.7 3.8 1.32
S.D. 3 0.04 0 0.3 1 0.3 0.3T 0.4 0.3 0.10

*

T :

: p<0.05 (Significant difference from control group)

Student's t-test
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Table 8-1 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recavery period of 2 weeks

Hormones (After administration period)

Ta Ta TSH
Sex Dose No.
mg/kg ng/dL rg/dL ng/mL
0 6 Mean 80.5 6.1 1.36
S.D. 4.6 1.8 0.75
Male 4 [ Mean 90.3 6.5 2.35
S.D. 16.7 1.2 2.81
20 6 Mean 84.9 6.8 1.77
S.D. 12.7 0.8 1.27
100 6 Mean 85.4 5.7 1.18
S.D. 8.8 0.4 0.59
0 6 Mean 101.6 5.0 1.82
S.D. 18.8 0.9 1.55
Female 4 6 Mean 93.6 4.9 1.74
S.D. 17.0 0.9 0.43
20 6 Mean 103.3 5.4 1.86
S.D. 11.3 1.9 0.80
100 6 Mean 111.3 .9 1.30
S.D. 16.8 1.6 0.88

No significant difference in any treated groups from control group.
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Table 8-2 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks
Hormones (After recovery period)
T Ta TSH
Sex Dose No.
mg/ke ng/dL mg/dL ng/mL
Male 0 6 Mean 85.3 6.9 1.85
S.D. 12.4 1.0 1.66
100 6 Mean 95.3 8.2 3.91
S.D. 8.6 1.8 2.30
Female 0 6 Mean 85.8 3.6 0.90
S.D. 15.4 1.2 Q.77
100 6 Mean 87.3 4.2 0.47
S.D. 12.7 1.1 0.52

No significant difference between treated group and control group.
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Table 9-1 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Body weight Brain Thyroid Thymus Heart Liver Spleen Kidney
Dose (R+L) {R+L)
ng/kg g gz(g/100g BYW) mg(mg/100g B¥) mg{mg/100g BW) g(g/100g BW) glg/100g BW) g(g/100g BW) g(g/100g BW)
0 No. [ 6 6 6 6 6 -] 6
Mean 370 2.01 18.8 582 1.21 10.69 0.63 2.71
S.D. 43 0.08 2.1 214 0.12 1.67 0.14 0.25
Absolute 4 No. 6 6 8 6 6 6 6 6
Mean 386 2.04 26.1 448 1.23 12.00 0.69 2.90
S.D. 26 0.12 3.4 128 0.06 1.17 0.08 0.35
20 No. [] 6 [} 6 6 [ 6 6
Mean 390 1.98 20.0 501 1.30 13.81e» 0.69 2.92
S.b. 25 0.08 3.7 100 0.12 1.40D 0.09 0.26
100 No. 6 6 6 6 6 [ 6 6
Mean 366 2.02 22.8 465 1.28 14.05¢ 0.68 3.11
S.D. 9 0.05 2.9 74 0.08 1.49D 0.11 0.23
0 No. 6 6 6 6 6 6 6
Mean 0.55 5.1 156 0.33 2.88 0.17 0.74
S.D. 0.086 0.2 47 0.02 0.18 0.02 0.04
Relative 4 No. 6 6 6 6 6 6 6
Mean 0.53 5.2 116 0.32 3.10 0.18 0.75
S.D. 0.04 0.8 31 0.01 0.20 .01 0.05
20 No. 6 6 6 6 6 6 [i]
Mean 0.51 5.1 128 0.33 3.53ee 0.18 0.75
§.D. 0.02 0.8 24 0.03 0.21D 0.02 0.04
100 No. 6 6 6 6 6 6 6
Mean 0.55 6.2» 127 0.35 3.83ss 0.18 0.85ss
S.D. 0.01 0.9D 18 0.01 0.39D 0.03 0.07D

Statistical analysis of body weight was not done.
e : p<0.05 ; »+ : p<0.01 (Significant difference from control group)
D : Dunnett’'s test
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Table 9-2 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery periocd of 2 weeks

