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Use of clomiphene citrate in women
The Practice Committee of the American Society for Reproductive Medicine
American Society for Reproductive Medicine, Birmingham, Alabama
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vulatory dysfunction is one of the most common causes of
eproductive failure in sub-fertile and infertile couples. In the
bsence of other significant infertility factors, successful
vulation induction often will restore normal fertility. Clo-
iphene citrate (CC) is the best initial treatment for the large
ajority of anovulatory infertile women. The first clinical

rial of CC therapy demonstrated successful ovulation induc-
ion in 80% of women, half of whom achieved pregnancy
uring treatment (1). In subsequent years, results of CC
reatment have not changed appreciably, despite the advent
f modern immunoassays for steroid hormones, advances in
ltrasound technology for cycle monitoring, and the intro-
uction of commercial test kits that allow detection of the
idcycle luteinizing hormone (LH) surge in urine.

This guideline will first describe the pharmacology, mode
f action, and indications for CC treatment. Second, it will
utline the pretreatment evaluation, standard and combina-
ion treatment regimens, and alternative strategies for the
C-resistant patient. Lastly, it will summarize the methods

or monitoring therapy and review the results, side effects,
nd risks of CC treatment.

HARMACOLOGY
hemically, CC (like tamoxifen) is a nonsteroidal triphenyleth-
lene derivative that exhibits both estrogen agonist and antag-
nist properties (2). In general, estrogen agonist properties are
anifest only when endogenous estrogen levels are extremely

ow. Otherwise, CC acts solely as a competitive estrogen
ntagonist. Clomiphene citrate is cleared through the liver
nd excreted in stool. About 85% of an administered dose is
liminated after approximately 6 days, although traces may
emain in the circulation for much longer (3). As currently
anufactured, CC is a racemic mixture of two distinct ste-

eoisomers, enclomiphene and zuclomiphene. Available ev-
dence indicates that enclomiphene is the more potent isomer
nd the one primarily responsible for the ovulation inducing
ctions of CC (2, 4). Enclomiphene levels rise rapidly after
dministration and fall to undetectable concentrations soon
hereafter. Zuclomiphene is cleared far more slowly. Levels
f this less active isomer remain detectable in the circulation
or more than a month after treatment and may accumulate
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ver consecutive cycles of treatment, but there is no evi-
ence of any important clinical consequence (5).

ODE OF ACTION
tructural similarity to estrogen allows CC to bind to estro-
en receptors (ER) throughout the reproductive system.
owever, in contrast to estrogen, CC binds nuclear ER for an

xtended period of time and ultimately depletes ER concen-
rations by interfering with the normal process of ER replen-
shment (2). The drug’s effectiveness in ovulation induction
an be attributed to actions at the hypothalamic level. De-
letion of hypothalamic ER prevents correct interpretation of
irculating estrogen levels. Reduced levels of estrogen neg-
tive feedback trigger normal compensatory mechanisms
hat alter pulsatile hypothalamic GnRH secretion to stimu-
ate increased pituitary gonadotropin release that, in turn,
rives ovarian follicular activity. In ovulatory women, CC
reatment increases GnRH pulse frequency (6). In anovula-
ory women with polycystic ovary syndrome (PCOS) in
hom the GnRH pulse frequency is already abnormally
igh, CC treatment increases pulse amplitude, but not fre-
uency (7). During CC treatment, levels of both LH and FSH
ise, falling again after the typical 5-day course of therapy is
ompleted (8). In successful treatment cycles, one or more
ominant follicles emerge and mature, generating a rising
ide of E2 that ultimately triggers the midcycle LH surge and
vulation.

Not surprisingly, tamoxifen also has been used success-
ully to induce ovulation in anovulatory infertile women (9).
iven its structural similarity to CC, its mechanism of action
resumably is also similar (10). Recent evidence suggests
hat letrozole, an orally active aromatase inhibitor, may have
otential as an ovulation-inducing agent (11, 12). In contrast
o the central actions of CC and tamoxifen, letrozole acts in
he periphery to inhibit ovarian follicular E2 production, but
he end result is similar—a decrease in central estrogen
eedback action that stimulates a compensatory increase in
ituitary gonadotropin secretion.

