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Abstract

Background: Sexual dysfunction (SD) is a common problem among chronic opiate dependents. The purpose of this study is to examine
the prevalence of SD and to investigate whether there is a change in SD after six months of methadone maintenance treatment (MMT)
compared with baseline.

Methods: We recruited 30 patients mean age 34.5 years from an MMT center in Damghan, Iran. Patients underwent structured interviews
that consisted of the following: (i) socio-demographic characteristics, drug use, and sexual behavior ; (i) the International Index of Erectile
Function (IIEF-15) test for SD; (iii) the Zung test for depression; and (iv) analysis of serological status.

Results: Overall, 8% of participants reported no SD, 69% reported mild to moderate SD, and 23% reported severe SD upon admission.
After completion of the MMT program, these results decreased to 61% and 20%, respectively. In comparison with admission, the mean IIEF-
15 score showed moderate improvement from 16.77 + 7.08 to 21.8 + 6.40 (P = 0.003). The mean |IEF-15 score for intercourse satisfaction
completely improved from12.20 + 4.55to 15 + 3.76 (P = 0.001). Slight improvements were noted in the mean IIEF-15 score for sexual desire
which increased from 5.10 + 2.28 to 6.57 + 2.12 (P = 0.017) and the mean IIEF-15 score for overall satisfaction which increased from 5.10
+2.29t0 6.58 + 2.12 (P = 0.017). However, the mean IIEF-15 score for orgasmic function very slightly decreased from 4.73 + 4.50 to 4.57 +
1.92 (P =0.191), which showed no statistically significant improvement after MMT. There was no relation with depression.

Conclusion: The findings of this study reveal a prevalence of SD and improvements in some aspects of SD in patients after six months of
MMT. Patients should be screened for SD at the onset of opioid replacement treatment. Future studies on SD should examine the potential

benefits of androgen replacement, hormone assay and the role of psychosocial factors.
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Introduction

exual dysfunction (SD) is a common problem among ad-
dicted Iranian opiate users who undergo methadone mainte-
nance treatment (MMT), but only a few studies on SD with
methadone-treated patients have been undertaken in Iran and in
other countries. As a result, the importance of SD has been under-
estimated. Research studies in other countries have found that up
to 87% of women and 85% of men who enter MMT have reported
sexual difficulties while using heroin.* Nevertheless, many patients
with sexual problems do not report this issue to clinicians? and
many clinicians feel uncomfortable about dealing with sexual
problems.® Of the few Iranian studies conducted on SD, Tatari and
colleagues in their study on 157 drug dependent subjects in Ker-
manshah, Iran have found the prevalence rates of erectile function
to be 60.5% and sexual desire to be 70.70%.*
An Italian study on the prevalence of erectile function among
201 male patients at seven methadone and buprenorphine mainte-
nance treatment centers showed that 24% of patients reported mild
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to moderate erectile dysfunction and 18% reported severe erectile
dysfunction.®

The paucity of research on SD among patients on MMT in Iran
and in other countries is a crucial concern. Assessment of SD in
these patients is important because identification and management
of SD can increase compliance to the treatment procedure, the ef-
fectiveness of which, as is well-known, is associated with more
doses and a longer duration of treatment.® The present study is de-
signed to examine the prevalence of SD and to investigate whether
there is a change in SD after six months of MMT compared with
baseline.

Materials and Methods

Participants

The study was conducted in the outpatient Cheraghiyan Center,
which is the most active center that provides MMT for opiate abus-
ers in Damghan, Iran. We recruited participants through poster pre-
sentation. Married men aged 20-50 years who were chronic smok-
ers of crystalline heroin for six months before study entry and who
had a literacy of at least eight years were eligible to enter the study.
Initially, 70 males who were on the waiting-list for admission to
MMT were selected, however, 13 left MMT because of relapse,
10 referred to methamphetamine, 9 did not take methadone per-
manently as prescribed by the Cheraghiyan Center physician, and
8 consumed psychiatric and other medications as determined by
urine testing. Therefore, the total number of participants was 30
crystalline heroin users during the six month study period. All par-
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Table 1. Participants’ characteristics (n = 30).

