2 AEE CSSEISSEIM AMY HMI3Z Y Zew AlgRE M5x'ol wel MEol TR MR
SRR AR FrHUE B 5ol +8 WHE + oo tE HIERR Z8SHAY| i
oA 1
. = =] = = lo) 5.
=7b A7 B7IRAAE T AFZEFY ArAlE TR R 584

SEAEAE AF ALS

: Vanillin(cas no. 121-33-5)

P UEREA -SG90, F)

RS

(EXY) & MRS 9 =gxtg = OECD SIDS &7]%7F ® 1 AJ(SIAR: SIDS Initial Assessm

=2 Xr
= a

ent Report for SIAM, 1996) 2}
Ae(471 150t2])E ol&eh 43
(2500 mg/kg/day)7tAl =<
(4 80oke])E o]&
/day)e.=2, 7H(4 80F2)
kgo g 7]=&o] QUX|T, o]
AAISHA MsElo] IA] kil
Zr< 50,000 ppm(2500 mg/kg/day)o. =2 TWHSH

2t

gt
e s
sugl

|y
=
EXAo

=

ol

sty

(29 =94 4d A9Zrat £Q A3JF) Vanillin(cas no. 121-33-5)9]
T=E(1A7F 0D feed =5F) AloA F i =<1 50,000 ppm
=gFFol HEEHA A2 Aoz TlsHo syt 2
AAEE91Y feed =5) A4 NOEL>3000 ppm(150 mg/kg
o]-&et A1 =E(26~2753F e %) Al¥olA NOEL=100 mg/
1963 = o]71o] AtoA QIEH AHHolH Aol
| AR 7] 2ol BF7HE ¢leh £% NOEL
o 7lsEof Sy

l?_]—lé_

5501574(90%) Ald2

S
(GHS +#&/) ollgZx+= UN GHS % TsperzgAlol 7 2 ®A] 5o #st 734
(FHSE A 1Al A2021-182),0] w2h  90Y ¥hE=/d Ao A& £ S+ Fdig
549TS o7+ vrE=Eo st 7|& 1+2(10 < 8 < 100 mg/kg) Mol s = A]
Jooz RREx ¢eoR fiiye TEY & YUt
(B NAYZ) olo] shelEAo] S5 U Wyl So W WS AP M13E M6x0j20] whe}
Vanillin(cas no. 121-33-5)Q] 90¥ 4+ Y25 =4 Ata& A=Fotu A JU T}
z9nta
WEAALRC] FYALRE ofdfie Zo| sjatre] FLacte Fuz AU,
<E> WHEEl5H(909) NBBIHL Y
Z=&]: SIDS Initial Assessment Report for SIAM(1996), 70~76%
No. Alm7le 9 A4 Al@d A1t

A=l A7 L RALE, ROA
- NFE: ARE 2)E 9 2A7 7 2ER 4

- &9d 9 Aagk NOEL=50,000 ppm
(2500 mg/kg/day)




Z HM5="of w2l X Zo0|
T« FIAXNEREZ ZESHA|Z| H

S

AR R AEDE

~271(A8): OECD SIAR W=Eol5A #/F Alw

L h R S0 AlRAY T12EA 9
I ml/kgH] A3 Foz Eojstrs
3%E

dgoey EF E:

(e}
=

: d7t(feed), 13t Of
- GLP #5405 GLP 0]&5
AH: Vanillin(£&% 0]7|x})
Rat(Osborne-Mendel), &71 = 150}2]
20000, 50000 ppm (1000, 2500
mg/kg/day)

L3

2

- At=e] A BEAIE, 200
- NFE: A J1E 9 2%} 1eEAl 4e
- 27(18): OECD SIAR WH=E0iSy B7} A=
- @ FRAPIT SO NBAR TlesA ge
L 5EE OjY 1 ml/kg¥ QWY Yo Eolstes
EXS
- AFE2Y AF,
e
NEER
sle=zyl

A

Al

al
P

A

q2+84E8)
o
=

Al

° A]%‘%U =~

=
A4, e

L8y 9 gu oy
A5l 10% formalin-saline solutionof] 8%
Qo7 Ak 18F2e cEZolA 6801
A5 A5 28