NDICATIONS
novulation
he causes of anovulation are many and varied. Whenever
ossible, treatment should be directed at correcting the un-
erlying cause. Correct diagnosis may suggest specific treat-
ent, and many conditions may have longer-term health

onsequences. Thyroid disease, pituitary tumors, eating dis-

rders, extremes of weight loss and exercise, hyperpro-
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actinemia, PCOS, and obesity may be identified, but very
ften the immediate cause of anovulation cannot be confi-
ently defined. CC is the initial treatment of choice for most
novulatory or oligo-ovulatory infertile women. However,
iven its hypothalamic site of action, CC is often ineffective
n women with hypogonadotropic hypogonadism (hypotha-
amic amenorrhea). Women with other demonstrable endo-
rinopathies (diabetes mellitus, thyroid disorders, hyperpro-
actinemia, congenital adrenal hyperplasia) should first
eceive specific treatment and be offered CC only when that
herapy fails to restore regular ovulatory cycles.

uteal Phase Deficiency
iven that the corpus luteum derives from the follicle that
vulates, its functional capacity is, at least in part, dependent
n the quality of preovulatory follicle development. In that
ontext, CC is one logical treatment option for luteal phase
eficiency (LPD) (13). Progesterone levels are typically
igher after CC treatment than in spontaneous cycles, re-
ecting improved preovulatory follicle and corpus luteum
evelopment and/or the combined hormone production of
ore than one corpus luteum (14).

nexplained Infertility
n couples whose infertility remains unexplained after care-
ul and thorough evaluation, empiric treatment with CC may
e justified, particularly in young couples with a short du-
ation of infertility and in those unwilling or unable to pursue
ore aggressive therapies involving greater costs, risks, and

ogistical demands (15, 16). The efficacy of empiric CC
reatment may be attributed to correction of subtle and un-
ecognized ovulatory dysfunction and/or “superovulation” of
ore than a single ovum (16). CC treatment is most effective
hen it is combined with properly timed intrauterine insem-

nation (IUI), all in an effort to bring together more than the
sual numbers of ova and sperm at the optimal time (17, 18).

RETREATMENT EVALUATION
nfertile women who rarely or never ovulate are candidates
or CC treatment. Diagnosis of ovulatory dysfunction may
e established by:

Basal body temperature recordings
Timed serum P determinations
Monitoring urinary LH excretion
Timed endometrial biopsy
Serial transvaginal ultrasound examinations

However, specific tests of ovulation are unnecessary when
enstrual history alone is diagnostic (amenorrhea, oligo-
enorrhea). Once identified, anovulatory infertile women
erit additional pretreatment evaluation to identify any un-

erlying systemic illness that may require additional tests,
ounseling, or specific treatment.

A detailed medical history and physical examination may

eveal evidence of other endocrine or metabolic disease. u

S188 ASRM Practice Committee Use of clomiphene citrate in
canthosis nigricans is often observed in women with un-
erlying insulin resistance or frank diabetes and merits for-
al evaluation to exclude these diagnoses (19). Screening

or hypothyroidism (serum TSH) and hyperprolactinemia
serum prolactin) is reasonable since both disorders are best
reated with medications other than CC (20, 21). Hirsutism
hat is severe or rapid in progression warrants specific addi-
ional evaluation to exclude non-classic congenital adrenal
yperplasia (CAH) and androgen-producing tumors of the
vary or adrenals (22).

Attempts at ovulation induction are generally futile in women
ith elevated serum FSH levels. Those with hypothalamic/
ituitary dysfunction are also unlikely to respond to CC as its
echanism of action requires a functional hypothalamic/

ituitary/ovarian feedback axis. Alternative treatments that
ill reestablish normal hypothalamic/pituitary communication

pulsatile exogenous GnRH) or stimulate the ovary directly
exogenous gonadotropins) will generally be required.

Ovulation induction has little value when severe male,
terine, or tubal factors are also present. Semen analysis
hould be performed to identify seminal abnormalities that
lso may require treatment. Hysterosalpingography is indi-
ated when clinical history raises suspicion of uterine or
ubal pathology (pelvic infection or surgery, ectopic preg-
ancy, inflammatory bowel disease), but may otherwise be
eserved for those who fail to conceive within three to six
vulatory treatment cycles. An HSG is also prudent in older
omen (over 35 years) to avoid ineffective treatment at a

ime when fertility is steadily declining.

