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Pulmonary Embolism Due to Clomiphene Therapy: A Case Report
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Introduction
Pulmonary embolism (PE) is a common and potentially life-threat-
ening form of venous thromboembolic disease. The annual in-
cidence is estimated at 393,000 cases in the United States and 
296,000 cases in Europe. It is the third most common cause of car-
diovascular death. PE accounts for approximately 8,000 to 10,000 
deaths annually in the United States and around 13,000 deaths an-
nually in Europe (1,2). PE is associated with both inherited and ac-
quired risk factors. Inherited risk factors include factor V Leiden, 
prothrombin gene mutation, antithrombin deficiency, protein C 
deficiency, and protein S deficiency. Acquired risk factors include 
trauma, surgery, malignancy, peripartum state, estrogen therapy, 
aging, and obesity (1).

According to a review by Mbi Feh MK et al. (3), clomiphene ci-
trate is an FDA-approved selective estrogen receptor modulator 
(SERM) indicated for the treatment of anovulatory or oligo-ovu-
latory infertility to induce ovulation in patients who desire to con-
ceive. The patients most likely to benefit from clomiphene citrate 
are those diagnosed with polycystic ovarian syndrome (PCOS) 
and other causes of infertility, such as post-oral-contraceptive 
amenorrhea, amenorrhea-galactorrhea syndrome, psychogenic 
amenorrhea, as well as some cases of secondary amenorrhea.

Clomiphene citrate is also often used off-label by men to treat both 
male infertility and secondary hypogonadism because it increases 
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serum testosterone levels. Clomiphene citrate is also known to be 
abused by healthy athletes such as bodybuilders and weightlifters 
for performance enhancement because it raises serum testosterone 
and gonadotropin levels.

Reported adverse effects from using clomiphene include head-
ache, dizziness, exacerbation of psychiatric illnesses, gynecomas-
tia, testicular tumor, vasomotor flushing, gastrointestinal distur-
bances, and mastalgia. Other common adverse reactions include 
nausea, vomiting, ovarian enlargement, blurred vision, scintil-
lating scotoma, abnormal uterine bleeding, pelvic pain, and hy-
pertriglyceridemia. Some serious adverse reactions to the use of 
clomiphene are multiple pregnancies, thrombocytopenia, pancre-
atitis, an increased risk of ovarian cancer after prolonged use, an 
increased risk of malignant melanoma, severe visual disturbance, 
and hepatic damage.

Clomiphene citrate increases the release of pituitary gonado-
tropins, which leads to elevated estradiol levels and may enhance 
thrombogenic risk. This mechanism may contribute to the devel-
opment of thromboembolic events.

Case Report
A 34-year-old male with a history of infertility who was being 
treated with clomiphene citrate 50 mg daily presented to our clinic 
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with a 3-day history of sudden-onset pleuritic chest pain accom-
panied by hemoptysis. He also reported pain and swelling of the 
right leg over the preceding three weeks. He denied recent travel 
or trauma and had no family history of thrombosis, coagulation 
disorders, or malignancy. Physical examination findings were 
unremarkable, with no pleural friction rub or abnormal breath 
sounds. The right lower extremity showed no swelling, tender-
ness, or other abnormal findings at presentation.

Computed tomography pulmonary angiography, shown in Figures 
1 and 2, revealed acute pulmonary embolism involving the bilater-
al main pulmonary arteries with extension into all lobar branches 
(arrows), as well as pulmonary infarction in segments S9 and S10 
of the right lung.

Venous Doppler ultrasound demonstrated acute deep vein throm-
bosis in the right lower extremity involving the femoral and pop-
liteal veins. The patient was started on low-molecular-weight 
heparin, with dosing adjusted according to anti-Xa levels. Anti-
coagulation was later transitioned to apixaban. Clomiphene citrate 
was discontinued. Evaluations for hypercoagulable disorders (in-
cluding protein C and S deficiency, factor V Leiden mutation, and 
factor II-prothrombin gene mutation) were negative.

Discussion
Before 1986, no cases of pulmonary embolism associated with 
clomiphene citrate use in men had been documented (4). Between 
1986 and 2025, only five case reports in men have been published 
(4-8). The incidence of clomiphene-associated PE is extremely 
low and is estimated to be less than 1% (9). Although rare, throm-
boembolic complications associated with clomiphene citrate have 
been reported, including deep vein thrombosis, pulmonary embo-
lism, stroke, retinal vein thrombosis, portal vein thrombosis, su-
perior mesenteric venous thrombosis, and thrombosis of the right 
coronary artery (10,11).

Conclusion
We report a case of a 34-year-old male with no known risk factors 
who developed PE following clomiphene therapy for infertility. 
Clomiphene citrate is generally considered safe. However, clini-
cians should remain vigilant for potential thromboembolic events 
when prescribing this medication.
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Figure 2. Coronal contrast-enhanced computed tomography pulmonary 
angiography showing bilateral pulmonary arterial filling defects consis-
tent with pulmonary emboli (arrows).

Figure 1. Axial contrast-enhanced computed tomography pulmonary 
angiography showing bilateral pulmonary arterial filling defects consis-
tent with pulmonary emboli (arrows).
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