AF N AILA—2 VIR

52 Jwvhk

52.1 1820~25OIEEZYMIb2EOIHIZEBE L AFILEAO~AD13, 51, 285 (&
1320me/kgiEIR6~15BIZ1 B 1EEERIEO RS LI, BEREBELTTRE ) D 150mg/kg
FIEICALVE L, FiR208 BIZB IURMLEETICHL:, BRORE. EFICEERUBRRMBET
DREFAFCRAERCHTEEIRONGNA T, BEE. £F5. TR UVRINEOLE
EIIEEOEEANTH - =. SHEROBEMSHONTRBFTIXERIEB{EO S P
(extra centers of ossification)DFEE N ENH1-DERE. BIFONER. NEEVFBREREED
SEREICHEMIZ B hm otz BIFOREIZEEIES A>Tz, " (Food and Drug
Research Laboratories Inc., 1973)

522 1B13~18EDIFRZYMNIhDEODLBIZRELZAF I EILO—AMD120, 260, 550 1
1200mg/ke&iEiR6~ 158121 B1EEFBORS L BEFBELTTEFALHUFILEED
250mg/keZ RFRIZNE LT, IHR20B BICH EURLEREICHLU-, BERORER. ETREY
BB EOXRENEICAERCHLHEEIRONG Mo, R, £{F8. FERE. X
TRRURIIRMAEOEEIZIEEODERANTH -, BREROBRMACEONI-BFTIIEH
LB D7l (extra centers of ossification) DEEEAE M>-D&ERE. BIFONRKR. NfE
BUBKRRZOEE CLEMIEL WAL -, BFOEEICLIEHZERIBo NG oF, "
(Cannon Labs., 1977)

5.3 /\AZ’S'—

531 1H22~2UEOEENLAS—IZIFOEATSHIZEBLZAFILEILO—ADI0, 46, 216X (F
1000me/kex tEHR6~ 108 121 B1EEAFIB OB S L. BHEEBEL TP RE ) D 250mg/ke%
BIRIZAE L, FiR4B BICETIUMLEREICELE:, BEROBRE. EUERUVRHABHRE
NREFEFEICBERCHLEEZEIRShGN >, FEH. AFH. RTHERUVRIRADLE
EIZEEDOBEANTH > f=. BEONAER. AEEVEREEOHEREIZEEMER oG-
= BROEEIZREE IR NG o, ¥ (Food and Drug Research Laboratories Inc.,
1973)

54 TYF

541 1BEI0~1MEDQERY S FIZL7EQIVHIERLEAF N LO—RAD7, 32, 148R1FE
685me/keZHTIR6~ 188 (21 B IEERFE QRS Uiz, GMEXBLLTE-PI/Z0FF3FD
Img/kgZ RIEIZAE L -, 1TIR29B BICEEVRLEEIZH#L:. e AEHOBH TIIIE
TEOEMEUIEREDETARLHOL-A RREVARMBEEOREBEIZIIBER
GBI RO h ot B, BFEHM. 2R ETREVCRINEOEREIIER D
BEANTH -, BFOAR. ARRUEBREEOHEEIZLEMEIR oGt BBIFDOE
EBiIcLEE TR onL, o), Y (Food and Drug Research Laboratories Inc., 1873)

6 BFRIBE
7 FOthoEH

8 EMIBTHHMR
81 RA
82 FTMith
821 3ROEEANISgOAF NN O—I%F182E. sBMKTRESL -, ZEH MEIIHN2EETY, B
EEMLEBENMLI, " (Tainter, 1943)

822 ERMISRIFI0eMAF LI O—RZEERORSLEA. BBEELNEN 5T, " (Machle
et al, 1944)

823 25~525gMAF LN O—2FE250mLDKTH NLIRIZLELOFREL, EEOEMARLN
#=. " (Bauer., 1945)
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AF It O—2R Wk

8.2.4
8.2.5

8.26

8.2.7

8.2.8

VRN BEICTHEELTI ~6gDAF LN O— A& 4~ 2400 RIS (G 46252400
R TS EHERIEROONEM DT, (Schweig, 1948)

EFBI2eDAFNENO—REZBEREL. HFELERIZZDOALE o1, " (Bargen, 1949)

2B DBFHITO0~I0mLOAF LI O—XBFESBERSL-, RE. S ABERUAES
BEENAR SR, B EhIF T2 B AIZIEEEL-. CALORRRIZF RIS AL RUK
SMEBRIEELTAY. MERBEENDEREFILFRATFALOEMETFTERE L. " (Crane
et al., 1969)

