
rna proteins (6). Our impression was that thc 

fluorescence seen in the psoriatic epidermis (espe

cially in the parakeratotic horny layer) quite closely 

resembled that seen in control sections stained with 

anti-rabbit lgG conjugate only. We therefore think 

that this fluorescence is not caused by fibronectin 

alone but is largely a result of unspecific binding. In 

part it may represent the staining of autoantibodies 

against stratum corneum antibodies, as speculated 

by Fyrand (2). 
Fibronectin is produced mainly by fibroblasts (8). 

Cell culture studies have suggested a stimulating 

effect of retinoid on fibronectin synthesis in fibro

blasts. Retinoic acid induced the formation of cell 

surface-associated fibronectin in fibroblasts, which 

was accompanied by increased cell-to-substratum 

adhesiveness (4). Even in chick embryo chondro

cyte culture a fibronectin-like surface glycoprotein 

was reported to be induced by retinoic acid (3). 

Under etretinate treatment. dermal fibroblasts 

show enhanced cytoplasmic activity (9). In the be

ginning of the treatment of psoriasis. fibronectin 

seemed to accumulate in the DEJ. suggesting that 

retinoid has a stimulatory effect on fibronectin for

mation in vivo, too. 

Retinoids are also known to be able to modulate 

glycoprotein synthesis in biological membranes by 
inducing the incorporation of various sugar resi

dues into glycoproteins ( I), which might be one 
mechanism accounting for the effect of retinoid on 
fibronectin. This ability of retinoids has also been 
suggested to be a conceivable mechanism for the in

crease in fine granular. possibly mucoid material 

in the intercellular space of the psoriatic epidermis 

du ring the initial phase of treatment with etretinat _ 
(5). In our patients no fibronectin appeared in th� 

epidermis <luring etretinate treatment, which sug

gests that the above-mentioned material does not 

consist of fibronectin-like cell surface-associated 

glycoprotein. Keratinocyte culture studies might 

give additional information about this subject. 

So far, it is impossible to say whether the in

crease in fibronectin plays any part in the healing 

process. It may be only a secondary sign of the 

stimulatory effect of etretinate on dermal cells, espe

cially fibroblasts, or it may be related in part to the 
previously observed oedematous changes in DEJ 

with rarefication of anchoring fibrils during initial 
etretinate treatment. On the other hand, it might 

have some influence on the dermo-epidermal in

teraction. 
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Abstract. Etretinate 0.5 mg/kg body weight combined 
with 0.1 % triamcinolone acetonide and 5 % salicylic acid 
in an O/W cream gave more than 70% improvement in 
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Table I. Results of combined treatmem ll'itli loll' dosa.�es of etreti11ate orally a11d corticosreroi
d
.1 ropical/y

Very good: at least 80% improvement: good: 70-809f improvement: moderate: 50-70� improvement: poor: <50'k 
improvement 

Condition at the time of evaluation 

No. of 
No. of drop- Very 
pat. OUIS good Good 

Start of trial 87 
After 18 weeks 75 12 39 15 
After I year 59 16 20 17 

After 2 years 43 16 20 11 
After 3 years 29 14 12 10 

62 % of 75 patients. 0f this satisfactorily improved group. 
at least 41 % were still in the �ame condition after 3 years 
on a maintenance dose of. on average, 0.3 mg/kg body 
weight etretinate daily and 20 g weekly of a rclatively 
strong corticosteroid cream. The side effects were ac
ceptable and the convenience for the patients is great as 
compared with other treatments. 

The evaluation of a new form of therapy generally 

occurs in a number of consecutive steps. After 

the necessary pharmacological and toxicological 

studies. a pilot study is undertaken 10 gain an im

pression as to whether the short-term results of the 
drug are satisfactory and whether the benetits out
weigh the side effects. The next step is a double
blind trial to establish the therapy·s value relative to 
the best treatment available until then. This is the 

type of trial that is most frequently reported in the 

medical literature. However, follow-up studies on 

the long-term results and chronic toxicity are equal

ly necessary. This is true especially for chronic 

diseases such as psoriasis. in which the treatment is 

symptomatic, and we must be content with the in

duction and maintenance of remissions. 

