CLOMI -50
Clomifene citrate 50 mg

Composition:
Each Tabletmmams

50mg
Exclplents (Im:ludrng Saccharose, lactose) 5

Indications *

Clomifene citrate is indicated for the lrea!mentofcvulaiury failure in patients desiring pregnam:y and whose
husbands are fertile and putent Impediments to this goal must be excluded oradequately treated before
beginning therapy.

Administration of Clamifene crlraﬂmslndmladun%y in patienis with-der ovulatory dysfunction and
inwhomthe foliowing conditions apply:

i3 Normal liver function.

2. - Physiologic indications of normal endogenous oestrogen (as estimated from vaginal smears,

endometrial biopsy, assay of urinary oestrogen, or from bleeding in response to progesterone).
. Reduced oestrogen levels, while less favourable do not prevent successful therapy.
3. Clomifene citrate therapy is not effective for those patients with primary pituitary or ovarian
failure. It cannot sybstitute for appropriate therapy of other disturbances leading to uvulatory
. dysfunction, eq., diseases ofthe thyroid or adrenals.
4, Particularly careful evaluation prior to Clomifene citrate therapy. shauld be done in patients
with abnormal uterine bleeding. ltis mostimportant that neopiastic lesions are detected.
Dosage and Administration
General Considerations i '
Physicians experienced in managing gynecalogic or endocrinedisorders should supervise the work-up and
treatmentof candidate patients for Clomifene citrate therapy. Patients should be chosen for. Clamriene cirate
therapy only after careful d\agnus‘ﬁ"ievél—a.viunn‘*i'he;:ii‘ﬁff£
Impedlments to achieving the goal of therapy must be exc!uded or adequately treated before beg nlng
Clomifene citrate. In determining a star!mg dose schedule, efficacy must be hﬂlanoed against potential side
effects.
For example, the available data so far suggests that ovulation and pregnancy are slightly more attainable with
4100 mg/day for 5 days than with 50 mg/day for 5 days. As the dosage is increased, however, ovarian
overstimulation and other side effects may be expected ioincrease.
Although the data do not yet establish a relatlonsh\p between dose level and multiple births, itis reasunahla
thatsuch a correlation exists on pharmacological grounds,
Forthese reasons, freatment of the usual patient should inifiate with a 50 mg daliy dose for & days. The dose
may be increased only in those patients who do notrespond tothe firstcotirse .
Special treatment with lower dosage over shorter duration is particularly recommended it unusuaE sensitivity
to pituitary gonadotropin is suspe::ted including patients with polycystwcovarysyndrome

Houtd he:

R Dosago.

The recommended dosage for the first course M Clomifene cm-ala is50mg (1 %ablat) dallyfors days. Therapy
may be started at any time if the patient has had no recent uterine bleeding. If progestin-i mduced bleeding is”™
intended, or if spontanecus uterine blesding oceurs prior to therapy, the regimen of 50 for 5 days
should be started on or about the fifth day of the cycle. When ovulation occurs at this dosage there is no
advantage toincreasing in dose in subsequent cycles of treaiment.
Ifoyulation does not appear to have occurred after the first course of therapy, a second course of 100 mg daily
(two 50 mg tablets given as a single daily dose) far 5 days may be started. This course may begin as early as
30 days after the previous one. increasing the dosage urduratmn of therapy beyond 150 mg/day for 5 days
should not be undertaken.

+ The majority: of patients who respond do so during the first course of therapy..and 3 courses constitute an
adequate therapeutic trial. If ovulatory menses do not oceur, the di: is should be I d. Treatment
beyond this is not recommended in the patient who does notexhibitevidence of ovulation.

Pregnancy !
Propery-tmed-cothis i s F yeof cycli I it -
important that each course uf Clomifene citrate be started on or about the fifth day of the eycla; once ovulation”
has been established. As'with nlheriherapeulrc modalities, Clomifene therapy follows the rule of diminishing
returns, such that likelihood of canception diminishes with each succeeding course of therapy.

If pregnancy has not been achieved after 3 ovu\arury responses to Clemifene, further treatment |s not
generalﬁy remmmended

5 -

Contraindications
Pregnancy
Although no direct effect of Clomifene citrate therapy on the human fostus has been seen, Clomifene Gitrate
should not be administered in cases of suspected pregnancy as such effects have been reported in animals.
To prevent inadvertent Clomifeng citrate admir ion during early pregnancy, the basal budytemperemre
should be recorded throughout all treatment cycles; and therapy should be discontinued if pregnancy is
suspected. if the basal body temperature following Clomifens citrate is biphasic and is not followed by menses.
the possibility.of an ovarian cyst and/or pregnancy should be excluded. Until the correct diagnosis has been
"determined, ihe nextcourse of therapy should be delayed.

Liver Disease
Patients with liver disease or a history of| Iwerdysfunutmn should nutrecewe Clomifene citrate Iherapy

Abnormal Uterine Bleeding
Clomifene citrate is contraindicated in patients with abnormal uterine bleeding.

e

Ovarian Cystsand Endometnums %
Use of Clomifene is contraindicated when pre-existing endomstricsis and ovarian cysts are présent, sinca
endometriosls may be aggravated by elevated oestradiol levels 2 dwith nvulanonlnducnon
Warnings and Precautions 5.

Visual Symptoms.




