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Attached table, Table, Fig., Appendix 3 X U Photo @ X

General signs of male rats in 28-day repeat dose
oral toxicity test of silicone nitride

General signs of female rats in 28-day repeat dose
oral toxicity test of silicone nitride

Body weights of male rats in 28-day repeat dose
oral toxicity test of silicone nitride

Body weights of female rats in 28-day repeat dose
oral toxicity test of silicone nitride

Food consumption of male rats in 28-day repeat dose
oral toxicity test of silicone nitride

Food consumption of female rats in 28-day repeat dose
oral toxicity test of silicone nitride

Water consumption of male rats in 28-day repeat dose
oral toxicity test of silicone nitride

Water consumption of female rats in 28-day repeat dose
oral toxicity test of silicone nitride

Urinary examination of male rats on termination of
administration period in 28-day repeat dose
oral toxicity test of silicone nitride

Urinary examination of female rats on termination of
adninistration period in 28-day repeat dose
oral toxicity test of silicone nitride

Urinary examination of male rats on termination of
recovery period in 28-day repeat dose
oral toxicity test of silicone nitride

Urinary examination of female rats on termination of
recovery period in 28-day repeat dose
oral toxicity test of silicone nitride

Hematological examination of male rats on termination of
administration period in 28-day repeat dose
oral toxicity test of silicone nitride

Hematological examination of female rats on termination of
administration period in 28-day repeat dose
oral toxicity test of silicone nitride
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Hematological examination of male rats on termination of
recovery period in 28-day repeat dose

oral toxicity test of silicone nitride @ = sereesss

Hematological examination of female rats on termination of
recovery period in 28-day repeat dose

oral toxicity test of silicone nitride EEERRY

Blood chemical examination of male rats on termination of
administration period in 28-day repeat dose

oral toxicity test of silicone nitride @ sereenen

Blood chemical examination of female rats on termination
of administration period in 28-day repeat dose

oral toxicity test of silicone nitride  cee-ennn

Blood chemical examination of male rats on termination of
recavery period in 28-day repeat dose

oral toxicity test of silicone nitride  eereeees

Blood chemical examination of female rats on termination
of recovery period in 28-day repeat dose

oral toxicity test of silicone nitride = cereeees

Necropsy findings of male rats on termination of
administration period in 28-day repeat dose

oral toxicity test of silicone nitride = ereenene

Necropsy findings of female rats on termination of
administration period in Z8-day repeat dose

oral toxzicity test of silicone nitride  eereneee

Necropsy findings of male rats on termination of
recovery period in 28-day repeat dose

oral toxicity test of silicone nitride  seeeenes

Necropsy findings of female rats on termination of
recovery period in 28-day repeat dose

oral toxicity test of silicone nitride  ceeeeees

Organ weights of male rats on termination of
administration period in 28-day repeat dose

oral toxicity test of silicone nitride  see-eees

Organ weights of female rats on termination of
administration period in 28-day repeat dose

oral toxicity test of silicone nitride  eeenenen

Organ weights of male rats on termination of
recovery period in 28-day repeat dose

oral toxicity test of silicone nitride  seseeee

Organ weights of female rats on termination of
recovery period in 28-day repeat dose

oral toxicity test of silicone nitride  eeeeeens
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Fig. 1
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Histopathological findings of male rats on termination of
administration period in 28-day repeat dose
oral toxicity test of silicone nitride  seeeen

Histopathological findings of female rats on termination
of administration period in 28-day repeat dose

oral toxicity test of silicone nitride = cereeese

Chemical structure of silicone nitride TR EER

Body weights of male rats in 28-day repeat dose

oral toxicity test of silicone nitride = sesssees

Body weights of female rats in 28-day repeat dose

oral toxicity test of silicone nitride  eseeeeen

Food consumption of male rats in 28-day repeat dose

oral toxicity test of silicone nitride eeeeenen

Food consumption of female rats in 28-day repeat dose

oral toxicity test of silicone nitride  seeeesen

Water consumption of male rats in 28-day repeat dose

oral toxicity test of silicone nitride = seeseens

Water consumption of female rats in 28-day repeat dose

oral toxicity test of silicone nitride = eeeeresn
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30

A ERMES v 28 HREO®RS L, TOHHTOWTRE Lz, —Fo#mic>
Wi, 14 BRI OmMEME AT =, B581F, 1000 ng/kg ZEABE L, WUTF 300 8L
100 mg/kg & L7z, ML U TEK0.5 w/ VbV RF S XF L B—RF b ) % LoKEWR)
BEMERIT . 2B, AWML, ABEEE, 300 B LU 1000 ng/kg B THRSHIRK 1RSI
MR 6 61 X [ ARG T RSB 25 6 Bl DA 12 4, 100 mg/ke B T 5 MR
THREIRGIMES 6 fle L.

L RS LU TR
FEEB LUBIEFIL, WThOBIZHRD o7z, —RREBERIBNT, WTho
HICOREIAONRP o).

2. AE, BEEBLUERKE
FE, HEERICHARBRE, BEFIRARTSZEEALNRDP 2.

3. FRIRE, MWFREDS I VCMBEEERE
PRI&E, MEFERES L CRECEREIZDZ, B#S5CRAT 2 EREAShAIo .

4. fIRFRR, SEEED L UREHEERE
B R, REEEBLUHREHBEREICE, RE5CERTZELEAOREP o).

LEDZ &b, 267 1 FiTME#E & 1000 ng/ke %5 L T BUFNREEZLE LW LY
MEha. ULkdoC, YBRRETICBI 2 L0 A ZOBEFNREZERIT, ik © 1000

ng/kg/day L EZ 5N 5.
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tE

o

ZU 4 EDBFONISHSE LT ACERSIN-BE0RBAOEER2EET 2/, TH
BULFIEIZRZABRO AEII DN T UDO—BREZFIIONWTUR Y ) —= > FHEM AR EOH
E)DOMFENIHERAWD 28 HEOREZSBEUHARETICHE 2 AV 2 EBREAERAR
RUFIEEEERZ AW REAEEARIC L2 EERERBR (BB 61 £ 12 H 5 GIREE
FT005, EKREF 10395, 61 HFH 014 5)THDNWT, ZLr 1 EZE2MMES v MiC 28 HE
FEZOESL, S5 —Fo8wicid 14 HREORERIR 28R - RERS I BRI
THE L=

pake

LBERYE B XA

wBYE 0=t £ F(CAS No. 12033-89-5 {1, Fig. l i~ {bEBEEHE L, 5 F8:140.29,
W10 CTREE, WE:3.18TCH0, K, P, DISOICFBADKABRROBHAKT
Ho. LHERICIT, 2000 £ 2 5 19 BCELEYBE EXRFAEBER CFVEHEZENKEZE
oI NI ORIV BT , Lot No.
PO # 9T wtY, /=72 L, F#li¥ ¥ LT Fe % 520 ppn, Al % 820 ppm, Ca % 110 ppm, 0 % 1.7%

Tl AFER, ARESOERYERESOREECER - HERGTCCRE LR, B,
REH/SHEHAROFEREBICUEBREERE CORESERVW - ERAKBRYEH,

WEANL, ZO—EBIC OV TRAELERR, SRAMTOTEEPHEE S,
WAL LT, 0.5 wW/VRANRF I AF NN D—XF ) AKEHEEZ AW

2.BE5MAEB L UHBERE

0.5 WVRANTEF I AF N NO—2F ) LkEH(LLT, 0.5 w/viCHC-Na)ik, AN+
FUAFNENTD—RF Y L(Lot No 7416, AABEGR e, EAMR 2002458 7
H)%FHAK (Lot No.OHIN, MAavt RIERETH, HHEMIE : 2005 4 8 A)iCHEM L TR
L. 0.5 w/VICMC-Na iF, RBMBEROERRMEREZORBEICHN(I~10 CHRE L.

Ly A Fl, 0.5 w/viCMC-Na T 200 mg/ul 25 X310, BMBLUTHR LA, 60 BLU
20 mg/ml EEHIE, 200 mg/ol EEHWE 0.5 w/viCMC-Na TEAREAIF L CHRE L. B,
BYHEOMBIIBLT, MECI2MBEEEB L.

2~200 ng/nl, OFBIRII, TR - ELERHTTORBRE L CHEELICHED RV &

fRE T3 Y (Attachaent 1), BIBE ORI, ARARE L, HRE 6 RRLIAICE
AL, B5EOESIGSRIKIIRE L -,

M SEPHEA S L UHMR SR T BICHA L - B iS5 Rk o @5 E 1S % AR M Tl
BEBECLOMALE L. ZOE, BRPEERZETEED 101.9~105.9%TH D, #1E
R EIL b2 1= (Attachment 2 B LT 3).
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.ERHWE X UME &

3.1 BEH L URR

BT, BUHARIC-BUCHANSNTW2HMET, ZORRERIHASLPTH D
Sprague-Dawley &> w +[Crj : CD(SD)IGS, SPF1ZHMW/=. #pid, 2001 F 8 H 8§ BicH
AF v =2 )VN—-FARXK(BBRE L5 —) 05 4 B CHES6TILEAF Lz, AT
#® 1 DOKEEGEIL, #D375~88 g, MM 65~T6 g THo/=.

3.2 B L UL, BN SRS TN IEERRI %

AFLESHWX, 5 HHOBREHNBLXUZ0%E L 7 B L i# 9 ERMoLER =&Y
2. CORIZ, REMEEMIEIEE T 40, —RECEHEEEHT . —RIRELX
UVHRERBICEESH S NAD S RBWEEST LTRRICA V-,

o, o Ea—92RAWTERBEEHICHT ZERIC, BEAMEERIZL D BZFHOTY
REBLUSEDIFIEE LR LDICHEHEAICT > 2. B, Bc0oBWoRKRER, F
PHED 200U AR K DICER L. BATEHEOBRRSEMOS> L, B - SLeamES OB
WRIZHE 2 Bl 2B, AEPRRTROBMEDT =Y ) L I/BREBIIRAW:. ZOMMOBRRES
L URRMT, B SFHBRIC = —T VKRB T CTHRASRD S BB S B2 RIC ERLAS L.

