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- GLP &405: GLP &4
- AlEEA AH: Vanillin(&% 99.9%)
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- ©A4(Q-8): OECD SIAR mRQl’d F7F Atg
- A4 Guinea pig maximization test
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- GLP Z40{¥: GLP 0|52
- AlFEA A E: Vanillin(&%= 0]7]A)
- A@E Y Guinea pig(Ae]s & izt F 6~8
ofel)
- AL
+ S@UFEAD ¢ 0.1 mi(5% EFE), 0.1 ml(5% F
CA 23%rg), 0.1 ml(FCA)
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= &ge)
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- AldEA FHE: Vanillin(s% 0]7|Af)
- Al@% K Human 259 (174 4dQl)
- AL 1.0 ml(5%, 2%, 10%)
- Atg29] HAA: HAXAtE, Q9FA - 9" @ AaZk Not sensitizing
- AR e AR e VE H 2 VIR A €2
- ©A4(Q-8): OECD SIAR mRQld F7F Atg
- Al@YHH: Mouse ear swelling test(Alternative O
ECD method)
8 | - =&3U%: 0~4Y REUFAD, 1098 52 Holl
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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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Skin sensitisation testing with vanillin
Test type No Diosing Result
Open  Epicutanecus | 6-8 | 003 - 30 % and undilwed | Minimmm irntation concentration
test (OET) in Guinea vanillin applied on 2 cm’ of | (30 %) afier 1 application. but 3
Pizs clipped flank skin PFead after | % after 21 applications
14 hr. Bepeated administration
for 21 days
Closed patch test in | 10 10 % Vamlln applied for 24 | All observations were negative,
Guinea Pigs howrs 3 times a week for 2 | there were npo  signs  of
weeks and then read after 1, 24 | sensitisation or allergy in any of
and 48 hours the animals.
Dyaize test in Guinea | 6-8 | Day 0: 005 mi of 0.1 % | No allermic effects were seen in
Pigzs solution in saline. Guinea Pigs with vanillin
Day 1-9:0.1 mi of 0.1%:
Challenged again on davs 35
and 49 with 0.05 ml
Maminwsation Test i | 6-8 Intradermal injection of 0.1 mi | Vanillin showed positive allerzic
Guinea Pigs feron | 5% vanillin <Freunds complete | effects in Guinea Pigs
P adjuvance
Freunds conplete | 6-3 0.05 ml of undiluted wvanillin | Vanillin shewed positive
adjuvance test  in mixed with 005 ml Freunds | allergenic effects in Guinea Pigs
Guinea Pigs complete adjuvance and
myjected infradenmally mic the
neckondays 0.2, 4.7 and 9
Freunds complete | 10 10 %4 i acetone Wealk sensitive
adjuvance  test in
Guinea Pigs
Maminwsation Test m | 40 175 - 35 % m ethanol. 73 % in | The test article did not provole
Guinea Pigs (GLFP) paste any reaction of culaneons
sensitisation i amy of the
animials examined
Maxinvization Test in | 21 50 % vanillin Positive result imn 60 % of
Guinea Pigs animals
Maximisation Test in | - 10 - 50 % vanillin Positive
Guinea Pigs
Mouse ear swelling | 15 - | 30 % vanillin in ethanol No sensitisation
test |_ 25 |_ l
In the skin sensitisation testing with vanillin 3 out of 10 tests showed positive results indicating that
vanillin has an allergenic potemtial The other tests were negative. inchnding the omly test conducted
according to GLP.




& HM5xE"0| w2l HZEol e
Che MOXNZE 2ZstA7] HIEH L

S

53  SKIN SENSITISATION

(a}

Type:
Species/strain:
Results:
Classification:
Method:

GLP:

Test substance:
Eemarks:

Reference:

(b)

Type:
Species/strain:
Results:

Classification:
Method:

GLE:

Buehler test

Guinea pig

Sensitizing { ) Not sensitizing { x }; Ambigous { )
Sensitizing () Not sensitizing ()

Closed patch test
Yez{ JNo(x)?( )
Vamllin; no further data

Albine guinea pigs (300-450g), 6-8 weeks old. male and female.
5 pigs:

- 1.2 5 and 10% preparations of Vamllin in petrolatim

- 0.1 g applied.

- Bemoved after 48 howrs, reading 1. 24 and 48 hours later.

- Result: negative for all animals.

10 pigs:

- 10% preparation of Vamillin in petrolatun.

-0.1 g applied.

- Exposure 24 hours.

- Repeated 3 times a week for 2 weels.

- 2 weeks after 2 and 5% preparations and pure Vanillin were applied
and removed 48 howrs later.

- Reading after 1. 24 and 48 hours.

- Negative results for all animals.

Wang et al, 1987.

Draize-test

Guinea pig

Megative.

Sensitizing () Mot sensitizng (x ), Ambigons { )

Sensitizing { ); Not sensitizing ( x )

Similar to Directive 84/449EEC_ B 6.

