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Physical and sexual well-being during and after tramadol

dependence
Mohamed A. El-Hadidy? and Abdel-Hady El-Gilany®

Introduction
In Egypt the wide range of tramadol usage comes back from many myths regarding its
value in improving physical and sexual function. This study aims to assess the sexual
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Thowrah St, EI Refay Tower, 35111 El-Mansoura, self-esteem, satisfaction about sexual relation, and quality of life during tramadol
Egypt dependence and 6 months after complete absentance of tramadol.
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A total of 112 married male patients who were dependent on tramadol were recruited,
treated, and then followed up for a 6-month duration. All individuals were examined
using Self-Esteem and Relationship questionnaire and Short Form-36 health survey
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tramadol use.
Results

during the dependence period and 6 months after the complete absentance of

All Self-Esteem and Relationship questionnaire subscales were better in post-
treatment than in pretreatment periods. The physical functioning and role limitation
because of physical health showed no significant differences before and after the
treatment of tramadol dependence. Significant improvement in general health, social
functioning, and emotional well-being were observed in post-treatment than in
dependence period. In contrast, pain, energy, and role limitation due to emotional
problems were more in dependence period than in post-treatment period.

Conclusion

Most of the myths about tramadol value in improving sexual and physical function were

proved to be wrong.
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Introduction

Tramadol, a centrally acting analgesic, consists of two
enantiomers, both of which contribute to analgesic activity
by different mechanisms. (+) Tramadol and the metabolite
(+) O-desmethyltramadol (M1) are agonists of the p-
opioid receptor. (+) Tramadol also stimulates presynaptic
release of serotonin and inhibits serotonin reuptake,
whereas (—) tramadol inhibits norepinephrine reuptake.
Thus, tramadol enhances inhibitory effects on pain
transmission both by opioid and monoaminergic mechan-
isms [1]. The habituating properties of tramadol are
arguably mainly due to p-opioid agonism with contributions
from serotonergic and noradrenergic effects [2].

Despite the fact that drug abuse is not a newly
introduced issue to Egyptian society, the wide range of
usage and illegal transactions are associated with tramadol
abuse, making it the most easily accessible and readily
provided drug at cheap cost [3]. It also seems that it is
not only an Egyptian problem, but also a problem in
neighboring countries [4]. Their lower price and avail-
ability without prescription make them very popular.
Thousands of young men are developing dependence to a
prescription painkiller used to alleviate the stress of
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living. They also use it to relieve psychosomatic
symptoms such as headaches and abdominal pain, as well
as depression and nervousness [4]. Students, laborers,
and even professionals are buying large quantities of
tramadol on the black market.

In Egypt, Soueif e 4/ [5] reported several reasons for the
different user categories. For secondary school students, the
main reason was for entertainment in happy social occasions
and socializing with friends. Workers and university students
take drugs in situations of physical exhaustion and fatigue and
to cope with psychosocial problems or difficult working
conditions as well as at times of studying and examinations [6].
According to Soueif e @/ [7], there is misconception that
opiates are used to increase cognitive and sexual performances
and to avoid physical exhaustion. Hence, it is not surprising to
find that tramadol use has become recently very popular
especially among youth and the middle-aged groups as a self-
medication for premature ejaculatory function and for
extended orgasm and to increase sexual pleasure [8]. In
contrast, there were some studies that showed negative
impact of opiate use on cognitive functions [9,10]. Another
study stated that opium users exhibit impaired sexual
function (diminished libido and impaired sexual perfor-
mance are common sequelae of chronic use) [11]. Early
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clinical studies suggested that opiates may interfere with sex
hormone secretion, although opiate addicts often equate the
drug experience with sexual orgasm [12]. All these studies
were conducted on opium, but none of these studies, to the
best of our knowledge, was conducted on atypical opioids
such as tramadol.

Fawzi [3] reported that an increasingly alarming phenomenon
of tramadol (Tramal, Amadol, Tramax, Contramal, Trama SR,
Ultradol, Tramundin) abuse has been heavily demonstrated in
the recent years. Ezzat [13] reported a catastrophic incidence
of tramadol abuse after the 25th January Egyptian Revalua-
tion; the report underlined the fact that the addiction rate in
Cairo has jumped to comprise 7% of the capital’s population
during the study period. According to the Shura Council’s
Health Committee report, rising addiction rates were found
to be partially attributable to the spread of erroneous concepts
among young people. It is said that 30.6% of addicts believe
that drugs increase physical abilities, whereas 36.6% associate
drugs with getting over adversities and 34.8% do drugs to
overcome depression [13]. This study aims to assess the
sexual self-esteem, satisfaction about sexual relationship, and
the quality of life during tramadol dependence and 6 months
after complete abstinence of tramadol.