REATMENT REGIMENS
tandard Therapy
C is administered orally, typically starting on the third to fifth
ay after the onset of spontaneous or progestin-induced menses;
vulation rates, conception rates, and pregnancy outcome are
imilar regardless whether treatment begins on cycle day 2,
, 4, or 5 (23). Although the dose required to achieve
vulation correlates with body weight, there is no reliable
ay to accurately predict what dose will be required in an

ndividual woman (24). Consequently, CC induction of ovu-
ation amounts to an empiric incremental titration in efforts
o establish the lowest effective dose for each individual.

Treatment typically begins with a single 50-mg tablet
aily for 5 consecutive days, increasing by 50-mg incre-
ents in subsequent cycles until ovulation is induced. The

ffective dose of CC ranges from 50 mg/day to 250 mg/day,
lthough doses in excess of 100 mg/day are not approved by
he Food and Drug Administration (FDA). Lower doses
e.g., 12.5 mg/day to 25 mg/day) deserve a trial in women
ho demonstrate exquisite sensitivity to CC or consistently
evelop large ovarian cysts that interfere with efficient cyclic
reatment (25). Most women ovulate in response to treatment
ith 50 mg (52%) or 100 mg (22%); higher doses have been

sed, but also are less often successful (150 mg, 12%; 200

women Vol. 86, Suppl 4, November 2006
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g, 7%; 250 mg, 5%) (26). Some CC-resistant anovulatory
omen who fail to respond to a standard 5-day treatment

egimen may respond to longer courses (8 days) of CC
reatment (27), but such treatment should be considered only
hen alternative treatment with exogenous gonadotropins is

ejected.

lternative and Combination Treatment Regimens
any women who prove resistant or refractory to standard
C treatment may ovulate in response to alternative treat-
ent regimens. A choice among them should not be arbi-

rary, but based on specific elements of the patient’s history,
esults of laboratory evaluation, and/or observations in pre-
ious unsuccessful CC treatment cycles. These regimens
lso should not be considered as a prerequisite for use of
ore aggressive treatment strategies (e.g., exogenous gonad-

tropins). They are merely useful alternatives that merit
onsideration, depending on the patient’s age, goals, avail-
ble resources, and risk tolerance.

nsulin Sensitizing Agents Insulin resistance and hyperinsu-
inemia are common features in women with PCOS. Most
omen with PCOS will respond to CC, but many prove

esistant and ultimately require alternative treatment. Among
hese, a large majority will have demonstrable insulin resis-
ance (28). Insulin sensitizing agents (e.g., metformin) alone
an restore menses and cyclic ovulation in many amenor-
heic PCOS women (29, 30), although they are not currently
pproved by the FDA for this indication. Based on observa-
ions from open trials, some advocate metformin as primary
herapy in anovulatory infertile PCOS women (1,000 mg/day
o 2,000 mg/day in divided doses) and add CC only in those
ho fail to respond (29). Given the greater costs and com-
lexity of metformin treatment and the frequency of severe
astrointestinal side effects (e.g., nausea, vomiting, diar-
hea), others prefer to reserve metformin treatment for those
ho first prove resistant to CC. In either case, many who fail

o ovulate in response to either alone will respond when the
wo are used in combination (29–31). Because metformin
herapy may have hepatic toxicity or be complicated by
actic acidosis, liver and renal functions must be evaluated
efore treatment and monitored periodically thereafter. Al-
hough the safety of metformin treatment in pregnancy has
ot been established, preliminary evidence suggests that it
ay reduce the incident risk of spontaneous abortion and

estational diabetes in women with PCOS (32, 33).

lomiphene and hCG Although exogenous hCG has been
sed to trigger ovulation and define the optimal time to
erform IUI in CC-induced cycles, the practice is difficult to
ustify on a routine basis. Treatment requires costly moni-
oring with serial transvaginal ultrasound examinations that
re otherwise unnecessary. The mean peak diameter of the
reovulatory follicle in successful CC-induced ovulatory
ycles ranges between 19 and 30 mm (median diameter: 25
m) (34), and the optimum time to administer hCG is
herefore difficult to determine. Most importantly, two ran- a

ERTILITY & STERILITY�
omized trials have demonstrated that IUI after exogenous
CG-triggered ovulation in CC-induced cycles is no more
ffective than IUI performed after detection of the endoge-
ous LH surge (35, 36). Therefore, use of exogenous hCG is
erhaps best limited to those women who require IUI and in
hom a midcycle LH surge cannot reliably be detected.

