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Purpose: Hyperprolactinemia is a common cause of female infertility, and prolactin-secreting pituitary macroadenomas pose unique 
challenges for fertility restoration and pregnancy management. Herein, we present two cases of primary infertility due to hyperpro
lactinemia with distinct etiologies.
Case Presentation: Case 1: A 27-year-old woman with two years of amenorrhea and polycystic ovarian morphology did not 
undergo standard ovulation induction. Her serum prolactin level was 1334 ng/mL, and MRI revealed hemorrhagic pituitary macro
adenoma. Dopamine agonist therapy with bromocriptine normalized prolactin to 13.09 ng/mL within six months, restored menses, and 
resulted in pregnancy complicated by severe preeclampsia, with successful delivery of a viable neonate requiring short-term 
respiratory support. Case 2: A 29-year-old woman with idiopathic hyperprolactinemia (initial prolactin 59.6 ng/mL) and a dominant 
right ovarian follicle received bromocriptine, achieving prolactin normalization (16.7 ng/mL) and bilateral follicular development. 
Adjunctive letrozole and continued dopamine agonist therapy for nine months led to conception and term vaginal delivery, without 
complications.
Conclusion: These cases highlight that targeted dopamine agonist therapy may effectively normalize prolactin levels, restore 
ovulation, and achieve healthy term pregnancies in women with hyperprolactinemia, whether macroadenoma- is driven or idiopathic. 
Early recognition, individualized treatment, and multidisciplinary follow-up are essential to overcome reproductive obstacles in this 
high-risk population.
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Introduction
Hyperprolactinemia is a well-recognized cause of infertility, which disrupts the hypothalamic–pituitary–ovarian axis.1,2 

Hyperprolactinemia may result from structural causes such as pituitary adenomas and non-structural etiologies such as 
idiopathic hyperprolactinemia, medications.3,4 Prolactin-secreting pituitary adenomas (prolactinomas) are the most 
common functioning pituitary tumors in women of reproductive age, with an estimated prevalence of 23.9 per 
100 000 and peak incidence between 25 and 34 years.5 Macroadenomas, in particular, pose a dual challenge; chronic 
hyperprolactinemia causes anovulation, whereas the tumor mass may enlarge further under physiological gestational 
changes, complicating both fertility restoration and pregnancy management. Pregnancy rates are lower in women with 
macroadenomas than in those with microadenomas, and the risk of symptomatic tumor growth during gestation 
necessitates careful monitoring and coordinated care.6

While the relationship between hyperprolactinemia and infertility is well-documented, a variety of clinical presenta
tions and therapy strategies–particularly between severe adenoma-related and idiopathic cases remains a difficulty in 
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practice. These cases highlight various diagnostic approaches and therapeutic outcomes, including delayed diagnosis, due 
to overlapping characteristics with PCOS and successful conservative care without rapid imaging.

Case Presentation
Case 1
A 27-year-old nulligravida presented with irregular menstruation and primary infertility after being married for three 
years. She reported resumption of menses five days before presentation following a two-year period of amenorrhea. She 
also had a history of galactorrhoea. She had previously undergone three cycles of clomiphene citrate (50 mg daily) 
combined with gonadotropin injection and sequential estrogen-progestin induction, without restoration of regular cycles 
or conception.

On examination, her body mass index was 28.3 kg/m2. Transvaginal ultrasonography revealed bilaterally enlarged 
ovaries with multiple peripherally arranged follicles, consistent with polycystic ovarian morphology (Figure 1). 
Hysterosalpingogram demonstrated bilateral tubal patency and a normal uterine cavity. Serum anti-Müllerian hormone 
(AMH), luteinizing hormone (LH), and follicle-stimulating hormone (FSH) levels were within normal reference ranges. 
Therefore, she was diagnosed with primary infertility attributed to polycystic ovary syndrome (PCOS) and managed with 
metformin and a structured weight-loss diet program from a nutritionist.

After two years of PCOS-directed therapy—including dietitian-supervised weight training, cardiovascular exercise 
(resulting in a 7 kg weight reduction), and repeat ovarian stimulation and menstrual induction therapy with co-cyprindiol, 
letrozole 2.5 mg, and 75 IU FSH injections—the patient continued to experience oligomenorrhea and failed to conceive. 
During this period, she rarely attended follow-up consultations due to limited access to care during the COVID-19 
pandemic. After repeated biochemical evaluations, the results revealed a markedly elevated serum prolactin level of 
1334 ng/mL (normal, < 25 ng/mL) with a normal thyroid-stimulating hormone (TSH) of 1.26 µIU/mL. Concerns regard
ing prolactin-secreting pituitary lesions prompted magnetic resonance imaging (MRI) of the brain. Post-contrast 
sequence MRI revealed heterogeneous enhancement, suggestive of hemorrhagic pituitary macroadenoma (Figure 2). 