In this paper we report a follow-up study per-

Table Il. Reaso11s for dropping out. for each period 

$ide lnadequate 0ther 

Daily Weekly 
dosagc dosage 

Mode- etretinate cream 
rate Poor (mg/kg) (g) 

10 Il 0.5 o.100 

18 4 0.1-0.3 5-50
10 2 0.)-0.3 5-50
3 4 0.1-0.3 5-50

formed on psoriasis patients to evaluate treatment 

with a combination of etretinate (Tigason�. aromat

ic retinoid. Ro 10-9359) given orally and corticos

teroid creams. topically. In 1978. we reported (I) on 

the re:.ults of a pilot study in which I mg/kg etreti

nate as monotherapy at the dosage recommended 

by Ott & Bollag ( 1975). gave good therapeutic rc
sults. but also ,;ide effects which in our opinion 

were unacceptable. At the time. a lower oral dosage 

combined with 0. I% triamcinolone acetonide and 

5 9c salicylic acid in a cream. topically. !>eemed to 

give good therapeutic results. the side cffects being 
acceptable. 

ln 1980. we reported (2) on a double-blind 6-week 
trial and a consecutive 12-week opcn trial in which 

this combined treatment was used in 87 patient!> 
with at least 15% involvement of the skin. These 

patients had previously been treated with various 

currently accepted therapies. including potent topi

cal corticosteroids under plastic and in 13 case!> 

even with PUY A. In this series. 62 % of the patients 

showed more than 70% improvement. including 
10% with complete clearance and 35% showing an 

improvement of 90 %. 

Period ef'fects improvement reasons Specification of the side effects 

18 weeks 4 0 8 Cheilitis and dry nose 4 

I year 5 5 6 Alopecia 3 
vocal nodules I 

Palmo-plantar desquamation 
and dry lips I 

2 years 5 6 5 Gastric complaints 4 

Alopecia I 

3 years 0 9 5 
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Table lll . Most_fi-eq11e11t/y ohse,wd side effects 

Dry lips Dry nose Alopecia 

18 weeks 53 15 3 

18 weeks -
l year 13 2 13 

2 years 9 0 2 

3 years 15 1 0 

In November 1980 we discussed the results ob
tained in the same cohort over one and 2 years (3). 

and we now present data on this (inevitably de

pleted) cohort for the third year. As Table l shows, 
after 3 years 22 (41 %) of the 54 patients who re
sponded satisfactorily to the initial treatment are 
still in a very satisfactory condition (more than 70 % 
improvement) on a maintenance regime comprising 
on average 0.3 mg/kg etretinate daily and a weekly 
dose of on average 20 g corticosteroid cream. It is of 

course impossible for anyone to adhere to an abso

lutely rigid schedule for 3 years. When the condition 

clears up the patient naturally uses less cream and 
we try to lower the dosage of etretinate. Sometirnes 
the oral treatment is stopped. Relapses respond 
well to an increase in or resumption of the oral 

therapy. Generally, we are able to establish, in 
cooperation with the patient, the dosage at which 
the therapeutic results balance the side effects. 
When only a few dime-sized patches persist, we 
prefer to give a stronger steroid cream, generally 

betamethasone-17-valerate cream (Betnovate) or 
clobetasol-17-propionate (Derrnovate), rather than 
increase the dose of etretinate. To economize on 

topical steroids we give the patients a bland crearn 
as well to use as an emollient. 

Table Il gives the reasons for dropping out. The 
distinction between side effects. inadequate results 

(cases where the decision to stop the treatment was 

taken after discussion with the patient), and 'other 
reasons· is difficult to make. Furthermore, several 
patients left the region and others did not keep their 
appointments. In the later group, side effects and 
inadequate results may have played a role too, but 
also a number of them might have been in a satisfac

tory condition. 

Table 111 gives the most frequently observed side 
effects. Alopecia occurred chiefly between the third 
and ninth month. After that, it was rare, of course, 
those who were most sensitive having already 
dropped out, and the maintenance dose was gener
ally lower than the initial one. It is remarkable that 
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Epistaxis Pruritus Paronychia Atrophy 

2 17 2 

1 9 I 

0 0 1 

2 0 11 

du ring the second year, 4 patients dropped out be

cause of gastric complaints which could not be 

more precisely defined and which disappeared after 

discontinuation of the treatment. 
The relatively high incidence of dry lips after 3 

years might be explained by the fact that we specifi
cally asked at that time about this symptom; other
wise. we noted only spontaneous complaints. 