A dose of 0.05 ml of a 0.1 per cent solution of the compound tested i
isofonic saline was injected intradermally on day O and firther doses of
0.1 mi each were injected on 9 alternate days (total dose (.93 mg),

The treated animals and uatreated contrels were challenged
sntradermally with 0,05 ml of a 0.1 per cent sohution on days 35 and 49,
The evaluation critenion was the mean dizmeter of the papular reactions.
Yes{ INo(x)?( )




& HM5xE"0| w2l HZEol e
Che MOXNZE 2ZstA7] HIEH L

S

Remarls:
Reference:

(©)

Type:
Species/strain:
Resulis:
Classification:
Method:

GLE:
Remarks:
Reference:

(d)

Type:
Species/strain:
Resules:

Classificadon:
Method:
GLF:

Remarks:

Reference:

()

Type:
Species/strain:
Resules:
Classification:
Method:

GLF:

Test substance:

Test substance:

Test substance:

Test substance:

Vanillin: no further data
6 to & gninea pigs per concentration group. Weight 400-500 2.
Klecak etal. 1977.

Freund's complete adjwvant test

Guinea pig

Sensitizing { x }; Not sensitizng | ) Ambigons { )

Sensitizing { ); Not sensitizing { )

Dioses of 005 mi of the undilnted compornd mixed with the same
voleme of FCA (Freund's complete adjuvant) were injected mto the neck
ondays 0, 2, 4. 7 and 9 (tofal dose: 250 mg).

The control animals were similarly treated with 5x0.05 ml of FCA
alone.

All the animals were subjects to epicutanecus test on days 21 and 35
Yes{ YNe(=z)?( )

Vanillin: no further data

6 to 8 suinea pigs per concentration group. Weight: 400-500 g.

Mo further data on percentage of animals with positive result.
Klecak et al. 1977

Freund's complete adjuwant test (modified)

Guinea pig

Weal: sensitizing capacity at 10% concentration: mean response: 1.17
(guotient of the sum of all reactions obtained, divided by the total
munber of animals tested).

Sensitizing { ); Mot sensitizing { }; Ambigons (x)

Sensitizing { ); Not sensitizing ()

See Bemarks

Yes( JNo( )72(x)

Vanithin from Merck; purified by preparative TLC (thin-layer
clromatography). eluent: chloroform-methanol (100+2) (Haarmann &
Eeimer. Holzminden Germamy).

10 guinea pres.

Challenge concentration: 10% in acetone.

The compounds tested were divided mto groups of weak moderate or
strong sensitizing capacify.

No further data oo percentage of animals with positive result.
Hauvsen et al, 1992,

Guinea pig maximization test

Guinea pig. Dunkin Hartley

Sensitizing { ) Not sensitizing { x ) Ambigons { )

Sensitizing { ): Not sensitizing ( x )

CECD TG 406 (1951}, Directive 84/499/FEC Annex V, B.6 (1984) and
EP.A gudeline no 798.4100 (1985).

Yes(x)No( )7( )

As prescribed by 1.1-1.2 (Lot no. 90-24-701 from Rhe-Foulenc.
France)

Purity: 99.9%

a7
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Reference:

()

Type:
Species/strain:
Resules:
Classificaton:
Method:
GLP:

Test substance:

Remarks:

Reference:

(z)

Type:
Speciesstrain:
Resules:
Classificagon:
Method:

GLE:

Test substance:
Remarks:

Reference:

40 albino guinea pigs of both sexes: one control group and cne treated
Eroup.

Contrel grovp: Induction: vehicle, Challense: test article (Vanillin
crystals).

Treated gronp: Induction and challenge: test anticle.

1} Induchion by 3 series of 2 intradermal injections:

-FCA

- Vanillin 35% in ethanol solution

- Vanillin 17.5% in ethanol and FCA

2} Topical ecclusive application for 48 howrs

- Vanillin as a 73% paste in ethanol

3} Rest peniod for 11 days

4) Topical occlusive application for 24 houss as a 73% paste in ethanol.
Signs of tritation were noted during the induction

The test article did not provoke any reaction of cutaneous sensitization
in the amimals examined.

Mercier, 1992,

Guinea pig maximization test

Guinea pig. Hartley

Sensitizing ( x ); Not sensitizing { ); Ambigous { )

Sensitizing { ) Mot sensitizing { )

See Remarks

Yes{ YNe( 1?(x)

Vamllin from Allied Corporation

Purity: =08%

15 guinea pigs. 6 controls.

Velicle: petrolatzm

Concentrations:

Infradermal mjection: 50%0

Topical indnetion: 50%

Challenge (Split adjuwvant (Elecal: 19837): 30%.

Induetion: 2 intradermal ijections, followed by (day 7) closed patch
application to id imjected skan site for 43 hours.