Variables Characteristics Mean + SD Frequency (%)
Age 345+4.2
Personal and social characteristics Employed 29(97.7)
S Unemployed 1(3.3)
<12 years 18(60)
Education 12 years 10(33)
> 12 years 2(7)
Living with Spouse 30(100)
Marriage age 25+6.1
Marital status Married 30(100)
. Lifetime opioid use 30(100)
History of drug use Lifetime stimulant us 8(26.6)
Lifetime hallucinogen use 1(3.3)
Age of first opioid use 221+43
Age of first crystalline heroin smoking 28+5.1
Length of addiction 6+£2.1
Depression N(? depression 10(33.3)
Mild 14(46.7)
Moderate 6(20)
Serology of infectious disease HIV? yggme 80(100)
HBV2 Neg_a_tive 30(100)
Positive 0
HCV3 Neg_a_tive 30(100)
Positive 0
Sexuality Number of partners i/lore 80(100)
Extra marital sex last month Yes 0
No 30(100)
Average number of sex before MMT 4+4.1
Average number of sex after MMT 6+32
Condom use Yes 16(53.3)
No 14(46.7)
'Human immunodeficiency virus; 2Hepatitis B virus; *Hepatitis C virus

ticipants were interviewed using the Structured Clinical Interview
for DSM-IV (SCID-I)” and met DSM-IV criteria® for heroin de-
pendence. Participants were asked not to use antidepressants, neu-
roleptics, antipsychotics, sedatives, anxiolytics, and antiandrogens
during the study because of the negative effects of these medica-
tions on sexual function and the possibility of inference with the
study procedure and aims. Participants who were diagnosed with
comorbid drug and alcohol use, severe hypertension and stress,
hormonal problems due to medical or surgical conditions such as
testicular surgery, or who suffered from neurological, metabolic
and arteriopathic problems such as diabetes were excluded because
of the negative effects of these problems with the study procedure.
All participants were provided with written consent forms. Partici-
pation was voluntary and confidential. The study was approved by
the Institutional Review Board of University of Welfare Sciences
and Rehabilitation.

Interview and serological status

A structured interview was administered which included ques-
tions on socio-demographics, drug use details, and sexual behavior.
In addition, the International Index of Erectile Function (IIEF-15)°
was administered upon admission to MMT and after six months
of MMT. The IIEF-15 is a reliable multidimensional scale test that
explores various aspects of SD. The test is self-administered and
has 15 questions that examine 5 scales of erectile function, orgas-
mic function, sexual desire, intercourse satisfaction and overall
satisfaction. Maximum mean scores for the IIEF-15 are as follows:
erectile function (30), orgasmic function (10), sexual desire (10),

intercourse satisfaction (15), and overall satisfaction (10). Higher
scores indicate less dysfunction.

The reliability and validity of IIEF-15 were approved in Iran in
the study on the Farsi International Index of Erectile Dysfunction
and Doppler Ultrasonography that evaluated male impotence.t

The Zung Self-rating Depression Scale (SDS)* was also admin-
istered at admission to MMT to assess depression as a crucial and
prevalent factor influencing SD. The Zung SDS is an index with
mild depression at a score of 50-59, moderate depression at 60—69
and severe depression over 70. Analysis of serological status was
also part of a scheduled entry medical examination to diagnose
viral infections that influenced the sex hormone system and ex-
cluded participants who were infected with human immunodefi-
ciency virus (HIV), hepatitis B virus and hepatitis C virus. Two
urine samples were randomly taken each month for a multi-drug
urine test to control for drug and medication use other than metha-
done in participants.

Statistical analysis

A series of analyses were conducted by performing the Mann-
Whitney U test to reveal the changes that participants reported
in their SD at admission to MMT (baseline) compared with six
months of methadone treatment (post-test).