Absolute and relative organ weight (After administration perioed)

Male

Adrenal Testis Epididynis Prostate

Dose (R+L) (R+L) (R+L)
mg/kg mg(mg/100g BW) glg/100g BY) mg(mg/100g BW) g(g/100g BW)
0 No. 6 6 6 6
Mean 67 3.38 854 1.93
S.D. 10 0.17 64 0.25
Absolute 4 No. 6 6 6 6
Mean 64 3.07ee 840 2.27
S.D. 9 0.11D 60 0.33
20 No. 6 6 6 6
Mean 57 3.24 830 2.17
S.D. 4 0.16 50 0.28
100 No. 6 6 6 6
Mean 58 3.20 706¢s 2.22
S.D. 6 0.17 82D 0.23
0 No. 6 [ 6 6
Mean 18 0.92 233 0.52
S.D. 2 0.09 23 0.02
Relative 4 No. 6 6 6 6
Mean 17 0.80» 219 0.59
S.D. 2 0.05D 26 0.09
20 No. 6 6 6 6
Mean 15» 0.84 214 0.56
S.D. 1D 0.09 23 0.09
100 No. 6 6 6 6
Mean 16 0.87 193« 0.61
S.D. 1 0.04 24D 0.07

# : p<0.05 ; ## : p<0.01 (Significant difference from control group)
D : Dunnett's test



B-6792

Table 9-3 A 28-day oral toxicity study of 3.6-Diéhloropyridazine in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female

Body weight Brain Thyroid Thymus Heart Liver Spleen Kidney

Dose {R+L) (R+L)
mg/kg g g(g/100g B¥) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BY) g(g/100g BW) g(g/100g BW) g(g/100g BY)
0 No. 6 6 6 6 6 6 6 6
Mean 240 1.89 14.9 488 0.89 7.00 0.50 1.88

S.D. 8 0.09 1.2 31 0.03 0.40 0.05 0.12

Absolute 4 No. [} 6 6 6 6 [} 6 6
Mean 236 1.86 15.8 442 0.82 6.73 0.42= 1.81

S.D. 25 0.08 1.5 101 0.08 1.37 0.06D 0.15

20 No. 6 6 6 6 6 6 [} 6
Mean 232 1.88 18.5 453 0.83 6.86 0.46 1.89

S.D. 15 0.05 3.9 126 0.10 0.57 0.05 0.13

100 No. 6 6 6 6 6 6 6 6
Mean 224 1.90 16.8 411 0.82 7.57 0.43 1.88

S.D. 12 0.07 2.6 67 0.05 0.50 0.05 0.13

0 No. ) 6 6 6 [ 6 6
Mean 0.79 6.2 203 0.37 2.92 0.21 0.78

5.D. 0.04 0.5 0.01 0.10 0.02 0.03

Relative 4 No. 6 6 6 6 6 ¢ 6
Mean 0.80 6.8 187 0.35 2.84 0.18+ 0.77

S.D. 0.09 0.6 36 0.02 0.25 0.02D 0.02

20 No. 6 6 6 6 6 6 6
Mean 0.81 8.0» 194 0.36 2.96 0.20 0.81

S.D. 0.05 1.3D 46 0.03 0.12 0.02 0.03

100 No. 6 6 6 6 6 6 6
Mean 0.85 7.5 183 0.37 3.38¢es 0.19 .84+
§.D. 0.04 1.0 26 0.02 0.16D 0.02 0.05D

Statistical analysis of body weight was not done.
#« : p<0.05 ; #» : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 9-4 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female

Adrenal Ovary Uterus

Dose (R+L) (R+L)
mg/kg mg(mg/100g BY) mg{mg/100g BY) mg(mg/100g BYW)
0 No. 6 6 6
Mean 71 91.0 555
S.D. 13 11.4 65
Absolute 4 No. 6 [] 6
Mean 62 87.1 533
S.D. 8 13.0 105
20 No. 6 [ 6
Mean 71 87.1 508
S.D. 8 12.1 137
100 No. 6 6 6
Mean 69 95.4 426
S.D. H 19.5 67
0 No. 6 6 6
Mean 30 37.9 231
S.D. 6 4.2 28
Relative 4 No. 6 6 6
Mean 26 37.2 229
S.D. 4 5.6 56
20 No. 6 [ 6
Mean 31 37.7 218
S.D. 4 5.7 51
100 No. 6 6 6
Mean 31 42.7 191
S.D. 3 9.7 37