O REEAT, BE - SHCHIRPEIAFHICHEA > 7 L 2B AEB L UERERE
2, BoUBRMEAS L 2L EEBHEBIVCENRLFEEHALTUT 2. 5T, B
% - MR 0By —CIc3ERES, AFEAOBLUWE - LEESZEEALES
~)VE, BATBRORT—JIKRERES, REEBIUVHVESERAL, Bl LIZBHT
L7~ )WVERY T,

3.3 BEFEAHBLUHAETER

WL, | 20~26 “C(SEHME : 20~24 °C), EE 40~T0%(EHE : 47~64%), BIREE 12
RS (FRBA : 4P 6 BS~4F18 6 BF), AR 12 | BE(Z 4 VI —iC X D RE L= ER)
WHRIW T 2HER(EMES=)TCATLE.

% - BRI R 7 o L AR ER T —2 (W: 240D : 380xH: 200mn)Z FHWT 1 r—
DUh 5 METOMBENHEEYL L, BB F LV ARAE S —2(W: 755%D : 210
XH:170m) & AW THEBEB LE. F—Y 0SB L UEKRO 213 1B 2B L,
27 oLV 2B ERAT -V, 27V ARBET — D B L URIESS O 28I 1 [ E
o7, BB, HYFEZEORERUROFE SRR B LT 0,020 IEEBT b Y D AKBHET
DIRDE v 7HEFIC L 2HBFEIEAT >, AFHMETRICED L=V J#Hom
BEREBEIZIBNT, BRE2TBTA2L5REBEA 5N a1,

3.4 faRlE & UK

BRHE, BL&EH 5 VR LI OBERENHCRF-1, 71 T2 ¥ VR TERAEH) 2 HMEBICA
h, QRS Y. R LER—-0y b OFEROSTERIT, MEEADRE ROt
F=BLUA VT IV TEGASHEPOAF UL,
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BRELKE, AKEKZERKRZ BN CHEBRICERS 8. SRRk OKERERSRIE, 12T 6 )
AIEIHMAEARBRARBERE L S —CTEBLUIHEEATF L.
BB L URRK D AR, WINEBRER TED = EEMOBANTH /2.

4.1 5%, #E A, HHEH, REEBIURSHEM
4.1 BEKRBLUEEHE

21 RS, MU TREONICACERINSAGEENE I 62728, HE5EKE LT
REO%E2ER L.

BECBLTL, SBEEOEY U F2RHHIER) 7oL VBT 4 AR—H 7 VESH
B VEHRARE) 2AWT, BEEOKRS LA, B5HRER, R5AHVWERSHIIRD
TWHEHOKERHEEY U, 5 ol/kg TEH L. BE5RRIZTE 965 35 H~11 K41 50
T, B#SAEUILH 1 RAE L.

BERBEOERIIMEE S 6 ABTH D, KE@EIIED 168~183 g, M 135~151 g
THo=.

4.2 BB LUK ES R

PR, TR UL ICHEBMERSGHE LTIHE2REL, TOMIIHBiZRD
7. BEOSYEIZ, SEEE, 300 B X 01000 ng/ke B T35 AR TR SR GRS 6 B
& EE AR T BRI A 6 GIOMES 12 61, 100 ng/kg B T35 HARKIR T Ry E AR 51 4
HEeHE L.

BYE(BNES)

i3 alBREY H5EGRE)
13 i3

ELIE 0 mg/kg 6! +6Y 6" +6%
(0.5 w/vYCMC-Na) ( 0 mg/ml) 12 (MO1101~M01112) 12 (F01151~F01162)

B2 1% 100 mg/kg g" 6"

( 20 mg/ml) 6 (M02201~M02206) 6 (F02251~F02256)
FEIH =wrA1# 300 mg/ke 6" +6% 6! +6Y

( 60 mg/mbL) 12 (M03301~M03312) 12 (F03351~F03362)
B4 =2l A1& 1000 mg/ke 6" +6% 6" +6%

(200 mg/uL) 12 (M04401~M04412) 12 (F04451~F04462)

1) 5 5 HAREI#E T R SIS 8L
2): EE MR TR SIRRLC L

BEBIT, BT £ZD>y PEMVE 28 HRREROES BHRRO TR D (L5
B% .0, 125, 250, 500 3 LT 1000 ng/kg, ML FIOBRICI D RELE. TabHB, 1000
ng/kg %5 LT, —MERE, KFH, BIISBIUEHMARCERIAONRP>Z. £2T,
WA S RIE, 1000 ng/kg ZEM B E L, ITFALLFH 3 ITL D 300 L0100 ng/kg & L
oo F 7, MBE L THEAR0.5 w/VEMC-Na) D s 2 RA B8RS 3T 2 & &)
- 13 -
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4.3 &5 HIRE

B5HiEE, THBEMEICRZEMOSEICODNT O—HBRIEFICO>NT(R T ) —=
> 7B EHBEORE) DRIRIIAEEZ AW S 28 HROKRERS SIEARETICHE 2RV
AZERRAZEERZABRTEIAFHEEMREZ AW RERRESBRIC L2 R RREAR]ICHEL
T, 28 Higd#iik 5 & Lz, Xz, 28 HEADKRERIC—HOEBHMIZ>WT 14 HREDRIEHHE
ZRITE. 2B, BEMBHEZES IHEL, BRESOBHERE IR L.

S.EEBLIUMAIEE
5.1 —fFikaE

—REB LU TOEEIX, REHBPIZIHRESR - #8011 H2 B S TicEEHRGIC
ZEH | RRELE.

5.2 thERE
HRERZ, B5HRTRIUEESRMT L AR 2ENMEL-[AER 18451, 4, 8, 11,
15, 18, 22, 25, 28 BL 29 H(mM®E 1 H), MA#E 4, 8, 11, 4B LTI5H].

5.3 HHEBRE
BERE, RSUBHPBIUCRERERES & S 1 BRI 1 EIRELE(GRRZEH  #5 3, 10,
ITHXU24H, QEIBITI0OH). &b, HBIHOFRLIFREISHERL L.

0.4 RAKEHRIE
Tk, B5HEPBLUEERRBT LS 1ERIC 1 ERHEL - (ZEAEH &5 3, 10,
17H8LU24H, MEIBLTI0H).

5.5 FRiRE
5 R TC RS MR Tiko SR ®Y, DEBRERK THICEEEER TROSRA

B ONT, HIRT—VEAWTHE - KT THEBRERRLUEZ. 208, 5[&HNTE
KT T 24RRREZERLE. BILARICONWT, UTORBZERLE. &8, BE
RODRIZEEL =

FrieR iR, MRS Lz, o, EOHE, TFORE, Sk, EVAVEY, #EBl,
oy Ui, BRERBHK(OR—1—11 it 7, B RERT
BICIRBIAITEE (US-2100, KMt 2 AWTHE L. KRR, Tol% Rt
P (Sternheiner &, MAMBETIREUARH)CREBIIEAMB T THRELE. 28, &
FRIE, BHOBKZRERNCIT o).

24 MR - REQVIE, LELEEPOSE M LA, E(S.COIE, BIFRICK D BITRKRIE
B (Y ~y b-1UD, A= V) ZBLTAE L.

_14_
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5.6 IMiKFEME

BREBEOBHBLUREENMBKRTRERIC, Y MVEY = F )& LOEERES (40
ng/kg)iZ K A MEF T CRABRI S A =2 L — a Vi A DM AR L, DTFOmuEEweE
EEMBLE. 28, ARBROBAMMBIIFEEL .

ARIMEKE(RBC), ~EZ DLV &E(HGB), A= 2V v MEHCT), M/MRE(PLT)S XU A
IR¥(WBC)id, EDTA-2K AWFE L7z IMRICDWT, SIEH BEhMmBKEH 3% E (Sysnex K-4500, >
A 7 2R EAVTRE L. & 510, FEFRMMIRERE(MCV), 1955 m Bk i ¢ 5% 8 (MCH)
B LRI BRI 328 B (MCHC) 2 B H L 7= ,

@R AR ER b % (RET )ik, EDTA-2K ALFE U /= fi¥k % Brecher i X W B AFERLTZAS A K
Ko RNEHE, Glensa PEFEAZER L UHME T THRIIEK 1000 &+ OMBIKRERE % 318
L, EHLE.

HMBREH 2 2%, EDTA-2K ALE L=MilAE R 54 F A S XIZ@E L, May-Glensa p@iZ4%
{ESY U CHEMEE T CHmEk 100 2 A 8Eat L 7=,

70 b0y EVRRI(PT), FBHEEES o R TS R F UERIAPITTIR LT 7 4 7Y =4
V(FIBNZ, my# 3.13%27 = VB b ) o AT, #0238 (% 4°C, 3000 rpn, 15 42f4)
LTHEEMFIZDNWT, HELEBREARIC K b MERESTRB(27 /w28 —11, ZH4%R
) EAWTRAIE L.

5.7 M4 b ERE

IMEEARE A O MK & J R B AR BIARD & $REL U 7= M A & @053 B (% 4 °C, 3000 rpm,
15 &) L TR EmECOWT, ITOMmMBEELEREEEEL 2. AEAOMBFIIRERF
TIZHHEE(-80 C)MICREL, REANFIBRPEEREBE THEE(-80 CIRIZRE
L.