lomiphene and Glucocorticoids In some CC-resistant
COS women, addition of glucocorticoids (e.g., dexameth-
sone 0.5 mg or prednisone 5 mg hs) to the CC treatment
egimen may induce ovulation when CC alone has failed (37,
8). Adjunctive glucocorticoid treatment may be based on
he serum DHEAS concentration (�200 �g/dL) (37) or
mpiric (38). Treatment may be continued (three to six
ycles) when it is successful and should be promptly discon-
inued when it is not. There is no evidence that glucocorti-
oid treatment has any important side effects or risks when
sed in the doses or for the duration indicated.

lomiphene and Gonadotropins CC-resistant anovulatory
omen who ultimately require exogenous gonadotropins to

chieve ovulation and those with unexplained infertility might
enefit from a trial of sequential CC/gonadotropin therapy
sing either traditional menotropins (hMG) or purified or re-
ombinant FSH (39). Given the costs and risks of exogenous
onadotropin therapy, treatment should be offered only by
hose having the requisite training or experience. The typical
ycle includes a standard CC treatment regimen (50 mg/day to
00 mg/day, cycle days 5–9), followed by low-dose hMG or
SH (75 IU/day, cycle days 9–12). Treatment is individual-

zed thereafter, in the same way as with traditional gonado-
ropin therapy, based on transvaginal ultrasound examina-
ions. Cycle fecundity with this approach is similar to that
chieved with gonadotropins alone, but the dose and dura-
ion of treatment and the associated costs of monitoring may
e significantly reduced. Treatment with exogenous gonad-
tropins alone is the obvious alternative. CC-resistant anovu-
atory women are often very sensitive to low doses of go-
adotropins and treatment should be aimed at achieving
vulation of but a single mature follicle if possible. There is
o indication for purposeful superovulation in the anovula-
ory infertile woman.

varian “Drilling” A contemporary version of the classic
varian wedge resection is another treatment option in CC-
esistant, hyperandrogenic, anovulatory women (e.g., PCOS).
he technique involves laparoscopic cautery, diathermy, or

aser vaporization of the ovaries at multiple sites, the objective
eing to decrease circulating and intraovarian androgen lev-
ls by reducing the volume of ovarian stroma. Data derived
rom randomized controlled trials suggest that initial ovula-
ion and pregnancy rates after ovarian drilling are similar to
hose achieved by treatment with exogenous gonadotropins,
nd the risk of multiple pregnancy is lower (40). When it
oes not result in spontaneous ovulation, ovarian drilling
ay help to restore sensitivity to CC treatment. Ovarian

rilling is a reasonable option for clomiphene-resistant

novulatory women, but the temporary effects of treatment

S189
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nd the risks of postoperative adhesions or diminished ovar-
an reserve should be carefully considered.

reatment Monitoring
bjective evidence of ovulation and normal luteal function

s key to successful treatment. Ovulation can be documented
sing any one of a number of methods. The choice may vary
nd should be tailored to meet the needs of the individual
atient.

Basal body temperature (BBT) recordings provide a simple
nd inexpensive method for evaluating response to treatment,
ut may be tedious. Test kits that can identify the midcycle LH
urge in urine more precisely define both the interval of peak
ertility and luteal phase duration (41). The surge is typically
bserved between 5 and 12 days after treatment is completed,
ost often on cycle day 16 or 17 when CC is administered on

ays 5–9 (34). Whereas any P level greater than 3 ng/mL
rovides presumptive evidence of ovulation (42), a midluteal
hase concentration offers more information regarding the
uality of luteal function. Best results are observed when con-
entrations exceed 10 ng/mL (43).

Endometrial biopsy revealing a secretory endometrium
lso provides evidence of ovulation. Endometrial “dating”
sing established histologic criteria may reveal evidence of
PD (44), although controversies persist regarding the ac-
uracy of traditional diagnostic criteria. Serial transvaginal
ltrasound can reveal the size and number of developing
ollicles and provide presumptive evidence of ovulation
progressive follicular growth, sudden collapse of the pre-
vulatory follicle, and an increase in cul-de-sac fluid vol-
me) and luteinization (loss of clearly defined follicular
argins and appearance of internal echoes) (45). However,

ecause of the cost and logistical demands involved, the
ethod generally is reserved for patients in whom less

omplicated methods fail to provide the necessary informa-
ion. In CC/IUI cycles in couples with unexplained infertil-
ty, transvaginal ultrasound is useful to confirm that treat-
ent successfully promotes development of more than one
ature follicle. A recent study that compared cycle fecundity

n CC-induced cycles monitored with BBT, urinary LH
xcretion, or serial ultrasound examinations could demon-
trate no clear advantage for any one of these methods (46).