No significant difference in any treated groups from control group.
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Table 9-5 A 28-day oral toxicity study of 3,6-bichloropyridazine in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Body weight Brain Thyroid Thynus Heart Liver Spleen Kidney
Dose (R+L) {R+L)
ng/kg g g(g/100g B¥) mg(mg/100g BYW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g{g/100g B¥) g(g/100g BW)
Absolute 0 No. 6 6 6 6 6 6 8 6
Mean 451 2.11 22.1 481 1.37 12.39 0.74 3.15
S.D. 39 0.11 3.2 77 0.13 1.87 0.18 0.23
100 No. 6 6 6 6 6 6 6 6
Mean 449 2.10 21.0 517 1.36 14.19 0.77 3.23
S.D. 37 0.07 2.2 113 0.20 2.03 0.11 0.24
Relative 0 No. 6 6 6 6 6 6 6
Mean 0.47 4.9 107 0.30 2.74 0.16 0.70
S.D. 0.03 0.6 13 0.02 0.22 0.03 0.03
100 No. 6 6 6 6 6 6 6
Mean 0.47 4.7 115 0.30 3.15w 0.17 0.72
S.D. 0.05 0.8 23 0.03 0.32T 0.01 0.07

Statistical analysis of

body welght was not done.

» : p<0.05 (Significant difference from control group)
T : Student’'s t-test
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Table 9-8 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After recovery period)

Male

Adrenal Testis Epididymis Prostate

Dose (R+L) (R+L) (R+L)
ng/ke mg(mg/100g BW) g(g/100g BW) mg(mg/100g BW) g{g/100g BW)
Absolute 0 No. 6 6 [ 6
Mean 68 3.238 1055 2.76
S.D. 7 0.19 54 0.29
100 No. 6 6 6 6
Mean 65 3.22 844+ 2.71
S.D. 5 0.84 166AT 0.37
Relative [ No. 6 ] 6 6
Mean 15 0.72 236 0.61
S.D. 1 0.08 22 0.06
100 No. 6 6 6 6
Mean 15 0.72 189+ 0.61
S.D. 2 0.19 40T 0.08

# : p<0.05 (Significant difference from control group)
T : Student’'s t-test
AT : Aspin-Welch t-test
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Table 9-7 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After recovery period)

Female

Body weight Brain Thyroid Thymus fleart Liver Spleen Kidney

Dose (R+L) {R+L)

ng/kg g g{g/100g BY) mgi{mg/100g B¥) mg(mg/100g BW) glg/100g BW) g{g/100g BY) g(g/100g BW) g{g/100g BW)