- =&Y Fl(feed), 16571

oty Hor

B4 52 gy AAE

Q]
=

i

E

- &9 9 Ak NOEL>10,000 ppm
(500 mg/kg/day)

ol




2 AEE CSSEISSEIM AMY HMI3Z Y Zew AlgRE M5x'ol wel MEol TR MR
ZUXNZ OAZE FIIHE-Eds Sofl =8 -HEE 5 en o FOXNEE ZZ6HA| 7| HEEL O}
No. Atzle R AIEEH Ald2at
- GLP &40%: GLP u]&4
- AldE4 AE: Vanillin(&% 0]7]A))
- Al@%E AH: Rat(Osborne-Mendel), &4 & 200t2]
- Algd8%k: 10,000 ppm
- At59] 47 WaAta, QO8N - ZY9R ¥ ZAagk: NOEL=1,000 ppm
- AR e AR e VE R 2V VISR A] %2 (50 mg/kg/day)
- 271(918): OECD SIAR WP£olsy Boh Az | - £a9% AFolY Fojsts sl
- @ ERAIT S0 ABAR 712EA 9 | A%e ORI 28, 89 E: oY
CsEE OjY 1 mi/kg¥ QY PO Rolstes | AA Al AR(E 2ol Wet U
=7
- AldsEY A, A AFE & dutEQd JHIE
o5 715
NEER VHY B FARABI AL, DB,
Alezay U AETEAE) A
3 - AldEsE AN AlS B2 sl 1 A v
WA 18 RAE 57
L BN 9 R gy, B4 52 Wedd AAE
2J8l 10% formalin-saline solutiono] Y&
I e e e EL PARCN: e
&4 #5538
- =3 d(feed), 27~2853F TE =F
- GLP #4505 GLP U]&Ea
- AldE2 B E: Vanillin(&%= 0]7]A)
- A% AH: Rat(Osborne-Mendel), ¢ = 20012]
- A& 1,000 ppm
- Atgo] A HXAtR, QOFA - E0A 9 Ak NOEL>20,000 ppm
- AP e ARe VE H 2T VIeEA g - 33T d%oly FAShA Wt
- Z7(Q8): OECD SIAR ¥HERoj=4 HIt Ata FEF= UIAAl oS ¢t B Ul
- AU =27FIA I Y AIRRIA VIeEA] S| AAE Al 2 (g xShol Wat gl
c T2 Y 1 ml/kg® SAT oz FosteE
27
« propylene glycol 3%S Ao Z A 2+ E=
4 | Mol At AL
L ARERY AF, A Y 5 LurEel YeE
UESEIE
- UPANWE RS, AEqs, SlRaeEl ¥
AL EAE)E 3, 6, 12, 22714 S0l AA|
- AdEsE AN Ale 2de S8l 1 AL HIA,
A, augte]l B8 54
5% 2 8 UA =54 52 Hestd HANE




