
📚  Content Source Disclosure: Clomiphene is not covered in uploaded NCLEX notes. Content for this visual was sourced

from standard NGN NCLEX 2026 references — Saunders Comprehensive Review (2025–26 ed.), ATI RN Pharmacology Made Easy, and

Lippincott Illustrated Reviews: Pharmacology — with cross-reference to ASRM (American Society for Reproductive Medicine) clinical

guidelines.

N G N  N C L E X  2 0 2 6  ·  V I S U A L  S T U D Y  L I B R A R Y  ·  R E P R O D U C T I V E  /  P H A R M A C O L O G Y

Clomiphene Citrate
A first-line oral ovulation induction agent (SERM) — the "fertility pill." Understanding its action on

the hypothalamic-pituitary-ovarian axis is essential for safe administration, side-effect

monitoring, and patient education on the NGN NCLEX.

BRAND: CLOMID / SEROPHENE CLASS: SERM PREGNANCY CATEGORY X HIGH-ALERT IN OB/GYN

1 Definition & Overview
W H A T  I T  I S  ·  W H Y  I T  M A T T E R S

Clomiphene citrate (Clomid, Serophene) is a Selective Estrogen Receptor Modulator (SERM) used as a non-

steroidal fertility agent to induce ovulation in anovulatory women.

Acts as an estrogen antagonist at the hypothalamus — tricking the brain into producing more FSH and LH to

stimulate the ovary.

First-line oral therapy for women with intact hypothalamic-pituitary-ovarian (HPO) axis, especially in PCOS,

anovulation, or unexplained infertility. Limited to ≤ 6 cycles lifetime due to ovarian/visual risk.
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2 Mechanism of Action
H Y P O T H A L A M I C - P I T U I T A R Y - O V A R I A N  P A T H W A Y

Clomiphene blocks estrogen receptors at the hypothalamus. The hypothalamus then "thinks" estrogen is low and

ramps up GnRH → FSH/LH → ovulation.

1 Clomiphene binds estrogen receptors in the hypothalamus, blocking the normal estrogen-

negative-feedback signal.

↓

2 Hypothalamus perceives "low estrogen" and releases more GnRH (gonadotropin-releasing

hormone).

↓

3 Anterior pituitary releases ↑ FSH & ↑ LH in response to elevated GnRH.

↓

4 FSH stimulates follicular growth in the ovaries; LH triggers the ovulatory surge.

↓

5 Mature follicle releases an egg ≈ 5–10 days after the last clomiphene dose.

↓

6 Endometrial preparation follows (corpus luteum → progesterone); conception window opens for

timed intercourse or IUI.
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HPO Axis · Clomiphene Pathway

HYPOTHALAMUS

Clomiphene blocks ER ⊗

↑ GnRH ANT. PITUITARY

↑ FSH · ↑ LH

FSH/LH OVARY

Follicle growth · Ovulation

OVULATION

~5–10 days post-dose

Normal negative

feedback BLOCKED

CLOMID
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3 Signs & Side Effects
M I L D  ·  S E R I O U S  ·  R E D  F L A G  F I N D I N G S

M I L D  ·  C O M M O N

Vasomotor & Mood

M O D E R A T E

Ovarian / GU

🚨  R E D  F L A G

Visual Disturbances

RED FLAG · OHSS — Ovarian Hyperstimulation Syndrome

A potentially life-threatening complication of ovulation induction. Capillary leak causes massive fluid shifts →

third-spacing, ascites, hemoconcentration, thromboembolism.

RED FLAG · Multiple Gestation

Clomiphene increases the chance of twin/triplet pregnancy by ~7–10% (vs. ~1% baseline). Patients must be

counseled about this risk before starting therapy and about the associated obstetric complications (preterm

birth, preeclampsia).

Hot flashes / vasomotor

flushing

Mood swings, irritability

Headache

Breast tenderness

Nausea, mild bloating

Ovarian enlargement

(palpable)

Pelvic discomfort / fullness

Abnormal uterine bleeding

Mid-cycle pelvic pain

(mittelschmerz)

Blurred vision

Scotomata (blind spots,

flashing lights)

Diplopia (double vision)

STOP THE DRUG

IMMEDIATELY — notify

HCP. Effects may be

irreversible.