Results

Patient characteristics and prevalence of erectile dysfunction (ED)
The study included 30 married males who were between 24-47
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Figure 1. Erectile function before and after MMT.
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Figure 3. Sexual desire before and after MMT.
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Figure 2. Orgasmic function before and after MMT.
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Figure 4. Intercourse satisfaction before and after MMT.
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Figure 5. Overall satisfaction before and after MMT.

years old (mean: 34.5; SD = 4.2). The majorities of participants
were employed and had education levels of less than 12 years or
diploma. Participants were on methadone maintenance at a mean
dose of 6.62 mg/day for the first month of treatment (range: 4.03—
14.12 mg; 26% above 10.9 mg). The dose was gradually increased
to 14.12 mg/day during the remaining five months of the study
(range: 10.9-31.28 mg; 25% above 19.17 mg). The mean for sex-
ual intercourse upon admission to MMT was 4 (SD = 4.1) times
per month, which increased to 6 (SD = 3.2) times per month at
the end of six months of MMT. Participants reported that sexual
activity was limited to their spouses who were not drug users and
no risky behavior was reported within six months before entry to
MMT (Tablel).

Prevalence of sexual dysfunction (SD)

At baseline, 8% of the participants reported no SD, 69% reported
mild to moderate SD, and 23% reported severe SD, which de-
creased to 61%, and 20%, respectively, after six months of MMT.
The median age score for SD was 30 years and the mean age score
for SD prevalence was 32.5 (SD = 2.3) years. Age, education,
employment, drug use history, depression scores in Zung (SDS),
methadone dose and treatment duration were not associated with

SD prevalence (P > 0.05). The baseline ED mean score in IIEF
was 16.77, which showed a moderate prevalence for ED among
participants that positively increased to 21.8 in the post-test (Fig-
ure 1). Further analysis showed a moderate improvement in ED
among participants after taking methadone (Z score = -2.933; U
score = 252; P value < 0.003) compared with baseline (Table 2).
The baseline orgasmic functions mean score was 4.73, which in-
dicated the presence of a moderate orgasmic problem among par-
ticipants that remained almost unchanged (4.57) in the post-test
(Figure 2). Further analysis showed that orgasmic function did not
change after taking methadone (Z score = -1.308; U score = 364; P
value >0.191) compared to baseline (Table 2). The baseline sexual
desire score was 5.10, which increased moderately to 6.57 in the
post-test (Figure 3). Further analysis revealed a slight improve-
ment in sexual desire among participants after taking methadone
(Z score = -2.396; U score = 289.500; P value < 0.017) compared
with baseline (Table 2). The baseline intercourse satisfaction score
was 12.20, which was moderate and significantly increased to a
score of 15 in the post-test, which indicated no problems with in-
tercourse satisfaction in the post-test (Figure 4). Further analysis
revealed intercourse satisfaction among participants completely
improved after taking methadone (Z score =-3.175; U score = 236;
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Table 2. lIEF scores of ED and related sexual aspects in baseline and after six months of MMT (n = 30).

Variable Characteristics Mean SD U Z P-value
Erectile function Baseline 16.77 7.08 — o -
Post-test 21.8 6.40 252.000 -2.933 0.003
Orgasmic function Baseline N ERL a 5 94
Post-test 457 1.92 364.000 -1.308 0.191
Sexual desire Baseline 5.10 2.28 — — —
Post-test 6.57 2.12 289.500 -2.396 0.017
Intercourse satisfaction Baseline 1220 4.55 o o —
Post-test 15 3.76 236.000 -3.175 0.001
Overall satisfaction Baseline 5.10 2.29 o . -
Post-test 6.58 2.12 289.500 -2.396 0.017

P value <0.001) compared with baseline (Table 2).

The baseline overall satisfaction score was 5.10 which increased
moderately to 6.58 in the post-test (Figure5). Further analysis
revealed overall sexual satisfaction among participants slightly
improved after taking methadone (Z score = -2.396; U score =
289.500; P value <0.017) compared with baseline (Figure 5).