Figure 1 Transvaginal Ultrasound findings. (A) An ovarium showed a relative volume increase with central stroma and hyperechoic appearance with a “string of pearls” 
distribution suggestive of a polycystic ovarian morphology. (B) An ovarium showed a hyperechoic central stroma with small follicular distribution suggestive of a polycystic 
ovarian morphology.

https://doi.org/10.2147/IJWH.S609363                                                                                                                                                                                                                                                                                                                                                                                                                                        International Journal of Women’s Health 2026:18 2

Fitriyanto et al                                                                                                                                                                      

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)



The patient was diagnosed with secondary amenorrhea with hyperprolactinemia due to hemorrhagic pituitary macro
adenoma. DA therapy with bromocriptine (2.5 mg) was initiated once daily. She also received folic acid 400 µg daily.

Menstruation resumed shortly after therapy initiation. After six months, the serum prolactin normalized to 13.09 ng/ 
mL. One month later, transvaginal ultrasound confirmed a viable intrauterine pregnancy at six weeks of gestation (the 
gestational sac, yolk sac, and fetal pole were visualized). The dopaminergic agonist regimen was continued throughout 
the pregnancy.

During the pregnancy, the patient underwent a cesarean section due to severe preeclampsia. A male neonate was 
delivered with a birth weight of 2580 grams and length of 46 cm. The Apgar scores were 6 at 1 min and 9 at 5 min. The 
newborn required transient respiratory support with continuous positive airway pressure (CPAP) and was admitted to the 
neonatal high care unit (NHCU) for observation. Despite these maternal and neonatal complications, a successful 
pregnancy outcome was achieved.

Figure 2 A 27-year-old nulligravida presented with irregular menstruation and primary infertility refractory to PCOS treatment and markedly elevated prolactin levels 
shown (A) Head MRI mid-sagittal view (B) Head MRI sagittal view (C) Head MRI coronal view (D) Head MRI transverse view. A sella turcica view demonstrated 
a heterogeneous, inhomogeneous solid mass with cystic degeneration and internal hemorrhage occupying the sellar and suprasellar regions (yellow arrow). The lesion 
extended laterally, compressing the right cavernous sinus and bulging into the left cavernous sinus, with superior displacement of the optic chiasm.
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Case 2
A 29-year-old nulligravida woman was referred for primary infertility three years and seven months after marriage. She 
was neither using antipsychotic nor antidepressant drugs. Initial hormonal evaluation revealed the following levels: FSH 
5.56 IU/L, LH 7.32 IU/L, and prolactin 59.6 ng/mL. She commenced bromocriptine (2.5 mg) twice daily, for two months, 
resulting in prolactin reduction to 38.2 ng/mL. Ultrasonographic evaluation revealed an anteflexed uterus and a dominant 
follicle in the right ovary, with the left ovary not visualized. Given the moderate prolactin elevation (59.6 ng/mL) and 
absence of symptoms suggestive of a pituitary mass (eg., headache or visual field disturbance), a conservative approach 
without immediate MRI was adopted. A diagnosis of idiopathic hyperprolactinemia was made, and bromocriptine was 
continued at the same dose as monthly prolactin monitoring.

One month later, serum prolactin normalized to 16.7 ng/mL, and ultrasonography revealed 13 follicles in the right 
ovary and 11 follicles in the left ovary. Bromocriptine was tapered to 2.5 mg once daily and letrozole (2.5 mg) was 
prescribed twice daily for ovulation induction.

Nine months after bromocriptine therapy and one cycle of letrozole, the patient achieved pregnancy. Transvaginal 
ultrasonography at 5 weeks and 5 days of gestation revealed a 1.01 cm intrauterine gestational sac. Bromocriptine was 
maintained throughout gestation, along with micronized progesterone 200 mg daily and folic acid 400 µg daily. The 
pregnancy proceeded uneventfully, culminating in a spontaneous vaginal delivery at 39 weeks of gestation.

Discussion
Both cases underscore the necessity of routine prolactin measurement in women with menstrual irregularities or 
infertility, even in the absence of galactorrhoea. Hyperprolactinemia accounts for approximately 15% of anovulatory 
infertility cases, and is found in up to 43% of women who present with both anovulation and galactorrhea. In addition to 
reproductive dysfunction, hyperprolactinemia manifests as amenorrhea, oligomenorrhea, and galactorrhea, which are 
primarily attributable to prolactin excess and its inhibitory effects on the hypothalamic-pituitary-ovarian axis. In contrast, 
mass effects from pituitary adenomas typically manifest as compressive symptoms, such as headaches or visual field 
disturbance.1,6,7

In addition to these general considerations, these cases present significant clinical insights. While the role of 
dopamine agonists in restoring fertility is well-established, these cases highlight variability in clinical presentation and 
management strategies.4 The initial case illustrates a diagnostic challenge, wherein hyperprolactinemia exhibited 
characteristics similar to Polycystic Ovarian Syndrome (PCOS), resulting in a delayed recognition of a pituitary 
macroadenoma. The second case illustrates that moderate hyperprolactinemia, in the absence of mass-related symptoms, 
may be effectively managed without immediate imaging, highlighting the need for an individualized diagnostic and 
therapeutic approach.