2 REE SNSUSEHIMY A MI3E Y zey AYFE M5ZO M2t Mol e MAR 2
ZYUXNEY AR FIHE - Has Saf 8 - HEE + A2y te HIXNEE &3sHA|7| diEh ot
No. A7l W AlAYH Al @A 2}
28 10% formalin-saline solutiono] Y&
Aol AAke 1&FT tiRTolA  6~801Y
&4 #5538
- =&Y dH(feed), 293 UIY =&
- GLP &40j¥: GLP U]%x%
- AI@EA AJE: Vanillin(a% 0]7]A))
- A& AH: Rat(Osborne-Mendel), A2+ %
a2 F a7 12012, d7 1201
- Alg&%F: 5000, 10000, 20000 ppm
- Atge A ERAtE, QoA -394 9 Zagk NOEL=3000 ppm
- A ARle VE W 27 VIR A] g (150 mg/kg/day), LOEL=10000 ppm
- 27(918): OECD SIAR Yt2Eoj=A I} AI8 (500 mg/kg/day)
- Al 7R 59 AR TNeER] o | - AEEEE ¥
- =&Y k(feed), 91Y lcg( S8 0]7]xH) 3000 ppmoflA  AYHIE], FE7]E.
5 | - GLP &40]®: GLP U]& 8 AEE. AS AA 2 7Y
- AlEEA AR Vamlhn(fi o]71xy) A, N L ZASHA Hdar Axt
- Al@% AH: Rat 4657 oS5 F800HY o =
- Alg8=F: 3000, 10,000, 50,000 ppm (9F 150, | <+ 10000 ppmojlA] Z30]st I3k 9lS
500, 2500 mg/kg/day) + 50000 ppmoflA 7 AR HoB]RGY
87 Asier vzt =
- Atg9] A BEXxAtR, QOFA - &9 9 AyZk: NOEL>10000 (500
- AR R ARlE VR W 2V 7R A S mg/kg/day)
- Z7(18): OECD SIAR BtER054 H7t Atg - 299 AL iRz AE
- A9 SR 5o AR TIeElR] ok | B7F Atolrt gldlen, xAle) B U
- =&Y F(feed), 263 =E(=ER1T 0]7]A)) Aol dAtoA So] 24 gl&
° |- GLP &4oif: GLP U]&4
- AldE4 AE: Vanillin(¢= 0]7]A))
- A¥%E AW Rat £7 & 400}
- Alg83F: 1000, 5000, 10,000 ppm (50, 250, 500
mg/kg/day)
- Atgo] A BXxAtR, QOFA - &A@ AaZk NOEL>100 mg/kg
-AR R ARle VR W 27t 7R A S - 299 BElsH AEF: B
- Z7(Q18): OECD SIAR ¥tERoj=4 HIt Ats AR WY Ud. A2jtol st
- A9 SR 5o AR TNeElA] oS | EAstA ®= AlsketAl dajel AW
7 | - &34 4(38e). 26~ 27”& F5hY =& A Ak A A dlel Al
- GLP &40{%: GLP n]& HEwa AR 24l oieh fgx
-AIEEE AR Vamlhn(EE o] 71AH) Aolg  AAE Al SBEstA g2
- 1\]%’% JH: Dog ¥4 5 80ty AR 4
- Alg8%k 0, 25, 100 mg/kg




E — = o =
SYXIZo AR FIHE B
[ERE(EE Holx] &3]

GHS ¥gAx

M5z="0ll wat M Eo|
ZIXE 2 S5IA|7]

S

LE!

[nn
-

I o

L ron

0=
1

50

b}

A, Labelling
(=}
Trpe: Directive 67543 EEC
Specific hmits:
Symbols:
Nota:
R-phrases:
S-phrazes:
Text of S-phrazes:
Eemarks: Mo labelling requived {no dangerous propertes)
ik
Type: Crher: Drectve 887383/ EEC.
Femark:: Fequirements:
- Mame of producer
- "Aroma" or "Vamliim"
- For food
- Hanwe rdentcal flavounngz
-Identificahon of the lot
- WarghtVolume
Thus 15 vahd for Vamlhn sold for mamufactunng of food products.
B. Classificaton
Trpe: Dhrective 67/348EEC
Carezory of danger:
R-phrazes:
Remarks:

Mo clazsification required (no dangerous properties)
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Many repeated dose toxicity studies have been camed out with vandllin in several animal species. None
of the smdies have been carried out recently. and none have been camied out according to GLP, but some
of them are well conducted and hold a high scientific standard. The different shadies are summarised in
the followang table.
Repeated dose toxicity studies conducted with vanillin,
Species, | No | Dur- Adm. | Doses End- Value (mnat)
strain ation strat. point
Rat, O-M | 20 | 27 Oral. 1000 ppm NOEL #1000 ppm
wesels feed (30 modg/dav) (50 mzks'day)
Rat. O-M [ 20 | 16 Oral 10,000 ppm NOEL #10.000 ppm
weeks feed (300 meoke/day) {300 medoe/day)
Rat O-M |15 | lwear | Oral. | 20.000:50.000 ppm NOEL #50.000 ppm
(males) feed (10002500 mekee/day) (2500 mgks/day)
Rat 80 | 91 days | Onal 3000/10.000/50,000 ppm NOEL 23000 ppm
fead (150/500v2500 mgkg/day) (150 mgkp/day)
LOEL 10,000 ppm
(500 mg/kp/day)
Eat, 40 |26 Oral, 1000/5000/10,000 ppm NOEL #10.000 ppm
males weeks feed (50/250¢500 mg/kg/day) (500 mgkz/day)
Dog 8 26-27 Oral. | 0, 25, 100 mg/fc/day NOEL 100 mekg/day
weels caps