5BDEANEBMARSITA7ITIBEELT290me/kg® AF LTI O—RE3EIZHHT238 1
LlEizhi-YERiRE LIz, PLLF—RGEL i 3— 123 T iz RS ot-,
FHKIMLETWRDOAFILEILA—RTEFEOEEFENSE. BT HBEEIL3L CILIE
RLU.2ETIIEHELE: DEEE. OB LERBERVRBRENHIZEFHEEANTCH -, I
EhOEREEEHBEVIEITO—LIEERER DL BEDOAKERICIERE LS

otz V' (Eastwood et al., 1988), 2 (Eastwood et al,, 1950)

508 DEE A (X448, BHE6R . E18~T0FEFHELTREILIAFILEIO—2
(F6FE; 4000cP. B 30%) D2X(34egF 1 BEELTHERIR S L, IE58IZIZ 2 81218
BEEHRSL-. HROFE2HTIISIRDOEHESE (ZMH56R., BEHIL)IZAFILEILO—2E
TE&EELTI, 2X E4g% -, BEMBITIEI4AcOEBEGFF CGHA/ o) 2 AR ELT-, HE
HEORFEEEAEL. BEBRUKSSEESH L, BEEAICLEDAFILEILO—RF
BESUEBTEEBDIOKSERVEBEESHEIEMLIH., 260 5 CIHAER SIS
EhodEB8 I Ronian otz —A. FHEETIRFOXRES, BEIZHEELT LR
Motz AFNLENLO—R, EFFREBLLICETOERSETHER#HOEMARLN
Fzo LA, ESB AR R UREOE EAEMIEAEM 57, ¥ (Hamilton et al,, 1988)

1)

2)

5| F 3Tk

WHO Food Additive Series No.26 Modified cellulose. The 35th meeting of the Joint FAQ/WHO
Expert Committee on Food Additives(JECFA). Wid Hith Org., Geneva 1980. {accessed : Nov.
2003, http//www.inchem.org/documents/jecfa/jecmono/v26je(8 htm)

Eastwood MA, Brydon WG, Anderson DM. The effects of dietary methylcellulose in man. Food
Addit Contam. 1999: 7: 9-19

1 m B A =

FrIRERL (B F = JECFA-Monographs & Evaluations : methylcelivlose,

20045F0TR07H \\yer INE/PubMed : methylcellulose/ae)
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AFILTzIR) oS

M%: AFIL7zzLRysaxy
No.: 994

Z 4 Methylphenyl polysiloxane

O—F: 104207

CAS BZ &S 68083~14~7

i EZR

IREE N EE:

Our( ) mEFHF(2003) OBME( ) OBFR( ) OMEE-HERF0999) OFEE( )
COUSP/NF( ) OEP( ) OFDA( )

RAERAR:

—R& 5+ B & 40mg/g

OGRAS( )

LD 8 v
1 HEHRE5EY

2 RERSEH

4 EEM

5 SNEHAEEM
6 BRT#BE

7 TOMhOENE
71 {REH

72 B

7.3 TDith

8 EHIHTIHER

8.1 &R
82 TOfh

1/2

ik

994



AF N7z )IRYy L axH AR

AT EE

ke No : 01

EREBE: 2003 F 118 13 B

M #7418 #eR (38 % = MEDLINE/PubMed : Methylpheny! polysiloxane)
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S5-YARRILAFEZF I L il

M 5-URXILAFRFZF R L No. 1063
R Disodium 5-Ribonucleotide A=k 106601
CASEHRES:

IE=F

INE N ESE:

OJUP( ) MEEFIR(2003) OB/FR( ) BERT OHER-MES) OAREEB()
OuUsP/NF( ) OEP( ) OFDA

BRAERAE:

’O#RS
OGRAS( )

JECFAM ST :

ADIZHELZLY.