Materials and methods

Study locality

This study was conducted in Addiction Unit Outpatients
Clinic, Psychiatry Department, Mansoura University
Hospitals, Egypt during the period from 1 May 2012 to
31 January 2013 (3 months recruiting tramadol-depen-
dent patients and 6 months’ follow-up).

The current study was approved by the Mansoura
University Faculty of Medicine Ethical Committee. All
patients gave informed consent in accordance with the
Helsinki IT Declaration after the purpose of the study and
the protocol had been explained to them, and before any
intervention was performed.

Study design
This study was designed as a quasi-experimental (pre-
intervention/postintervention) study.

Target population

All tramadol-dependent patients attending for treatment
and agreed to participate in the study and to keep on
follow-up were included.

All male patients who fulfilled the inclusion criteria (191
patients) were interviewed using Arabic version of Mini
International Neuropsychiatric Interview [14,15]. They
were diagnosed according to the DSM-IV-TR criteria for
opioids (tramadol) dependence [16]. A total of 22
patients refused to participate in this study. Patients
who accepted to participate in the study (169 patients)
were treated by analgesics (Brufen 600-1800 mg for 2
weeks), a2-adrenergic receptor agonist lofexidine (De-
toxydine 0.2-1.2 mg, stopped within 2 weeks from the
initiation of treatment), and amitriptyline (Tryptizol

25-100mg for treatment of withdrawal insomnia for
maximum 10 days from the initiation of treatment).
Hence, all patients became drug free after 2 weeks of
initiation of the treatment then they were followed up
every 2 weeks in the first 3 months and monthly later on
until 6 months. At every follow-up session, clinical
examination and urine screening for drugs (THC, opium,
benzodiazepine, amphetamine, tramadol) were per-
formed. Patients who gave history of tramadol intake or
who gave positive results to tramadol or any other drugs
during the follow-up period were excluded from the study
(45 patients). Furthermore, 12 patients dropped out and
did not regularly come in the follow-up.

Inclusion criteria

Male sex, age above 20 years, who were married and used
tramadol daily during the last year, with no concomitant
medications used for any reason either at least 3 months
before the initiation of the study or at least 3 months
before the end of the study, were included.

Exclusion criteria

Mental retardation, not in regular sexual relationship
(single, divorced, widow), other substance dependence
(codependence), any psychiatric, neurological, or chronic
medical illness, and any concomitant drug use for any
reason (body building, vitamin) were the exclusion criteria.

Study instruments

All participants were examined by Arabic version Self-
Esteem and Relationship (SEAR) questionnaire for
Egypt [17], and the translated Arabic form of Short Form-
36 (SF-36) health survey was used [18-20] during tramadol
dependence period at the initiation of the study before the
treatment and 6 months after the last use of tramadol.

The SEAR questionnaire covers Sexual Relationship
(items 1-8), Confidence (items 9-14), Self-Esteem
(items 9-12), Overall Relationship (items 13 and 14),
and total scores (items 1-14). It has five response options
[almost always/always; most times (much more than half
the time); sometimes (about half the time); a few times
(much less than half the time); and almost never/never)].
Higher score indicates more favorable response.

SF-36 health survey: This 36-item measure is made up of
eight subscales, each evaluating a different domain of
health-related quality of life, such as physical functioning,
role limitation due to physical health, bodily pain, general
health, energy and fatigue, social functioning, role
limitation due to emotional problems, and emotional
well-being. Subscale scores are calculated according to
the standard procedures, yielding score values of 0-100;
higher scores indicate better quality of life.

Data analysis

Data were analyzed using SPSS version 16 (Statistical
Package for the Social Science; SPSS Inc., Chicago,
Illinois, USA). Variables were presented as mean = SD.
Variables were tested for normality distribution by the
Kolmogorov—Smirnov test. The paired #-test was used for
pre—post comparisons in normally distributed variables
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and the Wilcoxon signed-rank test was used for pre—post
comparison in nonparametric variables. P value of 0.05 or
less was considered statistically significant.

Results

A total of 112 tramadol abusers were included in the
study. Their age ranged from 22 to 49 years, with a mean
age of 32.1 = 6.1 years.

Table 1 shows that all SEAR questionnaire subscales
mean scores showed significant increase post-treatment
compared with pretreatment (80.5 vs. 56.7 for sexual
relationship; 81.7 vs. 62.9 for sexual self-esteem; 61.5 vs.
43.8 for overall relationship satisfaction; and 78.1 vs. 56.6
for the total score).