(O-M: Oshborn-Mendel)

The repeated coval administration stedies in rat suggest that the NOEL can be as high as 30,000 ppm
(2500 mg'le/day). One oral feed study for 91 days did however report a NOEL 23000 ppm (150
mg/kg/day) and a LOEL 310,000 ppm (500 mgle/day). This stady 15 unpublished. but the information
has been talen from a citation in 1963, The desion and the details of the stody are volmown thus, the
other stodies seem more reliable. For the assessment. the NOEL of *50,000 ppm in the 1 vear study is
used. No particular tosacity has been observed in dogs after repeated oral admimistration

No infopmation has been obtained on toxicity afier repeated administration through other routes of
EXPOSIE.
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54 REPEATED DOSE TOXICITY
(a)
Species/strain: Rat, Osborme-Mendel
Sex: Fepmle ( ); Male ( ) MaleFemale (x); Nodata( )
Route of administration: Oral feed
Exposure period: 16 weeks
Frequency of treatment: Daily
Postexposure observ. period: Nene
Dose: 10,000 ppm
Control group: Yes(x);No( k:Nodata{ )
Concwrent no treatment ( ); Concurrent vehicle { x ) Histoneal { )
NOEL: = 10,000 ppm
LOEL:
Results: No effect on growth or haematology.
No nmcroscopic or microscopic changes in the fissues (incl. testes).
Method: 5 male and 5 female rats (test and control groups).
Vanillin was mixed in the diet. Fresh diets were made and distributed
weekly. The concentration was adjusted so that all rats received a
constant volume of 1 ml of solutonke daly.
The rat's weight, food intake and general conditon were recorded every
week
Haematological examinations were made at termination of the study.
These examinations mchided white cell counts, red cell cowmnts,
haemoglobins and haematoernts.
At the termmnation of the experiments the rats were sacrificed and
exsaguinated. The tissues of all the rats were examined macroscopically
at the time of sacrifice.
The vizcera were removed and the liver, kidneys, spleen heart and testes
were weighed,
These crgans, the remaining abdonunal and thoracic viscera, and one
hind leg, for bone, bone marrow, and omscle, were preserved in 10%
buffered formalin-saline sohution for histopathological exanvnation.
For routine histopathology, sections were embedded in paraffin wax and
stained with haematoxylin and eosin.
Detailed microscopic examinations in the subacute stodies were
generally done on 6 or 8 rats. evenly devided by sex, from the high dose
group and the control group.
GLP: Yes{ YMNo(x)?( )
Test substance: Vanillin: commercially available.
Reference: Hagan et al. 1967.
(b)
Species/sirain: Rat. Osborne-Mendel
Sex: Female { ): Male ( ) MaleFemale (x); Nodata( )
Route of administration: Oral feed
Exposure period: X728 weels
Frequency of treatment: Daily
Postexposure observ. pericd: Nene
Daose: 1000 ppm
Control group: Yes(x);No( ) Nodata( )
Concwrent no treatment ( ); Concurrent vehicle | x ) Histoncal [ )
NOEL: == 1000 ppm
LOEL:
Results: No effect on growth or haematology.
No macroscopic or microscopic changes in the tissues {incl testes).
Method: 5 male and 5 female rats (test and control groups).
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GLP:
Test substance:
Eeference:

(©)

Species/strain:

Sex:

Route of adminisoaton:
Exposure period:
Frequency of treatment:

Dase:

Control group:
NOEL:
LOEL:
Results:

Method:

Postexposure observ, period:

Vanillin was nuxed in the diet. Fresh diets were made and distribinted
weekdy. The concentration was adjusted so that all rats received a
constant volume of 1 ml of solutionoz daly.