In the past, examination to exclude any significant residual
varian enlargement has been recommended before each
ew treatment cycle. Although it is prudent to postpone
urther treatment when symptoms lead to discovery of a
arge cyst or grossly enlarged ovaries, clinical studies (34)
nd accumulated clinical experience suggest that routine
baseline” physical or ultrasound examinations are not al-
ays necessary. Nevertheless, regular contact should be
aintained to review response to treatment and to ensure

hat any additional evaluation or alternative treatment that

ay be required is not delayed. t

S190 ASRM Practice Committee Use of clomiphene citrate in
esults of Treatment
C treatment will successfully induce ovulation in approx-

mately 80% of properly selected candidates. Likelihood of
esponse declines with increasing age, body mass index
BMI), and free androgen index (47). Overall, cycle fecun-
ity is approximately 15% in anovulatory women who re-
pond to treatment. In the absence of any other infertility
actors, cycle fecundity is higher (22%), and comparable to
hat seen in fertile women after discontinuation of diaphragm
ontraception (25%) and in those with male factor infertility
ho receive inseminations with donor sperm. Approxi-
ately 70% to 75% of anovulatory women who respond to
C (50 mg/day to 150 mg/day, as required) may be expected

o conceive within six to nine cycles of treatment (48, 49).
menorrheic women are more likely to conceive than oli-
omenorrheic women, probably because those who already
vulate (47), albeit inconsistently, are more likely to have
ther co-existing infertility factors. In infertile women with
uteal phase deficiency, CC treatment increases luteal phase
uration (13) and serum P levels (14, 50) and improves
ecundity (13, 14, 50).

Fecundability declines with advancing age; and prolonged
reatment with CC is unjustified in women in their latter
eproductive years. The failure to conceive within a maxi-
um of six CC-induced normal ovulatory cycles is a clear

ndication to expand the diagnostic evaluation to exclude
ther infertility factors or to change the overall treatment
trategy if evaluation is already complete.

In randomized trials, cycle fecundity in women with un-
xplained infertility treated with empiric CC has ranged
rom 3.4% to 8.1% (15, 16). The benefits of CC treatment
lone are relatively small—one additional pregnancy for
very 40 cycles of treatment. Based on observations in
linical trials, cycle fecundity in couples with unexplained
nfertility treated with CC/IUI is approximately 8.5% to
.5%, at least twofold higher than in those who receive no
reatment (17, 18). CC/IUI yields one additional pregnancy
or every 16 cycles of treatment.

IDE EFFECTS AND RISKS
C is generally very well tolerated. Some side effects are

elatively common, but rarely are they persistent or severe
nough to threaten completion of the usual 5-day course or
ext cycle of treatment. Although CC treatment does have
ntrinsic risks, they are typically modest and manageable.

ide Effects
asomotor flushes (hot flashes) occur in approximately 10%
f CC-treated women, but typically abate soon after treat-
ent ends. Mood swings are also common. Visual distur-

ances, including blurred or double vision, scotomata, and
ight sensitivity, are generally uncommon (�2% prevalence)
nd reversible, although there are isolated reports of persis-

ent symptoms and more severe complications such as optic

women Vol. 86, Suppl 4, November 2006
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europathy (51). Whenever visual disturbances are identi-
ed, it is prudent to stop treatment and consider alternative
ethods of ovulation induction. Less specific side effects

nclude breast tenderness, pelvic discomfort, and nausea, all
bserved in 2% to 5% of CC-treated women.