Absolute 0 No. 8 6 6 6 6 6 6 6
Mean 269 1.96 16.4 447 0.88 7.08 0.54 1.85

S.D. 28 0.05 3.0 98 0.07 0.72 0.11 0.23

100 No. 6 6 6 6 6 6 [ 6

Mean 255 1.89e 15.0 405 0.91 7.54 0.50 1.92

S.D. 21 0.05T 3.7 70 0.09 1.10 0.03 0.14

Relative 0 No. 6 6 [ 6 [} 6 6
Mean 0.74 6.2 168 0.33 2.64 0.20 0.69

S.D. 0.07 1.2 42 0.02 0.13 0.04 0.05

100 No. 6 6 6 6 6 6 6

Mean 0.75 5.9 160 0.36+ 2.95+ 0.19 0.75»
S.D. 0.08 1.1 32 0.02T 0.20T 0.02 0.03T

Statistical analysis of body weight was not done.
s : p<0.05 (Significant difference from control group)
T : Student’s t-test
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Table 9-8 A 28-~day oral toxicity study of 3.,6-Dichloropyridazine in rats with a recovery period of 2 weeks
Absolute and relative organ welght (After recovery period)
Female
Adrenal Ovary Uterus
Dose (R+L) (R+L}
mg/kg mg(mg/100g BY) nmg{mg/100g BY) mg(mg/100g BW)
Absolute 1} No. 6 6 6
Mean 71 94.8 455
S.D. 11 13.6 131
100 No. 6 6 6
Mean 72 87.9 479
S.D. 9 14.0 108
Relative 0 No. [ 6 6
Mean 27 35.4 167
S.D. 6 3.9 30
100 No. 6 6 6
Mean 28 34.7 187
S.D. 3 6.7 34

No significant difference

between treated group and control group.
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Table 10-1 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats
with a recovery period of 2 weeks

Gross pathological findings (After administration period)

Organs Sex: M M M M F F F F
Dose{mg/kg): 0 4 20 100 0 4 20 100
Findings Number : 6 6 6 6 6 6
General descriptions
Excoriation 1 0 0 0 0 0
Kidney
Cyst 0 1 1 0 0 0 0 0
Dilatation,pelvic 0 0 0 0 0 1 0 0

M : Male, F : Female
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Table 10-2 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats
with a recovery period of 2 weeks

Gross pathological findings (After recovery period)

Organs Sex: M F
Dose(mg/kg) : 0 100 0 100
Findings Number: 6 6
Kidney
yS 0 1 ] 0
Lung(bronchus)
Focus,dark red 1 0 0 0
Testis
Small 0 - -

M : Male, F : Female
- : Not applicable



Table 11-1 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats

with a recovery period of 2 weeks

Histopathological findings (After administration period)

B-6792

Organs Sex:
Dose(mg/kg):
Findings Number:

oo =R
[o2 3 9

OO

Adrenal

Number examined

Not remarkable
Bone+Bone marrow, femoral

Number examined

Not remarkable
Bone+Bone marrow,sternal

Number examined

Not remarkable
Cerebellum(pons)

Number examined

Not remarkable
Cerebrum

Number examined

Not remarkable
Epididymis

Number examined

Not remarkable

Cell infiltration,interstitial

minimal
Hypospermlia

minima
Cell debris,luminal
minimal
mid
Eye
Number examined
Not remarkable
Dysplasia,retinal
minimal
Atrophy,retinal
mild
Heart
Number examined
Not remarkable
Intestine,duodenum
Number examined
Not remarkable
Intestine. jejunum
Number examined
Not remarkable
Intestine,ileum(Peyer's patch)
Number examined
Not remarkable
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
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M : Male, F : Female
- : Not applicable
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Table 11-2 A 28-day oral toxicity study of 3,8-Dichloropyridazine in rats
with a recovery period of 2 weeks
Histopathological findings (After administration period)
Organs Sex: M M M F F
Dose(mg/kg): 0 4 20 100 0 4 20 100
Findings Number: 6 6 6 6 6

Intestine,rectum
Number examined
Not remarkable

Kidney
Number examined
Not remarkable
Cyst

mild
Dilatation,pelvic
ild

m
Dilatation, tubular.cystic
mild
Regeneration, tubular
minimal
Eosinophilic body.tubular cell
minimal
mild
Pigmentation, tubular cell
minimal
mild
Mineralization,papillary

minimal
Cell infiltration,interstitial
minimal
Mineralization,cortical
minimal
Mineralization,medullary
minimal
Kidney(PAS stain)
Number examined
PAS reaction
negative
Kidney(alpha2u globulin)
Number examined
AlphaZ2u globulin,
immunchistochemistry
positive
Liver
Number examined
Not remarkable
Vacuolation,hepatocyte,periportal
minimal
Microgranuloma
minimal
Hypertrophy.hepatocytic,central
minimal
Lung{bronchus)
Number examined
Not remarkable
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular
Number examined
Not remarkable
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M : Male, F : Female
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Table 11-3 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats
with a recovery period of 2 weeks

Histopathological findings (After administration period)

