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Structural observation of the epididymis after dose dependent Isotretinoin treatment of
juvenile Wistar rats
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Abstract

Isotretinoin is a synthetic compound similar to vitamin A, widely used in dermatological treatments for severe acne. This
compound can be considered a potentially harmful factor for the male reproductive tract causing structural changes
because it is directly related to cell proliferation and differentiation. Considering the lack of information about this effect
our study was directed to evaluate the epididymis structure with light microscopy associated to findings about isotretinoin

use and potentially affected organs.
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Introduction

Table 1. Epidydimis tubular diameter and epithelium thickness of male
Wistar rat after 60 days of treatment with isotretinoin

Isotretinoin, or 13-cis-retinoic acid contributes to the Group Head Tai
improvement of severe acne, currently the most common Tubular Epithelium | Tubular Epithelium
dermatological desease. This substance belongs to the Diameter Thickness Diameter Thickness
class of retinoids, or vitamin A, having biological (Hm) (um) (Hm) (Hm)
properties similar to the vitamin! such as cell proliferation c 354,8+28,5% | 29,243,82 450,4136,2 | 26,242,9%
gng differentiation during fetal development and later in DO 353,0+3720 | 34,4372 466,5+752 | 253,72
lifez. , , y D1 37458,7® | 3L1x47a | 418,6£702 | 27,133,173
The male reproductive system is very sensitive to

environmental conditions and to the use of medicines?, so D10 348,8+43,1> | 36,6162 438,8+482 | 27,1+1,62

isotretinoin may be considered a possible factor for injury
which may result in temporary or permanent infertility of
the patient. Therefore, this study inquired about the
effects of this retinoid, assessing toxicity and epididymis
structure in juvenile Wistar male rats, adding information
on the safety of the drug on parameters of young male
Wistar rats.

Results and Discussion

The results obtained in this study refer to the evaluation
of the two epididymis regions, head and tail. 24 male
Wistar rats were divided into 4 groups and the treatment
included daily gavage during 60 days of water (C),
soybean oil (D0), 1mg/kg of isotretioin (D1) and 10mg/kg
of isotretinoin (D10). For the analysis, we used
morphometry of 30 cross sections of epididymal tubules
with an approximately circular profile .

In the head of the epididymis, a possible increase in
thickness of the epithelium can be observed when
compared to D10. Since the drug is related to cell
proliferation and differentiation?, this result was not
according to the expected result. The tubular diameter
was not altered in this portion. In the tail, on the other
hand, no alteration could be observed. We admit the
hypothesis that the epididymis head may be more
susceptible to the use of this substance.

Mean + standard deviation. Averages in the same column with the
same letter do not differ by Kruskal-Wallis test at the 5% significance
level. Group C: control with water; DO: control with soybean oil; D1: 1
mg/kg isotretinoin; D10: 10mg/kg of isotretinoin.

Conclusions
Alteration of the head and lack of modifications in the tail
were defined. This indicates that the epidydimis head is
more susceptible of isotretinoin treatment in relation to
the tail. Others analyses are in couse in our group to
complete this work.
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