Numerous studies have suggested that in addition to the
esirable central actions responsible for its efficacy as an
vulation inducing agent, CC exerts undesirable and un-
voidable adverse antiestrogenic effects in the periphery
endocervix, endometrium, ovary, ovum, and embryo) that
xplain the “discrepancy” between the ovulation and con-
eption rates observed in CC-treated patients. However,
here is little or no compelling evidence to support these
otions. The quality and quantity of cervical mucus produc-
ion in CC treatment cycles may sometimes be reduced (52),
ut rarely to an extent that risks interference with the effec-
ive capture, survival, or transport of sperm. Limited endo-
etrial proliferation has been observed in some CC-treated

atients (1), but the effect is minor or not at all evident in the
arge majority of women (53–55). When reduced endome-
rial thickness is observed in CC-induced ovulatory cycles,
amoxifen (9) or letrozole (10) may offer an alternative

ethod for ovulation induction that may avoid this effect.
lthough some studies have suggested that fecundity may

elate to endometrial thickness, others have failed to dem-
nstrate any significant correlation. CC has indeed been
hown to inhibit steroid hormone production by cultured
vian (56), ovine (57), and human granulosa/luteal cells (58),
ut estrogen and P levels in CC-induced cycles are typically
ignificantly higher, not lower, than in spontaneous cycles.
dverse effects of CC on mouse ovum fertilization and

mbryo development have been demonstrated in vitro (59),
ut circulating levels of CC never reach the concentrations
equired to produce these effects, even after several consec-
tive treatment cycles (5). Taken together, available evi-
ence and accumulated clinical experience suggest that any
dverse antiestrogenic effects of CC present no significant
bstacle in the majority of treated women.

isks and Complications
ultiple Gestation Multifollicular development is relatively

ommon during CC treatment and the risk of multiple ges-
ation is clearly increased to approximately 8% overall (60,
1). The overwhelming majority of multiple pregnancies that
esult from CC treatment are twin gestations; triplet and
igher order pregnancies are rare but may occur.

ongenital Anomalies There is no evidence that CC treat-
ent increases the overall risk of birth defects or of any one

nomaly in particular (61, 62).

pontaneous Abortion Early studies suggested that the in-
idence of spontaneous abortion in pregnancies resulting
rom CC treatment was increased over that observed in
pontaneous pregnancies. However, a number of more recent
tudies have described abortion rates that are not different

rom those observed in spontaneous pregnancies (10% to l

ERTILITY & STERILITY�
5%) (63, 64).

varian Hyperstimulation Syndrome The incidence of ovar-
an hyperstimulation syndrome (OHSS) in CC-treated women
s difficult to determine, as definitions of the syndrome vary
idely among studies. Whereas mild OHSS (moderate ovar-

an enlargement) is relatively common, severe OHSS (mas-
ive ovarian enlargement, progressive weight gain, severe
bdominal pain, nausea and vomiting, hypovolemia, ascites,
nd oliguria) is rarely observed.

varian Cancer Two epidemiologic studies published early
n the last decade suggested that the risk of ovarian cancer
ight be significantly increased in women exposed to ovu-

ation inducing drugs (65, 66), but subsequent studies have
ailed to corroborate those findings (67–70). A recent pooled
nalysis of eight case-control studies concluded that neither
ertility drug use nor use for more than 12 months was
ssociated with invasive ovarian cancer (71). Patients with
oncerns should be counseled that no causal relationship
etween ovulation inducing drugs and ovarian cancer has
een established and no change in prescribing practices is
arranted. In any case, prolonged treatment with CC is
enerally futile and should therefore be avoided.

UMMARY AND CONCLUSIONS

CC is the best initial treatment for the majority of women
whose infertility is associated with ovulatory dysfunction
(anovulation, luteal phase deficiency). Combined with ap-
propriately timed IUI, CC treatment also increases cycle
fecundity in couples with unexplained infertility.
CC treatment generally should be limited to the minimum
effective dose and to no more than six ovulatory cycles.
Failure to conceive after successful CC-induced ovulation
is indication for further evaluation to exclude other con-
tributing causes of infertility.
Combination therapies involving CC and other agents (met-
formin, glucocorticoids, exogenous gonadotropins) may be
effective when treatment with CC alone fails to induce ovu-
lation. Alternative strategies for the CC-resistant woman
include treatment with aromatase inhibitors or exogenous
gonadotropins and, in selected patients, ovarian drilling.
CC treatment should be monitored (BBT, serum P con-
centration, urinary LH excretion) to ensure its effective-
ness in ovulation induction.
Side effects of CC treatment are generally mild and well
tolerated. The principal risk of CC treatment is an in-
creased incidence of multifetal gestation (�10%).
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