
onf�lu�ent�and�re�ti�cu�la�ted�pa�pil�lo�ma�to�sis�(CRP)�(Go�u�ge�ro�t–�Car�te�a�ud
Syndro�me)�is�a�ra�re�and�un�der-re�cog�ni�zed�di�sor�der�first�des�cri�bed
in�1927.1-4 It�is�a�der�ma�to�sis�ma�ni�fes�ted�usu�ally�by�asym�pto�ma�tic,

per�sis�tent,�scaly,�hyper�ke�ra�to�tic,�hyper�pig�men�ted,�and�ver�ru�co�us�pa�pu�les
and�pla�qu�es�which�are�conf�lu�ent�cen�trally�and�re�ti�cu�la�ted�at�the�pe�rip�hery.
CRP�is�lo�ca�ted�pri�ma�rily�on�the�up�per�trunk,�neck�and�axil�la�e.1-5 The�eti�o�-
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Confluent�and�Reticulated�Papillomatosis:
Treatment�with�Topical�Combination
Isotretinoin-Erythromycin�Gel�and

Topical�Urea:�Case�Report

ABS�TRACT�Confluent�and�reticulated�papillomatosis�is�a�rare�disorder�that�is�manifested�by�asymp-
tomatic,�scaly,�hyperkeratotic�and�hyperpigmented,�verrucous�papules�and�plaques�which�are�con-
fluent�and�reticulated.�Patient�one,�a�16-year-old�girl�applied�with�a�complaint�of�an�itchy�scaling,
brown,�velvety,�confluent�and�reticulated�plaques�over�the�nape�of�her�neck,�axillae�and�interma-
marian�area.�Patient�two,�a�13-year-old�girl�applied�with�persistent�hyperkeratotic,�gray-brown,
verrucous,�confluent�plaques�over�the�lateral�and�posterior�aspects�of�the�neck�and�axillae.�Both�of
the� patients� were� diagnosed� with� confluent� and� reticulated� papillomatosis� by� clinical� and
histopathological�findings.�The�patients�were�prescribed�a�combination�of�topical�isotretinoin–ery-
thromycin�gel�and�topical�40%�urea�emulsiogel�daily.�The�patients�experienced�complete�clearance
of�the�lesions�within�a�month.�We�consider�that�topical�isotretinoin-erythromycin�gel�and�40%
urea�emulsiogel�treatment�should�be�used�as�an�alternative�treatment�for�patients�who�do�not�want
to�use�oral�therapies.

Key�Words:�Skin�diseases;�skin�abnormalities;�skin�pigmentation;�ısotretinoin;
erythromycin;�keratolytic�agents;�urea

ÖZET�Konfluant�ve�retiküler�papillomatoz;�asemptomatik,�skuamlı,�hiperkeratotik,�hiperpigmente,
verrüköz,�papül�ve�plaklarla�kendisini�gösteren�nadir�bir�hastalıktır.�İlk�hastamız�olan�16�yaşında
kız�olgu�ense,�aksilla�ve�intermamarian�bölgede�yerleşmiş,�kaşıntılı,�skuamlı,�kahverengi,�velvetik
(kadifemsi),�konfluant�ve�retiküler�plaklarla�başvurdu.�İkinci�hastamız�olan�13�yaşında�kız�olgu�ise
ense,�boyun�yanları�ve�aksillada�yerleşmiş,�persistan,�hiperkeratotik,�gri-kahverengi,�verrüköz,
konfluant�plaklarla�başvurdu.�Her�iki�hastaya�konfluant�ve�retiküler�papillomatoz�tanısı�klinik�ve
histopatolojik�olarak�konuldu.�Her�ikisine�de�günlük�topikal�izotretinoin-eritromisin�kombinasyonu
jel�ve�topikal�%40�üre�emülsiyojel�olarak�önerildi.�Hastalarda�bir�ay�içinde�tedaviye�tam�cevap�alındı
ve� lezyonları� tamamen� geçti.� Oral� tedavi� almak� istemeyen� hastalarda,� topikal� izotretinoin-
eritromisin�jel�ve�%40�üre�tedavisi�alternatif�bir�tedavi�seçeneği�olarak�kullanılabilir.

