
CON T A C T PO I N T

Contact allergy to tribenoside: A Rare allergen

Laura Malinauskienė1,2 | Kęstutis Černiauskas1,2 | Linas Griguola1,2 |

Anželika Chomičiene1,2
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CASE REPORT

A 48-year-old female patient presented to our clinic with a 2-week

history of erythematous and itchy dermatitis around her anus

(Figure 1). She had applied Procto-Glyvenol crème (Recordati Industria

Chimica e Farmaceutica S.p.A., Milan, Italy), containing tribenoside

and lidocaine, for several days to treat haemorrhoids. She suspected

that this drug could be responsible for her symptoms and intentionally

applied it to her forearm. The next day dermatitis developed, which

spread and remained active for 2 weeks.

Patch tests were performed with the European baseline series

complemented with lidocaine 5.0% pet., cetyl alcohol 5.0% pet.,

benzisothiazolinone 0.1% pet. (all from Chemotechnique Diagnostics,

Vellinge, Sweden) and Procto-Glyvenol crème “as is”. The results were

assessed after day (D)2, D3 and D7 according to ICDRG guidelines

(Table 1).

As the patient was positive to Procto-Glyvenol crème (Figure 1),

further patch testing was carried out with benzoic acid 5.0% pet.

(Chemotechnique) and serial dilutions of tribenoside (European

F IGURE 1 Positive patch tests reactions to Procto-Glyvenol
crème

TABLE 1 Positive reactions to tested substances

Tested substance
Reaction
on D2/3

Reaction
on D7

Nickel sulfate 5.0% pet. 1+ 1+

Colophonium 20.0% pet. 2+ 2+

Myroxylon pereirae 25.0% pet. 3+ 2+

Fragrance mix I 8.0% pet. 3+ 3+

Propolis 10.0% pet. 3+ 3+

Budesonide 0.01% pet. 2+ 3+

Prokto-Glyvenol creme 3+ 3+

Textile dye mix 7.0% pet. 1+ 1+

Disperse Orange 3 1.0% pet. 1+ Negative

Methyldibromo glutaronitrile 0.5%

pet.

3+ 1+

Benzisothiazolinone 0.1% pet. 1+ Negative

Tribenoside 5.0% pet.* 3+ ND

Tribenoside 2.5% pet.* 3+ ND

Tribenoside 1.0% pet.* 2+ ND

Tribenoside 0.1% pet.* 1+ ND

Tribenoside 0.01% pet.* Negative ND

Tribenoside 5.0% ac.* 3+ ND

Tribenoside 2.5% ac.* 3+ ND

Tribenoside 1.0% ac.* 3+ ND

Tribenoside 0.1% ac.* 2+ ND

Tribenoside 0.01% ac.* 2+ ND

Benzoic acid 5.0% pet.* 3+ ND

Note: Occlusion time 24 h; pet., petrolatum, ac, acetone, ND, not done.

*test was removed after 24 hrs and only one reading performed.
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Pharmacopoeia [EP] Reference Standard, Sigma-Aldrich, Darmstadt,

Germany) in acetone and pet. (Table 1). Patches were removed after

24 hours because of the severe itching. Positive reactions occurred to

benzoic acid and all concentrations of tested tribenoside with the

exception of 0.01% pet. (Figure 2).

Based on the clinical history and the results of the patch tests, a

diagnosis of allergic contact dermatitis to tribenoside was confirmed.

As the patient did not experience any adverse reactions from the con-

tact with other substances tested positive, other contact allergies

were considered as of unknown clinical relevance.

DISCUSSION

Tribenoside (ethyl-3,5,6-tri-O-benzyl-D-glucofuranoside, CAS-No.

10310-32-4) has been descibed as a vasoprotective substance with a

wide spectrum of activities (anti-inflammatory, mild analgesic, etc.).1

In combination with lidocaine it is used as a rectal crème or supposito-

ries in treating haemorrhoids, and in the EU it is an over-the-counter

drug. Around 20% of the administered tribenoside is metabolized to

benzoic acid1 and this could explain positive reactions to other sub-

stances containing benzoic acid (eg, in Myroxylon Pereira).2 As benzoic

acid does not accumulate in the plasma some speculate that it is not

the main allergen formed from tribenoside.3,4 However, the concomi-

tant reaction to benzoic acid in our case rather favours the theory that

benzoic acid is the true hapten of tribenoside.1

Using serial dilutions often helps to interpret the test reactions,

especially with rare or unknown allergens. In one previously published

case report,5 patch testing was performed using tribenoside 1% pet.

and 5% pet., both concentrations resulting in 3+ reactions. We tried

to pinpoint the lowest concentration of tribenoside eliciting a positive

response and found that the safest concentration to test it is 0.1%–

1.0% pet. Patch test reactions in acetone were stronger and it was

impossible to find the lowest limit for the positive test.

To conclude, benzoic acid could be the main allergen formed from

tribenoside, a rare contact allergen found in an over-the-counter drug,

inducing contact allergy.
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Tribenoside in pet. Tribenoside in acet.

F IGURE 2 Positive patch tests reactions to tribenoside in
petrolatum (pet.) and aceton (acet.) in serial dilutions
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