Sexual Dysfunction, Part I: Classification, Etiology,

And Pathogenesis

Jobn G. Halvorsen, M.D., M.S., and Michael E. Metz, Ph.D.

Abstract: Background: The sexual dysfunctions are extremely common but are rarely recognized by
primary care physicians. They represent inhibitions in the appetitive or psychophysiologic changes that
characterize the complete adult sexual response and are classified into four major categories: (1) sexual
desire disorders (hypoactive sexual desire, sexual aversion disorder), (2) sexual arousal disorders (female
sexual arousal disorder, male erectile dysfunction), (3) orgasmic disorders (inhibited male or female
orgasm, premature ejaculation), and (4) sexual pain disorders (dyspareunia, vaginismus).

Methods: Articles about the sexual dysfunctions were obtained from a search of MEDLINE files from 1966
to the present using the categories as key words, along with the general key word “sexual dysfunction.”
Additional articles came from the reference lists of dysfunction-specific reviews.

Results and Conclusions: Cause and pathogenesis span a continuum from organic to psychogenic and
most often include a mosaic of factors. Organic factors include chronic illness, pregnancy, pharmacologic
agents, endocrine alterations, and a host of other medical, surgical, and traumatic factors. Psychogenic
factors include an array of individual factors (e.g., depression, anxiety, fear, frustration, guilt, hypochondria,

intrapsychic conflict), interpersonal and relationship factors (e.g., poor communication,

relationship

conflict, diminished trust, fear of intimacy, poor relationship models, family system conflict), psychosexual
factors (e.g., negative learning and attitudes, performance anxiety, prior sexual trauma, restrictive religiosity,
intellectual defenses), and sexual enactment factors (e.g., skill and knowledge deficits, unrealistic

performance expectations).

Understanding the cause and pathophysiology of sexual disorders will help primary care physicians
diagnose these problems accurately and manage them effectively. (J Am Board Fam Pract 1992; 5:51-61.)

Sexual dysfunctions are exceptionally common
but infrequently recognized. The classic “Con-
tent of Family Practice” study from the Depart-
ment of Family Practice, Medical College of Vir-
ginia! recorded sexual dysfunctions rarely. Other
investigators, however, have reported that sexual
problems can occur in 50 percent of all marriages?
and that they are present in 75 percent of couples
who seek marital therapy3* Moore and Gold-
stein® found that 56 percent of patients in a family
practice reported one or more sexual problems,
but these problems were recorded in only 22
percent of the cases. In one of the most cited
prevalence studies, Frank and colleagues® sur-
veyed well-adjusted couples with high marital
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satisfacion and found that 63 percent of the
women and 40 percent of the men experi-
enced a specific sexual dysfunction, and an even
higher percentage (77 percent of the women and
50 percent of the men) reported general “sexual
difficulties.”

Because many sexual problems are hidden, pri-
mary care physicians need to help discover them.
Once discovered, to manage these disorders
effectively, physicians must understand their
cause and pathogenesis; evaluate them thor-
oughly by history, physical examination, and
laboratory testing; initiate management; and
refer to other appropriate professionals when
necessary.

Classification of Sexual Dysfunctions

Inhibitions in the appetitive or psychophysiologic
changes that characterize the complete adult sex-
ual response are at the heart of the sexual dysfunc-
tions. They are not usually diagnosed, however, if
they occur exclusively during the course of an-
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other psychiawric disorder, such as a major depres-
sion or an obsessive compulsive disorder