Anah�tar�Ke�li�me�ler: Deri�hastalıkları;�deri�değişiklikleri;�deri�pigmentasyonu;�izotretinoin;
eritromisin;�keratolitik�ajanlar;�üre
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logy�is�still�unc�le�ar.2 Ab�nor�mal�re�ac�ti�on�to�Ma�las�-
se�si�a�fur�fur�is�pro�po�sed�as�a�ca�u�se�of�CRP�in�most
re�ports.

In�this�re�port�we�des�cri�be�two�pa�ti�ents�with
CRP�who�re�co�ve�red� fol�lo�wing� tre�at�ment�with�a
com�bi�na�ti�on�to�pi�cal�0.05%�isot�re�ti�no�i�n–2%�eryt�h-
romy�cin�gel�(Isot�re�xin®�gel,�Em�bil�Phar�ma�ce�u�ti�-
cal�Com�pany)�and� to�pi�cal�40%�ure�a� (Ure�derm®
%40�emul�si�o�gel,�Or�va�Phar�ma�ce�u�ti�cal�Com�pany).�

CASE REPORTS

Ca�se�1

A�16-ye�ar-old�no�no�be�se�fe�ma�le�pa�ti�ent�app�li�ed�to
the�out�pa�ti�ent�cli�nic�with�a�comp�la�int�of�an�itchy
per�sis�tent�sta�in�in�the�neck,�pre�sent�for�2�ye�ars.�On
the�der�ma�to�lo�gic�exa�mi�na�ti�on�the�re�was�sca�ling,
brown,�conf�lu�ent�and�re�ti�cu�la�ted,�vel�vety�pla�qu�es
over�the�na�pe�of�the�neck,�axil�la�e�and�in�ter�ma�ma�-
ri�an�are�a�(Fi�gu�re�1).�It�was�re�gar�ded�as�pit�yri�a�sis
ver�si�co�lor�at�first�glan�ce�alt�ho�ugh�po�tas�si�um�hydro�-
xi�de�exa�mi�na�ti�on�was�ne�ga�ti�ve�and�this�was�tho�-
ught�to�be�a�fal�se�re�sult.�She�was�pres�cri�bed�20%
ke�to�co�na�zo�le�sham�po�o�and�2%�ser�ta�co�na�zo�le�cre�-
am.�The�re�was�no�be�ne�fit�from�the�an�ti�fun�gal�tre�-
at�ment�at�the�end�of�one�month.�A�punch�bi�opsy
was�per�for�med�and�re�ve�a�led�hyper�ke�ra�to�sis,�acan-
t�ho�sis�and�pa�pil�lo�ma�to�sis�with�fo�cal�ba�sal�hyper�-
pig�men�ta�ti�on� and� thin�ning� of� gra�nu�lar� la�yer
as�so�ci�a�ted�with�su�per�fi�ci�al�pe�ri�vas�cu�lar�mo�no�nuc�-
le�ar�inf�lam�ma�tory�in�fil�tra�te�(Fi�gu�re�2A�and�2B)�The
bi�opsy�re�sult�was�com�pa�tib�le�with�a�di�ag�no�sis�of

conf�lu�ent�and�re�ti�cu�la�ted�pa�pil�lo�ma�to�sis.�She�was
pres�cri�bed�a�com�bi�na�ti�on�to�pi�cal�isot�re�ti�no�i�n–�eryt�-
hromy�cin�gel�at�night�and�to�pi�cal�40%�ure�a�at�mor�-
ning�af�ter�ta�king�bath.�At�10th day�of�tre�at�ment�a
50% im�pro�ve�ment�and�at�24th day�comp�le�te�cle�a�-
ring�of�le�si�ons�we�re�de�tec�ted�(Fi�gu�re�3).�She�was
ad�vi�sed�to�con�ti�nu�e�the�40%�to�pi�cal�ure�a�emul�si�o�-
gel�da�ily.�She�de�ve�lo�ped�a�mil�der�re�cur�ren�ce�on�fol-
low� up� at� 6� we�eks.� She� used� aga�in� to�pi�cal
isot�re�ti�no�i�n–�eryt�hromy�cin�gel�at�night�and�re�co�ve�-
red�and�still�is�on�fol�low�up.

