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o- b ALK YT IR (LIF TSA LE&EE) @ Sprague-Dawley 3% (Crj:CD) M
15 v MoB Y 3 RERORSBERBRE . 0B (LEWERRLA 1 K54 VB kU
(L3E GLP 1o Hefs L TRIE L7, |

1ESIEANSE 2 5BABOMEES v Mic TSA @ 700, 1000, 1400 5 & T* 2000 mg
/kg A5 L. BE5RABES 1 HE LTHERRRSHRUBMTV. BEAKOL TSR
B#EPMT. EEMIC O VW TRERBISHCERL THR L7,

HOREHTRVWTHOBERTHRCARS SNM, -0 HTIE. 1400 ng/kg
BERCBOCIREYE I 16, BEE 2 A 241, 3 3 FIHSET L. 2000 ng/ke Bt
SRTE. BEYAKC 2 PIAGET Lk, Ml S ERCHOS DRSS - i EHRERS
B (700 ng/ke) K HBWTHBRGEEH SEE, B MEAKL. MBLL. RSN LR
Rt FERAEE. SRR OBD, KEOET. 74 L7 —S0m SHERER T EK
A SN,

BEE 2. 4. 8. LLBXOISHICHE L EBH OARERBE T3, BIKE 2 Bk
1000 ng/kg P E QRSB CHERMAIE S 03 EETHE SN, D 1400 ng/ke
PO ERTEHBEOEKERD S 5\ IEIIDEI S S, TORGELEM LI,

B0 HRATRIC BV T WERWEIC X 5 5EHIC D158 2 RIS BENZ LA R 5
NI AT T E b S FEEOEBRIZE O HRIEIER TRV S B S N

oDl EED, TSA ORABREMHTICB TS LD, Eid. T 1000~2000
ng/kg OEIcH . HETIE 2000 mg/kg % LE B EHESI N
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1. #EBRYE

WERME & L T, LOEBEINT - PNV UV ANF TS
K (4% : o-Toluenesulfonamide. %% : 2-Methylbenzenesulfonamide. CAS No. :
88-19-7. v +EF . AR - 9Owt%6. S FE 17122, 4F : CHaNO. S, Bl
. 155°C. #h A : 214°C/1. 33kPa, 4Bl L UMK - BEBEKIR. T TSA &EEED)
ML BEREUTICRT .

*%*it SOzNHz

pC=1

CHs

AR L 7 BRI 13 RS E TR EEE TERIC TIRE L.

2. BRIEHS
HBRYBOHESIcE VTR HBRYE TR L. 0,55 CMC-Na KiFiE (HARERG 71V

A—ZF NY A, AGRSEE, SLEES 6709 BLUOAKRERHESHAK. JERIEK.

BLEFS 9T07SA 2HVTHRE) 2WATHERL THERE L. RERE TIHE - BEE
Bl

ARSI S, HERYED 1.00 BLT 200 mg/ml % 0. 5% CMC-Na 7k#ug Bk &
LTHEEL, 0. 4BLU S AMOERERZMHE L. (Appendix 1) o Fho. HEGRIK
hOWBRYESEERMNEL. REBEANICH 5 2R L (Appendix 2) o

3. REBORES KUHREHK

AREBRICH T B R5BIE. BREEFFERICBOTIT» 2 FHAR GBRIEES A
97-028) ¥ L UTMHBEMRE GBRAHEES : A-97-030) ORRERIREL o ¥
mhb. KERYE 2000 ng/kg K 3EOMET v MicBIEIRS LR, H#ES v b
EHIRELED SN lod. ROWT 2500 500 LY 1000 ng/kg DRGEZE 3 ILiC
BMEES Uic, ZOME, 1000 ng/kg REHTRIERET. MREHRSFOERITR

_..3._

O
:
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HBoNBEHDOD, RS LNLED T, L EOERI SHEBRMEDRERSICX 58/
BOEE 3. 1000 mg/kg v 5 2000 mg/kg D&EBEHIZHE D EEZ SN, Z I T,
AHBRICBOTR. BEAEZ 2000 ng/kg, HEHEZ 700 ng/kg & L. ZOFMEL
LT 1000 #5K7F 1400 mg/kg 253 2HEHEL 1,

