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OF THERAPEUTrCALLY REFRACTORY CONDYLOMATA 

ACUMINATA OF THE URINARY MEATUS 

Geo von Krogh 
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Abs1rac1. A therapeutic trial of 5% 5-Fluoro-uracil in 
cream form was conducted in 40 men with condylomata 
acuminata unresponsive to other therapeutic measures. 
Sixty per cent of the condylomata on the genital and/or 
anal mucosa showed cornplete regression. The most 
promising results were recorded in Lhe cases of condylo­
mata affecting the urinary meatus. These lesions disap­
peared in 13 of 14 cases after an average of 3 weeks' 
treatment with subjectively few side effects. With regard 
to this type of condylomata it may be said that a great 
therapeutical advance has been achieved. The treatment 
of other condylornata involving the genital or anal rnucosa 
orten causes into lerable discomfort to lhe patients. The 
method should in these cases therefore be attempled only 
when 1he lesions prove to be refractory to olher methods 
of 1rcatrnent. In ils present form the application of 5-FU 
crearn is difficult to confine solely lo the condylornata 
itself. The cream appears lo have little or no effect on 
condylomata at sites other than the mucosa. 

Kcy ,vorcl;,·.- Condylomata 

Fluoro-uracil 
acuminata: orug therapy: 

In 1944 a topical application of podophyllin was 

introduced for the treatment of condylomata acu­

minata (4). The results were reported to be excel­

lent: in 80 % of the cases a single lreatment resulted 

in complete regression of the lesions. Subsequently, 
a 20-25 % solution of the drug in alcohol (21) was 
considered to be the drug of choice for the treat­
ment of 1his disease ( 15, 19). When the lesions in­

volved the urethra (4, 8, 9) or the inner aspect of 
the anus ( 17. 22) the method was nevertheless found 

to be ineffective. The drug exerts its effect in the G2 

phase of the cellular cycle by linkage of podophyllo­
toxin and related derivatives to the microtubule 
protein of the cells, resulting in thc arrest of mitosis 

in the metaphase ( 14. 24). 
In Sweden this therapy has been used for many 

years but the results have been disappointing during 
the past few years where a single application of the 

drug resulting in complete regression of the con­

dylomata was observed only in 17% of 166 men and 
26% of 50 men respectively (12, 13). One reason for 
this may be that the concentration of the antimitotic 
components of the podophyllin in use fel I below the 

critical limil required for the drug lo be fully effec­

tive. This prompted us to search for methods of 

treatment which could be used as altematives lo the 

one described. 5-Ffuoro-uracil (5-FU) is a pyrami­
dine antagonist within the group of antimetabolites. 
It is incorporated into RNA. forming abnorma! nu­
cleotides, and also inhibits the enzyme thymilidate 

synthetase which is of major importance in the 

synthesis of DNA. The drug becomes effective in 
the S phasc of thc celluh,r cycle and causes dis­
turbances in the growth and division of cells (I, 3, 
11). A 5 % concentration of 5-FU in the form of 

cream has been widely accepted for topical therapy 

in superficial basal cell carcinoma and actinic kera­

tosis (5, 6, I 8). As encouraging results of topical 

application of the cream have been reported in 

cases of condylomata acuminata (7, 10, 16, 22) the 

therapeutic value of this method was assessed in 40 

patients with condylomata which were unrespon­
sive to other methods of treatment. 

MATERIAL AND METHOD 

The series included 37 men with genital and/or anal 
condylomata which had been present from between one 
and 48 rnonths, the average duration being about one year. 
These had persisted despite the applicalion of a 20 % 
solution of podophyllin in alcohol between 2 and 30 limes, 
lhe mean number of treatments being 10-1 I times. ln 
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Table I. Results and side eJJects oftopical application of 5-FU in 40 men with a total of 50 location sites of 
genital a11d/or anal condylomata ac11mi11ata 

Type I=Penile mucous membrane, (glans penis. coronal suclus. fraenum, inner aspect of prepuce). Type II=Penile 
skin. Type 11l=Urinary meatu,, Type JV=Anal skin. Type V=Anal mucou, membranes (inner a�pcct of anus. 
mucocutaneous junction of anus) 

Site Total no. 
of location 

Type I Type Il Type lll Type!V Type V sites 

No. of patients 
exhibiting 
condylomata 
at any one 
site 24 2 14 3 7 50 

Results• 
0 9 I 0 2 I 13 
+ 4 I I 0 3 9 

11 (46�) 0 13 (93%) I (33 %) 3 (43%) 28 (56%) 

Side effectsb 

0 5 I 5 2 2 15 
(+) I 0 I 0 0 2 
+ 7 0 3 I 2 13 
++ I l  I 5 0 3 20 

" + =partial regression. supplementary therapy necessary, ++=total regression. 
0 (+)=itching, buming etc. with or without erythema, +=ulceration causing no or moderate subjective discomfort,
++ =ulceration causing subjective discomfort necessitating interruption of treatment.

addition, the series included 3 men "ilh anal condylomata 
present for 12 months but as yet untreated. 

