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Fig. 2. Mean use of hydrocortisone butyrate topical in 
cach 2-week period. 

regularly during the trial: ESR, full blood count, 
haematocrit, MCV. MCH, MCHC, differential white cell 
count, platelets, sodiurn, potassiurn, calciurn, albumin, 
urea, creatinine, acid phosphatase. basic phosphatase, 
SGOT, SGPT, LDH, phosphate, urate, total lipid, biliru­
bin, cholesterol, iron and prothrombin lime. Urine was 
analysed for blood and protein. 

Statistical tes ting was conducted at the two-tail 5 % 
leve! using a Mann-Whitney U-Test on differences of clini­
cians' scores. 

RESULTS 

Both groups showed nearly identical recovery <lur­

ing the trial and there were no statistically signifi­

cant differences in the clinicians' scores for any 
parameter. Only in estimating the amount of hydro­
cortisone butyrate used, was it possible to show 

that the patients of the placebo group did use more 
cream than those in the active group (Fig. 2). How­

ever, the difference failed to reach statistical signifi­
cance. 

No patients had any drug-related complaints. In 
one patient of the active group and in 2 patients of 
the placebo group there were slightly, but transient­
ly, elevated !iver enzyme levels. The other labora­
tory tests were within normal range. 

DISCUSSION 

In this investigation we were not able to prove the 
new chromone drug to be effective in systemic 
treatment of atopic dermatitis. Being the first 
group to use this drug in a large-scale investigation, 
we applied the minimum dose expected to show an 
effect. To avoid patients in the placebo group with­
drawing from the trial because of exacerbation, all 
the patients were allowed 10 use hydrocortisone 
butyrate topically, which might have obscured an 
effect of the drug. The investigation took place in 
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the spring and summer months when most patients 
with atopic dermatitis are getting better, an effect 

which again would tend to obscure the expression 

of the drug to be investigated. One patient had 
transient slightly elevated liver enzymes which 

might have been produced by the drug. There were 
no drug-related complaints. 

New investigations with this anti-allergic drug in 

the treatment of atopic dermatitis are warranted. 
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Abstract. Nineteen patients with chronic. recalcitrant 
palmoplantar pus\Ulosis took either placebo or arornatic 
retinoid ethyl ester (Ro 10-9359) during a 4-rnonth thera­
peutic trial. The maximal dose of Ro I 0-9359 vari ed 
between 25 and 100 mg per day, according lo the in­
dividual patient's tolerance. An excellent or good thera­
peutic response was obtained in 6 out of 9 patients on 
thc active rnedication and in 2 out of I O patients on 
placebo. The difference in therapeutic response between 
the Ro 10-9359 group and the placebo group was statisti­
cally significant (p<0.05). Drying and chapping of the lips 
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wa, the mo�! common side cffecl ol' Ro 10-9359 treat­
ment 

K111' lt'ori/.1: Aromatic retinoid: Ro 10-9�59: Palmoplanlar 
pustulo,i�. Doublc-blind ,1ud� 

Palmoplantar pustulosis <PPPI j., a chronic. div 
abling eruption of the hand'> and foet. characterized 
by crythema. pustulation and scaling. Although in 

some paltents favourablc therapeut1c re,ult'> may be 
obt:tined with systcmic methotrcxate, longterm 
tetracycline administration. or local PUVA treat­
ment. many cases still po�e a therapeuuc enigma. 
and the condition �till awaits its ideal thcrapeutic 

regimen. 
Recent preliminar} data ha� inu1cnted that a ncv. 

retinoic acid derivatc, aromatic retinoid ethyl ester 
( Ro 10-9359) may be effective in alle\ 1atmg the 

symptoms of PPP (3. 11 ). No conuolled therapeutic 

,erie,. howcver. ha-. yet been puhlishcd. Thi, re­
por! prescnh the re,ult� from a dnuble-hhnd com­
parbon of Ro 10-9359 and placebo in the treatment 
of PPP. 

MATERIAL AND METHODS 

Twcnty pauents. 13 of v,hom werc fcmale. cntered thc 
,tudy. The age of paticnb vaned bctween 19 and n year,. 
rnean 44 year,. The duration of the dermato,i, rangcd 
from I to 16 years. mean 3.h year,. The diagnosis 11a, 
ba,cd on a 1yp1cal clinical p1c1ure an<l 1he exdusion of 
:ontacl sen,itivi1y an<l bacterial or fungal infcctions. 8} 
ranJom a1Jo .... 1io11. c11her �5 mg capsulc, of Ro 10-9359 or 
ac10,e placeho. in adentical capsule,. w,1s ,upplie<l. each 

r,rcpamtion 10 10 of thc patiem,. The llltal Juration of thc 
1c1ive trial wa, 4 month,. dunng wh1ch the paucnb werc 
,ecn al l-mon1h intervah. In addition a po,t-1reatment 
�xamination was madc m 14 of 1he ca,c,. �-4 months aftcr 
,topping thc medication. Al each vi,it the local ,tatus 11a, 
reconkd according 10 pre1 iou,I> fi"cd criteria hee Fi�. 
I). u,mg a 0-4 scale for the individual ,ymptom, and a 0-5 
,calc for the overall judgement (see Tahle). C,>lour photo­
graph, were taken at each I l',11. and the patient inte·­
viewed regarding s1de-effech. u,ing a preformed record 
,hect. 