Ca�se�2

A�13-ye�ar-old�girl�app�li�ed�to�the�out�pa�ti�ent�cli�nic
with�a�3�ye�ar�his�tory�of�per�sis�tent�dirty�ap�pe�a�ran�-
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FIGURE 1: Clinical appearance of the reticulated, hiperpigmented, hyperkera-

totic, and verrucous plaques over the nape of the neck in case 1.

FIGURE 2A: Histopatologic specimen of Case 1. (HE X 40),

FIGURE 2B: Histopathologic specimen of case 1 showing acanthosis, papillo-

matosis and hyperkeratosis associated with superficial perivascular inflammatory

infiltrate. (HE X 100).



ce�and�co�lor�chan�ge�over�the�na�pe�of�her�neck.�On
der�ma�to�lo�gic�exa�mi�na�ti�on,�the�re�we�re�hyper�ke�ra�-
to�tic,�gray-brown,�ver�ru�co�us,�and�conf�lu�ent�pla�qu�-
es�over�the�la�te�ral�and�pos�te�ri�or�as�pects�of�the�neck
and�axil�la�e�(Fi�gu�re�4).�She�was�he�althy�and�no�no�-
be�se,�using�no�syste�mic�me�di�ca�ti�ons.�The�pa�ti�ent
was�pres�cri�bed�to�use�to�pi�cal�1%�ni�me�su�li�de�gel�and
10% ure�a�wit�ho�ut�be�ne�fit�two�ye�ars�ago�with�the
di�ag�no�sis�of�acant�ho�sis�nig�ri�cans.�The�fa�mily�bro�-
ught�a�bi�opsy�re�port�per�for�med�2�ye�ars�ago�in�an-
ot�her�cen�ter.�Hyper�ke�ra�to�sis,�pa�pil�lo�ma�to�sis�and
acant�ho�sis�had�be�en�ob�ser�ved�and�any�ot�her�pat�-
ho�logy�had�not�be�en�de�tec�ted�in�elas�tic�and�col�la�-
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FIGURE 3: Clinical appearance of case 1 after treatment on day 24.

FIGURE 4: Clinical appearance of case 2 with confluent, hyperpigmented, hyper-

keratotic and verrucous papules over the nape of the neck.      

FIGURE 5A: Histopathologic specimen of case 2. (HE x 40).

FIGURE 5B: Histopathological specimen of case 2 showing acanthosis, papillo-

matosis and hyperkeratosis associated with superficial perivascular inflammatory

infiltrate. (HE X 100).

FIGURE 6: Clinical appearance of case 2 after treatment on day 53.



gen�tis�su�e�with�Ver�ho�eff-van�Gi�e�son�and�Mas�son-
Tric�hrom�sta�ins�at�that�ti�me�(Fi�gu�re�5A�and�5B).
This�was�in�ter�pre�ted�to�be�com�pa�tib�le�with the�di-
ag�no�sis�of�conf�lu�ent�and�re�ti�cu�la�ted�pa�pil�lo�ma�to�sis
by�us.�The�pa�ti�ent�was�pres�cri�bed�com�bi�na�ti�on�to�-
pi�cal�isot�re�ti�no�i�n–�eryt�hromy�cin�gel�at�night�and
to�pi�cal�40%�ure�a�at�mor�ning�af�ter�ta�king�bath.�Bur�-
ning�sen�sa�ti�on�las�ting�1�to�2�mi�nu�tes�af�ter�app�li�ca�-
ti�on� of� the� isot�re�ti�no�i�n–�e�riyt�hromy�cin� gel� and
red�ness we�re�des�cri�bed�by�the�pa�ti�ent�and�this�ne-
ces�si�ta�ted�one�day�dis�con�ti�nu�an�ce�of�the�tre�at�ment.
At�the�15th day�con�trol�exa�mi�na�ti�on�the�re�was�an
80%�im�pro�ve�ment�in�the�cli�ni�cal�con�di�ti�on�of�the
pa�ti�ent�and�then�comp�le�te�re�co�very�was�ob�ser�ved
(Fi�gu�re�6).�She�was�ad�vi�sed�to�con�ti�nu�e�the�40%�to�-
pi�cal�ure�a�emul�si�o�gel�da�ily.�She�de�ve�lo�ped�a�mil�der
re�cur�ren�ce�on�fol�low�up�at�3rd month�and�re�co�ve�-
red�by�using�to�pi�cal�isot�re�ti�no�i�n–�eryt�hromy�cin�gel
app�li�ca�ti�on.