Discussion

The present study was one of the few Iranian studies on SD
among male crystalline heroin abusers on MMT. We have found a
prevalence of SD among participants on MMT. This study finding
supported other research findings that repeatedly emphasized the
prevalence of SD as a common problem among opiate dependent
patients who referredfortreatment.>*? In the current study, the se-
verity of some aspects of SD among participants decreased mod-
erately after six months of extensive methadone treatment. The
mechanism of action of methadone on SD caused by chronic use
of crystalline heroin has not been determined; however, we have
noted improvements in some aspects of SD among participants.
This might be partially a result of the gradual effects of methadone
on the sex hormone system during treatment which supports the
fact that the constant-state pharmacokinetic properties of metha-
done result in adaptation and normalization of the endocrine sys-
tem and body’s neuroendocrine function.*®

We found orgasmic dysfunction was moderately prevalent
among participants at baseline. This finding was consistent with
the research of Palha and Esteves who studied SD among101 her-
oin addicts and found that 60% of men in their study had problems
in achieving orgasms.* In our study this problem did not improve
during MMT and might have been partially due to the number of
years orgasmic dysfunction was present in participants. Additional
treatment such as androgen replacement therapy might be neces-
sary. In addition, this might have been the result of a variety of psy-
chological and interpersonal factors not reported by participants
that needed intervention.

We found low sexual desire and overall satisfaction to be mod-
erately prevalent among participants. This finding supported the
study of Palha and Esteves on heroin dependents who found that
75% of men in their study complained of low libido, 71% reported
altered sexual arousal and 72% had reduced sexual satisfaction.!
In the current study these problems slightly improved after partici-
pants took methadone.

The long-term side effects of crystalline-heroin dependence on
decreased libido were likely to be the core feature of sexual desire
and overall satisfaction that possibly required additional therapies
such as medications that influence sexual desire and satisfaction
or possibly were attributable to the disrupted affective and sexual
relationship of participants with their spouses, which required psy-

cho-intervention and marital therapy.

One notable aspect of our study was the improvement in inter-
course satisfaction among participants after MMT, which we have
found no similar study. This result may be partly due to the low
severity of this problem among participants who have been easily
influenced by the positive pharmaceutical effects of methadone on
sex hormones and is subject to further study.

Several limitations existed in this study. This was across-section-
al research without a control group, hormone assay and monthly
evaluation by I1EF-15. We used baseline sexual status to compare
with post-test results of sexual function among participants. It was
difficult to draw a conclusion and direct causal effect between
methadone use and improvement in SD from our observations in
this pilot study. Additional studies with larger samples and with
less dropout rates are necessary.

The traditional, religious atmosphere of Damghan crucially
limited the study sample size, therefore this study on SD was a
pilot study. Indeed, among a few opiate use treatment clinics in
Damghan, no clinic agreed to cooperate with us and many patients
refused participation in the study because of traditional negative
views on reporting SD in Damghan. Thus the study population was
limited to the government operated Cheraghiyan MMT Center and
as a result the study findings may not be generalizable to the entire
population of opiate-dependent patients who have participated in
an MMT program in Damghan. Furthermore, our data was based
on self-reporting that lacked objective evidence however we ad-
ministered the IIEF-15, which is recognized as the gold standard
in evaluating SD.**Wke evaluated SD at an appropriate time, in the
sixth month, when our extensive interviews with patients showed
they frequently reported having adjusted to both the methadone
dose and treatment conditions in the MMT program. The present
study found no relationship between demographics, drug use his-
tory, methadone dose and duration of MMT to improvement in SD
which supported the findings of a pioneer study.? Nevertheless, a
higher methadone dose and longer duration of MMT in compari-
son with a low dose and shorter MMT duration in experimental
and control groups are subjects for future studies on SD in male
patients, particularly when some well-known studies have claimed
the reverse effects of methadone treatment on certain aspects of
sexual function such as libido and orgasmic function.6”

SD is an important concern for many patients on MMT and a
good opiate use treatment program will need to address this issue.
Androgen replacement'® and pharmacological treatment'® may be
effective approaches for these patients while psycho-intervention
for patients and counseling programs for couples may be useful.

References

1. Goldsmith DS, Hunt DE, Lipton DS, Strug DL. Methadone folklore:

beliefs about side effects and their impact on treatment. Human Org.