The rat's weight. food intake and general condition wete recorded every
week

Haematological examinations were made after 3 months and at
termination of the sthady.

These examinations inchided white cell counts. red cell connts,
haemoglobins and haematocrits.

At the ternunation of the experiments the rats were sacrificed and
exsaguinated. The tissues of all the rats were examined macroscopically
at the time of sacrifice.

The viscera were temoved and the biver, ladnevs. spleen heart and testes
were weighed.

These organs, the remaining abdominal and thoracic viscera, and one
hind leg. for bone. bone marrow. and mmscle. were preserved in 10%
buffered formaln-saline solution for histopatholozical exanvnation.

For rovtine histopathology, sections were embedded in paraffin wax and
stained with haenwtorylin and eosin

Detailed nucroscopic exaninations in the subacute stodies were
generally done on 6 or 8 rats, evenly devided by sex from the high dose
gromp and the comtrol sroup.

Yes{ YMo(x)?( )

Vanillin: conmmercially available

Hagan et al, 1967.

Rat, Osbome-Mendesl

Female ( ) Male ( x ): MaleFemale { ):MNodata( )

(Oral feed

1 year

Doaily

None

20,000 and 50.000 ppm

Yes{x)MNo( kNodata( )

Concwrent no treatment {  ); Concwryent vehicle ( x ); Histoneal { )
== 50000 ppm

N effect on growth or haemateology.

No macroscopic or microscopic changes in the fissues (incl testes).
5 male rats (test and comtrol groups).

Vanillin was nixed in the diet. Fresh diets were made and distributed
weekly. The concentration was adjusted so that all rats recemved a
constant volane of 1 ml of solutiondcz dasly.

3% (w'w) corn oil added to control or test diets as a binder to reduce
evaporation of the flavouring.

The rat's weight. food intale and general condition were tecorded every
week

Haematolopical exanmnations were niade after 3. 6, and 12 months,
These exarmnations inchided white cell counts. red cell counts,
haemoplobins and haematocrits.
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GLF:
Test substance:
Reference:

@
Species/strain:

Sex:

Route of administoadon:
Exposure period:

Frequency of reatmeni:
Postexposure observ, period:
Dosze:

Control group:

NOEL:

LOEL:

Results:

Method:

At the ternunation of the expeniments the rats were sacrificed and
exsaguinated. The tissues of all the rats were examined macroscopically
at the time of sacrifice.

The viscera were removed and the lver, ladneys. spleen. beart and testes
were weighed.

These organs. the remaiming abdeminal and thoraeic viscera. and one
hind leg. for bone, bone marrow. and nmscle, were preserved in 10%
buffered formalin-saline solution for histopathological exanination.

For routine histopathology, sections were embedded in paraffin wax and
stained with hasmatoxylin and eosin.

Detailed microscopic examvinations in the subacute studies were
generally done on 6 o & rats. evenly devided by sex. from the high dose
group and the contral group.

Yes{ IWo(x)?( )

Wanilbing commercially available.

Hagan et al, 1967

Eat, Oebome-Mend=l

Female ( ); Male( ) MaleTenmle {x ) Nodata{ )

Oral feed

2 years

Doauly

None

5000, 10,600 and 20,000 ppm

Yes(x):No( y:Nodata( )

Concwrent no treatment ( ); Concwrent velucle [ x ); Historical ()
== 20,000 ppm

Mo effect on growth or haematology.

No macroscopic o muicroscopic changes in the tissues (incl testes).

12 mrale and 12 female rats (test and control groups).

Wanillin was mixed in the diet. Fresh diets were made and distributed
weeldy. The concentration was adjusted so that all rats recerved a
constant volume of 1 ml of solutiondg daily.

3% (w'w) propylene ghycol added to control or test diets as a binder to
reduce evapotation of the flavour

The rat's weight. food intale and general condition were recorded every
weel

Haematological examinations were made at 3. 6. 12 and 22 months
These exanminations inchided white cell counts. red cell counts,
haemoglobins and haematocaits.

At the ternunation of the experuments the rats were sacrificed and
exsagunated. The tissues of all the rats were examined macroscopically
at the time of sacrifice.