~HERFTERFELLL,

FADIFBELAZV SV EER. FOMBILIEELVMEEER T IDIZHELL AL TH
ATA2EMnEdACDYMEN—BRENRSR. EESOBRTIE BEBBIZLLLNIEE
BRT 5, M REH. HAHNIE2OFH TR EEANS, ADIDREIFHELBMEND,

1 ER5EH

1.1 LD, XIZLCs "
Mouse Oral and 10 000 Usui et al,, 1971

2 RERSESH

21 vk

211 B0 EHEI0E DSy D EE1Z0. 0.2%. 0.4%., 0.8%&2% M5 - JRXILAFRZ+ RO L%
6y AMBERIGES CEA -, EBLUEERTE. AE. BHE. MBEFHBRE. RO, AR
ME LU HREAS PR RICELTIEEShN 1=, 7 (Usui et al, 1971)

212 IO EAIOPE DS bDEEIZ0, 1%, L2%DDSRNE24 A E A BB TSZ - EELRE
(L. 178, AEEEE. MEAFMRE. 8BRS, AR IUHEAMSS2MAIIZEALTIE
Riohtmotz, V (Usuiet al. 1971)

22 AX

2.21 1BEOBEEOHMOE—TILAXDIFEIZ. 2%, 5%, 10%D5 - JRXILAFR=FR)HLET
FA—REELLIZ4n D6 BB BB TS5 R -, ” (Noel et al, 1970) ‘

222 ALDBEAOMOE—SILRDIBEIZ,. 0.0.1%, 1%. 2% DDSRNEZ2EMBEE TS X 1=, 1PT4
Y, E-ARERMN, MRFMRE. BRCENRE. MRMBRESLURSITOLThIC
LERUREREMA . BRTHROARMSAIVIBEEZEORBE CEL PR N—AGEE4 &
tmot-, ¥ (Rivett et al, 1971)

3 BizEH
3.1 10PCODHEE20I Dt DAEEIZ. 0. 0.1%. 1%¢2%MDSRNEIM LI L E B BTS2 -, 7R/ —
AEEIFCE, XERFTY. AEL(L. BEE. TIER, FIROFEE. JEEICEAL TR TIT
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5-URRILAFEZF I L : IR

TRN—R B E Mo, RRE, TAX. BRAE, BRELE. AEHLE DRIERR/ S
A—A—E WThORBTELR RG>, 2% HORHRDKENHEEE., B3E., KR

BIZZAEEEOZEERTLOETEL =, ! (Palmers,1971)
4 ERY

5 EREESH

51 RIRX

511 14RO O I1EIZRSE B 5138 B D). 8 2e/kg bwDDSRNE S5 2 1=, EBLEEIZ
gIRIZB L htrmot-, ¥ (Kaziwara et al, 1971)

5.2 Swvbk
521 9OEELTWLASYyrOIHEIZ FIRIBENSISAEXETOM. 88 2e/kg bwDDSRNE S5 X
to HELHEEIRBIZESALE N o1, " (Kaziwara et al., 1971)

53 YL

531 2EEOIFHRELTWAH=S4F)LIZ, BiR2IBENS31 BB ETOR. 88500mg/kg bw DSRN%E
BEX1. BOICDIRLTWAEMIZHEIR21B BM531H B E¥TOR. 1000mg/kg@)DSRN%

5zt BRICHELEZZIZELAEN o, ¥ (Kaziwara et al,1971)

6 BRI
7 TOHhOEBHE

8 EMZBITAHIR
8.1 RH
8.2 +Mfh

821 3SAOEBRELERE(BH)IZERA250H54000mgDDSRNESATFETIVEEREZ -, &V
ELLANTIIMbREEERDREGBOBMELELE-N, 28 TR BINIEBEEEBA5

fh REAED LR ITEER A>T BELHEFR/ESNTUAEL. ¥ (Kojima,1973)

51 A 3Rk

1) WHO Food Additive Series 6. Calcium and Sodium—5'-ribonucleotides. Eighteenth Report of the
Joint FAO/WHO Expert Committee on Food Additives, Wid Hith Org. techn. Rep. Ser.,, 1974, No.
557. FAO Nutrition Meetings Report Series, 1974, No. 54.the Joint FAO/WHO Expert Committee
on Food Additives which met in Rome, 4-13 June 1974. World Health Organization Geneva 1975,
(accessed ; January 2004, http://www.inchem.org/documents/jecfa/iecmano/v06je02.htm )

AT R EE

1

o

hftNo. ¥ 5 B 2

1 2004418198 BrIERL
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VRIS E

g : VRIS EY
HH No. : 1064

¥4 : Riboflavin

J— K 001669

CAS %85 : 83-88'5
B4 -

lactoflavine

Vitamin Bs

FHR

1064

3.10-dihydro-7,8-dimethyl-10-[(2S,3S,4R)-2,3,4,5- tetrahydroxypentyllbenzopteridine-2,