754 Archives of lranian Medicine, Volume 15, Number 12, December 2012




10.

1984; 43: 330 — 340.

Hanbury R, Cohen M, Stimmel B. Adequacy of sexual performance
in men maintained on methadone. Am J Drug Alcohol Abuse. 1977;
4:13-20.

Risen CB. A guide to taking a sexual history. J Psychiatr Clin N Am.
1995; 18: 39 - 53.

Tatari F, Farniya V, Faghiyeh Nasiri R, Najafi F. The effects of Trazo-
done on erectile function in patients on methadone maintenance treat-
ment; 2010. Available from: URL: www.kums.ac.ir/article-fa-78.html
Quaglio G, Lugoboni F, Pattaro C, Melara B, Mezzeelani P, Des Jarlais
DC. Erectile dysfunction in male heroin users, receiving methadone
and buprenorphine maintenance treatment. Drug and Alcohol Depend.
2008; 94: 12 - 18.

Strain E, Bigelow G, Liebson I, Stitzer M. Moderate vs. high-dose
methadone in the treatment of opioid dependence: a randomized trial.
JAMA.1999; 281: 1000 — 1005.

First MB, Pincus HA. Classification in psychiatry: ICD-10 v. DSM-IV.
Acresponse. Br J Psychiatry. 1999; 175: 205 — 209.

American Psychiatric Association. Diagnostic and Statistical Manual
of Mental Disorder: DSM-1V. 4th ed. Washington, DC: American Psy-
chiatric Association; 1994.

Rosen RC, Riley A, Wagner G, Osterloh IH, Kirkpatrick J, Mishra A.
The international index of erectile function (I1EF): a multidimensional
scale for assessment of erectile dysfunction. Urology. 1997; 49: 822
—830.

Mehraban D, Shabaninia Sh, Naderi Gh, Isfahani F. Farsi International
Index of Erectile Dysfunction and Doppler Ultrasonography in the

11.

12.

13.

14.

15.

16.

17.

18.

19.

M.Babakhanian, Z. Alam Mehrjerdi, Y.Shenaiy

evaluation of male impotence [in Persian]. Iran J Surg. 2006; 14: 25
-31

Zung WWK. From art to science: the diagnosis and treatment of de-
pression. Arch Gen Psychiatry.1973; 29: 328 — 337.

Hallinan R, Byrne A, Agho K, McMahaon C, Tynan P, Attia J. Erectile
dysfunction in men receiving methadone and buprenorphine mainte-
nance treatment. J Sex Med. 2008; 5: 684 — 692.

Martin J, Payte JT, Zweben JE. Methadone maintenance treatment: a
primer for physicians. J Psychoactive Drugs.1991; 23: 165 - 176.
Palha AP, Esteves M. A study of the sexuality of opiate addicts. J Sex
Marital Ther. 2002; 28: 427 — 437.

Rosen RC, Althof SE, Giuliano F. Research instruments for the diagno-
sis and treatment of patients with erectile dysfunction. Urology. 2006;
68 (suppl 3A): S6 — S16.

Teusch L, Scherbaum N, Bohme H, Bender S, Eschmann-Mehl G,
Gastpar M. Different patterns of sexual dysfunctions associated with
psychiatric disorders and psychopharmacological treatment. Results
of an investigation by semi structured interview of schizophrenic and
neurotic patients and methadone-substituted opiate addicts. Pharmaco-
psychiatry.1995; 28: 84 —92.

Brown R, Balousek S, Mundt M, Fleming M. Methadone maintenance
and male sexual dysfunction. J AddictionDis.2005; 24: 91 — 106.
Daniell HW. Sex hormone deficiency in depressed patients receiving
opioids. Arch Intern Med. 2004; 164: 804.

Nurnberg HG, Hensley PL, Gelenberg AJ, Fava M, Lauriello J, Paine
S. Treatment of antidepressant-associated sexual dysfunction with
sildenafil: a randomized controlled trial. JAMA. 2003; 289: 56 — 64.

Archives of Iranian Medicine, Jolume 15, Number 12, December 2012 755