The complete sexual response cycle consisis of
four phases: appetitive, excitement (arousal), or-
gasmic, and resoluaon. The appeutive phase in
volves sexual fanwsies and a desire for sexual ac-
tivity. Dunng the excitement phase, in addition
€0 a subjecave seuse of sexual pleasure, men ex-
pericace penile cuincscence and erecdon, and
sécretions appear from the bulbourethral giands.
Women experience pelvic vasocongestion, vagi-
nal lubricaton, swelling of the external genitalia,
narrowing of the outer third of the vagina
by increased pubocuccygeal muscle rension and
vasocongesuon, vasocongesaon of the labia
minora, breasc tumescence, and lengthening
and widening of the inner two-thirds of the
vagina. Sexual pleasure peaks during the orgas-
mic phase and 1s accompanied by the release
of sexual tension and rhythmic contraction of
the perineal and pelvic reproducdve organs. In
men, a sensation of ejaculaory inevitability pre-
cedes the contractons in the prosiate, seminal
vesicles, and urethra that results in seminal emis -
sion. In women, contractions occur in the outer
third of the vaginal wall. During resoluton,
both men and women feel relazed and frec
from muscular vension. Men are temporarily re-
fractory to further erccdon and oigasm, bui
women can respond almost immediately o addi-
tional sarauladon.

Inhibidons in che sexual response cycle can
occur at one or more of these phases, although
only the first three are of primary clinical signifi-
cance. The major. dysfuncuons are classified and
defined as follows’:

Sexual desire disorders include (1) hypoactive
sexual desire disorder, characierized by deficient
or absent sexual faniasies and desire for sexual
activity; and (2) sexual aversion disorder, defined
as exareme aversion to and avoidance of genital
contact with 2 sexual parmer.

Sexual arousal disorders include (i) feiale sex-
ual arousal disorder, characterized by failure to
attain or mainwn the lubricaton-swelling re-
sponse of sexual excitement until corapleton of
the sexual acavity or by lack of a subjective sense
of sexual excitement and pleasure during sexual
actvity; and (2) male erecdle disorder, marked by
failure tc attain or mainuain erection until com-
plietion of sexual acavity or by lack of a subjective
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Figure 1. The sexual response cycle, with several normal
pattezns and the common dysfunctions classified by the
phase that they affect.

sensc of sexual excitement and pleasure during
sexual acuivity.

Orgasin disordeis include (1) inhibited male
and female orgasm, characterized by delayed or
absent oigasin following a normal sexual excite-
meiit phase that is adequate in focus, intensity,
and duration; and (2) premature ejaculation, de-
fined as ejaculation with minimnal sexual stimula-
tion or before, upon, or shorty after penetration
and before the man wishes it.

Sexual pain disorders include (1) dyspareunia,
characterized by genital pain in either sex be-
fore, during, or after sexual intercourse that is
not caused exclusively by lack of lubrication or
vaginismus; and (2) vaginismus, defined as in-
voluntary spasmn of the musculature of the
outer third of the vagina that interferes with
coitus.

Figure | suminarizes these sexual dysfunctions
according to the phase of the sexual response
cycle that they affect. It also depicts several nor-
mal response patterns.

Cause and Pathophysiology
I'he sexual dysfunctions have both organic and

psychogenic causes A specific dysfunction can be
mosdy psychogenic, mostly organic, or mixed.
Dysfunctions can be lifelong (primary) or ac-
quired (secondary), generalized (occurring in any
situation or with any pariner) or situational
(imited to certain situations or partners), and
complete or partial in severity.
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General Causative Factors

Organic Factors

Organic problems affect all phases of the sexual
response cycle. According to current estimates,
the cause of at least 50 percent of erectile dysfunc-
tion cases is primarily organic,® with some esti-
mates ranging as high as 75 to 85 percent.? Thirty
percent of surgical procedures on the female
genital tract result in temporary dyspareunia, and
30 to 40 percent of the women seen in sex therapy
clinics for dyspareunia have pathologic pelvic
conditions.”!? The common general organic fac-
tors that affect sexual function include chronic
illness, pregnancy, pharmacologic agents, endo-
crine alterations, and chemical abuse. A variety of
other medical, surgical, and traumatic factors can
be implicated in specific dysfunctions.