4-dione
I E AN TES -
JP

usp

|

B acdinY
[

m EP

AR - BOHES 0.8mg. WRAMETOPM 0.396mg

T E N - 5-10mg/day (A F Y ) 1, 10-15mgiday (T AV A) 2

TEHHM : 1-dmg/day (1 FY X)) 1, 2mglday (T AV H) 2

B GRAS (§73.450)

JECFA OFF{f :
0~0.5 mg/kg bw/day (Group ADI)

1 HESEH
L1 =Rt LDse (mgikg (4K ])

& Wil BEEK L.Dso
SV S N B Tn 40,000 mg/ke L1 L

REHEDOI AT E Y



VRIS E kR

Sy b R IRA 560 mg/kg? RMMEOY KTSE L
Zwv b R OKTF 5,000 mglkg® REHEDV AT S E
<A A AN 340 mglkg? REEHED) KT

2 REHEGEHE
2.1 T b 13BN

HEHES 10 eSS 6 BEED Wistar 7 v b (HEOMIE - 160~170 g MDA - 130
~140 ¢) {2, 20, 50. 200 mg/kg BRED Y HF 7S5 %, 13 HMICED . &8 (H78
M) BEHESE Ui, S 30D 5 v P ok BHBREAO, S 6 LSk
TIA MEASTHIRI . AfE KUUKITERICERE 7. ,

HEHEEREPIIE—ICAH LTE D RERERET Ui, MENER, SR THEIC
o, IOLIUFRRE—AROLOTHY . AREOESEH] IS SHED 5 12,
REFOBRE TRBIIED oNLN -7 3 DORMARNDO T v M SERIL 228 Wi
B gl Al U T BRath - Tinfo, Bk JCHUKEICH R &M 2 M ZE D
Y ARAG AT AR :

B S IART . R R OMBE 98% ) R 7 5 K L 200 mg HE/kg/ BB OMMES » ML D
THOHTIEH S0, HRBEFNICEER. 8L 6% DOEHMHEI AR Uico SRRAMEDHE
98% ) K77 K 50 mg $ili/kg/ AHOMEHTS. bEHTHED A, HEFFMITHEL
HEEMHAGEYD SfLlz, ZHSOAEMIENAS { (<10%). BfHEZIH#E (food conversion) -~
DEPEH SN - fofcsd, HFINITARTH 5 S IEHE S N - 1o, [EEHRD,
BEEEB TR TS - /oo 5 6 BlH., MEEN/ ST A -5 IC8 3B ohidh-
7ot HEETE Q38H) 12, EHEOME 98% YR 7 Z B 200 mg/ky AT/ B E
DS v P T FUNES OBV EE LUFMRED. DI TIEH L 0HEENE
B <L BT, R MR BT @D - o FIFIZE 0T, S v b 10T
2 I THRR MBS BEITE . IS 2 ETHEVED - foo REBERROBE
98% U R T I Vo BmAREOMEE S v b ESREROMIE 98% ) K7 F E U EEAERR
DY T v TR SHc, DT TIES 2D HEHEMICH B EY M/ MO O B,
EHBEAROTEBAICH »712s LD ->Te J0L ) BEEHEEREMITERTIZAL
EHMT RN, (B LI HEEIZ. W O DRER THAMKEM K FHTEIZRY
L, HE -~ KICHREED o BANT—HICETAAED o 2ch i T ddh - 7,
L7cii-oTo ZOE DLy EICHET 5 ST HMENEh -7z,

B LF @A s JURRA TR SHEE0Z IR onid s fo, HERTIR, R
HEOHEE 98% VA7 5 2 200 mglkg I/ ABHOMES v b TUFBOMEM fiiibHd
NTE S AV FRFEISR QY BERKOMEE 96% ) K7 Z £ 200 mg/kg HE
(ATEE XU 50 mg BEKg/ATROHEMES v b T, BROBNERI OO TIZH 2D
FEAEBICR L o, - REBFREED s i, - 7o, BIRMNHRER X UBHRME




JR75E #IhR

MRETI ., HSCEELAZBEED oL o7, COLHIHBBEROL(LIZIZ.
MO — RICOMBATES ST, WHEMEFNEE BRI R A DL L% iE
WZl, ZOE DI REMICEMFOLEERS Z0EHTH S L ahi, DIERPMN%
TH BRI 98% U H 7 5 £ 200 mg/ke KT/ H DM S & b TTEML/MEE
DRERHF O IR T UL, X TOMB RN/ IS5 A = ZIESTHD . MRER
IR LIRS S h -1,