The mean score of both physical functioning and role
limitation due to physical health showed no significant
difference before and after the treatment of tramadol
dependence. Significant increases were observed in the
mean score of general health (88.1 vs. 46.9), social
functioning (83.3 vs. 41.8), and emotional well-being
(80.3 vs. 52.7) post-treatment. In contrast, pain, energy,
and role limitation due to emotional problems were more
during dependence period than post-treatment period
(34.6 vs. 20.9; 844 wvs. 59.5; and 48.2 vs. 10.4,
respectively; Table 2).

Discussion

In an Egyptian study by Kamel ¢ @/. [21], cannabis was
the most widely used drug followed by opioids, and in a
more recent study by El-Sawy and Abd Elhay [22] it was
found that adolescents (exposed to trauma) were more
likely to use tramadol, followed by cannabis and
benzodiazepines.

The present study demonstrated that all SEAR question-
naire subscales were better in post-treatment patients than

in pretreatment patients, with statistically significant
difference. This could be explained by the fact that
patients on tramadol know that they are abnormal and
dependent on substance to make efficient sex practice.
This idea decreased their self-esteem, which was improved
after complete abstinence from substance, and they found
that they could perform their sex practices without support
of drugs. This is in contrast with the result found by many
studies [8,23-29], which cited that tramadol shows promise
as a drug for treating rapid ejaculation. The explanation of
this difference could be returned to the use of tramadol on
demand to treat premature ejaculation but not tramadol
dependence with regular use for more than 1 year.

In this study, there were no statistically significant
differences between physical functioning and limitation
due to physical health before and after the tramadol
dependence. This is against the myth that tramadol use
could improve physical performance. This could be
explained by the fact that tramadol is not an activating drug
but is an analgesic, which may help to increase physical
activity by decreasing pain feeling, but once the patient
stops drugs he feels very exhausted and cannot do any
physical activity. Patients’ day is divided into two phases,
first a period under effect of tramadol with no pain feeling
and false feeling of increased activity; and second phase
during withdrawal of tramadol with pain and nearly no
activity, and the sum is average amount of physical activity
nearly equal to his average activity without drug use.

General health, social functioning, emotional well-being, and
less role limitation due to emotional problems in this study
were better among post-treatment patients than among
pretreatment patients. Use of drugs makes patients feel that
they are abnormal, and during period of drug withdrawal
they appear in inappropriate way, which they know well. Of
course, patients do not want that surrounding people watch
them in this way; this makes patients to be withdrawn from
any social relationships, and hence they are in bad mood.
Moreover, in Egypt, use of drugs is stigma, and hence
community refuses to interact with people who use drugs.

Table 1 Comparison of scores on Self-Esteem and Relationship questionnaire between pretreatment and post-treatment patients

with tramadol abuse

Pretreatment (n=112) (mean+ SD)

Post-treatment (n=112) (mean £+ SD) Significance test

Sexual relationship 56.7+£15.0
Sexual self-esteem 62.9+21.7
Overall relationship satisfaction 43.8+15.8
Total score 56.6+10.9

80.5+9.5 t=14.3, P<0.001
81.7+£84 t=8.7, P<0.001

61.5+14.0 t=9.96, P<0.001
78.1£6.7 t=18.7, P<0.001

Table 2 Comparison of scores on Short Form-36 health survey between pretreatment and post-treatment patients with tramadol

abuse

Pretreatment (n=112) (mean £ SD)

Post-treatment (n=112) (mean £ SD) Significance test

Physical functioning 80.0+76
Role limitation due to physical health 19.0£74
Role limitation due to emotional problems 48.2+14.6
Energy/fatigue 84.4+8.7
Emotional well-being 52.7+10.7
Social functioning 41.8+12.8

Pain 34.61+9.9
General health 46.9+175

80.5+11.6 t=0.4, P=0.7
171+10.7 Z=1.5, P=0.13
10.4+£5.9 Z=9.2, P<0.001
59.5+14.7 t=17.7, P<0.001
80.3%£11.9 t=20.3, P<0.001
83.3+70 t=32.4, P<0.001
20.9+7.7 t=11.8, P<0.001
88.1£63.6 t=8.9, P<0.001

Z values were determined by Wilcoxon signed-rank test.
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In contrast, pain and energy were more during depen-
dence period than post-treatment period. Patients using
drugs, during a day, pass in several periods of drug
withdrawal with severe pain symptoms (headache, colic,
bone-ache, etc.); these periods do not present after
complete abstinence of drug use. This is in contrast with
studies showing efficacy of tramadol in reducing organic
and psychosomatic pain and in increasing health-related
quality of life [30-32]. The explanation of difference in
this study is the sampling design. In this study all
participants had no psychosomatic or organic pain; hence,
after the abstinence of drug use, no pain recurred.
Moreover, Nielsen ¢z a/. [33] found that there is a lack of
association between pain and aberrant behaviors, suggest-
ing that it should not be assumed that those in opioid
treatment misuse medications in response to pain.