The degree to which chronic illness interferes
with sexual function depends on the type of
chronic illness, the age of onset with regard to
sexual maturation, and whether the illness was
recognized before the current relationship.!!
Congenital illnesses and illnesses that begin be-
fore or during puberty have a greater impact on
the course of sexual development. The more visi-
ble the problem, the more it will interfere with
sexual development. Relationships that begin be-
fore the onset of a chronic illness are more af-
fected by the illness because they require a greater
number of difficult adjustments.!!

Pregnancy affects sexual desire in different
ways.1213 In the first trimester, nausea, fatigue,
and the fear of miscarriage interfere with sexual
desire. In the last trimester, increasing size and a
perception of decreasing attractiveness, along
with a focus on the well-being of the infant and on
enduring labor and delivery, decrease sexual de-
sire. During the middle trimester, increasing pel-
vic vasocongestion and an overall feeling of well-
being facilitate sexual responsiveness.

Pharmacologic agents interfere with sexual
functoning through several mechanisms.!4 Some
cause adrenergic inhibition.!%!6 Drugs that alter
the neurotransmitter norepinephrine by block-
ing a-adrenergic receptors, by depleting nor-
epinephrine stores, or by blocking norepineph-
rine release can cause sexual dysfunction by
altering emission or ejaculation. Adrenergic an-
tagonists include such drugs as guanethidine, re-
serpine, methyldopa, clonidine, prazosin, and
phenoxybenzamine.

Drugs that sedate and depress the central nerv-
ous system adversely affect sexual functioning by
decreasing libido and altering potency, perhaps by
increasing brain serotonin and decreasing dopa-
mine levels.!%17-19 Depressants include alcohol,
cannabis, barbiturates, and benzodiazepines, as
well as antihypertensive and anticonvulsant medi-
cations that have sedating properties.

Increased prolactin levels reduce the respon-
siveness of the male gonads to leutinizing hor-
mone, thereby inhibiting testosterone produc-
tion.!519-23 Some drugs can cause increased
prolactin release through dopaminergic antago-
nism (e.g., phenothiazines, thioxanthenes, buty-
rophenones). Other drugs, such as cimetidine
and narcotics, increase prolactin levels through
mechanisms that are incompletely defined. Some
drugs have antiandrogen effects.!52426 The aldo-
sterone antagonist spironolactone causes es-
trogenlike side effects with decreased libido, im-
potence, and gynecomastia in men and painful
breast enlargement and menstrual irregularity in
women. It likely causes these effects by inhibiting
dihydrotestosterone binding to its cytosol protein
receptor. Alcohol also decreases testosterone lev-
els, perhaps by peripheral suppression of testos-
terone production in the testes. Oral contracep-
tives can decrease libido in women by decreasing
estrogen levels. Progesterone is thought to sup-
press sexual activity in some women because of an
antiandrogen effect.

Anticholinergic agents, or drugs with
atropinelike actions, can cause sexual problems
(chiefly arousal difficulties) secondary to their
parasympatholytic activity.!>?7-2 These agents
include antiparkinsonian drugs, tricyclic anti-
depressants, many antipsychotic agents, antihista-
mines, antiemetics, antivertigo drugs, and the
antiarrhythmic disopyramide.

Various mechanisms are proposed to explain
the sexual dysfunction associated with drugs that
do not appear to fit the other categories.15:19,30-38
Examples include decreasing receptor sensitivity
to dopamine or a decrease in its intraneuronal
turnover (lithium) and peripheral vasoconstric-
tion or sympathetic blockade (propranolol).

The specific drugs that are associated with sex-
ual dysfunction and the dysfunctions associated
with each are listed in Table 1. The particular
effect of any drug on a patient will vary depend-
ing on such factors as age, absorption, body
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Table 1. Pharmacologic Agents Associated with Sexual Dysfunction.*

Table 1. Continued.