BREHREE, FE LkgH7cb 10 nLeE L. BW%EH S50 LOYIBKERE I S/ &, &
SHEANCHE L REZBCRSRELZAEE L. 7y NABEZALTHRAIRICEERZD
B"5 L. BEFRI1065455~ 118 T 4 ORICIT O, B8R EBS%H 4 BEICiT - 72,

4, BEBYEXCABHE

4 B&sD Sprague-Dawley¥k (Crj:CD, SPF) #if> v F%2, HAF v+ — IR - UN-F
AEAB LYY —DOWAL., HEEE~OYILLRELFENTS BRIFAE L. RBci
FHAE R O—RREICREN RS SNIED - FBEE R, Mt & &I hE BB
BRMHEIC KD 1B ASKEE ABCAT, 5 BRTHBLE (E1) o
LABHEAEEL., B LBRSEES — ¥ (2200X 2705 X 1904, nm) 12 1 FEFDIY
BL. BEERE24+ 1°C. E¥EES~65%. BEERI15E], /s, BAE128E (76~
1985 54T) KX N FEEC. ERER (CB-2. BAZ L) BEU/KkEK (BET
KRR % B BRS¢ THE L, K5, HEHND. AEE0REEOENIE
X, TN Fn24. 0~25.0°C, 54~64%TH - 120 Fho. ML AR B L UKICITEERIC
KA RS TR S BRADRE D » 700

BYOEFERIIR. SEYORICHIET <L bR T Z NP hic—BOBE AL
fro Eio. BABTr —VICREKBINOHY L L THRRIIEES. RREHNES. 85
B, hEIO0BYESERALLEYY — FE#RT 1,

(E1) BMARAE - 1998FE1HTH
AT PR - #E23PL, ifE23PT
ATHBR{AE < #E 74.3~82.1g (F 79.0g)
i 69.4~T74.6g (SE¥5 71.8g)
# 5 H:1998%F 1 H15H
ST M 124.2~135.Tg (5 120.7g)
ff 100.9~113.7g (F#5 108.3g)




5. BEHERK '
B, REE. REREBLUEYMESIROED TH S,

icd w58 BE5iRE BES
(mg/kg) (mL/kg) i3
Jiigzch--§:c: 700 10 1~5 91~25
B 1000 10 6 ~10 926~30
BHEBEE 1400 10 11~15 31~35
BEEHER 2000 10 16~20 36~40
6. BEBIURE

BEEABAEEIBE L. BERUAMCE-> TRLOFRATR L. S8WO K
AR Lk, BRARS BV TRESERN D | M E TREL Tii- o DR
B 6 BRI % T | BSRIRIM T L, BB 2 B S15HE TRER L EliT -7, O
HERLMAIZOVT, RE5EA . REROEFEFO>VTIREE 2. 4. 8. LIBLVIS

Bl lE L 7o

BEROTEHIC VTR, RERBEELEL 72, EOMEM LIz, $72. B

SIS E I ARMRHIE Y hUVES =+ F b Y o LRI T THUMES L THlR L,
HURISI, M. TR, MR, OW. Bh. FERL B, PR, BEWL. APEZR. TR, B
Rig. BB, ABIR. Q8. RE. WILE, Bt BX (—F—RESD) | KM, 1
B, BEERG X USRI ) ooEl, KBEEEEL. T X OREHONRIEEET > <
OSBRI 2000 ng/kg BEHOWD 1 Fl BMBES : 17) SO 16 @YES : 40)

o WTLL By TR, IR, BB XOE - BEE 0 IMY VBREHL0% R ¥ |
M Lo -

T. F— 5@k
HEOREMBITOVWT, L L OFEERELZ RO, Bk, ARROETRN I3
probitiklz & B LDso EHB L 95 WIEWEAEEMT 2 & FHRITD - oo




1. ZELEM) (Table 1)

BT, WITNOBEHIBVWTHRTHEA SN -7, HETIEE, 1400 ng/ke
BRERTHREYEI 1. BEF2 B2 AT L. 2000 ng/kg BEHTRIES
HAIZ2HMRET L,

2. —RYREEDEIE (Table 2, 3. Appendix 3 ~10)

