Reportes Cortos/Short Reports

En las biopsias iniciales se describen elementos car-
acteristicos del proceso de cicatrizacion de la piel
dafiada. En las muestras de la ultima cura se describe
una arquitectura epidérmica y dérmica normal. No se
evidenci6 presencia de metaplasia. Un resultado similar
fue reportado en un modelo animal en biopsias de le-
siones tratadas con EGF (1).

REFERENCIAS

1. BROWN, G. L.; L. CURTSINGER III ef al. (1986) J. Exp.
Med., 163:1319-1324

2. GONZALEZ, T.; L. C PEREZ et al. (1993) Biotecnologia
Aplicada, 10:8

3. VAZQUEZ, J.; M. FREYRE et al. (1990) Biotecnologia Apli-
cada, 7:42-51

ORAL HUMAN RECOMBINANT EPIDERMAL GROWTH FACTOR IN PATIENTS
WITH DUODENAL ULCER

Tania Gonzélez', William Haedo?, Juan A. Mas®, Silvia Franco®, Bienvenido Gra?, Grisel
Soto’, Ariel Alonso® and Pedro Lopez-Saura’.

ICenter for Biological Research, P.O. Box 6996. ° National Institute of Gastroenterology. ° "Hermanos
Ameijeiras’’ Hospital. * “Luis Diaz Soto’’ Hospital. >National Coordinating Center for Clinical Trials, Havana,
Cuba.

INTRODUCTION

Peptic gastroduondenal ulcer is a recurrent disease
with economic repercussion as it mainly affects adults
during their productive years. The role of Epidermal
Growth Factor (EGF) in the physiology of regeneration
and protection of the digestive tract has been thoroughly
studied. Oral EGF accelerates healing of gastroduodenal
ulcers in animals (1, 2). However, there are no reports
showing the effect of oral EGF in humans.

METHODOLOGY

An open, randomized, positively controlled trial was
conducted. Inclusion criteria were: endoscopic diagnosis
of duodenal ulcer, major diameter between 0.5 and 1.5
cm, age between 18 and 75 years, and written consent
to participate. Patients with H, blockers during the pre-

vious 2 weeks were excluded. Seventy five patients were
randomly distributed in three groups to receive oral hu-
man recombinant EGF in 1% carboxymethyl cellulose
at two different doses (450 mg or 600 mg/day), or ci-
metidine, Treatment was administered up to 6 weeks.
The most important assessment criteria was the propor-
tion of patients healed after 2, 4 and 6 weeks of treat-
ment determined by endoscopy. Biopsies were taken
from 30 patients at each evaluation. One patient, erro-
neously included because of actually having a pre-pylo-
ric ulcer, was withdrawn.

RESULTS

Distribution of the patients characteristics in trial
groups was homogeneous. More than 50% of the pa-
tients were between 35 and 54 years old, and a predo-

Patients with healed ulcer
Failures
Group Week 2 Week 4 Week 6 Total
No. % No. % No. % No. %
A 5 20.8 13 54.1 19 79.1 5 20.8 24
B 3 13.0* 10 43.4* 17 73.9 6 26.0 23
C 11 40.7 21 71.7 25 92.5 2 7.4 27
Total 19 25.6 44 59.4 62 82.4 13 17.5 74

*Statistically significant difference with group C (p = 0.03). No. = Number
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minance of white males was observed. Similar clinical
improvement ratios were obtained in the three groups
after 6 weeks of treatment.

Healing ratios compared by y2 or Fishers exact tests
showed a significant difference between group B and
group C during the first 4 weeks of treatment, but dif-
ferences after 6 weeks were not significant (table). Ad-
verse reactions were not detected in any of the patients.
Abnormal histological modifications were not found in
any of the biopsies performed.

DISCUSSION

The healing percent obtained with EGF was within
the range reported for effective medications in the treat-
ment of peptic ulcersm, 70 to 90% after 6 to 8 weeks
of treatment (3). The rate of healed patients in the groups
treated with EGF increased with time, lowering the dif-
ference as compared to cimetidine group. This may in-

dicate that EGF has a long-term healing effect. A similar
finding has been reported by Olsen et a/ (1). Higher
doses of EGF or a higher concentration of carboxy-
methyl cellulose could be more effective. Itoh et al (4)
proved effectiveness of EGF combined with 2% hydroxy-
propyl cellulose, as compared to EGF alone. To our
knowledge, this is the first report on the oral use of
EGF in humans.
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INTRODUCCION

El Factor de Crecimiento Epidérmico (EGF) est4 in-
volucrado en la proliferacion celular. Se ha reportado
un tiempo de cicatrizacién mas corto en pacientes por-
tadores de tlceras cutdneas de diferentes etiologias, al
ser tratados con EGF tdpico (1, 2). En el presente estudio
se evalua el efecto del EGF, s6lo o combinado con sul-
fadiacina de plata, en la cicatrizacién de ulceras post-
flebiticas.

METODOLOGIA

Se realizd un ensayo clinico controlado, aleatorizado,
a doble ciegas. Se incluyeron 60 pacientes con diagnés-
tico de ulcera post-flebitica de mas de 3 cm de didmetro
y que dieron su consentimiento. Los pacientes con an-
tecedentes de alergia a la sulfadiacina, diabetes mellitus
o embarazadas fueron excluidos. Se disefiaron tres gru-
pos de tratamiento topico: crema de EGF con sulfadia-
cina de plata (EGF + SDP), crema de EGF (EGF) y

crema de sulfadiacina de planta (SDP). Se utiliz6 EGF
humano recombinante a 10 pg/g y SDP al 1%. Las curas
se realizaron tres veces por semana de manera ambula-
toria, hasta 6 semanas. La evaluacion se considerd
BUENA si la lesion cicatrizo en mas del 50%, REGU-
LAR si cicatrizo en menos del 50% y MALA si no
cicatrizd, empeord o el paciente abandond el estudio.
Se calculd el drea de la tlcera antes y a las 2, 4 y 6
semanas de tratamiento, pesando recortes de papel con
el calcado de las lesiones, y transformando los valores
a area (1 cm? = 8,6 mg).

RESULTADOS

La distribucion de pacientes por grupo, en cuanto a
edad, sexo y drea inicial de las ulceras, fue homogénea.
Un paciente abandond.

La tabla muestra el nimero de pacientes (y porciento)
en cada evaluacion por grupos. El andlisis estadistico
no reveld diferencias, %2 = 1.667, p = 0,4346.
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