DISCUSSION

CRP�is�usu�ally�very�re�sis�tant�to�the�rapy.2 Va�ri�o�us
tre�at�ment�mo�da�li�ti�es�may�be�tem�po�ra�rily�suc�cess�-
ful,� but� the� le�si�ons� ge�ne�rally� re�cur� wit�hin
months.1,2 The�re�cur�ren�ce�was�a�prob�lem�af�ter�mi�-
nocy�cli�ne�tre�at�ment�in�6/18�ca�ses.1 We�ob�ser�ved�al�-
so� mil�der� re�cur�ren�ce� af�ter� 3� to� 6� we�eks� of
ma�in�te�nan�ce�to�pi�cal�40%�ure�a�tre�at�ment�in�both
ca�ses.

As�the�eti�o�logy�of�CRP�re�ma�ins�unc�le�ar,�va�ri�-
o�us�em�pi�ri�cal�oral�and�to�pi�cal�tre�at�ments�we�re�re-
por�ted� to� be� ef�fec�ti�ve� in� CRP� in� the� li�te�ra�tu�re.
The�re�fo�re�the�re�is�no�stan�dard�the�rapy.3,5 Va�ri�o�us
an�ti�bi�o�tics�such�as�doxyc�ycli�ne,�mi�nocy�cli�ne,�fu�ci�-
dic�acid,�amo�xi�cil�lin,�azit�hromy�cin,�cla�rit�hromy�-
cin,�eryt�hromy�cin�and�ro�xit�hromy�cin�ha�ve�be�en
fo�und�to�be�ef�fec�ti�ve.1,5-9 The�mec�ha�nisms�by�which
an�ti�bi�o�tics�show�ef�fi�cacy�are�not�well�un�ders�to�od.9

The�res�pon�se�to�oral�an�ti�bi�o�tics�may�be�re�la�ted�to
the�an�ti-inf�lam�ma�tory�and�an�tip�ro�li�fe�ra�ti�ve�pro�p-
er�ti�es�of�the�se�an�ti�bi�o�tics�rat�her�than�the�ir�an�ti�-
mic�ro�bi�al� ef�fects.7,9 Ot�her� the�ra�pi�es� li�ke� oral
re�ti�no�ids�(isot�re�ti�no�in�and�et�re�ti�na�te),�pho�tot�he�-
rapy,�ra�di�ot�he�rapy,�cryot�he�rapy�and�der�mab�ra�si�on
ha�ve� al�so�be�en� re�por�ted�with�var�ying� ef�fec�ti�ve�-
ness.6

It�is�pro�po�sed�that�to�pi�cal�agents�are�ini�ti�ally
ef�fec�ti�ve�but�le�si�ons�of�ten�re�cur�wit�hin�a�pe�ri�od�of
months�the�reby�ne�ces�si�ta�ting�syste�mic�tre�at�ment.2,6