Organs Sex:
Dose(mg/kg):
Findings Number :

[=: 25}
N
=
-
=
(=)

oOXR
=P34
com

Mammary gland, inguinal
Number examined
Not remarkable
Ovary
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Cyst
minimal
Prostate
Number examined
Not remarkable
Sciatic nerve
Number examined
Not remarkable
Seminal vesicle(Coagulating gland}
Number examined
Not remarkable
Skeletal muscle, femoral
Number examined
Not remarkable
Skin,cervical
Number examined
Ulcer
mild
Skin, inguinal
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Stomach
Number examined
Not remarkable
Testis
Number examined
Not remarkable
Spermatid,retained
minimal
mild
Degeneration/necrosis germ cell
minimal
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M : Male, F : Female
- : Not applicable
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Table 11-4 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats
with a recovery period of 2 weeks

Histopathological findings (After administration period)

Organs Sex: M F F F F
Dose(mg/kg): 0 20 100 0 4 20 100
Findings Number: 6 6 6 6 6 6
Thymus
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Thyroid
Number examined 6 0 0 6 6 0 0 6
Not remarkable 2 0 0 4 3 0 0 3
Ectopic thymus 2 0 0 0 1 0 0 0
minimal 1 0 0 0 1 0 0 0
mild 1 ] 0 0 0 0 0 0
Remnant,ultimobranchial body 3 0 0 2 2 0 0 3
minimal 3 0 0 2 2 0 0 3
Trachea
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 [o] 6
Urinary bladder
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Uterus(cervix,horn)
Number examined - - - 6 ¢} 0 6
Not remarkable - - - 6 4] 0 6
vagina
Number examined - - - - 6 0 0 6
- - - - 6 0 i} 6

Not remarkable

M : Male, F : Female
- : Not applicable
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Table 11-5 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats
with a recovery period of 2 weeks

Histopathological findings (After recovery period)

Organs Sex: M F
Dose(mg/kg) : 0 100 0 100
Findings Number: 6 6
Epididymis

Number examined
Not remarkable

Number examined
Not remarkable
Atrophy,seminiferous tubular
minimal
severe
Spermatid,retained
minimal
Degeneration/necrosis germ cell
minimal

6 6 - -
6 2 - -
Hypospermia 0 1 ~ -
moderate 0 1 - -
Cell debris,luminal 0 4 - -
minima 0 2 - -
mild 0 2 - -
Kidney
Number examined 6 6 6 6
Not remarkable 3 O 4 2
Cyst 0 1 Q 0
mild 0 1 0 0
Regeneration, tubular (4] 1 1 0
minimal 0 1 1 0
Eosinophilic body,tubular cell 3 4 o) 0
minimal 2 3 0 0
mild 1 1 0 0
Pigmentation, tubular cell 0 4 0 3
minimal 0 3 0 3
mild 0 1 0 0
Mineralization,papillary 1 (1] 0 0
minimal 1 0 0 0
Cell infiltration,interstitial 0 1 Q 0
minimal 0 1 [0} 0
Fibrosis,focal 0 4 0 1
minimal 0 0 0 1
Mineralization,medullary 1 4 1 0
minimal 1 0 1 0
Liver
Number examined 6 6 6 6
Not remarkable 2 2 2 5
Vacuolation,hepatocyte,periportal 3 3 2 1
minimal 3 3 2 1
Microgranuloma 2 1 4 1
minimal 2 1 4 1
Lung{bronchus)
Number examined 1 0 V] Q
Hemorrhage, focal 1 [s) o] 0
minimal 1 ¢ 4} 0
Testis
6 6
5 3
1 1
1 0
0 1
0 2
4] 2
0 1
0 1

LI T T S N N R A |
L T I TR A I B B |

M : Male, F : Female
- : Not applicable
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Table 11-6 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats
with a recovery period of 2 weeks
Number of germ cells per Sertoli cell in stage V[I (After administration period)
Spermatogonia Preleptotene Pachytene Round
Dose spermatocyte spermatocyte spermatid
mg/Kg /Sertoli cell /Sertoli cell /Sertoll cell /Sertoli cell
No. 6 6 6 6
0 Mean 0.15 2.36 3.48 8.95
S.D. 0.05 0.29 0.36 1.02
No. 6 6 6 6
100 Mean 0.14 2.45 3.52 8.89
S.D. 0.03 0.21 0.43 0.82