During the fir,t trial month. eac.h patient took onc 
:ap,ulc daily. At monthl> mtcrvab thc dail> dose v,a,, 
ncreiased by one capsule. However. if moderate ,ide ef­
.
. 
ccb v,ere rccorded. no furthcr incrca,e m thc dose v,a, 
11ade and an the case of ,everc mtolerance. a reduced do,e 
wa, utilized for 1he rc,t of 1hc 4-month period. For 1hc 
�eriod of the study. each patient v.a, m,tructt?d to can, 
m v,1th the local trcatmenl he had bcen u"ng prior 10 
1nclu,ion in the study. S-krca, S-AFOS. S-ASAT. white 
1lood cell cuunt and �edimentation ratc were checked at 
nonthl> intervals. and S-Ca. S-Pi. v,hile cell differen11al 
:ount, and S-vitarnin A at thc ,tar\ and close of the trial 
neriod. 
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Table I. Orera// 1heraµe111ical re111/rs oh1ai11ed i11 
tlH· 4-11u111th trial pc'riod 

The following rating was used: Exa=cxacerbation. 0=no 
e!Tect. I =in...ufficicnt effect. 2==modcrnte effcct. 3=good 
effect. 4=e,ccllent effcct 

Trea1men1 

Placebo(.\ - 10) 
Ro 10-9359 <.\ 9> 

I herapcutical re,ult 

Exa 0 

0 
0 

2 
0 

RESULTS 

2 

3 
I 

3 

I 
3 

4 

I 
3 

meteen patienh completed the study. Table I 

shows the overall thcrapeutic rcsults obtained. An 
excellent or good response was recorded in 6 out of 

9 patients on Ro 10-9359 and in'!. out of 10 patients 
on placebo. The difTerence betwecn the Ro 10-9359 
and placebo group-, is statisticall> significant by the 
x' test ( <0.05). Fig. I shows thc relative efticiency 
of Ro 10-9359 tremment in alleviating the variou, 
skin ,ymptoms of PPP. Ve;.iculation and puslllla­
tion were rcduced more effcctively than desquama­
tion or erythema. Accordingly. many patients rc­

ferrcd to the therapeutic cffect as one of "drying 

up·· the lcsions. 
Due to ,,de effects. only one of the patients tak­

ing Ro 10-9359 reached the maximum dosage. i.c. 
I 00 mg daily. Three patient, took a personal max­
imum of75 mg. 4 patients 50 mg. and one patient '!.5 
mg per day. With these dosages. the mos! common 
side effect was dr} ing of the tips (8 patient,). of the 
na;.al mucou;. mcmbrane (8 patients). or of the 
mucous mcmbranc of the mouth (5 patients). All of 
the-,e side effecb were mild. except for a marked or 
severe lip dryness recorded in 2 and 1 patient re­

'>pectivel}. Oral mucous membrane erosions were 

scen in 4 patients. mild conjuctivitis in 3 patients. 
and a mild 10 marked paronychial reaction in 3 

patients. lhree patients reported chilling and 5 in­
crca,ed ,weating during thc therapy. Moderate. dif­

fuse hair loss was scen in '!. patients. Blood tests 
revealed no abnormalitie,. The onc drop-out case in 
the Ro I 0-9359 ,eries wa� a woman aged T!., who 
had a tran<,ient i-,chemic allack (TJA) with mild. 
reversible <,1gns of hcmiplegia. 

Prior to opening of thc code for the trial. 6 of the 
actively medicated and 8 of the placebo-treated pa­
tients wcre subjected Lo a post-treatment examina­
tion. '!.-4 month, after stopping the mcdication. The 
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Fig. I. Allcviation of skin symptoms by Ro 10-9359 treat­
ment. Wh1te ba"' indicate �} mpwm score, before 
treatment, stippled parts of bars ref er to symptom score, 
at last treatment examination. In thc individual patient. 
each symptom wa, �cored 0-4. In thc ligure. she ,cores of 
9 Ro 10-9359-treatcd patient, have been combined. 

�tatus of all of the placebo patients had remained 
unaltered <luring the follow-up period. The 6 Ro 
10-9359 patients included 4 who had responded with
a good or excellent clearing of their dermato�is <lur­
ing the period of medication. Two of thc�e con­
tinued to show a remission. while the 2 other pa­
tients deteriorated during the follow-up period. In
the latter 2 cases. a re-in�titution of the Ro I 0-9359
treatment on an open trial basis led in both cases to
a new remission of the dermatosis within a fe" 
week�.

DISCUSSION 

The fir�t report on the systemic use of retinoid acid 
(RA) in derrnatology dates back to 1971 (8). and a 
numbcr of therapeutical trials with RA or it� deri­
vates have been put on record since then. Thesc 
therapeutic endeavours have. however. been 
hampered by �evere side effects (7, 10). The lately 
introduccd retinoid acid ester, Ro I 0-9359. has been 
shown to pre!>ent a better therapeutic index than 
RA or any of its earlicr derivates (5). Scveral re­
ports have documented a favourable therapeutic 
effect of Ro I 0-9359 in the treatment of p�oriasis C I. 
3, 5, 6, 9, 11). 

The present ,tudy corroboratcs and extcnds pre­
vious preliminary observations that Ro 10-9359 i'> 
also ctTective in alleviating the symptoms of palmo­
plantar pustulosis (3, 11 ). The mechanism of action 
of Ro 10-9359 in PPP is at present completely un­
known. but interestingly enough. favourable resull'> 
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have been obtained in olher pustular dermatoses 
such as pustular psoria�is (5, 6) and subcomeal 
pustular dermatosis (2. 4). 

The frequcnt side effects, evcn though not of a 
seriou-, nature. restrict the u�agc of Ro I 0-9359. and 
in a proportion of thc patient!> a therapeutically 
effcctive dosage cannot be reached. Nevertheless. 
Ro I 0-9359 may be con�idered a useful alternative 
in our very limited therapeutic armoury for the 
treatment of PPP. The observation thal PPP may 
:-tay quie�cent for somc time afler an interruption of 
the retinoid treatment may be of practical im­
portance. and points towanl the possible benefit of 
altemating treatment regimens. 
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