T, T00 mg/kg BSET. BWEEENOEBNLHTA SN, KEEE & b
B L TIRRIGOEAD LB L. BS54 3 B30 IRIRA 3 BIABA 2. 58K
5 K5 1304) T b 8l b B L RIANC IS OIRIEE T T BHH25 2 ~ 3 PR Shfcs
1000 mg/kg BEBTE. BEERL SEBNIS DN, B5HK 1 ELUR. WBGE
. WHIPR., KEOETHLORBICH LTRSS RS BAYS bRz, ThHOE
RiE. B5% 6 R E TR Lz, 1400 ng/ke BEBTE. BEEBD SBAH 4
Bliz 3 DA, 10D 15 bES %G 1 BREO0ALBR AN BRI Wi, S0 5 3 fITIHE
5% 6 BRIC b S QRIS L T s, $7e, IEROBIEEE & bR LT
WEISORES TR EEIUEA, B55 3 B/ S 6 BRSO T 3 HIni DREZ S
Lo BIEE 2 Hicid, EBOBMD. FER. £5DEHT. EHHEOE FEI/BES
ftzo 2000 ng/kg BEBTE. HBHPHANREERNSHEN, A5 V7Y — %R
FEKDB Y. 5% 4 BENBERERREO E— 7 Th - kA, BEE 2 BICRBERE
BOLNIEMN - T,

T, 700 LT 1000 ng/kg BEEE IR EEEL OHEBIRD S, B5H% 2
RERALIE I 5V TR L CRERIGOEHATN, A5 LTy —baoh, RIERS5%
fEFEE ToNS AR Lo, BERE 2 HIC3. 700 ng/kg BEHTLIADEHT. HHE
SORD. EHEOETF. BOER 1000 ng/ke HSHCHMBILES, KWRET.
ISR X . —HOFITIRE 3 B SRIBIES. KEETHLCHERDR
DB H B, 1400 ng/ke BEBTIR, BEER, SEB S 3V EBAE T EED
SHITH bRz, Fho. 1REH 2 BRIDIKE. WREHD PIPRREES OIFR BE N LHT
b . Bk 6 BT TR Lo MVEIEIER R L DR 5K 3 BHTH .
US540 5 ISTE30C 1 HIASTETS Ly BERE 2 BT b 2 BIO ORI e BEHE 2




Ricid. WEAMIES, FRET. XAHEHT. BHEOETH 2V IIPHERDOBLL S
EMW&ZWUMMg&ﬁﬁ?ﬁ\&%@%#B%Mﬁﬁﬁﬁﬁ§ﬁﬁaéBﬂ\&5
% 3BMTENSORRIIE— 7 2R L. %55 3 ~ 5 B 2 fIATET Lico HIERE 2
Hicld. 1400 mg/kg HBE5H EFROEN S 50T,

3. KERE (Table 4, 5)

T, BIERE 2 BT, 1400 BX U 2000 mg/kg RSB THRBEHMAIH S 0 5 {HE
WA SA, 00 B 1000 mg/kg HE5BOMH T HERBEMAHHI SN EENH SN
L#L\mfﬂ@&%ﬁ?%%@%%ém%mbg%uamﬁﬁvm%rw&%ﬁv%m
B oIS T,

OB EBICE TR, TRTOWRMERSHCTHES 2 ABEOKERDLD 51
IS D St EOREFEFICHVTROTNGERERREML

4. REFEN®RE (Appendix 11, 12)

BS54 B BB L 1400 ng/ke REBOMOIIIREILL, BREREE LTV
BIECRETE T L 2 FIOMEHRELL ., BHERABL TV i 1 #l0
BRI B B 5 B T, 2000 ng/ke HESBTIE, BEMH L LEATH.
EABRMOWIE FREICHNS & X MO BES . BRI O L IRE R AR s
MAELTW o o, 1 PIOMIE—IAREEL . EEBROMME FREI Y 2 MBIEL.
NI BB L OREOEES BRI N, |

BESETHERIICBO TR, WTNOBNIC bHBRYERSICLEEEL NS
BHFREBD SN 12,

O
e
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WERE TH S TSA @ 700, 1000, 1400 BL T 2000 mg/kg Z 1B 5 A S8 B 58
#iD Sprague-Dawley % (Crj:CD) MfHES v MicHi[EHIBREORS L,