Challenge: Diay 21. closed patch application for 24 howrs to naive skin
Positive results in 60% of animals

Gad et al. 1986, Gad, 1988

Guinea pig maximization test

Guinea pig

Sensitizing { x ); Mot sensitizing { ), Ambigous { )
Sensitizing { ) Mot sensitizing | )

No data

Yes{ JNe{ 172(=x)

No data

Intradermal mjection and'or topical application.
Positive result; 10-30% Vaniliin

Mo further data oo percentage of animals with positive result.
Meoderate sensitizer.

Ishihara et al. 1986.

68
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()

Type:
Species/strain:
Results:
Classificadon:
Method:

GLP:
Remarks:
Reference:

(1)

Type:
Species/strain:
Besults:

Classificaton:
Method:

GLF:

Remarks:

Test substance:

Test substance:

Cuinea pig maximization test

Cuinea pig

Sensitizing { x ) Not sensitining { ) Ambigous{ )

Sensitizing {  ); Not sensitizing { )

Incuction:

Day 0: Intradermal injection of 0.1 ml of a 5% solution of the
compound. of 0.1 ml of a 5% emmlsion of the compound in FCA
(Freund's complete adprvant) and of 0.1 ml of FCA alone. Each injection
was given fwice.

Day §: Application for 2 days under occhusive bandage to a clipped
skin area of the neck of 250 me of the compound disselved in
petrolatm at a concentration of 23% (wich always cavses mild to
moderate skon frritation under occlusion). Total dose: 20 mg
wtradermally plus 250 mp epicutaneously.

Challenge:

Day 21: Occlusive patch test at a subitritant concentration (unspecified)
in petrolatum applied to the flank: for 24 howrs. Reading 24 and 48
hours after removing the patch

Yes( YMNe(=)7?( )

Vanillin: no further data

6 to & guinea pigs per concentration group.

No firrther data on percentage of ammals with positive result.
Klecak etal 1977.

Open epicutaneous test

Guinea pig

Mot sensitizing. Undiluted Vanillin: positive.

Sensitizing { }: Mot sensitizing { }; Ambigouns { x)

Sensitizing { ); Not sensitizing { )

Induction:

Application of (.1 ml undiuted compound and difuted sobtions to
shaved skin. repeated daily for 21 days, using the same skan site.
Applications left nocovered. Beading 24 howrs after each application.
Mintmmum frmtation concenfration was determined.

Mininmun aritation concentration: 30% after 1 application 3% after 21
applications.

The same guinea pigs (+6-8 untreated controls), were tested on days 21
and 35 on contralateral flanl: at the minrmal imitating concentration
and at some lower non-irritant concentrations (unspecified).

Beading after 24, 48 and 72 hours.

The minimal sensitizing concenfration necessary to nduce contact
hypersensitivity was determuned. A concentration was concidered
allergenic when at least 2 owr of £ anmtmals showed positive reactions
with non-uritant concentrations used for challenge. based on practical
experience.

Yes{ JNo(=x)?2( )

Vanillin- no firther data

Test concentrations: Undiluted. dissolved at concentrations of 30, 10, 3.
1. 0.3, 0.1 and 0.03 %

§ 1o 8 guinea pigs per concentration roup.

6o
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Reference;

)]

Type:
Species/strain:
Eesules:
Classification:
Method:

GLP:

Test substance:

Remarls:

Eeference:

(k)

Type:
Species/strain:
Results:
Classification:
Method:
GLP:

Test substance:

Eemarizs:

Eeference:

Klecak et al 1977

Other: Masxirmization test

Human

Sensitizing ( ); Not sensitizing { x }; Ambigous{ )

Sensitizing { ); Not sensitizing { )

Kligman Maximization Test

Yes( JWNel )7(x)

Vanillin: no selections for pure grades. materials were picked as actually
used.

25 healthy adults.

Patch test: 1.0 ml of 3% aqueous sodinm lawryl sulfate solution for 24
hours to produce a moderate inflammatory reaction and render the skin
motre permeable to the test agent (1)

Same site: 48 howr occlusive patch applied with test material (2).

(1) and {2} are alternated for a total 3 exposures of each period of 15
davys. 10 days rest period.

Challenge.

A new site: 10% sohution was applied for 1 howr. Washed off. Test
material was applied to this new pretreated area; occlusive patch for 48
howrs.

Test concentration: 2%,

Test area exanuned immediately and at 2 successive days.

No sensitizing reactions were induced in proups of 23 volunteers.

Greif, 1967.

Mouse ear swelling test

Mouse, CF-1

No animal sensitized.

Sensitizing () Mot sensitizng { x ) Ambigons | )

Sensitizing | ): Mot sensitizing { x )

Alternative OECD method

Yes( JNo( 12(x)

Vanillin from Allied Corp.

Purity: = 98%

10-15 female mice, 5-10 in control group.

Induction: Topical application at days 0. 1. 2. 3 and 4 to abdonmnal skin
prepared by FCA intradermal injection

Challenge: Diay 10. topical application of test substance to one ear. of
vehicle to the other.

Ear thickness measurement after 24 and 48 hours.

Vanillin 50% in ethanol T0%.

(Gad et al. 1986, Gad. 1938.
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