At every examination of the patients. the distribution 
and the number of warts and the range of their sizes al 
each site were recordcd This enabled a continuou� 
follow-up study to be made on the etTect of the treatment 
lo be conducted. 

The condylomata wcrc classified according to their sites 
into five types of warts (Table I) with special reference to 
the warts known to be unresponsive 10 treatmenl (Types 
111 and V), and to their location on the muco,a or epider­
mb respectively. In all cases of anal condylomata procto­
,copy was carried out before treatment was initiated. 

The patients were told to apply the 5-FU cream al first 
twice daily, i.e. in the morning and in the evening, but to 
apply it only in the evening if they cxperienced any local 
,ide effect�. lf side effects were experienced. they werc 
aho instructed to bathe thc lesions in the morning with a 
3<:f solution of boric acid. followed by the local applica­
lion of either antimicrobial cream or liniment to which 
corticosteroid was u,ually added The patients wcre 
advised to use plastic gloves when applying the cream and 
were informed that accidental application of the latter to 
the mucosa of the eye was as,ociated with the risk of 
complicacions. 

In the cases in which the condylomata were located on 
the inner aspect of the anus. the patients were told lO 
apply the cream close to the anorectal sphincter and to 
remove all excess cream from around the anus. 

Cotton swabs were u,ed for the trcatmenl of condylo­
mata involving the urinary meatus. 
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RESULTS 

Forty patients with a total of 50 condylomaca sites 

(Tablc I) were treated with 5-FU. In 7 of the 8 
patient, with anal condylomata the les1on, in­

volved the inner aspect of the anus. Table I shows 

the rcsult of the treatment and thc side effects 

observe<l. Twenty-eight of the 50 condylomata sites 

regressed completely. 2 condylomata site, clas­

sified as type I recurred 2 and 3 weeks respectively 

subsequent to the first treatment. After retreat­

ment, however, they were found to have com­

pletely regressed at the end of a follow-up period of 

6 and 7 months respectively. In the remaining ca�es 

no recurrence was observed during a follow-up of 6 

to 13 months' duration. 

At the site of the condylomata and/or on the 

adjacent mucosa or skin. irritation differing in de­

gree of severity was obscrved during the treatment 
of 35 of the 50 condylomata sites. U-,ually this sidc 
effect appeared between 5 and 7 days after the 

beginning of the treatment and expressed itself in 

the form of erythema, itching and a sensation of 

buming. In the majority of cases superficial ulcera­

tions, which occasionally were rathcr painful, dc­

veloped within a further few days. For this reason 
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Table Il. A i•erage time (weeks) of lopicnl I reat ment with 5-FU in 40 men with a total of 50 location si tes of 

1?e11ital and/or anal co11dyloma1a ac11mina1a 

Type l=Penile mucou� membranes (glan\ penis. coronal sulcus. fraenum. inner aspect of prepuce). T}pe l l=Penile
skin. T}pe ll l=Urinar> meatus. T�pe IV=Anal �kin. Type V=Anal mucou, membranc, (inner a,pect of anus, 
mucocutancou, junction of anus) 

Total regres�ion 
No or partial 
regression 

Site 

Type I 

2.5 

3.6 

Type Il 

5.3 

the treatmcnt of 20 of lhe 50 comlylomata sites was 

di,continued after an avcrage 2 wccks· treatment 

despite the simultaneous administration of local 

anti-inflammatory thcrapy. 
The mcan treatment time was 4 wceks on avcr­

age. the range being bctween I and 12 weeks. Only 

1-l group!-> ot' condylomata were treatcd for a period 

of 2 wcck, or less. Table I l  show:s thc avcrage 

duration of lhe treatmcnl of the different types of 

condylomata. 