& 3 MOEHRWHEORAIEAT (NOEL) & 200 me/ke 4E/H TH B LEHRI N,
WEHES v b 2 PELSHTER DT, RO IIBREL & F0 O #BIAR MER ST W8 S Anis B 13 320
LALLM o o700  RBERK OB 98% ) K7 5 £ 200 mgrkg KT/ HEIOMMES » T
RO LNICFENE S D E VRE S RNEREOE TR, MROFRTH B L3N,
Soll, MWEMEITHEEHZBALTE ST, WFhoBRItsLTHHSI AR - KIE
gy ohilih -7, £, FMEK TS0 7 ANDEYE ST EFZ SN B B
AL (A B AU O T R AL DR AR 1025 E) BB S AU - 72 9,

2.2 5 o H R3S ER

OMFDA X 4EIZ 25mglkglday DV R T S E % 5 5 BEERS G EHZIERT
) @ - HEHERD SN o fo. RBREEHHRTHMBICHEMSRE THER IR
oL o708,

3 dfnit
3.1 WHRAZRGWEE S tphimuriem TA97,. TAY8. TA100. TAL02. TA1535 50~
5000 /7L — k (DMSO) Heft 7

3.2 WRERKEMRSR S gphimurium TAIT. TA98. TA100. TA102. TA1535
50~5000 pg/ 7L — + (DMSO) [tk e

3.3 A RE N RB S tvphimurium TA97. TA98. TA100. TA102. TA1535.
TA1537. TA1538 100~5000 ug/7 L — b (DMSO) Sa-/nA Fad s UETS
EELUTEE

4 BT
f:L L/c

5 MRl A FE
5.1 %ﬁbeﬂ_Ciﬁ\U@ﬁﬁm?/ }“L- lOmg/@%/H@’)‘l’77t/’é} ]40 Hﬁﬂ& bf\_o%
NoED7y MEZELEFGE-HROFE 10g R 5B EHBHA S/, 3 HEE,S

3.5



NHE75E #IhR

10m g/fik/ 8 % 140 B S Uic, B—HHCERERIC L TE IO 5 » P 2R X
M LRSI & TiE. B, RE. BB TR ERBD o i » 7o BB TRT
DREFRICE T HERGIINEEE ZRRD o1 - 72 6,

5.2 13PEOMS v MZ0.01%D YR T7 5 E L 2EEila 2 MNES Uil X870, iEiRY
RUBIMOM LS Lz, HEBEDS 0.0004%0 Y F7 525 Ui MBOEIIE
EREMENL Y 2070, REROKE, . BAMOKRERRSHEMEB LTI
BRIEE S -7 ULOHLEREHTRIBROEGINRE > TLBHTTHY - HOIRRE
HFEC L Ao 10,

5.3 HULHED Wistar 7 v FIZ 0.01% &0 0.0004%D ) £ 7 5 E 2R R CEARBO
PRSI X 70, —IRDAG RS SETH, IIROBEREBMIZ O>OWTHEERZ LhH - 12 1),

6 /R
2L

1 0ot
e L

8 ERiZHBULHER
8.1 THEOY 2 TBIMEDFIIZAgiday DV R 7T E %9 AERS Ul ESEED
S oo 19,

8.2 PEFFD3I0MOEE (O UD) IZYRT7IE % 0.3 16mglday % 42 & FIEE D
Bl Lo B iz@n ol - o 13,

7| SR

1) 1968 BP

2y 1965 USP XVII

3) Bachteld, H. (1980) Acute teoxicity of riboflavine, scme intermediates
and by-products of the synthesis, degradation products and metabolites.
Unpublished report No, 8024 from F. Hoffmann La Roche dated 16 June 198C.
Submitted to WHO by F. Hoffmann La Roche Ltd, Basel, Switzerland.

4} Kuhn & Boulanger, 1936

5) Buser, S., Hofmann, P., Lina, B., Forster, S. & Zabka, S. (19853)

Subchronic oral toxicity study with three different qualities of

45



) ET 5 AR

7}

10)

11)

12)

13)

riboflavin (Ro 01-3131/055 96% ex fermentation, Re 01-3131/054 98% ex
fermentation and Ro 01-3131/000 98% ex synthesis) in rats (Procject No.
920vV324), parts I to III. Unpublished study from TNO Nutrition and Food
Institute, Zeist, Netherlands, dated 14 November 1995. Submitted to
WHO by F. Hoffmann La Roche Ltd, Basel, Switzerland.