In conclusion, apart from those patients with medical
disorders using tramadol, the drug has the potential for
abuse [34]. Most of the myths about its value in improving
sexual and physical function proved to be wrong. The easy
availability of tramadol, its cheap price, and myths about its
value may become a bigger challenge in the future.

Strength and limitation of this study

"This is one of the rare studies discussing a very important
problem in Egypt. It disproves the myths that stand for
widespread use of tramadol among male youth. However,
it suffers some limitations including the small sample
size, short duration, and being a single-center (one
hospital) study. No available data about tramadol
dependence from other countries are available discussing
the same aims of this study to compare with the results of
this study.

Acknowledgements

Conflicts of interest
There are no conflicts of interest.

References
1 Keskinbora K, Aydinli I. An atypical opioid analgesic: tramadol [article in
Turkish]. Agri 2006; 18:5-19.
2 Venkanna G, Madhusudhan G, Mukkanti K, Sankar A, Muneendra Kumar V,
Shaik Amjad Ali. Synthesis of related substances of tramadol hydrochloride,
analgesic drug. J] Chem Pharm Res 2012; 4:4506-4513.

3 Fawzi MM. Medicolegal aspects concerning tramadol abuse. The new Middle
East youth plague: an Egyptian overview 2010. J Forensic Res 2011; 2:130.

4 Progler Y. Drug addiction in Gaza and the illicit trafficking of tramadol. J Res
Med Sci 2010; 15:185-188.

5 Soueif M, Hannourah MA, Darweesh ZA. The non medical use of
psychoactive substances technical school students | greater Cairo. Drug
Alcohol Depend 1982; 10:321-331.

6 Soueif M, Hannourah MA, Darweesh ZA. The use of psychoactive sub-
stances by female university students compared with their male colleagues
on selected items. Drug Alcohol Depend 1987; 19:233-247.

7 Soueif M, Hannourah MA, Darweesh ZA. The use of psychoactive
substances by males working in the manufacturing industry. Drug Alcohol
Depend 1990; 26:63-79.

8 Salem EA, Wilson SK, Bissada NK, Delk JR, Hellstrom WJ, Cleves MA.
Tramadol HCL has promise in on-demand use to treat premature ejaculation.
J Sex Med 2008; 5:188-193.

9 Fishbein DH, Krupitsky E, Flannery BA, Langevin DJ, Bobashev G,
Verbitskaya E, et al. Neurocognitive characterizations of Russian heroin

10

1

12

13

14

15

16

17

18

19

20

21

22

23
24

25

26

27

28

29

30

31

32

33

34

addicts without a significant history of other drug use. Drug Alcohol Depend
2007; 90:25-38.

Schindler SD, Ortner R, Peternell A, Eder H, Opgenoorth E, Fischer G.
Maintenance therapy with synthetic opioids and driving aptitude. Eur Addict
Res 2004; 10:80-87.

Van Ahlen H, Piechota HJ, Kias HJ, Brennemann W, Klingmiiller D. Opiate
antagonists in erectile dysfunction: a possible new treatment option? Results
of a pilot study with naltrexone. Eur Urol 1995; 28:246-250.

Mirin SM, Meyer RE, Mendelson JH, Ellingboe J. Opiate use and sexual
function. Am J Psychiatry 1980; 137:909-915.

Ezzat SA. Summary: a report written by the Health Committee of the Shura
Council (consultative Upper Parliamentary House) has set the alarm on the
phenomenal rise of addiction among youth particularly during the past five
years (2012). Available at: http://213.158.162.45/~ egyptian/ Paction=
news&id=27889 [Accessed 12 May 2014].

Sheehan DV, Janavs J, Sheehan KH, Sheehan M, Gray C. MINI International
Neuropsychiatric Interview English version 6.0.0 DSM-IV. Tampa, USA:
University of South Florida College of Medicine; 2010.

Osman OT, El-Rady EO. Arabic translation of MINI International Neu-
ropsychiatric Interview English Version 6.0.0 DSM~IV. United Arab University
press: Faculty of Medicine and Health Sciences, United Arab University; 2010.

American Psychiatric Association (APA). Diagnostic and Statistical Manual
of Mental Disorders (text revision). 4th ed. Washington, DC: American
Psychiatric Association; 2000.