To�pi�cal�se�le�ni�um�sul�fi�de�was�shown�to�be�ef�fec�ti�ve
in�CRP.�The�the�ra�pe�u�tic�ef�fect�was�pro�po�sed�to�be
re�la�ted�to�the�ke�ra�toly�tic�pro�per�ti�es�of�the�se�le�ni�um
sul�fi�de.10 To�pi�cal� ta�za�ro�te�ne4,� to�pi�cal� tre�ti�no�in11,
cal�ci�pot�ri�ol12 and�ta�cal�ci�tol3 we�re�re�por�ted�to�be�ef-
fec�ti�ve�in�CRP�tre�at�ment.�To�pi�cal�cal�ci�pot�ri�ol�and
ta�cal�ci�tol�ap�pe�ars�to�be�as�ef�fec�ti�ve�as�oral�re�ti�no�ids
and�mi�nocy�cli�ne.3 The�ef�fec�ti�ve�ness�of�to�pi�cal�vi-
ta�min�D�ana�lo�gu�es�sup�ports�the�hypot�he�sis�of�ab-
nor�mal�ke�ra�ti�ni�za�ti�on�for�CRP�pat�ho�ge�ne�sis.3,12

To�pi�cal�and�oral�vi�ta�min�A�de�ri�va�ti�ves�ha�ve
be�en�used�with�suc�cess�in�CRP�tre�at�ment.�To�pi�cal
tre�ti�no�in�was�fo�und�to�be�ef�fec�ti�ve�only�in�the�are�-
as�in�which�it�was�app�li�ed.11 Kägi�et�al,�re�por�ted�two
ca�ses�of�CRP�as�so�ci�a�ted�with�atopy�and�the�se�ca�ses
we�re�suc�cess�fully�tre�a�ted�with�a�cre�am�con�ta�i�ning
12%�ure�a�and�0.03%�tre�ti�no�in�twi�ce�da�ily�with�mo�-
is�tu�ri�zer�used�when�ne�e�ded.�They�ha�ve�pro�po�sed
that�this�tre�at�ment�sho�uld�al�ways�be�tri�ed�first.13

To�pi�cal�tre�ti�no�in�has�be�en�sup�po�sed�to�be�a�sa�fer
al�ter�na�ti�ve�to�syste�mic�the�ra�pi�es�which�sho�uld�be
used�with�ca�u�ti�on�in�yo�ung�pa�ti�ents.11,13 Po�ten�ti�al
si�de�ef�fects�are�skin�red�ness,�pe�e�ling�and�dis�com�-
fort11 (Tab�le�1).�Our�se�cond�pa�ti�ent�ex�pe�ri�en�ced
ery�the�ma�and�bur�ning�sen�sa�ti�on�af�ter�app�li�ca�ti�on
of�to�pi�cal�isot�re�ti�no�in�and�eryt�hromy�cin�gel�that
did�not�ne�ces�si�ta�te�dis�con�ti�nu�a�ti�on�of� the� tre�at�-
ment.�

Tre�ti�no�in�is�the�first�re�ti�no�id�used�in�the�tre�at�-
ment�of�fol�li�cu�lar�and�epi�der�mal�ke�ra�ti�ni�za�ti�on�di�s-
or�ders14.� Isot�re�ti�no�in� (13-cis-re�ti�no�ic� acid)� was
shown�to�iso�me�ra�se�to�tre�ti�no�in�(all-trans-re�ti�no�ic
acid)�in�tra�cel�lu�larly.�Isot�re�ti�no�in�was�shown�to�en-
han�ce�the�pro�li�fe�ra�ti�on�of�cul�tu�red�pri�mary�ke�ra�ti�-
nocy�tes� cul�tu�red� at� lo�wer� den�sity� (rep�re�sen�ting
at�rop�hic�sun�da�ma�ged�skin)�mo�re�than�tre�ti�no�in.
Both�of�them�we�re�shown�to�exert�slight�an�tip�ro�li�-
fe�ra�ti�ve�ef�fects�at�high�den�sity�pri�mary�ke�ra�ti�nocy�-
te�cul�tu�res.�Schro�e�der�and�Zouboulis,�ha�ve�pro�po�sed
that�re�ti�no�ids�exert�a�nor�ma�li�zing�ac�ti�vity�in�hyper�-
ke�ra�to�tic� di�se�a�ses� and� this� ef�fect� may� be� ma�de
mostly�by�mo�du�la�ti�on�of�cel�lu�lar�dif�fe�ren�ti�a�ti�on�rat�-
her�than�cel�lu�lar�pro�li�fe�ra�ti�on.15 To�pi�cal�isot�re�ti�no�-
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TABLE 1: Properties of topical agents used in our patients