Because at an earlier presentation of our results 
objections were made to the prolonged use of topi

cal corticosteroids, we paid special attention to 
possible topical side effects arising from this part of 
the therapy. The weekly dose of cream was unques
tionab]y far below the amount that causes systemic 
effects. 

One of the difficulties in the evaluation of skin 
atrophy was that at the start of the treatment many 
of the patients already had marked atrophy due to 
previous intensive topical corticosteroid treatment. 

Several of them remarked spontaneously that <lur
ing the combined treatment the pre-existing atrophy 

had diminished. At the last evaluation we paid spe
cial attention to this symptom. In 9 patients we 
found patches of moderate atrophy. chiefly on the 
lower legs and the backs of the hands and 8 of them 
occasionally showed bruises as well; 2 other pa
tients showed marked atrophy. 

In all patients comprehensive laboratory tests 

were carried out. Since elevation of the triglyceride 

levels has been reported (4). triglyceride and 
cholesterol determinations were made <luring the 
last year. Four patients showed a slight increase in 
triglyceride leve!, the highest value being 2.30 
mmol/1. It is open to doubt whether this finding is of 
any pathological importance. Laboratory data and 

other findings <luring the first and second years 

have been published elsewhere (1, 2, 3). 

From our findings over a period of 3 years, we 
conclude that in 62 % of our patients with extensive, 
persistent psoriasis, a combination of 0.5 mg/kg 
etretinate and relatively small amounts of topical 
0. J % triamcinolone acetonide and 5 % salicylic acid
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in 0/W cream without occlusion gave very satisfac
tory initial 1-esults (4 months). Aft.er 3 years on a 
dosage ranging from 0.1 10 0.3 mg/kg etretinate. 

combined with topically applied steroids of the two 

most potent classes at. on average, 20 g a week, 

41 % ofthose who did well after the initial treatment 

were still in a good condition. 

The question remains as 10 whether the absence 

of relapses in a proportion of our patients was due 

to the maintenance treatment or to spontaneous 

remissions. Data on untreaced psoriasis patients fol

lowed up for 3 years are lacking. for obvious 
reasons. Vella Briffa et al. (5) reported that the 

proportion of patients who can be expected to be 

in a good condition 16 months after clearing by 

dithranol treatment without further therapy is 

about 20%. 

We found (Table I) after 2 years that at least 20 

(5 I%) of the 39 patients whose condition was 

evaluated as ·very good' after the initial treatment 
were just as well 2 years later. Although it is not 
possible to compare these two sets of data by statis

tical methods, they point to a favourable effect of 

the maintenance treatment. A similar indication is 

given by the finding that incipient relapses reacted 

favourably to an increase in both the oral dosage 

and the topical theraphy. 
The proposed treatment offers a valuable addi

tion ot the available treatment modalities for 
psoriasis, affords results comparing favourably with 

dose obtained with PUVA. UVB. Dithranol, or 

other combinations with etretinate (Re-PUVA. 

Re-UVB, and Re-anthralin), is also more conve

nient for the patient and is safer. provided that 

women of child-bearing age use a safe form of con

traception. 
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Abs1rac1. A case of onychotillomania in a 70-year-old 
woman is presented. The disease had persisted for 5! 
years. All her fingernails were plucked away. The patient 
had a fix ed hypochondrial delusion of nail disease. After 
treatment with pimozide (OrapQ!) for 7 months the nails 
were normal. 

Key 11·ords: Onychotillomania: Paranoia hypochondriaca; 
Pimozide (Orap®) 

Very few cases of onychotillomania have been pub

lished (1. 2). The condition is usually regarded as a 

manifestation of a compulsive neurosis (I, 2) though 

Combes & Scott (1951) presented a case of delu
sions of infestation where the symptoms were fo
cused on the nails. 

CASE REPORT 

A 70-year-old woman with no previous psychiatric disease 
was referred because of a nail disease of 5½ years' dura-