Cappelleri JC, Althof SE, Siegel RL, Shpilsky A, Bell SS, Duttagupta S. De-
velopment and validation of the Self-Esteem And Relationship (SEAR) ques-
tionnaire in erectile dysfunction International. J Impot Res 2004; 16:30-38.

Ware JE, Snow KK, Kosinski M, Gandek B. SF-36 health survey: manual and
interpretation guide. Boston: The Health Institute, New England Medical
Center; 1993.

Coons SJ, Alabdulmohsin SA, Draugalis JR, Hays RD. Reliability of an Arabic
version of the RAND 36-item health survey and its equivalence to the US-
English. Med Care 1998; 36:428-432.

Medical Outcome Study 2009. The translated Arabic form of Short Form-36
health survey (SF-36). Available at: http://www.rand.org/content/dam/rand/
www/external/health/surveys_tools/mos/mos_core_36item_survey_arabic.pdf
[Accessed 12 May 2014].

Kamel M, Ghanem M, El Mahalawy N, Saad A, Asaad T, Mansour M, Omer
AM. Characteristics of patients attending the Substance Abuse Unit in the
Institute of Psychiatry, Ain Shams University. Middle East Curr Psychiatry
1995; 2:184-191.

El-Sawy H, Abd Elhay M. Characteristics of substance dependence in
adolescents with and without a history of trauma. Middle East Curr
Psychiatry 2011; 18:211-216.

Palmer NR. Tramadol for premature ejaculation. J Sex Med 2009; 6:299.

Ho CC. Re: David Bar-Or, Kristin M. Salottolo, Alessandro Orlando, James V.
Winkler. A randomized double-blind, placebo-controlled multicenter study to
evaluate the efficacy and safety of two doses of the tramadol orally disin-
tegrating tablet for the treatment of premature ejaculation within less than
2 minutes. Eur Urol 2012; 61:736-743, Eur Urol 2012;61:€23-e4; author
reply e25-26.

Fenner A. Sexual dysfunction: tramadol is an effective therapy for mild to
severe premature ejaculation. Nat Rev Urol 2011; 8:529.

Wu T, Yue X, Duan X, Luo D, Cheng Y, Tian Y, Wang K. Efficacy and safety of
tramadol for premature ejaculation: a systematic review and meta-analysis.
Urology 2012; 80:618-624.

Kaynar M, Kilic O, Yurdakul T. On-demand tramadol hydrochloride use in
premature ejaculation treatment. Urology 2012; 79:145-149.

Wong BL, Malde S. The use of tramadol ‘on-demand’ for premature ejacu-
lation: a systematic review. Urology 2013; 81:98-103.

Eassa B, El-Shazly MA. Safety and efficacy of tramadol hydrochloride on
treatment of premature ejaculation. Asian J Androl 2013; 15:138-142.

Harati Y, Gooch C, Swenson M, Edelman S, Greene D, Raskin P, et al.
Double-blind randomized trial of tramadol for the treatment of the pain of
diabetic neuropathy. Neurology 1998; 50:1842-1846.

Peloso PM, Fortin L, Beaulieu A, Kamin M, Rosenthal N. Analgesic efficacy
and safety of tramadol/acetaminophen combination tablets (Ultracet) in
treatment of chronic low back pain: a multicenter, outpatient, randomized,
double blind, placebo controlled trial. J] Rheumatol 2004; 31:2454-2463.

Bennett RM, Schein J, Kosinski MR, Hewitt DJ, Jordan DM, Rosenthal NR.
Impact of fibromyalgia pain on health-related quality of life before and after
treatment with tramadol/acetaminophen. Arthritis Rheum 2005; 53:
519-527.

Nielsen S, Larance B, Lintzeris N, Black E, Bruno R, Murnion B, et al.
Correlates of pain in an in-treatment sample of opioid-dependent people.
Drug Alcohol Rev 2013; 32:489-494.

Sarkar S, Nebhinani N, Singh SM, Mattoo SK, Basu D. Tramadol depen-
dence: a case series from India. Indian J Psychol Med 2012; 34:283-285, .

Copyright © Institute of Psychiatry, Ain Shams University. Unauthorized reproduction of this article is prohibited.


http://213.158.162.45/~egyptian/?action=news&id=27889
http://213.158.162.45/~egyptian/?action=news&id=27889
http://www.rand.org/content/dam/rand/www/external/health/surveys_tools/mos/mos_core_36item_survey_arabic.pdf
http://www.rand.org/content/dam/rand/www/external/health/surveys_tools/mos/mos_core_36item_survey_arabic.pdf