Unna, K. & Greslin, J. G. (1%42) Studies on the toxicity and

pharmacology of riboflavin, J. Pharmacol. Exp. Ther., 76, 75-80

Albertini, S. {1989) Mutagenicity evaluation of Ro 42-7491/000
(Balpha-hydroxy-riboflavin) in the Ames test (preincubation version).
Unpublished report from F. Hoffmann La Roche Ltd.dated 20 February 1889,
Submitted to WHO by F. Hoffmann La Roche Ltd, Basel, Switzerland.
Albertini, S. (1995a) Mutagenicity evaluation of Ro 01-3131/055
{(riboflavin 96% ex fermentaticn) in the Ames test (Study No. 138MS5).
Unpubklished report from F. Hoffmann La Roche Ltd. dated 8 September
1995. Submitted te WHO by F.Hoffmann La Roche Ltd, Basel, Switzerland.
Albertini, 5. (1%9%b) Mutagenicity evaluation of Ro 01-3131/054
(riboflavin 98% ex fermentation) in the Ames test (Study Ne. 138MS5).
Unpublished report from F. Hoffmann La Roche Ltd. dated 8 Sepember
1985. Submitted to WHO by F.Hocffmann La Roche Ltd, Basel, Switzerland.
Schumacher, M. F., Williams, M. A. & Lyman, R. L. (1965) Effect of high
intakes of thiamine, riboflavin and pyrideoxine on reproduction in rats
and vitamin requirements of the offspring, J. Nutr., 86, 343-349

Le Clerc (1974) Influence de la teneur du regime alimentaire en
thiamine, en riboflavine et en vitamine B sur la teneur des tissues
de la ratte en lactation et des jeunes en ces menes vitamines, Ann. Nutr.
Aliment, 23, 111-120

Shepard, T. H. II et al. (1960) Primary hyperoxaluria. III.
Nutritional and Metabolic studies in a patient, Pediatrics, 25,
1008-1017

Welsh, A. L. & Ede, M. (1957) An appraisal of the therapeutic

effects of riboflavin in pscriasis, Arch Dermatol., 76, 585-600

Shepard, T. H. IT et al. (1960) Primary hyperoxaluria. III. Nutritional

and Metabeclic studies in a patient, Pediatrics, 25, 1008-1017
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) Be— K FEHIL DL #IhR

Rb: CALCIUM MONOHYDROGEN PHOSPHATE a—F: 111500
CASEHBEE:

E=E UUBKFEAIL L DL EZ)EEDILL DA

NEHNEE:

OuP( ) OEFREC) OBAR( ) WMEHRT) WS MES1999) DA )
OUSE/NF( ) EEP{4) OFDA

mRAEHRE:
C FORE684mg
OGRAS

JECFAMEE{
AT LIZAKIZTARGEBEDI1OTH S, LD LOKRT I EER2ZIDEDOERIC
RE{ZAHY I EDBFETIZ. FOLA1 :2~2 1 THAIADHPLEELLEEIN TNV, FAO/
WHOIL. E&FENHELTOI U EBIESMOEMIL. KA AL EMNE{EETH-08)
EMEICEE ST TITIZELAHDLEL, TRTOEREN L ELTIERATHEIENRZ
(MTDD) % 70meg/kgEL TS,

1 BER S &
2 RE/EEH
3 EEEH

4 ERHE

5 HIERLEHME
6 BRI
7 TOMOFME

8 EMIBITAHR
REESHBEROEY. BEENERAUMENREERE(1220ETEELI3280IE
HEE) BN O—IILBITBVWTEBEROLEIZL->THESh-. BEELTLELT. D
N LERESLE-BOEBBREORD . RN BOBNETS 2 LOBNARLLN
oo . FRFAARDEMEBEBOLEORLABH SN, BEBEOBRLZLVELILE
FLEClDHE1ELEREFEORETROON, BOEBF D LERERZVOADHETE
BFELTAE, G-, BOBBIEBROTLHIIN OADOREIBEIZHIFMIZE IS AN=X LD
HRLGHTEN:. ThIZ. ERLEEBRALSYLOEE  RENS VE~OTR . SREY
UEOLBMERENORBEFSUYELBEBEOAMTH T, P

S| FSCRR.
1) EHEFER.HEX. EREE ERENYNRTI (B
2)  Pellegrino ED, Biltz RM, Letteri JM. Inter-relationships of carbonate, phosphate, monohydrogen
phosphate, calcium magnesium and sodium in uraemic bone: comparison of dialysed and non-—

1.2



U BE—KFAN I A

AR

dialysed patients. Clin Sci Mol Med. 1977 Oct; 53(4): 307-16.