No significant difference between control group and 100 mg/kg group.
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Table 11-7 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats
with a recovery period of 2 weeks
Number of germ cells per Sertoli cell in stage XII (After administration period)
Spermatogonia Zygotene Pachytene Elongate
Dose spermatocyte spermatocyte spermatid
ng/kg /Sertoli cell /Sertoli cell /Sertoli cell /Sertoli cell
No. 6 6 6 6
0 Mean 0.24 2.51 3.46 8.44
S.D. 0.05 0.23 0.24 0.65
No. 6 6 6 6
100 Mean 0.26 2.27 2.90n 5.52e
S.D. 0.05 0.18 0.26T 1.21T

ss: p<0.01 (Significant difference between control group and 100 mg/kg group)

T: Student's t-test
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Table 12-1 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks
Individual estrous cycle in female rats (Administration period)

Dose (mg/kg) : O

Animal 1 2 3 4 5 6 7a)

number

1101 D P E M D P E

1102 D P E M D P E

1103 M D P E M D P

1104 m D P E M D P

1105 D P E M D P E

1106 D P E M D P E

P : Proestrus E : Estrus M : Metestrus D : Diestrus

a): Day of sampling
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Table 12-2 A 28-day oral toxicity study of 3.6-«Dichloropyridazine in rats with a recovery period of 2 weeks
Individual estrous cycle in female rats (Administration period)

Dose (mg/Kg) : 4

Animal 1 2 3 4 5 6 7a)

number

2101 M D P E M D P

2102 D P E M D P E

2103 D P E M D |3 E

2104 M D P E M D P

2105 E M D P E ] D

2106 M D P E M D D

P : Proestrus E : Estrus M : Metestrus D : Diestrus

a): Day of sampling



B-6792

Table 12-3 A 28-day oral toxicity study of 3.6-Dichloropyridazine in rats with a recovery period of 2 weeks
Individual estrous cycle in female rats (Administration period)

Dose (mg/kg) : 20

Animal 1 2 3 4 5 6 Ta)

number

3101 M D p E M D P

3102 P E M D P E M

3103 M D P E M D P

3104 M D P E M D P

3105 M D D P E M D

3106 D P E M D P E

P : Proestrus E : Estrus M : Metestrus D : Diestrus

a): Day of sampling
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Table 12~4 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks
Individual estrous cycle in female rats (Administration period)

Dose (mg/kg) : 100

—
M)
w
o+
4]
o

Animal 7a)

number

4101
4102
4103
4104
4105
4106

Fuouoomo
[ ealiaviige BcAgv]
TERmmom
NUII VR
Zooomo
O@mUU=RT
oURmmom

P : Proestrus E : Estrus M : Metestrus D : Diestrus
a): Day of sampling
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Table 12-5 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks
Individual estrous cycle in female rats (Recovery period)

Dose (mg/kg) : O

7a)

-
N
[
A
w
o

Animal
number

1107
1108
1109
1110
1111
1112

MXTm=ET
2om=om
[o g e B Sw R jic4
e e R v B v R W)
mXEUmino
ZoOmE=Em
DVIREUOUR

P : Proestrus E : Estrus M : Metestrus D : Diestrus
a): Day of sampling
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Table 12-6 A 28-day oral toxicity study of 3,6-Dichloropyridazine in rats with a recovery period of 2 weeks
Individual estrous cycle in female rats (Recovery period)

Dose (mg/kg) : 100

Animal 1 2 3 4 5 8 Ta)

number

4107 E M D P E M D

4108 D P E M D P E

4109 E M D P E M D

4110 P E M D P E E

4111 |4 E M D P E M

4112 E M D P E M D

P : Proestrus E : Estrus M : Metestrus D : Diestrus

a): Day of sampling
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