Severe abdominal pain & distension (rapid onset)

Rapid weight gain (> 5 lb in a few days)

Decreased urine output (oliguria from third-spacing)

Dyspnea / pleural effusion, nausea / vomiting / diarrhea

DVT / PE signs — calf pain, sudden chest pain, hemoconcentration on labs
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4 Priority Nursing Interventions
A B C S  ·  S A F E T Y  ·  N C L E X  P R I O R I T I Z A T I O N

🩺  Before Initiation 📅  During Therapy

👁  Monitor & Report 🛑  Safety Limits

Confirm not pregnant — obtain serum or urine

hCG; clomiphene is Pregnancy Category X.

Perform pelvic exam; rule out ovarian cyst (do

NOT start if cyst present).

Document baseline weight, vital signs, vision

(Snellen).

Verify normal liver function and absence of

abnormal uterine bleeding.

Administer 50 mg PO daily × 5 days, starting

cycle day 5 (or as ordered).

Track basal body temperature (BBT) and/or

use ovulation predictor kits.

Time intercourse every other day from days

11–18 of cycle.

Assess ovaries each cycle — palpable

enlargement = hold next cycle.

Visual changes — STOP drug, notify HCP

immediately.

Severe abdominal pain, distension, rapid

weight gain → assess for OHSS.

Daily weights during stimulation cycle if OHSS

risk.

Signs of DVT/PE (calf pain, dyspnea, chest

pain).

Maximum 6 treatment cycles — beyond this

raises ovarian risk without added benefit.

Do NOT initiate if pregnant, liver disease,

ovarian cyst (non-PCOS), or uterine bleeding of

unknown cause.

Do NOT exceed prescribed dose to "improve"

results.

Hold drug if vision changes or OHSS develops.
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5 Pharmacology Quick Reference
D R U G  P R O F I L E  ·  D O S I N G  ·  C O N S I D E R A T I O N S

A T T R I B U T E D E T A I L

Generic / Brand Clomiphene citrate · Clomid, Serophene, Milophene

Drug Class Selective Estrogen Receptor Modulator (SERM) · Ovulation stimulant · Non-steroidal anti-estrogen

Mechanism Competitively blocks estrogen receptors in the hypothalamus → ↑ GnRH → ↑ FSH/LH →

follicular maturation & ovulation

Indications Anovulation, PCOS-related infertility, unexplained infertility, luteal-phase defect; off-label male

hypogonadism

Route & Dosing PO · 50 mg daily × 5 days, starting cycle day 5. May ↑ to 100 mg next cycle if no ovulation. Max 6

cycles.

Onset / Peak Ovulation typically 5–10 days after last dose; conception window: days 14–18

Pregnancy Category X — confirm absence of pregnancy each cycle before next course

Common Adverse

Effects

Hot flashes (most common), bloating, breast tenderness, nausea, mood lability, headache

Serious Adverse

Effects

OHSS, visual disturbances, multiple gestation, ovarian enlargement, thromboembolism

Contraindications Pregnancy, liver disease, abnormal uterine bleeding (undiagnosed), ovarian cyst (non-PCOS),

uncontrolled thyroid/adrenal disease, prior visual disturbance on clomiphene

Patient Teaching

Focus

Timed intercourse · BBT/OPK use · STOP if visual changes · Watch for OHSS · Multiple-gestation

risk · Limit to 6 cycles
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6 NCLEX Test Traps
W R O N G  A N S W E R  V S  R I G H T  A N S W E R

❌  W R O N G

Patient reports blurred vision — nurse documents

and tells her to continue the next dose and follow up

at her next appointment.

✅  R I G H T

Patient reports blurred vision — nurse holds the

dose and notifies the HCP immediately. Visual

changes may be irreversible.

❌  W R O N G

Patient calls reporting 5 lb weight gain in 3 days and

abdominal distension — nurse says "this is normal

bloating from clomiphene, drink more water."

