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Cases That Test Your Skills

How would you 
handle this case?
Answer the challenge  
questions at MDedge.com/
psychiatry and see how  
your colleagues responded

Increased anxiety and depression  
after menstruation
Adriel Gerard, MD

 CASE  Increased anxiety and 
depression
Ms. C, age 29, has bipolar II disorder (BD II) and 
generalized anxiety disorder. She presents to 
her outpatient psychiatrist seeking relief from 
chronic and significant dips in her mood from 
Day 5 to Day 15 of her menstrual cycle. During 
this time, she says she experiences increased 
anxiety, insomnia, frequent tearfulness, and 
intermittent suicidal ideation.

Ms. C meticulously charts her menstrual 
cycle using a smartphone app and reports hav-
ing a regular 28-day cycle. She says she has 
experienced this worsening of symptoms since 
the onset of menarche, but her mood gener-
ally stabilizes after Day 14 of her cycle–around 
the time of ovulation–and remains euthymic 
throughout the premenstrual period.

 HISTORY  Depression and a change 
in medication
Ms. C has a history of major depressive episodes 
and has experienced hypomanic episodes that 
lasted 1 to 2 weeks and were associated with an 
elevated mood, high energy, rapid speech, and 
increased self-confidence. Ms. C says she has 
chronically high anxiety associated with trou-
ble sleeping, difficulty focusing, restlessness, 
and muscle tension. When she was receiving 
care from previous psychiatrists, treatment with 
lithium, quetiapine, lamotrigine, sertraline, and 

fluoxetine was not successful, and Ms. C said 
she had severe anxiety when she tried sertra-
line and fluoxetine. After several months of sub-
stantial mood instability and high anxiety, Ms. C 
responded well to pregabalin 100 mg 3 times a 
day, lurasidone 60 mg/d at bedtime, and gaba-
pentin 500 mg/d at bedtime. Over the last 4 
months, she reports that her overall mood has 
been even, and she has been coping well with 
her anxiety.

Ms. C is married with no children. She uses 
condoms for birth control. She previously tried 
taking a combined estrogen/progestin oral con-
traceptive, but stopped because she said it made 
her feel very depressed. Ms. C reports no history 
of substance use. She is employed, says she has 
many positive relationships, and does not have a 
social history suggestive of a personality disorder. 

What is the next logical step in managing  
Ms. C’s symptoms?

a)  Initiate a selective serotonin reuptake 
inhibitor (SSRI) to be taken daily 

b)  Initiate an SSRI to be taken only during the 
days of her menstrual cycle on which she 
experiences worsening mood symptoms

Dr. Gerard is a psychiatrist in private practice, Brooklyn, New York.

Ms. C, age 29, has bipolar disorder and generalized anxiety 
disorder. Her anxiety and depressive symptoms worsen each 
month after menstruating. How can you best help her?
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c)  Increase the dosage of lurasidone and/or 
pregabalin

d) Refer her for psychotherapy
e)  Recommend that she try again to take an 

oral contraceptive

The author’s observations

Many women report worsening of mood 
during the premenstrual period (luteal 
phase). Premenstrual dysphoric disorder 
(PMDD) involves symptoms that develop 
during the luteal phase and end shortly after 
menstruation; this condition impacts ≤5% 
of women.1 The etiology of PMDD appears 
to involve contributions from genetics, hor-
mones such as estrogen and progesterone, 
allopregnanolone (a progesterone metabo-
lite), brain-derived neurotrophic factor, 
brain structural and functional differences, 
and hypothalamic pathways.2

Researchers have postulated that the 
precipitous decline in the levels of pro-
gesterone and allopregnanolone in the 
luteal phase may contribute to the mood 
symptoms of PMDD.2 Allopregnanolone 
is a modulator of gamma-aminobutyric 
acid type A (GABA-A) receptors and 
may exert anxiolytic and sedative effects. 
Women who experience PMDD may be 
less sensitive to the effects of allopreg-
nanolone.3 Additionally, early luteal phase 
levels of estrogen may predict late luteal 
phase symptoms of PMDD.4 The mecha-
nism involved may be estrogen’s effect on 
the serotonin system. The HPA axis may 
also be involved in the etiology of PMDD 
because patients with this condition appear 
to have a blunted cortisol response in reac-
tion to stress.5 Research also has implicated 
immune activation and inflammation in the 
etiology of PMDD.6