ETHEEE
BB No. A= NE
01 20044028048 |[$#1R/ERL
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YoBKEINL DL ik

& U BRKEAN L L No: 1093

xE: DIBASIC CALCIUM PHOSPHATE a—F: 001714

CASERES 7789—77—7

I BEUUBEEHILL D L

RENEE:
WUP(14) OZFFR( ) OBMR() lﬁaﬁ 7 OHFRE-FER( ) OSERC)
BMUSP/NF(26/21) REP(4) EFDA

RAXERS:
FOE54. 02g. — N AFI25me/g. BEINBRUFDPRH250me/g
OGRAS

JECFAMEE{H:
DL LIIARICFARGEBEDI DTHDS, DL D LDKME I EERZIUDEDNERIZ
BiEAHY . HFIZULEOBETIR. FORM1 . 2~2.1THIDOMNEELIVEERTIVS, FAO/
WHOIL. BRAMMELTOVUEBIESYOFMIT. RAD ML EMMNIEFETE-DHB
ERBICBESTTIIGENRHEEL, TATOERRNSUVELTTIERAMEERE
(MTDI)%70mg/kgkLTLVE, "

1 BERSEHE
2 RiERSSH
3 EEEH

4 EIRME

5 AEREHNE
6 RFTEIMTE

7 TDHMOEE

ChoDEBGTESOBELY. U REBEOHENMBELEEL_JNNPELIFDORE~DEE
L’JL"C?'_I*D*LT._%G)'C&')éu ‘_i’Lb0)473'/0)73}I//?Afﬁﬁ‘tU%%‘_LxE@ﬁHL,ﬂ“ﬂﬂm1 50
~450meq/ket b, 150~600meq/kg!) ELEIER  150~1, 200meq/kg!) B 15
. 150~1, 200meq/kg,.LEfitE&L'cnuiaanT_u%CD%*% Iﬁﬂ’&@a’;ml —IorINE{EYT
[IZOOmeq/kg(ﬁupEPO 95% I8 £ T, HMEIETIZ450~600meq/kg(2. 16~
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BRE Noi 466
& . . a—Fk;
Tartaric Acid " 001325
JCASEHES: 87—69—4(LIK),147—71—7(D{X) . DL (133—37—9)
2% - 2.3-Dihydroxybutanedionic acid ; racemic tartaric acid ; dl-tartaric acid : resolveable
: tartaric acid ; uvic acid ; paratartaric acid
IRENEE:

[ W= D%iﬁiiﬁ OB mEF O#FR-HEER O52 R\ BUSP.-NF REP OFDA

mAESE:
#OR5350 mg. FRRARES20me, FIRINES 8me. — R4 BHH|23 me/g. FHE3me/e. B
FRIRRIEEA106. 1mg, WMAKI 1mg/g. ERAARUODHA8mMg

B GRAS

JECFAQ)EEAT -

Nol12TOH E#2

Level causing no significant toxicological effect in the rat
1.2% (= 12 000 ppm) in the diet, equivalent to 600 mg/kg body—-weight
per day.
Estimate of acceptable daily intakes for man
The total daily intake of tartrate should not exceed:

mg/kg body-weight

Unconditional aceceptance 0-6
Conditional acceptance 6-20
No5 T B %

Estimate of acceptable daily intake for man
0-30*% mg/kg bw.
* Calculated as L{+)-tartaric acid.

1 BEREEH

11 LD

Tartaric acid administered by stomach tube in a dose of 5000 mg/kg was fatal to a dog
1). (Sourkes, T. L. & Koppanyi, T. 1950)

Renal damage has been observed only after the intravenous administration of tartaric
acid in doses of 0.2-0.3 g in rabbits and rats.2}Bodansky et al., 1942: Gold and Zahm,
1943).

2 REHREEH

2.1 Tartaric acid was administered in daily oral doses of 990 mg/kg bw to each of four dogs for 90-
114 days. Casts appeared in the urine of three dogs; the blood chemistry remained normal
except in one dog in which azotaemia developed with death in 90 days. Weight changes varied
from a weight gain of 30% to a loss of 32% 3) (Krop and Gold,1945).