Phase of Sexual Response Cycle

Affected (+) or Not Affected (-)

Phase of Sexual Response Cycle

Affected (+) or Not Affected (-)

Arousal  Orgasm Arousal  Orgasm
Drug Desire (erection) (ejaculation) Drug Desire (erection) (ejaculation)
Antianxiety Angiotensive converting enz
Alprazolam - - + g'inbibitor g e
orazepate + - + Captopril - + -
Chlordiazepoxide + - + Enalapril - + -
Diazepam + - + Lisinopril + + -
Anticholinergic Calcium channel blocker
Auopine - + - Diltiazem - + -
Benztropine - + - Nifedipine - + -
Glycopyrrolate - + - Verapamil - + -
Mepenzolate - + - Antimicrobial
Methantheline - + - Ethionamide - + -
Propantheline - + - Ketoconazole - + -
Scopolamine - + - Antipsychotic
Trihexyphenidy! - + - orpromazine + + +
Anticonvulsant Chlorprothixene - - +
Carbamazipine - + - Fluphenazine + + -
Phenytoin + + - Hagperidol - + +
Primidone + + Mesoridazine - - +
Antidepressant Perphenazine - - +
Heterocyclic Pimozide + + +
Amitriptyline + + + Thioridazine + + +
Amoxapine + + + Thiothixene - + +
Clomipramine + + + Trifluoperazine - - +
Desmethylimipramine + + + Ha-receptor antagonist
Doxepin + + + Cimetidine + +
Imipramine + + - Famotidine + - -
Maprotiline + + + Ranitidine + + -
Nortriptyline + + + Hormone
Protriptyline + + + Danazol + - -
Trazodone - - - Hydroxyprogesterone - + -
Monoamine oxidase inbibitor Norethindrone + + -
Carboxazid - + + Oral contraceptives + - -
Fluoxetine - + + Progesterone + + -
Pargyline - + + Narcotic
Phenelzine - + + Codeine + + +
Tranylcypromine - + + Heroin + + +
Antibistamine Meperidine + + +
Cyproheptadine + + - Methadone + + +
Diphenhydramine + + - Morphine + + +=
Hydroxyzine + + - Propoxyphene + + +
Antibypertensive Sedattve-bypnotic
3%:::‘: Alcoh:{pn - + +
Amiloride + + - Barbiturates - + +
Furosemide - + - Chloral hydrate + + +
Indapamide + + - Ethchlorvynol + + +
Spironolactone + + - Methaqualone + + +
Cm:lgde += + +— OrbAe;agmlts 4
entrally actin atbolyti tazolamide + + -
Alpha-methg’ﬁzg’a whric + + + Aminocaproic acid - - +
Clonidine ’ + + + Amiodarone + - -
Guanfacine + + - Amphetamines - + +
Reserpine + + + Baclofen + + -
a-Adrenergic blocker Cannabis + + -
Guanabenz - + - Cocaine - + +
Guanadrel + + + Clofibrate + + -
Phenoxybenzamine - +— + Digitslis - + -
Phentolamine - - + Diso] ide - + -
B-Adrenergic blocker Dis m - + +
Labetalo + + + Fenfluramine + + -
Metoprolol - +,- - Interferon + + -
Pindolol - + - Levodopa - - +
Propranolol + + - Lithium - + -
Timolol + + - Mazindol - + +
Ganglionic blocker Methandrostenolone + - -
ecamylamine - + + Methazolamide + + -
Trimethaphan - + + Metoclopramide + + -
Sympathetic neuroeffector agent Metyrosine - + +
&:medﬁdine o % + + + Me;@ylt:;ine + + -
Nonadrenergic vasodilator Naltrexone - + +
Hydralazine - + - Naproxen - + +
Prazosin - - - L-Tryptophan + + -
Continued
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weight, dosage, duration of use, rates of metabo-
lism and excreton, presence of other drugs,
underlying disorders, patient compliance, and
suggestibility.

Based on current research, it is unlikely that
hormonal fluctuations during the menstrual cycle
play a significant role in sexual dysfunction.!1,
The combination of somatic and emotional
symptoms that some women experience during
menses, however, can result in sexual disinterest
and arousal difficulty. Furthermore, menstruation
can affect sexual function because of religious
teachings, taboos, sexual ignorance, fears of dis-
pleasing one’s sexual partner, or simple esthetics
rather than because of physiologic factors.!!