Patients should be wamed that blurring and/or other visual symptoms may occur occasionally with Clomifene
citrate therapy. These may make activities such as driving or operating machinery more hazardeus than usual
particularly under conditions of variable lighting. While their significance is not yet understood, patients having
any visual symptoms, should discontinue treatment and have a complete ophthalmologic evaluation.

Diagnosis Prior to Clomifene Citrate Therapy

Careful evaluation should be given to candidates for Clomifene citrate therapy. A complete pelvic examination
should be performed prior to treatment and repeated before each subsequent course. Clomifene citrate
should nat be given to patients with an ovarian cyst, as further ovarian enlargement may result,

Since the incidence of endometrial carcinoma and of ovulatory disorders increases with age, endometrial
biopsy should always exclude the former as causative in such patients. If abnormal uterine bleeding is
present, full diagnostic measures are necessary.

Ovarian Oversti during Tr with Clomifene Citrate

To minimise the hazard associated with the occasional at ovarian it during Cle
citrate thérapy , The lowest dose producing good results should be chosen. Some patients with polycystic
ovary syndrome are unusually sensilive to gonadotropin and may have an exaggerated response to usual
doses of Clomifene citrate.

Maximal enlargement of the ovary, whether abnormal or physiologic, does not occur until several days after
discontinuation of Clomifene citrate. The patient complaining of pelvic pains after receiving Clomifene citrate
should be examined carefully.
If enlargement of the ovary occurs, Clomifene citrate ﬁherapy should be withheld until the ovaries have
returned to pretreatment size, and the dosage or duration of the next course should be reduced. The ovarian
and cyst formation ing Clomifene citrate therapy regress spontaneously within a few days
or weeka after discontinuing treatment. Therefore, unlass a strong indication for laparotomy exists, such
cysticenlargement aly uld be cor ly.

Multiple Pregnancy

In the reviewed publications; theincidence of multiple pregriancywas increased during those cycles inwhich
Clomifene citrate was given. Among the 1803 pregnancies on which the outcome was reported, 90% were
single and 10% twins. Less than 1% of the reported defiveries resulted in triplets or more. Of these fMultiple
pregnancies, 96-99% resulted in the births of live infants. The patient and her husband should be advised of
the frequency and potential hazards of multiple pregnancy before starting treatment. -

Adverse Effects

Symptoms

Side effe atthe i dosage of Clomifene citrate and infrecuently interfere with
treatment. Side E.Ffects tendto occur more frequently at higher doses and inthe longer treatment courses used
insoms early studies.

The more common side effects and the percent of patients experiencing them include vasemotor flushes
(11%). abdominal discomfort (7.4%) abnormal uterinebleeding (0.5%), ovarian enlargement (14%) breast
tendemness (2.1%) and visual symptoms (1.6%).The vasomotor sympfoms resemble menopausal hot
flushes, and are not usually severe. They promptly disappear after treatment is discontinued. Abdominal
discomfort may resemble ovuiatory (mittelschmerz) or premenstrual

phenomana or that due to ovarian enlargement In addition, nausea and vomiting (2. 1%), nenvousness and

insomnia (1.9%), headache (1%), dizziness and light-headed: 1 %), (0.8%),
depression and fatigue (0.8%), urticaria and allergic dermanus (0.6%), weight gain (0. 4%) and reversible hair
loss (0.3%) have been reported, :

‘When Clomife citrate is admini: i at'the led dose, abnormal ovarian arllargarnent (see

Warnings and Precautions) s infrequent, although the usual cyclic variation in ovarian size may be
exaggerated. Similarly, mid-cycle ovarian pain (mittelschmerz) may be accentuated. With prolonged or higher
‘dosage, ovarian enlargement and cyst formation (usually luteal) may accur more often and the luteal phase of
the cycle may be prolonged. Patients with polycystic ovary disease may be unusually sensitive to Clomifene
therapy.
Rare occurrences of massive ovarian enlargement hﬁve been reported, for example in ‘a patient with
polycys‘!lc ovary syndrome whose Clomifene citrate lherapy consisted of 100 mg darly for 14 days. Since
ozvally) D Gusly, most of these patients should be treated
atively. S =
The incidence of visual symptoms {see Wamings and P ions for further wdations), usually
described as 'blurring' or spots or flashes (sclntlllanng scotomata), correlates with increasing total dose. The
symptoms disappear within a few days or weeks after Clomifene citrate is disconfinued. This rnsy‘bsdua to
intensification and/or prolongaticn of after-mages. Symptoms often appear first, or are accentuated, upan
exposure to a more brightly lit environment.
While measured visual acuity has not generally been affected, in one patlent taking 200 mg daily, visual
blurring devieloped on the seventh day of treatment, and progressed to severe diminution of visual acuity by
the tenth day. No other abnormality was coincident, and the visual acuity was normal by the third day after
treatment was stopped. Ophthalmologically definable soolomata and eledm'sllnooraphlc retinal function
changes have also been reported.
Interactions
None known.
Overdosage
. The effects of an averdose of CLOMIFENE are unknowd, neVsnhelass one_could_expect. ovarian.
hyperstimulation syndrome to oceur.
Storage:
Do not store above 25° C. keep protected from moaisture and from light.
Keep out of reach of children.
Presentation :
CLOMI-50 is available in 1x 10 tablets blister pack.
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