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Letters to the Editor

The allergen cocamidopropyl betaine

Dear Sir
We read the work by Fowler et al. (1) with con-
siderable interest. As we had previously observed
(2–5), they note that products containing cocami-
dopropylbetaine (CAPB) are allergenic, and point
out the risks of the impurities in the products
available on the market. However, some pro-
cedural, clinical and analytical aspects of this work
have led us to make the considerations listed below.

(i) The authors exclude the possibility that di-
methylaminopropylamine (DMPA) may play an
aetiological rôle in contact allergies to detergents
containing CAPB, on the basis that their tests were
made with products ‘‘essentially’’ free from
DMPA. This is not justified unless we know for
certain what DMPA content was present in the pa-
tients’ habitual washing products.

(ii) The above exclusion was also based on the
results of patch tests to 0.1% pet. DMPA, without
higher concentrations having been tested. The rea-
son adduced was the ‘‘discomfort’’ such tests
would have provoked, and yet the authors’ overall
assessment design was an involved procedure by
elimination, which lasted over 6 weeks, required
many successive challenges in the patients, and fea-
tured a progressive drop in the population such as
to result in a statistically irrelevant final sample.

(iii) The authors affirm that amidoamine (AA)
is the only allergen present in products with a
CAPB base. However, they do not test chemically
pure AA, and also state that there was no relation-
ship between the AA content in the CAPB prod-
ucts tested and the number of allergic reactions ob-
served. They attribute this discrepancy to the
‘‘minimal differences’’ in ‘‘expected’’ content, in
clear contradiction to the analytical value of the
content itself. Besides, there are no grounds for ex-
cluding that the reactions observed by the authors
could have been due to the residual DMPA content
(34 ppm), particularly bearing in mind that we
ourselves have demonstrated that DMPA is sus-
ceptible to a carrier effect exerted by tensioactive
substances (3).

None of the quantitative elements describing the
impurities contained in the CAPB products avail-
able on the market or used in the tests are precise:
the definitions ‘‘below the detection limit’’ and
‘‘essentially absent’’ have no scientific meaning un-
less supported by data detailing these detection
limits and the contents analyzed. Nor does Table
2 on the ‘‘typical content of impurities’’ in com-
mercially available betaine cover the range of beta-
ines existing on the market or the upper and lower
limits of impurities present in these products; in
fact, these are much wider than is claimed.

The authors state that the positive results we ob-
served could have been due to irritant reactions
having been mistaken for allergic reactions. With-
out wishing to insist on our personal experience in
this field, we would like to remind the authors that
there are various methods for distinguishing irri-
tant from allergic reactions, while the same objec-
tion could be made to the authors themselves as
to their tests on 0.1% AA, a potentially irritant
concentration. Finally, we feel it incumbent upon
us to draw to their notice that the weight of the
existing literature bears unanimous witness to the
allergenic properties of DMPA.

To conclude, we reiterate what was stated in our
reports (2–5) and has since been confirmed in over
8000 subjects, although we are well aware that not
even the latter efforts suffice to exclude that
DMPA and/or AA may be allergenic. The use of
substances with a scientifically demonstrated high
grade of purity in large patient populations may
resolve the controversy.

Gianni Angelini
Department of Dermatology
University of Bari
Bari
Italy

Luigi Rigano
Institute of Skin and Product Evaluation (ISPE)
Milano
Italy



211LETTERS TO THE EDITOR

References

1. Fowler I F, Fowler L M, Hunter J E. Allergy to cocamido-
propyl betaine may be due to amidoamine: a patch test and
product use test study. Contact Dermatitis: 1997: 37: 276–
281.

2. Angelini G, Foti C, Rigano L, Veña G A. 3-dimethylam-
inopropylamine: a key substance in contact allergy cococa-
midopropylbetaine?. Contact Dermatitis 1995: 32: 96–99.

3. Angelini G, Rigano L, Foti C, Rossi P, Vena G A. Pure
cocamidopropylbetaine is not the allergen in patients with

Reply

Dear Sir
We thank Drs. Angelini and Rigano for their as-
tute comments regarding our paper, which under-
scores one of the greatest difficulties that we have
found in dealing with an allergen such as cocami-
dopropyl betaine, namely the determination of ir-
ritant versus allergic patch-test reactions. We have
the highest regard for the capabilities of Drs. An-
gelino and Rigano and in no way did we intend to
call into question their patch-test interpretations.
We fully recognize that interpreting reactions to
CAPB, amidoamine, and DMPA may often be dif-
ficult. Our major point is simply that in our pa-
tients and in the CAPB supplies used by a major
American manufacturer, amidoamine seems to be
the major allergen. As we stated in the paper, due
to differences in contaminant levels found in
CAPB manufactured by various sources, it is cer-
tainly possible that DMPA may be a more import-
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ant allergen in European patients as compared to
ours. We would point out that the detection limit
for DMPA in our studies was 3 ppm and, there-
fore, the term ‘‘essentially absent’’ is, we feel, a
valid one.

The North American Contact Dermatitis
Group is initiating a study this summer to deter-
mine the prevalence of allergy to amidoamine, so
perhaps this will help us find out whether ex-
posures in American and European patients do in-
deed differ.

Yours sincerely
Joseph F. Fowler
Family and Occupational Dermatology, Inc.
310 E. Broadway, Suite 10D
Louisville
Kentucky 40202
USA