AST i3 MDH-UV 3%, ALT it LDH-UV 3%, ALP I3 p-= b D 7 z =)L V) VB E™., v -GTP it L- -
TNEIN-3-ANEFT-4-= o7 =) FEEE, BEH(TPHE Biuret &, BE Y IVE L
(T-Bi)Z&E YT = LGk, REZZ(N)XY L 7—¥-GIDH %, 2L 7F=>(CRE)
X2 L 7F=F—+L-F-DA0S i, 7 Fo(Glu)id ¥y ¥+ —+¥ -G-6-PDH%, £V 25D
— )V(T-Cho)id COD-HDAOS 3%, Y27V +& 34 F(TGHZ GPO-HDAOS 3%, Ca i o-CPC %, Hi%))
> (IP)iL PNP - XDH ik, Na, K BLUCl i34 A4 VEREBEICL D, WINRbHEEHEHT
FE (AU 400, A1) S ANZIEHRASH)EROTHEL:.

PIWTIvEAIDIRELSES IUEASEE[ES Gk, BEESKEIEE(AES 310,
AN LEERSA) DS AGC(PLT Y /707 UIEEGSEE S EH L.

5.8 BB LUBEERNE

FFEO 5.6 3 LG T QETHRM L 7= B % & &I SMBISE S € 2= 4 @i U 7= . ORI,
NG, HERG), FEEK, BARAR, Mo, OB, M, BN, B, BIE, WM, BB AR LU
SREUIBRENE L. ik, SBETEELREGAECHRLCANERSER LR, LEL,
FaE(hds & CHARRRS 204 4B @R IL < U 2 | gEESBIME L. CheDBSEE, i,

_15_
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S, PRI, MERRCE TR - SETAR), &, B, +248E0R, =5, B, 5%, &%, B,
DB (TS - TERENE), BERE, K3, BiNIIR, F5, I8, LMK, &8, LEMEE, IR,
N—=F—[g, lE, KREBIVHBRE &Y 209 HEE L) VIZBRELE. =FL,
KRB X URER MKIZ 77 i 2~3 BREE R 90%7 V3 —)VICHEE L, RERIE 7 V& —
NWTZNVFTEFR R e) i | IBEIER 200 HERE TV~ ) VICEBEELE.

5.9 WA FIRE

HHLUELTORE - IS OWTEEICH > TNT 7 « L EBIEE R L.

e 5 A RHE T RS ERHI O X REES L U 1000 ng/kg O E 6 HlicDWT, L, M, K8, I
fik, B, MEVRAR(ETER - SETIR), ®RE, B, +ZIER, 8B, Bk, 5B, &5, BB,
FoRR, M, V) jE(TER - BRIER), B, B9, BERL, K&, WMRLE, BE, siuR,
BREE, FE, B, TEE, FRIE, LERMRRATERBWOA), BORE - DN - EE),
HE, RLBWRE, B, h—F R, BR(NE  KRE), B(RE - KBRE)B LUARO HE
ROMBIEERZERL, FEEBFRELZEBLE.

6. REEHARAT

FREREETRICALEZL I, MNRHLERSHOMTITVL, BREE SLL L, Shkib
(p<0.05) & 14RF(p<0.01) T TERR L.

(ESTED

*E, BEE, fKk&, KE, RILE, MBEARBAME, IRELZREBES LIVEED
MABLUHENERDR, SR TEFYEBSIVEEREZZEH L. 0%, Bartlett ®ic L 2
ESBEOMERITY, SAHMOIBAEICIE Dunnett HIC L hiTo/z. —F, FHHERADSN
R0l GEE, BAIEZFIA L7 Dunnett MOMEEICL DTk,

R

1. — ik fg

1.1 ##(Table 1-1~1-3, Appendix 1-1~1-4)
B LCEIEFIL, VTHhOR TR sk,
—MRREBEREICBNT, WTNOBICHRBRIA 5ok,

1.2 i (Table 2-1~2-3, Appendix 2-1~2-4)

HEBITHEEAL, WTFNROFIC R DR D=,
—BREHRRIIBNT, WTNORIIEREIAONRDP 0.

_16_



Study No. 501320

2.fRE
2.1 #ft(Table 3, Fig.2, Appendix 3-1~3-4)

BHREHE D, MBEEEATEWUEAOERBIIAREZIANRRP S,
2.2 f#(Table 4, Fig.3, Appendix 4-1~4-4)

BREHEY, HBEHEUARTENEHOARBIIEEZIA SRR/,

3. B E
3.1 ##(Table 5, Fig.4, Appendix 5-1~5-4)
FZREHE D, B ERTSAEHOBEBICAFSEEIA NP2,

3.2 ik(Table 6, Fig.5, Appendix 6-1~6-4)
HRERED, HBHLERTEMEHOEEBCEFEEZAONEN .

4.18KkE
4.1 f(Table 7, Fig.6, Appendix 7-1~7-4)
HEHE5HED, ABHLUERTEAHEHOBRBKBIZAEEZEZAONR I/,

4.2 t¢(Table 8, Fig.7, Appendix 8-1~8-4)
BEREHEY, NEBEHOERTEZAEHOEABICAREZASNRPH /-,

6. RME
5.1 %5 BRI T i
5.1.1 i#(Table 9-1 B X 9-2, Appendix 9-1~9-4)

HREHLD, MBELERTREBLIUREBIIAREZERA SR o2,

&3, pH, E0E, 7RO, YK EVAEY, B, Y0E) T BIUNHE
g, RBRESHLONBHELIIIIRABEETH /.

5.1.2 #(Table 10-1 FLTF 10-2, Appendix 10-1~10-4)
EREHLY, MEBLHNCRESLULBEAREEAONLD L.
534, o, BEHE, TEOM, bk, EULEY, #il, pDEY -0 Y BL RS
, ERGEEE HER L ITRBRIETH > 1.

5.2 [ HIREIRE T Hil
5.2.1 #f(Table 11-1 B4 F11-2, Appendix 11-1~11-3)

FHIRGH L S, HBH LA TRES L UILBICHEREIA S WP 1.

@i, pH, BHE, 7RO, T hUK EVLEY, B, vDE) ) =T U BLTWH
&, BRGTFE B LITERRETH 7.

_17_



Study No. 501320

5.2.2 Mfi(Table 12-1 B TF 12-2, Appendix 12-1~12-3)

300 mg/kg T, NBELHAXTREBIUVREBECAREZZA SN0/, 1000 ng/kg
BT, NBECHEATREOAFRREEBLVLEOERRSENA SN, REHBK
TAICEZORDSNBWELTH D, RELLIRBLEIEFA SNV,

B3, o, EHE, TFO8E, SRk, EVLVEY, El, vOE) =T BIURE
3, BREHEONBHOTIEARETH o).

6. MK-AIRE
6.1 $x45 AR THe
6.1.1 f#(Table 13, Appendix 13-1~13-4)

100 3 £ 0¥ 1000 mg/ke BETIX, WBHELHURTEAERBICERESIAONW R0/, 300
ng/kg BT, MBRH L LERTM/RBOBERRBEEHGASN/ZDS, 1000 ng/kg HTEHIRD
Ghah-leds, BEIZEILEMTIRLEHan D,

6.1.2 i (Table 14, Appendix 14-1~14-4)

1000 mg/kg BETid, MBHLURTEAEBEHICERZIAS>hid o). 100 ng/kg B T
IHBE AR THRMRBOFRREER LU MCH OB EE, 300 ng/kg FHTIET7 1 7Y
=T OEBRBIENAE NN, 1000ng/kg HFTENSDHEBICHEREVEDSNRP D
el ks, BECEISETRRWEHETEND.

6.2 [OEHAREHE THY
6.2.1 #f(Table 15, Appendix 15-1~15-3)
BRERL Y, NBRHLARTEMEEBCERZLAONRP .

6.2.2 if(Table 16, Appendix 16-1~16-3)
HREHRLY, NBREERTEHNEHBCAEFERIAONEP /.

T.MEEERE
1.1 5 TR
7.1.1 #(Table 17, Appendix 17-1~17-4)
BREBEE Y, BB ERTCHEAEEECAREIA SN BP0 ).

7.1.2 #fi(Table 18, Appendix 18-1~18-4)
FREW LY, AEIFLUATENEHBIEREZA O NG TZ.

7.2 [EERE T IR
7.2.1 §ft{Tahle 19, Appendix 19-1~19-3)
#HEEH LY, NBPFEERTENETRBCHELREAONRDP 0T,
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7.2.2 #f(Table 20, Appendix 20-1~20-3)
FREEL Y, NBHLHERTEMEERCEREIA SR o /-,

8. mig
8.1 HEHARKR TR
8.1.1 i%(Table 21, Appendix 21-1~21-4)

SR, 100 3 £ 08 300 me/ke BT, BEIZAHD LD ok, 1000 ng/kg BT, $E(%)
LR () DERHH NS, LPIOZRTHD, BREILHIND.

8.1.2 W#(Table 22, Appendix 22-1~22-4)
WINo#rd, BEIAONRIOE.

8.2 lnjE KR T Iy
8.2.1 jf#(Table 23, Appendix 23-1~23-3)

WINOEHLY, RERHALNRP DI,

8.2.2 ff(Table 24, Appendix 24-1~24-3)
WIhoHLd, BBIAGN B0/,

9.5 EEER

9.1 BE IR T

9.1.1 jf(Table 25, Appendix 25-1~-25-4)
BMHOEEBIZENT, BRSHL OHBBELERTHEREZE& SN0/,
HEBRICIBNT, 1000 pg/ke HTIINBH L R TEBEOHEABE RS ITHNERIC

AREFASNZD o, 100ng/keg BHTIINBHLUERTREOHENERDFREREM, 300

ng/kg HTILOBOBHEROERREMEMNA SNH, 1000 ng/kg HTEFNLDBEERIS
BEREMNROONRP I NS, BETESIEMTEIRWEHEINS.