Topical Agent

Isotretinoin

Erythromycin

Urea 40%

Application

Once daily
at night

Once daily
at morning
after bath

Proposed Mode of Action

Antiproliferative
Modulation of cellular differentiation
Normalization of keratinization

Anti-inflammatory
Antiproliferative 

Keratolytic
Normalization of keratinization

Potential Complications

Burning sensation
Discomfort
Erythema
Peeling 

Peeling
Burning sensation

in�was�fo�und�to�exert�si�mi�lar�ef�fects�with�tre�ti�no�in
in�ha�ir�less�mi�ce�dor�sal�skin.�The�ma�in�dif�fe�ren�ce�be-
t�we�en�isot�re�ti�no�in�and�tre�ti�no�in�is�that�isot�re�ti�no�in
ca�u�ses�ad�ver�se�ef�fects�with�a�much�lo�wer�in�ci�den�ce
and�in�ten�sity.16 For�the�se�re�a�sons�we�ha�ve�cho�sen
isot�re�ti�no�in�in�the�tre�at�ment�of�our�pa�ti�ents.�

Eryt�hromy�cin,�as�a�mac�ro�li�de,�in�hi�bits�ne�ut�-
rop�hil�in�fil�tra�ti�on,�IL-8�sec�re�ti�on�and�the�inf�lam�-
ma�ti�on� ca�u�sed� by� bac�te�ri�a.17,18 We� think� that
to�pi�cal�eryt�hromy�cin�exerts�the�se�si�mi�lar�ef�fects
and�show�ef�fi�cacy�in�the�tre�at�ment�of�CRP�by�an-
ti�inf�lam�ma�tory� and� an�tip�ro�li�fe�ra�ti�ve� ac�ti�ons� as
orally�used�(Tab�le�1).

To�pi�cal�ure�a�is�a�ke�ra�toly�tic,�pro�te�oly�tic�and
mo�is�tu�ri�zing�agent.�Ha�ge�man�and�Proksch,�have
shown�that�to�pi�cal�ure�a�app�li�ca�ti�on�dec�re�a�ses�epi-
der�mal�pro�li�fe�ra�ti�on�ra�te�by�51%.�To�pi�cal�ure�a�al�-

so�inf�lu�en�ces�the�ex�pres�si�on�of�in�vo�luc�rin�and�dif-
fe�ren�ti�a�ti�on�re�la�ted�ke�ra�tin�ex�pres�si�on�in�pso�ri�a�sis.
They�ha�ve�sug�ges�ted�that�the�se�re�sults�in�di�ca�te�that
to�pi�cal�ure�a�exerts�its�ef�fect�of�im�pro�ving�pso�ri�a�sis
by�re�du�cing�epi�der�mal�pro�li�fe�ra�ti�on�and�in�du�cing
epi�der�mal�dif�fe�ren�ti�a�ti�on.19 It�is�tho�ught�that�to�pi�-
cal�40% ure�a�whi�le�exer�ting�en�han�ced�ke�ra�toly�tic
ef�fects,�it�al�so�helps�to�nor�ma�li�ze�ke�ra�ti�ni�za�ti�on�as
in�pso�ri�a�sis�(Tab�le�1).

To�pi�cal�the�ra�pi�es�sho�uld�be�tri�ed�first�be�fo�re
re�sor�ting�to�syste�mic�the�ra�pi�es�be�ca�u�se�they�may
be�just�as�ef�fec�ti�ve�as�syste�mic�the�ra�pi�es�but�they
ha�ve�fe�wer�si�de�ef�fects.4 We�con�si�der�to�pi�cal�isot�-
re�ti�no�in-eryt�hromy�cin� gel� and� 40%� ure�a� tre�at�-
ment�sho�uld�be�used�as�an�al�ter�na�ti�ve�tre�at�ment
mo�da�lity�for�pa�ti�ents�who�do�not�want�to�use�oral
the�ra�pi�es.
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