The viscera were removed and the liver. ladneyvs. spleen heart and testes
were weighed.

These organs. the remaining abdeminal and thoracic viscera. and one
hund leg. for bone. bone marrow. and mmscle. were preserved in 10%
buffered formalin-sabine sohiton for histopathological exanvnation.

For routine histopathology. sections were embedded in paraffin wax and
stained with haenwtoxylin and eosin.
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GLP:
Test substance:
Reference:

()

Species/strain:

Sex:

Route of adminisiraton:
Exposure period:
Frequency of treatment:

Daose:
Control group:

NOEL:
LOEL:
Fesulrs:

Method:

GLP:

Test substance:
Reference:

63

Species/strain:

Sex:

Route of administration:
Exposure period:
Frequency of reatment:

Dose:
Control group:

NOEL:
LOEL:
Resulis:

Method:

GLF:

Test substance;
Reference:

(2)

Species/strain:
Sex:

Postexposure observ. period:

Postexposure obsery. period:

Detailed microscopic exaninations in the subacute studies were
generally done on 6 or 8 mats, evenly devided by sex. from the high dose
group and the control group.

Yes{ YMo(x)7( )

Vamillin: conmercially available.

Hagan et al 1967

Far

Fenmle { ); Male ( ); MaleTeniale ( x ) Nodata{ )

Oral feed

21 days

Mo data

Mo data

3000, 10.000 and 50,000 ppm (ca. 1530, 500 and 2500 mglz/day)
Yes{ i No( xMNodata{x)

Concwrent no treatment () Concwrrent veluele | ) Histoneal [ )
F=3000 ppm

= 10000 ppm

When judged by appearance. behaviour, growth mertality. final body
and organ weights. termimal hematological examination and histologizal
smudies. no adverse effects were detected at 3000 ppm.

Mild adverse effects at 10 000 ppm. Growth depression and
enlargement of liver, kidney and spleen at 50.000 ppm.

10 male and 10 female rats. 4 to 6 weeks of age. No farther data.
Yes{ JNo({x)%( )

Vanillin: no firther data

Hake et al 1963.

Rat

Femule |
Cial feed
26 weelks

); Male { x ); MaleFemale ( ), Nodata( )

None

1000, 5000 and 10,000 ppm {or 0.1%40. 0.3% and 1.0%43)
Yes(x)No( );Nodata{ )

Concwrrent no freatment () Concurrent velucle | ); Histoneal [ )
== 10,000 ppm

Mo sipnificant difference in body weisht gain

Antopsies and microscopic exanvnations of tissmes revealed no
pathology.

10 male rats per group. No further data.

Yes({ YNo(x)?( )

Wanillin from Monsante Chemical Company, USA.

Hazleton Laboratory. 1953,

Eat
Female { ); Male( ); MaleFemale( ); Nodata(x)
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Method:

GLP:
Test substance;
Reference:

0}

Species/sirain:

Sex:

Route of administration:
Exposure period:
Frequency of treatment:

Dose:
Control group:

NOEL:
LOEL:
Results:

Method:
GLP:

Test substance:
Reference:

Postexposure observ. period:

Histopathological changes m the myocasdium  hver. ladney. lung. spleen
and stomach.

16 voung albino rats.

4% solution in milk in 3 nommal diet.

Yes( YWo(x)?( )

Wanillin: high degree of punty from commercial sources.

Deichman et al. 1940,

Dog

Fenmle { ); Male ( ); MaleTemale (x); Nodata{ )
Other: capsule

26 weels and 4 days

5 days a week

None

0,25 and 100 mgfks.

Yes{x)MNo( kNodata( )

Concwrent no treatment | ); Concwrent velucle |
= 100 mg/ke

}: Historscal ()

| male and 1 female dog per dose.

MNommal behaviour and body weight gains.

Hematological or tiochenical values and nnne analysis for all treated
animals were within nermal mits and comparable to the control vales,
Gross autopsies and nrcroscopic examinations of tissues revealed no
pathology.

No data

Yes( JWo(x)7( )

Vanillin from Monsante Chemical Company. USA

Hazleton Laboratory, 1933,