TR, ETIROWITNORESHICBVTHIRTHRAOoNED > 7, T 1400 ng
| /kg BEBHTEEEIRICSAF 1N, #5FHICH 2T ZENERT L, 2000
ng/kg WEHTIIESUAICSHP2HNPET LIz, ML BIZFKTHDOA LN T
BEAERSE (700 mg/kg) 2502 T, R#5EHE SHEE. B BWEAML. [IEA
i Rl UERIS. FFRIEE, FBFIRMORD . RBOET. A5 V7V —FDHWE
HRERD A Stc, REAMOEBAARICBOTIE, HBRMEICK AHRICOEN BRI E
BHENMRBD oIS, REOFER A VAPRINFIERA TSV L
EIhi,

BEFE2. 4. 8. LIBXUI5AKHEE L AFAOEKEER TII. BEE 2 KD
1000 ng/kg DL oH 5 BETHEHMATHE S N MEED S 5N, HO 1400 ng/kg
P EOBRSHTEBEDKEERL S 5\ REIMMEIHS >N, £OkEEREML I,

NSO EXD, TSA DARBREMETICH T S LDso B, M TR 1000~2000
ng/kg DREICH D . HETIE 2000 mg/kg % LA 3 LEEI NI,




Table 1  Mortality of rats after single oral administration of o-toluenesulfonamide

Dose Number of rats with mortality
Sex No. of —— Hours after administration —— — Days after administration — Total
(mg/kg) animals 0-1 1-2 2-3 34 4-5 5-6 2 3 4 59 10-14
700 5 0 0 0 0 0 0 0 0 0 0 0 0
1000 5 0 0 0 0 0 0 0 0 0 0 0 0
Male
1400 5 0 0 0 0 0 0 0 0 0 0 0 0
2000 5 0 0 0 0 0 0 0 0 0 0 0 0
700 5 0 0 0 0 0 0 0 0 0 0 0 0
1000 5 0 0 ] 0 0 0 0 0 0 0 0 0
Female
1400 5 0 0 0 0 0 1 2 0 0 0 0 3
2000 5 0 0 0 1 1 0 0 0 0 0 0 2

The first .day, the day of administratiomn,



Table 2 Summary of clinical findings in male rats after single oral administration of o-toluenesulfonamide

Dose Number of rats with findings
Clinical findings —— Hours after administration —— —— Days after administration —
(mg/kg) 0-1 1-2 2-3 34 45 5-6 2 3 4 59 10-14
Lateral position 1 1 2 3 2 2 0 0 0 0 0
Abdominal position 0 0 0 0 1 0 0 0 0 0 0
Tachypnea 1 0 0 0 0 0 0 0 0 0 0
Gasping 1 0 0 0 0 0 0 0 0 0 0
Catalepsy 1 0 0 0 0 0 0 0 0 0 0
: Bradypnea 0 1 1 0 0 0 0 0 0 0 0
700 Hypothermia 0 1 0 0 0 0 0 0 0 0 0
Sedation 5 4 2 2 2 3 0 0 0 0 0
Prostration 1 0 1 0 0 0 0 0 0 0 0
Passivity 0 1 2 3 2 2 0 0 0 0 0
Crouching position 0 0 0 0 0 1 0 0 0 0 0
Piloerection 0 0 0 0 0 1 0 0 0 0 0
Abnormal gait 1 1 1 0 0 0 0 0 0 0 0
Redness 1 0 0 0 0 0 0 0 0 0 0
Urination 0 0 0 1 0 0 0 0 0 0 0
Lateral position 0 2 3 3 3 3 0 0 0 0 0
Abdominal position 0 1 0 0 0 0 0 0 0 0 0
Bradypnea 0 2 2 2 2 2 0 0 0 0 0
Hypothermia 0 0 3 3 3 3 0 0 0 0 0
Sedation 4 1 2 2 2 2 0 0 0 0 0
1000 Prostration 1 2 3 3 3 3 0 0 0 0 0
Passivity 0 2 3 3 3 3 0 0 0 0 0
Decreased motor activity 0 0 0 0 0 0 1 0 0 0 0
Abnormal gait 2 1 0 0 0 0 1 0 0 0 0
Decreased fecal volume 0 0 0 0 0 0 1 0 0 0 0
Urination 0 0 0 1 0 0 0 0 0 0 0

The first day, the day of administration. (Continued)



(Continued)
Table 2

Summary of clinical findings in male rats after single oral administration of ¢-toluenesulfonamide

Dose

(mg/kg)