9.1.2 Itf(Table 26, Appendix 26-1~~26-4)
FRBOREICBNT, BRSHLONBRHLESTHEZIALN AL,
BEEZIIBNT, SRS INBHEUATEREORABEERSTICENERICHE
ZxAsohirol.

9.2 [N HARSKE T i
9.2.1 fft(Table 27, Appendix 27-1~27-3)
P OREICBWT, BREHE MBI LR THEZEZH O N R 2T,
BEBRICBVLT, BESHLOHBBELUATAREONNERL S TIHANERICHE
&SN,
_19._
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9.2.2 Kf(Table 28, Appendix 28-1~28-3)
FMHOKBEIIBNT, SBREHEONBEH LI THEBEZRAON RS,
HEHERIIBNWT, BREHLONBEHLURTEBEOKRNEER S TICHNERICER
ZIAH SN,

10, WEMEEERE
10.1 #5 MR T Y
10.1.1 #(Table 29, Appendix 29-1 B LT 29-2)

WP - SEBEECIE, IRBMEOIFMMEIED L 5, BUhASFMED 446, BEREN2 MHS
N7z, 1000 mg/kg BT, IRBMEOIFMRTEIED L 61, MUNAZEMEA 4 Fl, FHEMED 3 IS
HENT.

T : MEETIE, VO SEAMEED 2 5, RAE IR RS L HlicH N,
1000 wg/kg BECid, FRME LRFIBEMELD LHlICAHSNE.

B8 - 1000 ng/kg BT, BEEER(EIB LFIzHONE.

FEE 4K 0 1000 mg/kg BECIT, WE EA(E)VERROBEABRBRES L Flliashk.

HISIRR | HEBEECIE, V) 2 IR RS L flcA S R,

kB, IN50EMIE, NBEHTHLERREINIELTHII LS, EENEL L K
ah3.

ZOMIziE, NBEB LU 1000 ng/ke BT, OB, M, S, WK, TTH, BTE, &
i, B, +=1688, =%, WiE, 5%, &RB, BB, MOiR, MR, TEHU COSH, BRI~
JNER, BERE, ¥5E, TEMG, BIE, BRI, LR/MK, KB, DM, HEBE, 68, LEWE,
BRER, N—F—ig, BEE, KEEE), SH(WE, KES)BIUCABRCESEIALARPS
7.

10.1.2 ##(Table 30, Appendix 30-1 L Tr30-2)

FENS « BB CIE, MUNPIEFREN 4 M), BREEN 6 FlcA SN, 1000 ng/ke BHTIX, IR
FRYERFAINGESEDS | 6, BUNAAFIEDS 5 Fl, MBEEMN 2 FIzA LNz,

B MBI, ) U ABRMEEEN L Alica L.

TEMK : 1000 ng/kg BETIE, T D EERD I HlLicASNTE.

7B, InNSOEMIE, BB TOLRBREBEINIELTHDII LS, BENETLE M
Ih3.

ZOMITIE, AEEEEE XU 1000 ng/ke BT, OB, I, SF, B, ST, BTR, £
, B, +21EB, =B, @B, S, &8, BRE, MR, MK, TEEY O, BREY) &
JNER, ERE, BN, FE, B, &8, PR, bRk, KN, DB, ZERE, EE, LB,
REK, N7, (Mg, KRE), SHEE, XRE)BIULRCETIAONED S
7=
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L

T4 ZRMES v M2 28 QKRS L, 2o#atic >WTRE L=, —So#imico
WL, 14 AEOPMENMEEIT -, B5 22, 1000 ng/kg 25HE& L, LT 300 BLY
100 mg/kg & U/=. e UTEMAR0.5 w/VEALRF S AF N 0—2F b )y AKER)
BREHERT-.

FEE B LML, WTNOBIC RD s o=,

—IRIREHERIIBNT, WThOBICHBBIIAONRIoE.

K&, BHER LUEARICE, #ECRRTIEMIAShRLI .

FRME, MCERE D L ML ERBEREICT, RS CERT 2 EEHShizr o).

Slepr R, SSBEEEB L UREHAMEZRARRICE, K5TERTZELEA SN/,

Ptz eds, By RIIMEE S 1000ng/kg B LTHEUFNZELLE DRV LS
Mranz. LEDoT, YRBREHF TICBIIZELT A ZOSHENEZERIT, Mg H 1000
mg/kg/day L EZZ b 5.

SR
1) EBO»PDITH Bl A FRRBOREMHERAR(ARES : 093220) (BkA S BAS
A A VY —FL 2 F— FBMEM)

2) HEERMII,I BT A ZOT Y b EAWS 28 HREIRERDRSSHARO FHAR (5
£S5 501320P) (A BEARNA TNV —F £ ¥ — FTEHER)
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Table 1-1 General signs of male rats in 28-day repeat dose oral toxicity test of silicone nitride
Group mg/kg |Number of males Days of administration
and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
silicone nitride 100 {Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 b 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
300 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 312 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1212 212 12 12 12 12 12 12 12 12
1000 jNumber of males 12 12 12 12 12 12 1z 12 12 12 12 12 1z 12 12 ¢ 12 12 12 2 12 12 2 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12

Pre: before administration, Post: after administration.
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Study No. 501320
Table 1-2 General signs of male rats in 28-day repeat dose oral toxicity test of silicone nitride
Group mg/kg [Number of males Days of administration
and general signs 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 4] Number of males 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 6
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
silicone nitride 100 |Numbexr of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 b6 6 6 6
300 |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 &
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
100G |Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 &
Normal 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6

Pre:

before administration, Post: after administration.
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Table 1-3 General signs of male rats in 28-day repeat dose oral toxicity test of silicone nitride
Group mg/kg |Number of males Days of recovery

and general signs | 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control 0 Number of males 6 6 6 6 6 & 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 ] 6 6 6 6 6 6 6 6 6 6
silicone nitride 300 [Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
1000 |Number of males 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
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Table 2-1 General signs of female rats in 28-day repeat dose oral toxicity test of silicone nitride
Group mg/kg [Number of females Days of administration
and general signs ! 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Past Pre Post Pre Post Pre Post Pre Post
Control 0 Number of females {12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 112 12 12 12 12 12 12 12 12 12
silicone nitride 106  [Number of females | 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 © 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
300 |Number of females | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal i2 12 iz 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 |Number of females | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Pre: before administration, Post: afier administration.



———+ e e . A . M D 4

Study No. 501320

Table 2-2 General signs of female rats in 28-day repeat dose oral toxicity test of silicone nitride
Group mg/kg [Number of females Days of administration
and general signs 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Pre Post -Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 Number of females | 12 12 12 1i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
Normal 12 12 12 12 iz 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 12 12 12 12 12 6
silicone nitride 100  [Number of females | 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
' Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 b 6 6 6 6 6 6 6
300 |Number of females | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 12 12 12 6
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 &
1000 |Number of females |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 112 12 12 12 12 12 12 12 12 12 12 6

Pre: before administration, Post: after administration.
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Table 2-3 General signs of female rats in 28-day repeat dose oral toxicity test of silicone nitride
Group mg/kg |Number of females Days of recovery

and general signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14 i5
Control 0 Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
silicone nitride 300 {Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
1000 [Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
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Table 3 Body weights of male rats in 28-day repeat dose oral toxicity test of silicone nitride
i
Group Control silicone nitride
mg/kg 0 100 300 1000
Number of males 12 6 12 12
Days of administration
i 174 =+ 5 173+ 3 174 = 4 174 = 4
4 193 = 5§ 194 + 5 194+ 6 195 £ 7
8 224 = 9 227+ 4 226 = 10 227+ 9§
‘ 11 242 + 12 246 = 7 245 = 12 246 + 12
15 270 = 16 272+ 6 273 + 15 276 £ 16
1 18 288 + 17 290 6 289 = 18 ’ 293 + 18
. 22 3i2 £ 19 311+ 7 308 = 22 318 + 19
» 25 324 = 19 323+ 8 318 + 23 330 £ 21
| 28 336 = 22 335 + 8 330 £ 25 344 &= 23
‘ 1 Number of males 6 0 6 6
Days of recovery
, 1 336 = 23 - 339 = 28 351 = 20
k = 4 350 = 23 — 353 £ 31 365 £ 21
! 8 370 + 23 — 374 £ 32 384 = 23
11 388 £+ 22 - 392 £ 30 399 = 20
14 397 = 22 — 400 £ 31 407 = 22

Each value shows mean (g) = S.D.
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Table 4 Body weights of female rats in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride
ng/kg 0 100 300 1000
Number of females 12 6 12 12
Days of administration
1 143 %= 5 145 £ 4 144 = 5 143 = 4
4 153+ 5 153 6 152 6 153+ 5
8 165 = 6 166 * 9 165 £ 8 165+ 8
11 174 = 9 177 = 5 176 = 10 177 = 8
15 83 9 188 £ 7 188 £ 10 188 = 11
18 192 £ 10 195 £ 11 195 = 12 197 = 13
22 202 + 12 207 10 206 £ 14 206 £ 13
25 208 = 9 213 £ 13 215 = 14 214 £ 15
28 213+ 10 216 = 16 218 = 15 217 = 17
Number of females 6 0 6 6
Days of recovery
\ 1 215 = 10 - 226 £ 14 220 + 18
bt 4 24 £ 10 - 231 = 15 227 + 19
' 8 230 £ 11 - 240 £ 15 233 £ 19
11 234 £ 13 — 243 £ 20 231 £ 20
14 236 £ 16 - 247 + 18 238 £ 21

Each value shows mean (g} = S.D.
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Table 5 Food consumption of male rats in 28-day repeat dose oral toxicity test of silicone nitride
Group Contyol silicone nitride
ng/kg 0 100 300 1000
Number of males 12 6 12 12
Days of administration
3 20 = 1 20 = 1 20 = 1 19 = 1
10 23 *+ 2 23 + 1 23 = 2° 23 * 2
17 23 £ 3 23 = 1 23 = 2 23 £ 2
24 23 * 2 23 + 1 22 * 3 24 + 2
Number of males 6 0 6 6
Days of recovery
3 22 = 3 - 23 *+ 3 22 = 2
10 23 + 2 — 24 £ 1 24 = 2
Each value shows mean (g/day) * S.D.