✅  R I G H T

This is OHSS until proven otherwise — instruct

patient to come in immediately. Assess for ascites,

oliguria, dyspnea, hemoconcentration.

❌  W R O N G

Patient asks about twin pregnancy risk — nurse says

"that only happens with IVF, not pills."

✅  R I G H T

Clomiphene increases multiple-gestation rate to

7–10% (mostly twins). This must be discussed as

part of informed consent.

❌  W R O N G

Patient missed her period after a clomiphene cycle —

nurse instructs her to start the next dose on

schedule.

✅  R I G H T

Pregnancy test first. Clomiphene is Category X.

Never resume until pregnancy is ruled out.

❌  W R O N G

Confusing clomiphene with clomipramine (Anafranil

— a tricyclic antidepressant).

✅  R I G H T

ClomiPHENE = Fertility (Ovary "Phen").

ClomiPRAMINE = Psych (TCA for OCD). Read every

letter on the MAR — sound-alike, look-alike drugs.
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7 Patient & Family Education
T E A C H I N G  P E A R L S  F O R  S A F E  S E L F - M A N A G E M E N T

1 Take exactly as ordered — 1 tablet PO at the

same time each day for 5 days. Do not double

up if a dose is missed; call the HCP.

2 Track ovulation with basal body temperature

(slight rise after ovulation) and/or LH ovulation

predictor kits.

3 Time intercourse every other day from cycle

day 11–18 to maximize chance of conception.

4 Report visual changes immediately (blurry

vision, spots, flashing lights) — stop the

medication and call the HCP.

5 Watch for OHSS: sudden weight gain (>5 lb),

severe abdominal pain or swelling, decreased

urination, shortness of breath — go to the ER.

6 Multiples are possible (twins/triplets).

Understand and accept this risk before

starting therapy.

7 Avoid driving or operating machinery if vision

is affected; hot flashes and mood changes

typically resolve after the 5-day course.

8 Pregnancy test before each new cycle —

clomiphene is Category X and harmful to a

developing fetus.

9 Limit of 6 cycles total. Beyond this, the HCP

may recommend other fertility options

(letrozole, gonadotropins, IVF).

10 Emotional support: infertility treatment is

stressful — encourage support groups,

partner involvement, and counseling as

needed.
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8 Memory Boosters & Mnemonics
P A T T E R N  R E C O G N I T I O N  T H A T  S T I C K S

C  L O  M  I  D

C Causes visual disturbances → STOP drug

L LH/FSH increased (the goal!)

O OHSS — Ovarian Hyperstimulation

Syndrome

M Multiple gestation risk (twins ~7–10%)

I Infertility — induces ovulation in

anovulatory women

D Days 5–9 of cycle, 5 days total

O H S S  ·  " P O P S "

Spot Ovarian Hyperstimulation early:

P Pain — severe abdominal/pelvic pain

O Output ↓ — oliguria (urine output drops)

P Pounds ↑ — > 5 lb weight gain in days

S Shortness of breath — pleural

effusion/ascites

" P H E N  v s  P R A M I N E "

Sound-alike, look-alike drugs:

" F A K E  I T  ' T I L  Y O U  M A K E

I T "

The hypothalamus is tricked. Clomiphene blocks

estrogen receptors, so the brain believes estrogen

is low — and pumps out more FSH/LH to

compensate. The "fake low estrogen" signal is what

drives ovulation.

Clomi-PHEN-e → Fertility (think: "Phen"

sounds like phenotype → reproduction)

Clomi-PRAMINE → Psych (TCA, used for

OCD)

Tip: "PHEN for FEMales trying to conceive."
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9 NCJMM Clinical Judgment Scenario
F U L L  6 - S T E P  N E X T - G E N  N C L E X  W A L K T H R O U G H

📋  Case: A 32-year-old woman with a history of PCOS is on her 3rd cycle of clomiphene citrate 100 mg PO

daily × 5 days. She calls the women's-health clinic on day 8 after her last dose reporting: "I have a really bad

pain in my belly, I can't button my pants, and I've gained 7 pounds since yesterday. I'm a little short of breath

when I lie down." Vital signs (in-clinic, 30 min later): T 99.1 °F · HR 112 · RR 24 · BP 96/58 · SpO₂ 94% RA.