2.2 Groups of 24 rats (12 of each sex) were fed diets containing 0.1%, 0.5%, 0.8% and 1.2% of tartaric
acid for a period of two years.A group of 48 rats served as controls. No significant toxic effects
were observed in any of the groups as determined by growth rate (for the first year), mortality
throughout the experiment, and gross and microscopic findings at the end of the two—year
period. An exceptionally thorough microscopic pathological examination was carried out
4) (Fitzhugh and Nelson, 1947).

1.72
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5.1 Teratology studies have been conducted in rats, mice, hamsters and rabbits. Tartaric acid
administered during the period of organogenesis did not produce terata in either soft or skeletal
tissues of the highest dose tested which was hamsters, 225 mg/kg/day — five days; rabbits, 215
meg/kg/day — 13 days; rats, 181 mg/kg/day — 10 days; mouse, 274 mg/kg/day — 10 days.
Likewise no effects were noted on nidation or on maternal or foetal survival rats 5). (FDRL,
1972)

6 BRI

7 TOhOEE

8 tEHZBITHHR
8.1 RA

8.1.1 The Authors report the results of an investigation carried out in a factory producing tartaric acid
in order to evaluate the effects of occupational exposure to this substance. A group of 44
subjects exposed to the acid and a group of 30 subjects not exposed, as a means of control,
were submitted to anamnestic questionnaire, othorinolaringoyatric examination, spirometry,
bronchodilatation test with salbutamol. Qur data show a higher prevalence of oropharyngeal and
cutaneous lesions in the exposed subjects, while no difference between the two groups was
found for dental, bronchial and gastric lesions. 6)

5| AR

1) Sourkes, T. L. & Koppanyi, T. (1950) J. Amer. pharm. Ass., sci.Ed., 34, 275

2) Bodansky, O., Gold, H. and Zahm, W. (1942) J. Amer. Pharm. Ass.Sci. Ed,, 31, 1

3) Krop, S. and Gold, H. (1945) J. Amer. Pharm. Ass. Sci. Ed., 34, 86

4) Fitzhugh, O. G. & Nelson, A. A. (1947) J. Amer. pharm. Ass., sci.Ed., 36, 217

5) Unpublished reports (1973) Food and Drug Research Laboratories Inc.

6) Moscato G, Pelissero G, Marchetti R, Naldi L, Zecca E, Prestinoni A, Piacentino G, Mussi U.
(1983)Ital Med Lav. Sep;5(5):193-8.
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FIE No.:
DL—BRERTF)oL ) 469
3&-% . . :_F‘
Sodium DL-Tartrate " 106655
CASEHZE=: 868—18-—8
IESE DL—BRE/—F
IREAEE:
OJp MEEFF(20030R) OB mRF ORFEPR-HEHR OsER Ousp/NF OEP
BFDA
RXIREE:
#0115 45mg
HGRAS
JECFAM SEh :
Level causing no significant toxicological effect in the rat
1.2% (= 12 000 ppm) in the diet, equivalent to B00 mg/kg body—weight
per day.
Estimate of acceptable daily intakes for man
The total daily intake of tartrate should not exceed:
mg/kg body—weight
Unconditional acceptance 0-6
Conditional acceptance 6-20
1 BHORESEH
1.1 LDy
In the mouse, the LD50 of the sodium salt administered by mouth was found to be 4360
mg/kg bw1).
Three out of seven male rabbits died following oral
administration of disodium tartrate in an average dose of 5290 mg/kg;
while six male rabbits survived an average oral dose of 3680 mg/kg
(Locke et al., 1942) 2).
2 REKRSHEN
2.1 Sodium tartrate was injected subcutaneously three times a week for a total of 45 doses to two,
ong, two and two cats in doses of 0, 50, 75 and 100 mg/kg, respectively. The weights of the
kidneys were essentially the same for the treated and the control groups, and the kidneys
appeared similar on gross examination. The kidneys of four animals were examined histologically.
The sections of the two control animals were normal, while those of the two animals on the 100
mg/kg dose level showed considerable tubular degeneration {Gold and Zahm, 1943) 3).
22 Three rabbits survived 17 consecutive daily feedings of disodium tartrate in an average dosage of

1150 mg/kg; whereas average dosages of 3680 mg/kg killed three out of six rabbits in six to 19
consecutive daily feedings (Locke et al., 1942)4).
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