Study No. 501320
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Tahle & Food consumption of female rats in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride
mg/kg 0 100 300 1000
Number of females 12 6 12 12
Days of administration
3 14 = 1 15 * 1 14 = 1 14 * 1
10 15 *+ 2 16 = 2 16 *= 2 16 = 1
17 17 = 3 16 = 2 16 *= 2 16 = 1
24 15 = 1 16 + 2 16 = 2 16 = 3
Number of females 6 0 6 6
Days of recovery
3 15 = 2 - 16 + 2 16 = 2
10 17 = 3 — 18 + 1 17 = 1

Each value shows mean (g/day) * S.D.



Table 7 Water consumption of male rats in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride
mg/kg 0 100 300 1000
Number of males 12 6 12 12
Days of administration
3 27 *+ 2 26 + 1 25 = 2 26 + 2
10 29 *£ 2 29 2 31 = 4 29 = 4
17 31 %= 4 31 = 6 32 £ 5 32 + 5
24 32 £ 5 33 = 4 33 £ 5 34 + 6
Number of males 8 0 6 6
Days of recovery
3 32 % 2 - 33 = 4 31+ 1
10 34 £ 4 — 33 £ 4 32 = 3

Each value shows mean

(mL/day)} * S.D.

Study No. 501320



Table 8 Water consumption of female rats in 28-day repeat dose oral toxicity test of silicone nitride
Group Contrel silicone nitride
mg/kg 0 100 300 1000
Number of females 12 6 12 12
Days of administration
3 22 * 2 22 + 4 20 + 3 22 + 3
10 24 + 3 23 *= 3 24 + 3 24 £ 3
17 25 £ 4 23 = 4 24 + 4 25 = 5
24 24 * 4 22 5 23 = 4 25 *+ 6
Number of females 6 0 6 6
Days of recovery
3 26 = 5 — 26 = 4 25 7
10 26 * 4 — 27 4 25 4

Each value shows mean

(mL/day} * S.D.

Study No. 501320
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Table 9-1 Urinary examination of male rats on termination of administration period in 28-day repeat dose oral toxicity test of silicone nitride

Group Control silicone nitride
mg/kg ¢ 100 300 1000
Number of males 6 6 6 6
Volume (mL): Mean=*S.D. 12.6 £ 2.9 11.8 = 2.3 12.2 = 2.1 12.7 = 2.7
Specific gravity: Mean=+S.D. 1.043 = 0.015 1.055 £ 0.010 1.048 = 0.016 1.052 = 0.009
Color
Light vellow 6 6 4] 6
pH
8.0 0 1 1 0
8.5 1 0 0 1
9.0 5 5 5 5
Protein
10~20 mg/dL 5 1 2 5
30 mg/dL 1 5 2 0
100 mg/dL 0 0 2 1
Glucose
Negative 6 6 6 6
Ketone body
Negative 6 6 5 6
Slight 4] 0 1 0
Billrubin
Negative 6 6 6 6
Occult blood
Negative 4 6 6 6
Trace 2 0 0 0
Urobilinogen
Normal 6 6 [ 6

Study Ne. 501320
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Table 9-2 Urinary examination of male rats on termination of administration period in 28-day repeat dose oral toxicity test of silicone nitride

Group Control silicone nitride
mg/kg 0 100 300 1000
Number of males 6 6 6 6
Urinary sediments
Epithelial cells
0~20 cells/100 fields 6 6 6 4
21~100 cells/10G fields G 0 0 2
Erythrocytes
0~20 cells/100 fields 6 6 6 6
Leukocytes
0~20 cells/100 fields ] 6 6 6
Casts
Not observed 6 6 6 6
Crystals
Not observed 3 3 4
Observed 3 3 2 3




Table 10-1 Urinary examination of female rats on termination of administration period in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride
mg/kg 0 100 300 1000
Number of females 6 6 6 6
Volume (mi): Mean=S.D. 11.4 =+ 4.9 8.1 % 3.9 1.7 = 7.0 11.9 =+ 2.8
Specific gravity: Mean=XS.D. 1.045 = 0.016 1.054 + 0.015 1.048 = 0.016 1.041 £ 0.012
Color
Light yellow 6 6 6 6
pH
7.0 1 1 0 0
8.0 0 0 0 1
8.5 3 2 2 2
9.0 2 3 4 3
Protein
Negative 2 1 4 5
10~20 mg/dL 3 3 1 0
30 mg/dL 1 2 1 1
Glucose
Negative 6 6 6 6
Ketone body
Negative 5 4 6 5
Slight i 2 ] 1
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 6 6 5
Trace 0 0 1
Urobilinogen
Normal 6 6 6 6

Study No, 501320
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Table 10-2 Urinary examination of female rats on termination of administration period in 28-day repeat dose oral toxicity test of silicone nitride

Group Control silicone nitride
mg/kg 0 100 300 1600
Number of females 6 6 6 6
Urinary sediments
Epithelial cells
0~20 cells/100 fields 6 6 6 6
Erythrocytes
0~20 cells/100 fields 6 6 6 6
Leukocytes
0~20 cells/100 fields 6 6 [ 6
Casts
Not observed 6 6 6 6
Crystals
Not observed 3 3 3 2
Observed 3 3 3 4
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Table 11-1 Urinary examination of male rats on termination of recovery period in 28-day repeat dose oral toxicity test of silicone nitride

Group Control silicone nitride
mg/kg 0 300 1000
Number of males 6 6 6
Volume (mL): MeanzxS.D. 13.9 % 2.8 13.5 = 2.9 12.3 + 5.6
Specific gravity: Mean®S.D. 1.048 £ 0.015 1.051 = 0.0086 1.056 = 0.018
Colar

Light yellow 5 6 6

Yellow 1 0 0
pH

9.0 6 6 6

Protein

10~20 mg/dl 1 0 0

30 mg/dL 5 6 4

100 mg/dL 0 0 2
Glucose

Negative 6 8 6
Ketone body

Negative 6 6 6
Bilirubin

Negative 6 6 6
Occult blood

Negative 6 6 6
Urobilinogen

Normal 6 6 6

Study No. 501320
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Table 11-2 Urinary examination of male rats on termination of recovery period in 28-day repeat dose oral toxicity test of silicone nitride

Group Control silicone nitride
mg/kg 0 300 1000
Number of males 6 6 6
Urinary sediments
Epithelial cells
0~20 cells/100 fields 6 6 6
Erythrocytes '
0~20 cells/100 fields 6 6 6
Leukocytes
0~20 cells/100 fields 6 6 6
Casts
Not observed 6 6 6
Crystals
Not observed 4 4 2
Observed 2 2 4
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Table 12-1 Urinary examination of female rats on termination of recovery period in 28-day repeat dose oral toxicity test of silicone nitride

Group Control silicone nitride
mg/kg 0 300 1000
Number of females 6 6 6
Volume {ml}: Mean=S.D, 11.5 %= 4.9 11.0 £ 2.3 6.1 %
Specific gravity: Mean*S.D. 1.043 = 0.014 1.048 £ 0.008 1.061 =+
Color
Light yellow 6 6 6
pH
8.0 Q 1 0
8.5 0 2 2
9.0 6 3 4
Protein
Negative 2 4 0
10~20 mg/dL 4 1 3
30 mg/dL 0 1 3
Glucose
Negative 6 6 6
Ketone body
Negative 6 6 8
Bilirubin
Negative 4 6 6
Occult blood
Negative 5 B 8
Trace 1 0 0
Urobilinogen
Normal 6 6 6

Significantly different from control group (*: P<0.05).

501320
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Table 12-2 Urinary examination of female rats on termination of recovery period in 28-day repeat dose oral toxicity test of silicone nitride

Group Control silicone nitride
mg/kg 0 300 1000
Number of females 6 6 6
Urinary sediments
Epithelial cells
0~20 cells/100 fields 6 6 6
Erythrocytes
0~20 cells/100 fields 6 6 6
Leukocytes
0~20 cells/100 fields 6 6 6
Casts
Not observed 6 6 6
Crystals
Not observed 2 3 3
Observed 4 3 3




-st?..

Table 13 Hematological examination of male rats on termination of administration. period in 28-day repeat dose oral

Group Control silicone nitride
mg/kg 0 100 300 1000
Number of males 6 6 6 6
RBC (10“/# L) 776 £ 32 783 + 46 780 = 30 774 = 48
HGB (g/dL) 15.0 x 0.5 15,3 = 0.9 15.3 £ 0.4 154 £ 0.8
HCT (% 44,1+ 1.4 45.1 = 2.7 45.3+ 0.9 45,2 = 2.1
MCV (fL) 56.9 £+ 1.7 57.6 £ 1.6 5.1+ 1.7 5.5+ 1.6
MCH (pg) 19.3 &+ 0.5 19.6 = 0.7 19.7 = 0.7 19.9 = 0.6
MCHC {g/dL) 33.9+ 0.4 4.0 0.3 33.8+ 0.3 34.0x 0.4
PLT (10" u L) 1128+ 7.0 103.0 =+ 8.4 101.4 = 6.6 % 108.1 £ 4.5
RET (%o) 30 + 5 30 6 30 = 4 28 £ 5
PT (sec.) 19.0 = 3.7 20.5 + 3.4 20.3 £ 3.4 19.4 = 4.8
APTT (sec.) 33.4 2.3 3.1 £ 1.1 4.3+ 2.8 33.8 = 3.6
FIB (mg/dL) 232 = 28 235 = 41 222 = 14 230 = 10
WBC (10%/ 1 1) 53+ 12 51+ 20 8= 13 54 + 7
Differential leukocyte (%)
Lymphocyte 93.0 &+ 3.2 92.7 % 3.7 91.8 £ 3.8 04.0 = 3.3
Neutrophil 6.3+ 2.8 6.7 3.6 7.0+ 4.8 53+ 3.0
Eosinophil 0.2+ 0.4 0.5 0.8 0.3+ 0.5 0.2 0.4
Basophil 0.0 0.0 0.0 00 0.0+ 0.0 0.0+ 0.0
Monocyte 0.5 0.5 0.2+ 0.4 0.8 0.8 0.5+ 0.5

Each value shows mean * S.D.
Significantly different from control group (*: P<0.05).