A number of commonly abused chemical
agents also cause sexual dysfunction. Alcohol is
associated with decreased libido and erectile diffi-
culty.1415:40 Marijuana also can decrease libido and
cause erectile difficulty.*!* Phencyclidine hydro-
chloride (PCP) can cause erectile and ejaculatory
failure.!4#! Cocaine is associated with sexual in-
difference, dysphoria, aggressiveness, situational
impotency, and anorgasmia.'**? Heroin users also
experience reduced sexual desire, erectile dys-
function, and anorgasmia.!%# Methadone and
amphetamines reportedly decrease sexual per-
formance.!4#45 Tobacco abuse results in sexual
dysfunction primarily through its adverse effects
on the vascular system.!*

Androgens play an important role in the libido
of both men and women. Androgen deficiency
can result from panhypopituitarism,* combined
bilateral adrenalectomy and ovariectomy in
women, or castration in men. Hyperprolactine-
mia caused by a prolactin-secreting pituitary
tumor has been associated with sexual dysfunc-
tion.#’ The mechanism responsible is not clearly
defined but may relate to hypogonadism second-
ary to prolactin-induced hypogonadotropism.
Both hypothyroidism and hyperthyroidism can
also cause sexual dysfunction.8:48

Psychosexual Factors

Sexual dysfunctions are invariably multideter-
mined; a single cause is rare.*¢ Even when an
organic factor is present, it is essential to treat the
principal psychological factors that can compli-
cate the organic problem or that could have re-
sulted from it. Three areas of psychological focus
are important: individual psychological deter-
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minants, relationship issues, and psychosexual
factors.

Empirical studxes have linked many individual
psychological factors with sexual dysfunction.’!
Depression®? and anxiety?34 are most common.
Diminished self-esteem,” frustration, guilt, hy-
pochondria, sexual fear, hostility or anger, %6 un-
realistic expectations or perfectionism,’” intrapsy-
chic conflicts (such as grief, unresolved sex
orientation, concerns about paraphilic arousal
patterns®¥), and serious psychopathologic disor-
ders also contribute. Depression and anxiety are
considered generic causes of sexual dysfunction,
but they also commonly occur as consequences of
sexual dysfunction’®; therefore, determining cau-
sality can be challenging. As a general rule, severe
depression or anxiety is more likely causative;
mild forms more commonly represent the impact
of sexual failure.

Sexual and reladonship factors can interact in
several ways.’® Relationship problems can cause
sexual dysfunction, organic sexual dysfunction
can precipitate relationship distress, or the two
factors can exist independently. Recognizing that
sometimes there is no clear relation between sex
and marital problems is important. Some couples
with serious marital dysfunction appear to have a
satisfactory sexual relationship. The reverse is
also true. The most common relationship factor
that causes sexual dysfunction, however, remains
marital dissatisfacdion® involving relationship
problems that generate stress, fatigue, or dyspho-
ria. Dissatisfaction can focus on poor communica-
tion,’3-** unrealistic marital expectations,5! failure
to resolve relationship conflict,’3:¢162 diminished
trust,’* fears of intimacy or romantic success,’#63
a history of poor relationship modeling that is
transferred to the marriage, family system distress
(such as caring for an elderly relative or preschool
and school-age children), sex role conflicts, diver-
gent sexual preferences or sex values, career prob-
lems, and legal troubles.

The most common psychosexual factors caus-
ing sexual dysfunction are prior sexual failure
(often at first intercourse), chronic sexual per-
formance inconsistency, negative learning and
attitudes about sex,%64 and prior sexual trauma.254
Other identified factors include sexual guilt and
shame,%:%¢ unrealistic expectations about sexual
performance,’ restrictive religiosity,? sexual per-
formance anxiety generated by fears of failure or
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