Abdomen distended, tender, with a fluid wave. UOP per patient: ~150 mL in last 12 hr. Hgb 18.2 g/dL · Hct 54%

· Cr 1.4 mg/dL · WBC 14k.

S T E P  1 Recognize Cues

S T E P  2 Analyze Cues

S T E P  3 Prioritize Hypotheses

S T E P  4 Generate Solutions

Subjective: severe abdominal pain, rapid 7-lb weight gain in 1 day, orthopnea, recent clomiphene use

(cycle 3, dose 100 mg).

Objective: tachycardia 112, tachypnea 24, hypotension 96/58, SpO₂ 94%, distended tender abdomen with

fluid wave, oliguria, hemoconcentration (Hgb 18.2, Hct 54%), elevated Cr 1.4, mild leukocytosis.

Constellation of capillary leak signs (ascites, hemoconcentration, oliguria, hypotension, tachycardia)

post-ovulation-induction → Ovarian Hyperstimulation Syndrome (OHSS), moderate-to-severe.

Hemoconcentration (Hct >48%) places her at high risk for thromboembolism (DVT/PE).

Orthopnea + SpO₂ 94% suggests pleural effusion or pulmonary involvement.

Differentials to rule out: ectopic pregnancy, ovarian torsion, ruptured cyst — all clomiphene-related

complications.

#1 Priority — Severe OHSS with intravascular volume depletion and thromboembolism risk (immediate

threat to airway/breathing/circulation).

#2 — Ovarian torsion (enlarged ovaries from stimulation can twist; surgical emergency).

#3 — Ectopic pregnancy with hemoperitoneum (clomiphene increases conception including ectopic).

Send to ED immediately — do NOT manage in clinic.

Hold all further clomiphene; stop the cycle.

Anticipate orders: STAT serum hCG, transvaginal ultrasound (ovary size, free fluid), CBC, BMP, coags, LFTs.

Prepare for IV fluid resuscitation (normal saline) and VTE prophylaxis (LMWH).

Strict I&O, daily weights, abdominal-girth monitoring.

Consider paracentesis if ascites compromises respiration.
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N G N  N C L E X  2 0 2 6  ·  V I S U A L  S T U D Y  L I B R A R Y  ·  C L O M I P H E N E  C I T R A T E  ·  R E P R O D U C T I V E  P H A R M A C O L O G Y

S O U R C E S :  S A U N D E R S  C O M P R E H E N S I V E  R E V I E W  2 0 2 5 – 2 6  ·  A T I  P H A R M A C O L O G Y  M A D E  E A S Y  ·  L I P P I N C O T T  I L L U S T R A T E D

P H A R M A C O L O G Y  ·  A S R M  C L I N I C A L  G U I D E L I N E S

S T E P  5 Take Action

S T E P  6 Evaluate Outcomes

Call 911 / activate transport to ED.

Establish IV access (large-bore × 2); initiate 0.9% NS bolus per protocol.

Notify reproductive endocrinologist and ED team.

Position patient semi-Fowler's for orthopnea; apply O₂ to keep SpO₂ ≥ 95%.

Reassure patient; explain plan; gather full med list and last menstrual period.

Document: cues, time of intervention, response to fluids, communication with HCP.

Improved (expected): HR < 100, BP > 100 systolic, UOP > 30 mL/hr, Hct trending down, abdominal girth

stable, SpO₂ > 95% RA, pain controlled.

Worsening (escalate): persistent hypotension, anuria, rising Cr, worsening dyspnea, calf pain or chest

pain (DVT/PE), positive pregnancy test with hemoperitoneum signs → operative management.

Long-term: review entire fertility plan; clomiphene likely discontinued; consider letrozole or gonadotropin

with closer monitoring. Counsel on signs to report earlier in future cycles.
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