Study No. 501320

toxicity test of silicone nitride
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Table 14 Hematological examination of female rats on termination of administration period in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride
mg/kg 0 100 300 1000
Number of females 6 6 6 6
RBC o'/ uL) 757 = 39 699 = 34 x 752 = 40 749 = 25
HGB (g/dL) 14.7%+ 0.8 4.2+ 0.7 14.5+ 0.6 14.6 = 0.3
HCT (%) 42.5 = 2.3 40.4 = 2.1 42.0 = 2.4 42.1 £ 0.8
MCV (fL) 56.2 * 1.2 57.7 % 0.8 5.8+ 1.1 56.2 = 1.2
MCH {pg) 19.5+ 0.5 2003 & 0.3% 19.3 £ 0.5 19.5 = 0.7
MCHC {g/dL) 4.6 0.5 3.1 0.2 34.6 = 0.7 4.7 0.7
PLT (10'/ L) 105.2 £ 15.2 104.6 £ 6.3 111.4 = 10.3 120.3 = 15.8
RET (%o) 23 = 3 24 *+ 6 23 = 4 24 + 4
PT (sec.} 15.4 = 0.5 150 0.8 15.1 = 0.3 15,8+ 0.8
APTT (sec.) 25.4 = 1.3 25.0 = 1.4 25,0+ 1.1 26.0 = 1.5
FIB (mg/dL) 174 = 13 180 * 12 191 = 12 183 + 1
WBC (10%/ L) 41 £ 10 42 + 4 52 17 40 = 9
Differential leukocyte (%)
Lymphocyte 93.3+ 2.0 94.2 + 2.5 94.8+ 1.8 93.0 £ 3.2
Neutrophil 6.0+ 1.7 50 2.2 4.3+ 2.0 58 2.9
Eosinophil 0.2+ 0.4 0.5+ 0.8 0.3+ 0.5 0.7+ 0.8
Basophil 0.0 0.0 0.0 00 0.0 0.0 0.0+ 0.0
Monocyte 0.5+ 0.5 0.3+ 0.5 0.5+ 0.5 0.5 (0.8

Each value shows mean =% §,D.
Significantly different from control group (x: P<0.05).
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Study No. 501320

termination of recovery period in 28-day repeat dose oral toxicity test of silicone nitride

Table 15 Hematological examination of male rats on
Group Control silicone nitride
mg/kg 0 300 1000
Number of males 6 6 6
RBC (10*/ u L) 823 = 20 827 46 806 *+ 24
HGB (g/dL) 15,7 0.3 157+ 0.5 155+ 0.4
HCT % 46.1 = 1.1 46.3 = 1.8 45.4 % 1.1
MCV (fL) 55.9 = 0.4 56.0 = 1.6 56.3 + 0.9
MCH (pg) 9.0+ 0.3 19.0 % 0.7 19.3+ 0.5
MCHC {g/dL) 340+ 0.4 34.0 £ 0.5 34.3+ 0.5
PLT 0%/ e L) 109.4 = 10.0 106.1 £ 9.4 113.7 £ 7.8
RET (%0) 29 + 6 30 = 4 29 £ 4
PT (sec.) 6.3 2.7 175 2.0 6.2+ 1.9
APTT (sec.) .4 = 2.9 33.4 £ 6.1 3.7 2.9
FIB (mg/dL) 233 = 12 237 = 12 232 = 12
WBC (10%/ L) 51+ 13 59 4+ 10 58+ 12
Differential leukocyte (%)
Lymphocyte 92.2 % 2.3 92.5+ 3.4 91.8 + 2.2
Neutrophil 7.2 X 1.9 6.7 3.1 7.2+ 2.0
Eosinophil 0.3 0.5 0.5+ 0.8 0.5+ 0.5
Basophil 0.0 0.0 0.0 0.0 0.0 0.0
Monocyte 0.3 0.5 0.3+ 0.5 0.5 0.5

Each value shows mean = S.D.
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Table 16 Hematological examination of female rats on termination of recovery period in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride
mg/kg 0 300 1000
Number of females 6 6 6
RBC 107/ 1 L) 745 = 35 730 = 36 + 50
HGB (g/dL) 149 0.3 14.6 = 0.6 14.3 + 0.5
HCT (%} 42.0£+ 0.9 40.6 = 2.0 40.0 £ 2.1
MCV {fL) 56.5*+ 1.9 55,6 1.5 55.2 £ 1.1
MCH {pg) 2000+ 0.8 9.9+ 0.5 19.7+ 0.6
MCHC (g/dL) 3/5.5+ 0.5 3.9+ 0.7 3%5.7* 0.8
PLT (10*/ u L) 99.4 =+ 17.7 102.3 + 6.4 113.6 = 10.4
RET (%) 24 *= 4 25 = 6 + 4
PT (sec.) 15,3 0.4 15.1 = 0.5 15.7 = 0.8
APTT (sec.) 24.9 £ 1.3 241+ 0.9 25.5 + 2.1
FIB (mg/dL} 189 = 22 187 £ 9 + 14
WBC (0% 2 L) 52 12 42 * 15 =+ 18
Differential leukocyte (%)
Lymphocyte 925+ 1.8 92.3 &£ 3.9 9.2 1.6
Neutrophil 6.8+ 1.5 6.8+ 3.7 + 1.7
Eosinophil 0.5 0.5 0.5 0.5 + 0.8
Basophil 0.0 0.0 0.0 0.0 + 0.0
Monocyte 0.2+ 0.4 0.3 0.5 + 0.5

Each value shows mean x S.D.
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Table 17 Blood chemical examination of male rats on termination of administration period in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride

mg/kg 0 100 300 1000
Number of males 6 6 6 6

AST (1u/L) 98.9 = 14.7 103.4 = 7.6 98.3 £ 10.1 111.6 = 24.2
ALT. (1u/Ly 3.0 4.8 3.8 1.1 30,9+ 4.2 31.1 £ 3.8
ALP (Tu/L) 655.6 =+ 63.8 733.9 = 68.0 681.4 = 69.1 631.4 = 141.3
y ~GTP (Tu/L) 0.49 = 0.17 0.58 * 0.16 0.53 = 0.10 0.52 = 0.10
TP (g/dL) 52+ 0.2 53 0.1 54% 0.2 53+ 0.3
Alb (g/dL) 2.82 x 0.17 2.87 = 0.07 2.96 £ 0.18 2.90 = 0.11
A/G L17 = 0.13 1.20 &£ 0.09 1.23 = 0.09 1.20 = 0.05
T-Bil (mg/dL) 0.11 = 0.02 0.10 = 0.02 0.11 &+ 0.01 0.11 £ 0.02
UN (mg/dL) 157 % 0.7 15,0 2.2 15.0 = 2.3 16.8 & 4.2
CRE {mg/dL) 0.24 £ 0.03 0.24 = 0.03 0.25 = 0.03 0.25 £ 0.02
Glu (mg/dL) 107.5 = 13.9 117.9 = 10.3 105.6 £ 2.9 112.8 = 8.3
T-Cho (mg/dL) 53.1 £ 8.8 49.7 = 6.6 49.9 £ 5.3 55.1 + 6.3
TG (mg/dL) 38.8 + 24.3 38.1 £ 15.5 41.4 £ 15.7 40.4 = 22.7
Na (mEq/L) 146.0 = 0.7 146.6 £ 0.9 145.4 = 0.7 146.4 = 1.2
K (mEq/L} 4,59 = 0.28 4,38 £ 0.33 4,63 £ 0.37 4.53 * 0.26
C1 (mEq/L) 107.7 = 1.6 107.7 = 1.0 106.8 £ 1.0 107.9 £ 1.5
Ca (mg/dL) 9.2 0.2 9.2 0.2 9.2+ 0.2 9.3+ (.2
1P (mg/dL) 8.4+ 0.7 8.4 0.7 8.4 £ (0.6 8.4+ 0.8

Each value shows mean & S5.D.