DISCUSSION 

The effe-:t of topical treatment of condylomata 

acuminata with 5-FU up to the present timc has 

been studied only in �mall series of patients, and 

little information is available regarding the practical 

detail� of the treatmcnt. Temimc (22) obscrvcd 
complete regression of the lesinn, in 3 ca,e� of 
genital and 2 cases or intra-anal condylomata. Local 

application of 5-FU re\ulted in disappearance of the 

lesions in 8 of 9, 8 of 11 and 5 of IO cascs of 

condylomata but thc sites of thc lesions are not 

,tated (7. 10. 16). Nel & Fourie (16) treated thcir 

patient� for 8 weeh on average. whereas Haye ( 10) 

did so for a maximum of 4 wccks. Temimc (22) 

reported that all his patients developed varying de­
grees of inflammation at the lesion :,ites. Neverthe­

less he \\as able to continue the trcatment by thc 

alternate application of anti-inllamrnatory prepara­

tions and 5-FU. In our material these measures 

were given a trial in 27 of the 35 condylomata sites 

in which treatment wa, associated with side efTects. 

However. the treatment of 20 of these 27 condylo­

mata sitcs had to be tcrminated since thc patients 
were unwilling to continue the therapy on account 

of the per,istence of painful sores. Apart from indi­

vidual �cn,itivity. extended ulccrations observed 

Type 111 

3.2 

12.0 

Type IV 

6.0 

10.5 

Type V 

9.3 

5.0 

Total 

3.4 

4.5 

could have been due to a 100 generous application 

of the cream. which is not particularly viscous and 

therefore tends to spread from the condylornata to 

thc adjacent mucosa or skin. It may be assumed 
that the side effects can be reduced by modification 
of the vehicle. The side efTects may have been 

aggravated-and the regression of the warts accel­

erated-by the occlusion effect in the ca�es of con­

dylomata classificd Types lll-V, and abo in Type 

I. as none of these patients wcre circumciscd.

The side efTects observed in this investigation

corrcspond to those previously described in studies 
on experimental animals (2}. These have shown that 

lhe daily application of 5-FU for about a week in­

variably resulted in epithelial-connective tissue 

separation of the mucosa, but not of the skin. The 

difference may be due to the relatively higher 
turnover rate in the mucosa. Although 5-FU sccms 

to possess a certain affinity for tumour cells, it does 

not sclectively destroy these, but inhibits their 

growth and the proliferation of other tissues ha ving 

a high mitotic ratc (I). 

Treatment time was particularly short in the 

case;, of condylomata on the glans penis, coronal 

sulcus, fraenum and inner surface of the prepuce 

because of the relatively sevcrc subjective side ef­
fects (Table I). Some patients reported that the 

sore;, and a sensation of tightness only hindered 

ereclion, but many complained of a continuous sen­

sation of buming or pain. One patient devcloped a 

clear-cut balanoposthitis. However. some patients 

did not complain of any discomfort at all. 

In the cases of condylomata on the anal mucous 

membrane the trcatment caused great discomfort to 
the patients, particularly in connection with defeca­

tion on account of fissures and sores involving the 

mucocutaneous junction of the anus. As this type of 
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condylomata has been reported to be particularly 
refractory to treatment, we tried to persuade these 
patients to continue Lhe treatment despite the side 
effects. However, in some cases, it was necessary 
to interrupt the treatment for short periods. This 
explains the relatively long treatment time in those 
cases in which the lesions disappeared completely 
(Table Il). It would appear to be difficult to confine 
the application of the cream to the mucosa in these 
cases, as occasional irritation of the perianal skin 
was observed. 

Although 5 of 14 patients with condylomata in­
volving the urinary meatus experienced dysuria 
<luring the treatment. this side effect was nevenhe­
less tolerable, and did not necessitate discontinua­
tion of the treatment in any case. In 13 of the 14 
patients in which the condylomata affected the uri­
nary meatus, the lesions regressed completely after 
an average 3-week treatment period. These excel­
lent results may be ascribed to the fact that these 
condylomata involved a relatively limited area to 
which the application of the cream is more easily 
confined. Of the condylomata on the mucosa 
(Types I, III and V) the lesions regressed com­
pletely in 60 % of the cases. Since the patients with 
these venereal warts represent selected cases, in 
which the lesions proved to be refractory to other 
treatment methods, this result is encouraging. The 
high frequency of regression (93 %) in the cases of 
condylomata involving the urinary meatu5 rcllcct:s a 
marked advance in the treatment of this type of 
genital wart. Condylomata Types I and V showed 
complete regression in 46 and 43 % of the cases, but 
the results of the treatment cannot be regarded as 
satisfactory on account of the high frequency of 
side effects reported in these cases. As regards 
Type V, however. reliable alternative methods of 
treatment areas yet not available, and we therefore 
consider it justified to give a trial of 5-FU in 
selected and cooperative patients under careful 
medical supervision. Keratin is assumed to hinder 
penetration of 5-FU and this may account for the 
poor result observed with the use of this prepara­
tion in cases of condylomata located on the epider­
mis (Type IT and IV) and in cases of common warts 
(20, 23). 
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