Clinical findings

—— Hours after administration ——

0-1

1-2

2-3

3-4

Number of rats with findings
—— Days after administration

4-5

9-6

[\

3

o-9

10-14

1400

Lateral position
Tachypnea

Bradypnea

Hypopnea

Hypothermia

Sedation

Prostration

Passivity

Decreased motor activity
Incomplete eyelid opening
Abnormal gait

Soft feces

Decreased fecal volume
Urination

Reddish urine
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2000

Lateral position
Abdominal position
Hypopnea

Catalepsy

Sedation

Prosfration

Passivity

Incomplete eyelid opening
Abnormal gait

Urination
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The first day, the day of administration.
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Table 3 Summary of clinical findings in female rats after single oral administration of ¢-toluenesulfonamide
Dose Number of rats with findings
Clinical findings —— Hours after administration — —— Days after administration —
(mg/kg) 0-1 1-2 2-3 34 4-5 5-6 2 3 4 5-9 10-14
Lateral position 0 1 0 1 1 1 0 0 0 0 0
Abdominal position 0 0 2 1 1 1 0 0 0 0 0
Bradypnea 0 1 0 0 0 0 0 0 0 0 0
Hypopnea 0 0 0 0 1 1 0 0 0 0 0
Catalepsy 0 0 2 2 1 1 0 0 0 0 0
Hypothermia 0 0 2 2 2 2 0 0 0 0 0
700 Sedation 3 3 3 3 3 1 0 0 0 0 0
Prostration 0 2 2 2 1 1 0 0 0 0 0
Passivity 0 0 2 2 2 2 0 0 0 0 0
Decreased motor activity 0 0 0 0 0 0 1 0 0 0 0
Abnormal gait 2 0 0 0 0 0 1 0 0 0 0
Decreased fecal volume 0 0 0 0 0 0 1 0 0 0 0
Urination 0 0 0 0 1 0 0 0 0 0 0
Tremor 0 0 0 0 0 0 1 0 0 0 0
Lateral position 0 0 1 2 3 3 2 1 0 0 0
Abdominal position 0 1 1 1 0 0 0 0 0 0 0
Bradypnea 0 0 0 0 0 0 2 0 0 0 0
Hypopnea 0 1 2 2 2 2 0 0 0 0 0
Catalepsy 1 0 0 0 0 0 0 0 0 0 0
1000 Hypothermia 0 0 1 1 1 1 2 1 0 0. 0
Sedation 3 3 3 2 1 0 0 0 0 0 0
Prostration 1 1 2 2 1 0 0 0 0 0 0
Passivity 0 0 2 2 2 3 0 0 0 0 0
Incomplete eyelid opening 0 0 1 1 1 2 0 0 0 0 0
Abnormal gait 1 1 0 0 1 0 0 0 0 0 0
Decreased fecal volume 0 0 0 0 0 0 0 i 0 0 0

The first day, the day of administration.

(Continued)



(Continued)
Table 3

Summary of clinical findings in female rats after single oral administration of ¢-toluenesulfonamide

Dose

(mg/kg)

Clinical findings

——— Hours after administration ——

0-1

1-2

2-3

3-4

Number of rats with findings
—— Days after administration

4-5

5-6

[N

w

9-9

10-14

1400

Lateral position
Abdominal position
Tachypnea

Bradypnea

Hypopnea

Catalepsy

Hypothermia

Sedation

Prostration

Passivity

Decreased motor activity
Incomplete evelid opening
Abnormal gait
Lacrimation

Decreased fecal volume
Urination

Death
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2000

Lateral position
Abdominal position
Bradypnea

Hypopnea

Catalepsy

Hypothermia

Sedation

Prostration

Passivity

Decreased motor activity
Incomplete eyelid opening
Abnormal gait

Decreased fecal volume
Urination

Hematuria

Death
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The first day, tt’tﬂay of administration.
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Table 4  Body weight changes in male rats after single oral administration of o-toluenesulfonamide