Study No. 501320
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Table 18 Blood chemical examination of female rats on termination of administration period in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride

mg/kg 0 100 300 1000
Number of females 6 6 6 6

AST (Iu/L) 94.7 = 11.4 89.1 + 14.1 103.5 = 19.3 86.6 = 13.1
ALT (Iu/L) 257 3.8 23,2+ 3.3 23.1 %+ 3.2 241+ 3.5
ALP (Tu/L) 359.0 £ 71.2 408.6 = 954 323.9 = 58.8 377.2 = 111.5
v -GTP (1u/L) 0.93 = 0.16 0.95 = 0.20 1.00 £ 0.21 0.80 = 0.22
TP (g/dL) 54+ 0.2 5.4+ 0.3 5.5% 0.1 5.5+ 0.3
Alb (g/dL) 3.03 £ 0.17 3.12+ 0.15 3.08 = 0.13 3.10 0.25
A/G 1.31 = 0.1t 1.39 > 0.06 1.28 = (.08 1.31 = 0.10
T-Bil (mg/dL) 0.15 = 0.03 0.13 £ 0.02 0.14 = 0.02 0.16 = 0.03
UN (mg/dL) 1.7 3.1 173+ 2.2 18.4 = 0.7 17.1 = 2.6
CRE (mg/dL) 0.30 £ 004 0.27 = 0.02 0.30 £ 0.02 0.26 = 0.04
Glu {mg/dL) 110.6 = 10.3 123.1 = 13.2 109.8 = 16.3 112.1 = 14.8
T-Cho (mg/dL) 55.1+ 7.3 7.1+ 11.8 62.0 = 15.0 56.9 £ 10.3
TG (mg/dL) 17.5 = 4.4 23.3 = 6.8 22.7 %+ 10.3 20,1 = 9.5
Na (nEg/L} i44¢. 9+ 0.9 144.2 = 0.7 144.8 = 0.7 144.8 & 1.1
K {mEq/L) 4,31 0.24 4,32+ 0.23 4,51 £ 0.14 4.36 + 0,20
Cl (mEq/L) | 106.7 = (.8 106.8 + 0.8 107.3 £ 1.4 107.4 1.4
Ca (mg/dL) 9.4 0.3 9.4 0.2 9.4+ 0.2 9.5+ 0.4
IP (mg/dL) 7.4+ 0.7 6.8t 0.6 7.2%= 0.6 7.3+ 0.5

Each value shows mean * S.D.
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Table 19 Blood chemical examination of male rats on termination of recovery period in 28-day repeat dose oral toxicity test of silicone nitride

Group Control gsilicone nitride

mg/kg 0 300 1000
Number of males 6 6 6

AST (/L) 101.9 = 15.0 105.6 = 14.8 92.3 = 15.0
ALT (1U/L) 29.3 £ 3.9 30,2+ 3.7 28.2 + 4.5
ALP (1usLy 526.5 X 106.6 476.4 + 83.4 486.8 = 90.8
v -GTP (1L 0.42 + 0.10 0.48+ 0.11 0.50 = 0.08
P (g/dL) 53 0.1 54+ 0.1 55% 0.3
Alb {g/dL} 2.75 = 0.09 2.7+ 0.09 2.7 £ 0.10
A/G 1.07 £ 0.05 1.07 = 0.05 1.03 = 0.04
T-Bil (mg/dL) 0.14 £ 0.04 0.15x 0.01 0.16 = 0.04
UN (mg/dL) 5.9+ 1.9 15.9 + 1.2 15.1 = 2.8
CRE (mg/dL) 0.27 = 0.02 0.26 = 0.03 0.25 £ 0.02
Glu (mg/dL) 111.5 = 18.8 108.1 = 13.9 115.2 = 22.5
T-Cho (mg/dL) 57..2 = 1.6 49,9+ 7.5 62.5+ 9.2
TG (mg/dL) 44,2+ 6.7 443+ 21.2 41.7 £ 14.6
Na (mEq/1) 146.2 = 0.8 145.7+ 1.2 145.7 = 0.7
K (mEq/L) 4.67 = 0.13 4.63 £ 0.19 459 = 0.37
Cl {mEq/L} 106.7 £ 1.1 107.0 = 1.1 105.8 = 0.8
Ca (mg/dL) 9.3+ 0.1 9.2 0.2 9.3 % 0.2
1P (mg/dL) 8.2+ 0.4 8.0 0.4 80+ 0.5

Each value shows mean + S.D.

Study No.

501320
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501320

on termination of recovery period in 28-day repeat dose oral toxicity test of silicene nitride

Table 20 Blood chemical examination of female rats

Group Control silicone nitride

mg/kg 0 300 1000
Number of females 6 6 6

AST (TU/L) 94.6 = 8.5 88.1 = 13.1 105.8 = 21.1
ALT {1u/L) 22.8 %+ 4.4 23.6 £ 3.9 247+ 2.1
ALP (1u/L) 256.8 £ 56.4 270.3 £ 60.5 318.7 = 67.8
v -GTP (Tu/L) 0.66 = 0.09 0.66 £ 0.15 0.65 £ 0.12
TP (g/dL) 57+ 0.8 57+ 0.2 55+ 0.1
Alb (g/dL) 3.20 £ 0.39 .24 £ 0.20 3.03 £ 0.12
A/G 1.29 £ 0.05 1.33 = 0.08 1.25 = 0.07
T-Bil {mg/dL) 0.17 £ 0.05 0.17%£ 0.04 0.18 £ 0.02
UN (mg/dL) 18.8 £ 2.5 6.2+ 2.1 18.2 + 1.8
CRE (mg/dL) 0.31 £ 0.04 0.30 = 0.02 0.31 £ 0.04
Glu (mg/dL} 119.5 = 9.0 120.3 = 16.1 111.6 = 13.8
T-Cho (mg/dL) 66.9 £ 12.8 60.8 >+ 8.3 56.5 * 15.9
TG (mg/dL) 236 + 7.9 26.0 £ 9.7 15.9 £ 5.7
Na {mEq/L) 145.4 = 1.1 145.3 = 0.8 145.4 = 1.5
¢ (mEq/L) 4.34 £ 0.20 417 0.14 4.46 £ 0.20
Cl (mEq/L) 106.5 & 1.8 107.6 £ 1.3 108.0 £ 1.8
Ca (mg/dL) 9.2+ 0.5 9.3+ 0.3 9.2+ 0.2
IP {mg/dL) 6.6 X 0.6 6.0+ 0.3 7.0+ 0.7

Each value shows mean * S.D.
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Table 21 Necropsy findings of male rats on termination of administration period in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride
mg/kg 0 100 300 1000
Number of males 6 6 6 6
Findings
Normal 6 6 6 5
Testis
Atrophy, left 0 0 0 1
Epididymis
Atrophy, left 0 0 0 1

Study No. 501320
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Table 22
Group Control silicone nitride
mg/kg 0 100 300 1000
Number of females 6 6 6 6
Findings

Normal 6 6 6 6

Study No.

501320

Necropsy findings of female rats on termination of administration period in 28-day repeat dose oral toxicity test of silicone nitride
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Table 23 Necropsy findings of male rats on termination of recovery period in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride
mg/kg 0 300 1000
Number of males 6 6 6
Findings
Normal 6 6 6
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Table 24 Necropsy findings of female rats on termination of recovery period in 28-day repeat dose oral toxicity test of silicone nitride

Group Control silicone nitride
mg/ kg 0 300 1000
Number of females 6 6 6
Findings

Normal 6 [ 6
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Study No. 501320

Table 25 Organ weights of male rats on termination of administration period in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride
mg/kg \ 100 300 1000
Number of males 6 6 6 6
Body weight (g) 310 = 25 308 = 8 301 = 23 315 = 23
Brain (&) 1.95 £ 0.12 1.99 £ 0.04 1.97 £ 0.08 1.95 = 0.08
{g%) .63+ 0.05 0.65 £ 0.02 0.66 = 0.04 0.62 £ 0.05
Pituitary {mg) 1.0 2.0 11.0 = 1.2 10.4 = 1.0 10.7 % 0.8
(mg%) 3.8+ 0.4 3.6 0.4 3.4+ 0.3 3.4+ 0.1
Thyroids (mg) 21.0 = 3.6 19.2 = 1.8 20.5 = 3.1 18.9+ 2.1
(mg%) 6.8+ 1.0 6.3 0.5 6.8 % 0.9 6.0+ 0.7
Thymus (g) 0.50 = 0.10 0.45 = 0.09 0.48 £ 0. 11 0.56 = 0.07
(g%} 0.16 = 0.03 0.15 = 0.03 0.16 = 0.05 0.18 £ 0.02
Heart (g) 1.08 = 0.10 1.17 = 0.15 1.23 £ 0.22 1.21 = 0.07
(g% 0.35 = 0,02 0.38 = 0.04 0.41 = 0.06 0.39 = 0.03
Liver (g) 9.14 + 1.22 8.86 = 0.75 8.88 + 1.20 9.49 =+ 0.92
{g%) 2.94 £ 0.23 2.88 = 0.19 2.94 = 0.24 3.01 £ 0.1t
Spleen (g) 0.67 * 0.15 0.98 = 0.05 0.62 = 0.09 0.62 = 0.08
(g%) 0.22 = 0.04 0.19 = 0.01 0.20 = 0.02 0.20 = 0.02
Kidneys {g) 2.43 £ .23 2.42 + 0.22 2.27 + 0.17 2.43 £ 0.10
(g%) 0.79 £ 0.06 0.79 & 0.06 0.76 £ 0.06 0.77T = 0.04
Adrenals (mg) 54.9 £ 4.6 49.9 + 1.6 50,7+ 5.4 54.4 £ 7.2
(mg%) 7.8+ 2.4 16.2 £ 0.5 16.9 £ 1.3 17.3x 1.6
Testes (g} 2.71 £ 0.20 3.01 £ 0.13 2.82+ 0.16 2.90 £ 0.34
(g%} 0.87 = 0.05 0.98 = 0,06 * 0.94 + 0.05 0.92 = 0.11
Epididymides (&) 0.78 £ 0.08 0.78 £ 0.02 0.80 £ 0.07 0.79 = 0.08
(g%h) 0.26 = 0.1 0.25 & 0.01 0.27 &£ 0.02 0.25 = 0.03

Each value shows mean

Significantly different from control group (%: P<0.03).