The pathophysiology of hyperprolactinemia-induced infertility primarily involves the disruption of the hypothalamic– 
pituitary–ovarian axis. Excess prolactin suppresses pulsatile gonadotropin-releasing hormone (GnRH) secretion, largely 
via inhibition of hypothalamic kisspeptin (Kiss1) neurons, which are key upstream regulators of GnRH dynamics. This 
neuroendocrine cascade produces functional hypogonadotropic hypogonadism, which is clinically characterized by 
impaired follicular recruitment, anovulation, and menstrual disturbances.8,9

These mechanisms were observed in our cases. In Case 1, the initial presentation of obesity, menstrual irregularity, 
infertility and polycystic ovarian morphology was suggestive of PCOS, a common cause of anovulatory infertility. 
Nonetheless, the persistence of amenorrhea despite various PCOS treatments, added with a history of galactorrhea, led to 
further laboratory assessment, which revealed very high prolactin levels (>1,300 ng/mL) and a pituitary adenoma. This 
markedly elevated prolactin levels resulted in an apparent arrested folliculogenesis (polycystic ovarian morphology), 
consistent with chronic suppression of GnRH to LH/FSH and the resultant functional hypogonadotropic hypogonadism. 
This case illustrates a diagnostic challenge, as hyperprolactinemia may present symptoms similar to those of PCOS, 
which may lead to delayed recognition if prolactin levels are not evaluated promptly. The prompt resumption of menses 
and subsequent conception after bromocriptine therapy are consistent with the reversibility of kisspeptin/GnRH suppres
sion once prolactin is normalized.8,9
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In Case 2, moderate hyperprolactinemia was linked to impaired ovulation despite otherwise acceptable baseline 
gonadotropin measures, and the normalization of prolactin with bromocriptine permitted restoration of bilateral follicular 
development (ultrasound documented) and ovulation following adjunct letrozole, again consistent with recovery of the 
hypothalamic-pituitary drive after correction of the hyperprolactinemic state.8

Dopamine agonists remain a cornerstone of treatment. This therapy addresses the proximate cause by activating D2 

receptors on lactotrophs, lowering prolactin secretion, and often shrinking prolactinomas. Cabergoline is typically more 
effective and better tolerated than bromocriptine, achieving higher rates of prolactin normalization and ovulation with 
fewer side effects; however, bromocriptine remains widely-used due to its established safety profile in pregnancy and 
cost-effective option.10–12

In our two reports, bromocriptine was selected for both patients because of cost constraints and because it was well 
tolerated. Six months of therapy was sufficient to normalize prolactin levels, restore GnRH pulsatility and folliculogen
esis (13 and 11 follicles in case  2), and permit conception. Case 1 required ongoing therapy throughout gestation because 
of macroadenoma risk, whereas case  2’s regimen was tapered once prolactin normalized and was supplemented with 
letrozole to stimulate ovulation. Both strategies culminated in healthy delivery.

Tumor size and symptomatology inform management decisions. Markedly elevated prolactin levels (often >200–250 
ng/mL, as in case 1) generally warrant further evaluation with pituitary imaging. Although macroadenomas (≥10 mm) are 
far less common than microadenomas, they carry a higher risk of symptomatic enlargement during pregnancy versus 
microadenomas. By contrast, Case 2’s moderate prolactin elevation (59.6 ng/mL) and absence of mass symptoms justified 
a conservative approach without immediate MRI, reflecting that levels below 100 ng/mL often signify microadenomas or 
idiopathic hyperprolactinemia.6,13

These outcomes suggest that individualized dopamine agonist therapy guided by prolactin level, adenoma size, and 
clinical presentation may help restore fertility and promote favorable pregnancy outcomes.

Conclusion
Routine prolactin assessment should be considered for infertility workups. Tailored dopamine-agonist therapy, based on 
prolactin levels and adenoma characteristics, may help reverse hypogonadotropic hypogonadism, restore fertility, and 
support successful term delivery even in high-risk macroadenoma cases. Further studies are needed to confirm these 
findings.

Registration of Research Studies
Registration of research is not applicable in our case.

Abbreviations
AMH, anti-Müllerian hormone; CPAP, continuous positive airway pressure; DA, dopaminergic agonist; FSH, follicle- 
stimulating hormone; GnRH, Gonadotropin-releasing hormone; LH, luteinizing hormone; MRI, magnetic resonance 
imaging; NHCU, neonatal high care unit; PCOS, polycystic ovary syndrome; TSH, thyroid-stimulating hormone.
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