Dose Animal Body wsight (2)
ay
(ng/kg) No. 1 2 4 8 11 15
1 130.1 134. 8 1686. 8 210. 0 236. 1 277. 3
2 135. 2 157.9 184.1 224.2 249, 4 287.9
700 3 124, 2 140, 3 163. 3 207.5 232.5 266. 7
4 128. 6 143. 6 173. 9 215.0 243. 8 278. 1
5 134. 7 136. 7 169, 3 215.0 240. 9 275, 3
Mean 130. 6 142, 7 171.5 214. 3 240.5 277.1
*S.D. 4,6 9.2 8.0 6. 4 6,6 7.6
6 129. 5 145.3 173. 8 214. 6 243. 7 278. 1
7 129, 2 126, 4 156, 8 207, 8 236. 7 269.9
1000 8 129, 4 129. 6 168. 9 221.5 255.5 300.5
9 126, 7 119.0 156, 5 201.6 232.2 269.1
10 130. 6 148, 7 178. 2 229. 8 240. 4 296.6
Mean 129, 1 133. 8 166, 8 215, 1 241. 7 282. 8
*S. D, 1.4 12. 71 9.9 11.1 8.8 14. 8
11 133.6 138. 6 ‘ 170.1 216. 3 242. 8 271. 3
12 127.6 138. 6 167, 8 206. 4 235, 5 274. 8
1400 13 124. 9 137. 3 160, 2 201.6 225.3 262. 6
14 135. 7 122.9 159. 5 206. 4 242. 7 288. 8
15 126.9 126. 2 157.3 207. 2 235.1 274. 3
Mean 129, 7 132. 7 163. 0 207, 6 236, 3 274. 4
+S. D. 4.7 7.6 © 5.6 5.4 7.2 9.4
16 127, 7 129.9 158. 5 201, 9 231. 1 267.0
17 134. 6 149, 4 171. 9 224.5 252. 7 291.9
2000 18 127.6 122.5 195, 1 202.9 227.4 267.0
19 124.3 135. 7 162. 3 207.0 233.6 274. 3
20 133. 6 144. 8 169.0 212. 9 247. 7 283. 4
Mean 129, 6 136, 5 163. 4 209, 8 238.5 276,17
*+S.D. 4,4 10. 9 7.0 9.3 11,0 10. 8

Day 1 : The day of administration, =S.D.: Standard deviation from the mean value



Table 5  Body weight changes in female rats after single oral administration of o-toluenesulfonamide

Dose Animal Body weight (g)

. Day

(mg/kg) No. 1 2 4 8 11 15
21 112.9 129. 0 147.9 174. 8 183.0 201. 1
22 109, 3 123. 3 145.1 167. 6 179. 7 190, 8
700 23 108. 8 125.7 143. 6 168. 4 177. 3 193.2
24 108. 2 96. 1 126. 6 156. 0 171, 3 182. 7
25 109. 2 109. 4 138.2 165. 8 177. 7 192.6
Mean 108. 7 116. 7 140.3 166. 5 177, 8 192.1
*+S.D. 3.5 13. 7 8.4 6.8 4.3 6.6
26 107. 3 119. 7 139. 4 172. 2 188. 2 201. 0
27 103. 4 118.4 141.1 159. 8 170. 9 188.5
1000 28 109. 5 124, 1 146, 7 165. 7 182. 6 191. 6
29 112. 4 105.1 130. 6 174. 8 194. 8 210.7
30 113.7 107. 9 119.7 163. 3 183.5 205. 6
Mean 109, 3 115.0 135.5 167, 2 184. 0 199. 5
+S.D. 4.1 8.1 10.6 6.2 8.8 9.3
31 103. 4 (100, 3) — — — — -
32 1117 104.1 121. 3 158. 6 182. 4 199. 4

1400 33 110. 2 — (107.3) — — —
34 106. 2 99, 4 135.7 173.1 192. 2 209.1
35 110, 3 — (107. 3) - — — —
Mean 108. 4 101. 8 128.5 165.9 187. 3 204. 3

+=8S.D. 3.4

36 100, 9 102. 7 123.7 140. 0 156.0 169. 8
37 107. 0 116. 3 127. 3 157. 4 174. 2 198. 4
2000 38 109.1 102. 1 115.0 150, 1 164, 0 187.9
39 105. 6 (102.5) — — — — -
40 112. 4 (110, 4) — — — — —
Mean 107. 0 107. 0 122.0 149, 2 164. 7 185. 4
+S.D 4.3 8.0 6.3 8.7 9.1 14.5

Day 1 : The day of administration, =*S.D.: Standard deviation from the mean value, ( ): Body weight at death
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