* 5.0
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Table 26 Organ weights of female rats on termination of administration period in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride
mg/kg 0 100 300 1000
Number of females 6 6 6 6
Body weight (g) 197 £ 10 201 £ 13 202 16 206 = 15
Brain (g) 1.85 % 0.06 1.84 = 0.04 1.82 £ 0.09 1.84 = 0.04
(g%) 0.94 £ 0.06 0.92 = 0.05 0.90 = 0.07 0.90 = 0.07
Pituitary (mg) 12+ 1.4 125 2.1 13.6 = 1.7 12.4 + 1.4
(mg%) 57%x 0.7 6.2+ 0.9 6.8 0.7 6.1 = 0.8
Thyroids (mg) 16.3 = 2.2 17.5 = 3.1 17.8 = 2.8 173 2.1
{mgh) 8.3+ 10 8.7+ 1.1 8.8+ 1.3 8.4+ 0.8
Thymus (g) 0.40 £ 0.06 0.44 £ 0.07 0.46 £ 0.07 0.41 £ 0.05
{g%h) 0.21 = 0.04 0.22 = 0.04 0.23 = 0.03 0.20 = 0.03
Heart {g) 0.77 £ 0.07 0.76 £ 0.05 0.76 £ 0.04 0.78 = 0.05
(g% 0.39 = 0.03 0.38 =+ 0.03 0.38 = 0.02 0.38+ 0.04
Liver (g} 5.58 = 0.44 5.88 = 0.47 5.72 £ 0.42 6.05 £ 0.34
(g% 2.84 £ 0.16 2.92 + 0.13 2.83 =+ 0.09 2.95+ 0.16
Spleen () 0.47 + 0.06 0.44 = 0.04 0.46 £ 0.05 0.46 = 0.07
(g% 0.24 £ 0.03 0.22 = 0.03 0.23 = 0,03 0.23 = 0,03
Kidneys (g) 1.52 = 0.14 1,70 £ 0.14 1.63 + 0.20 1.64 = 0.18
(g%) 0.78 £ 0.06 0.84 = 0.07 0.76 = 0.06 0.80 £ 0.07
Adrenals (mg) 57.2+ 1.5 64.4 + 7.4 60.2 + 9.2 63.3 + 1.5
{mg%) 29.2 £ 4.3 2.1 3.6 29.8 £ 3.8 30,8 £ 2.8
Ovaries (mg) 88.5 + 10.3 80.4 + 12.8 90.2 £ 10.3 90.1 = 14.0
{mg%) 45,2 = 6.2 39.9 & 5.1 4.9+ 6.8 . 43,7+ 5.1

Each value shows mean %= S.D.
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Table 27 Organ weights of male rats on termination of recovery period in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride
mg/kg 0 300 1000
Number of males 6 6 6
Body weight (g) 375 % 20 376 £ 32 382 £ 21
Brain (g) 2.00 = 0.05 1.98 £ 0.06 2.01 £ 0.10
(g%) 0.54 + 0.02 0.53 £ 0.04 0.53 £ 0.03
Pituitary (mg) 12.2 £ 1.0 120 1.1 127+ L7
(mg%) 33+ 0.3 3.2+ 0.2 3.3+ 0.3
Thyroids (mg) 20.0 £ 3.6 18.8 + 2.7 20.2 + 3.8
{mg%) 53+ 0.9 50+ 0.9 53+ 0.8
Thymus (g) 0.49 = 0.07 0.50 £ 0.16 0.56 = 0.12
(g%) 0.13 £ 0.02 0.13+ 0.04 0.15 £ 0.03
Heart () 1.24 = 0.09 1.23 £ 0.10 1.36 = 0.17
(g% 0.33 = 0.02 0.33 £ 0.02 0.36 £ 0.04
Liver (& 10.12 = .63 10.16 £ 1.46 10.64 £ 0.84
(g%) 2.70 = 0.06 2.69 = 0.19 2.78 + 0.11
Spleen {(g) 0.70 = 0.05 0.74 £ 0.12 0.72 £ 0.11
(g%) 0.19 = 0.01 0.20 =+ 0.02 0.19 £ 0.02
Kidneys () 2.69 + 0,18 2.64 £ 0.25 2.71 = 0.16
(g%) 0.72 = 0.04 0.70 £ 0.04 0.71 = 0.04
Adrenals (mg} 55,7 7.5 5.6 x 7.9 5.7+ 9.2
(mg%) 150 2.4 13.8+ 2.1 15,7 2.8
Testes (g 299+ 0.29 3.01 £ 0.25 2.93 = 0.17
(g%) 0.80 = 0.10 0.80 * 0.06 0.77 £ 0.04
Epididymides (8) 1.01 = 0.07 1.00 £ 0.08 1.03 £ 0.05
(%) 0.27 £ 0.02 0.27 £ 0.02 0.27T = 0.02

Each value shows mean

+ 5D
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Table 28 Organ weights of female rats on termination of recovery period in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride
mg/ kg 0 300 1000
Number of females 6 6 6
Body weight (g} 219 = 11 229 = 18 221 = 18
Brain (g) 1.83 = 0.03 1.89 = 0.03 1.91 = 0.09
{g%) 0.84 = 0.04 0.83 £ 0.05 0.87 = 0.07
Pituitary {mg) 15.6 £ 3.1 4.2 1.2 14.4 = 2.2
(mg%) 7.1 11 6.3+ 0.6 6.6 = 1.1
Thyroids (mg) 19.3+ 2.8 6.5 £ 2.0 17.1 = 1.9
(mg%) 8.8+ 1.3 7.2+ 1.0 7.8+ 1.2
Thymus () 0.41 £ 0.07 0.40 = 0.09 0.42 = 0.10
(%) 0.19 £ 0.03 0.18 £+ 0.04 0.19 £ 0.05
Heart (g) 0.80 = 0.07 0.87 = 0.06 0.78 = 0.06
(g%) 0.37 + 0.02 0.38 + (.02 0.35 = 0.01
Liver (g) 6.08 = 0.59 6.49 = 0.50 6.15 = (.63
(g%) 2.77T = 0.15 2.83 =+ 0.04 2.79 = 0.24
Spleen (g) 0.50 = 0.09 0.50 = 0.04 0.51 = 0.05
(g%) 0.23 £ 0.4 0.22 = Q.01 0.23 £ 0.01
Kidneys (g) .66 = 0.13 .77 £ 0.18 1.75 = 0.22
(g%) 0.76 £ 0.06 0.77 = 0.04 0.80 = 0.08
Adrenals (mg) 67.8 = 10.0 66.7 = 12.1 7%.7+ 3.3
(mg%) 3.0+ 4.8 9.5 6.9 4.4+ 3.1
Ovaries (mg) 91,9 *+ 17.8 90.0 £ 12.1 97.9 % 157
(mg%) 42.1 = 8.8 39.3+ 4.2 4.7 + 8.7

Each value shows mean = S.0.
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Table 29 Histopathological findings of male rats on termination of administration period in 28-day repeat dose oral toxicity test of silicone nitride
Group Control silicone nitride
mg/kg 0 1000
Grade N® A® * + 2t 3+ [ NP APV o+ + 2+ 3+
Findings
Liver (61 @ {61
Necrosis, hepatocyte, focal 5 1 1 0 0 0 5 1 1 0 0 0
Microgranuloma 2 4 3 1 ¢ 0 2 4 4] 4] 4]
Proliferation, bile duct 4 2 2 0 0 0 3 3 3 0 0 0
Kidney [6] {6}
Cellular infiltration, lymphoid cell 4 2 2 0 0 0 6
Basophilic change, tubular epithelium 5 1 1 0 0 0 5 1 1 0 0 0
Testis [6] [6]
Atrophy, seminiferous tubule, left 6 0 5 1 0 1 0 0
Epididymis [6] (6]
Desquamated cell debris, lumen, left 6 0 5 1 1 0 ] 0
Prostate [6] (6]
Cellular infiltration, lymphoid cell 5 1 i 0 0 0 6 0

Grade of histopathological findirgs, =*: slight, +: mild, 2+: moderate, 3+: marked.

a) No abnormality detected.

b) Abnormality detected.

c) Number of males examined.

No remarkable changes were seen in the heart, lung, trachea, pancreas, sublingual gland, submandibular gland, esophagus, stomach, duodenum, jejunum, ileum, cecum, colon,
rectum, thymus, spleen, submandibular lymph node, mesenteric lymph node, urinary bladder, seminal vesicle, pituitary, adrenal, thyroid, parathyroid, cerebrum, cerebellum,
medulla oblongata, spinal cord, sciatic nerve, eyeball, Harderian gland, bone with bone marrow (sternum or femur) or mammary gland.



2 30 Histopathological findings of female rats on termination of administration period in 28-day repeat dose oral toxicity test of silicone nitride

P Control silicone nitride
kg 0 1000
de N AP x4 2 3N g Y x4+ 2 3+
dings
Adver 8] @ {6]
Necrosis, hepatocyte, focal 6 0 5 1 1 0 0 0
Microgranuloma 2 4 3 1 0 0 1 5 4] 0 0
Proliferation, bile duct 0 6 6 0 0 4 4 2 0 0 0
Kidney {6] 6]
Cellular infiltration, lymphoid cell 5 1 1 0 0 0 6 0
Pituitary {6l {61
Cyst, Rathke's pouch 6 0 5 1 1 0 0 90

Grade of histopathological findings, *: slight, +: mild, 2+: moderate, 3+: marked.
a) No abnormality detected.

b) Abnormality detected.

c) Number of females examined.

No remarkable changes were seen in the heart, lung, trachea, pancreas, sublingual gland, submandibular gland, esophagus, stomach, duodenum, jejunum, ileum, cecum, colon,

rectum, thymus, spleen, submandibular lymph node, mesenteric lymph node, urinary bladder, ovary, uterus, vagina, adrenal, thyroid, parathyroid (missing: FOl151 and F01156),
cerebrum, cerebellum, medulla oblongata, spinal cord, sciatic nerve, eyeball, Harderian gland, bone with bone marrow (sternum or femur) or mammary gland.



_£9_

Fig. 1
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Chemical structure of silicone nitride
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Fig.4  Food consumption of male rats in 28-day repeat dose oral toxicity test of silicone nitride Study No. 501320
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