A PMDD diagnosis should be dis-
tinguished from a premenstrual exac-
erbation of an underlying psychiatric 
condition, which occurs when a patient 
has an untreated primary mood or anxi-
ety disorder that worsens during the 

premenstrual period. PMDD is differenti-
ated from premenstrual syndrome by the 
severity of symptoms.2 The recommended 
first-line treatment of PMDD is an SSRI, but 
if an SSRI does not work, is not tolerated, 
or is not preferred for any other reason, rec-
ommended alternatives include combined 
hormone oral contraceptive pills, dutaste-
ride, gabapentin, or various supplements.7,8 
PMDD has been widely studied and is 
treated by both psychiatrists and gynecolo-
gists. In addition, some women report expe-
riencing mood instability around ovulation. 
Kiesner9 found that 13% of women studied 
showed an increased negative mood state 
midcycle, rather than during the premen-
strual period.

Postmenstrual syndrome
Postmenstrual mood symptoms are atypi-
cal. Postmenstrual syndrome is not listed in 
DSM-5 or formally recognized as a medi-
cal diagnosis. Peer-reviewed research or 
literature on the condition is scarce to non-
existent. However, it has been discussed by 
physicians in articles in the lay press. One 
gynecologist and reproductive endocrinol-
ogist estimated that approximately 10% of 
women experience significant physical and 
emotional symptoms postmenstruation.10 
An internist and women’s health specialist 
suggested that the cause of postmenstrual 
syndrome might be a surge in levels of estro-
gen and testosterone and may be associated 
with insulin resistance and polycystic ovar-
ian syndrome, while another possible con-
tribution could be iron deficiency caused by 
loss of blood from menstruation.11

 TREATMENT  Recommending an 
oral contraceptive
Ms. C’s psychiatrist does not prescribe an SSRI 
because he is concerned it would destabilize 
her BD II. The patient also had negative expe-
riences in her past 2 trials of SSRIs.

Because the psychiatrist believes it is pru-
dent to optimize the dosages of a patient’s 

Clinical Point

Some women are 
sensitive to low levels 
of allopregnanolone 
in the follicular phase, 
which might lead to 
postmenstrual mood 
symptoms
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current medication before starting a new 
medication or intervention, he considers 
increasing Ms. C’s dosage of lurasidone or 
pregabalin. The rationale for optimizing  
Ms. C’s current medication regimen is that 
greater overall mood stability would likely 
result in less severe postmenstrual mood symp-
toms. However, Ms. C does not want to increase 
her dosage of either medication because she is 
concerned about adverse effects.

Ms. C’s psychiatrist discusses the case with 
2 gynecologist/obstetrician colleagues. One 
suggests the patient try a progesterone-only 
oral contraceptive and the other suggests a 
trial of Prometrium (a progesterone capsule 
used to treat endometrial hyperplasia and 
secondary amenorrhea). Both suggestions 
are based on the theory that Ms. C may be 
sensitive to levels of progesterone, which 
are low during the follicular phase and rise 
after ovulation; neither recommendation 
is evidence-based. A low level of allopreg-
nanolone may lead to less GABAergic activity 

and consequently greater mood dysregula-
tion. Some women are particularly sensitive 
to low levels of allopregnanolone in the 
follicular phase, which might lead to post-
menstrual mood symptoms. Additionally, 
Ms. C’s previous treatment with a combined 
estrogen/progestin oral contraceptive may 
have decreased her level of allopregnano-
lone.12 Ultimately, Ms. C’s psychiatrist sug-
gests that she take a progesterone-only oral 
contraceptive.

The author’s observations

Guidance on how to treat Ms. C’s postmen-
strual symptoms came from research on 
how to treat PMDD in patients who have 
BD. In a review of managing PMDD in 
women with BD, Sepede et al13 presented 
a treatment algorithm that recommends 
a combined estrogen/progestin oral con-
traceptive as first-line treatment in euthy-
mic patients who are already receiving an 
optimal dose of mood stabilizers. Sepede 
et al13 expressed caution about using SSRIs 
due to the risk of inducing mood changes, 
but recommended SSRIs for patients with 
comorbid PMDD and BD who experience a 
depressive episode.

Another question is which type of oral 
contraceptive is most effective for treat-
ing PMDD. The combined oral contracep-
tive drospirenone/ethinyl estradiol has 
the most evidence for efficacy.14 Combined 
oral contraceptives carry risks of venous 
thromboembolism, hypertension, stroke, 
migraines, and liver complications, and are 
possibly associated with certain types of 

Clinical Point

Because research on 
postmenstrual mood 
symptoms is scarce, 
guidance on how to 
help Ms. C came from 
research on how to 
treat PMDD

Bottom Line
Some women may experience mood symptoms during the postmenstrual period 
that are similar to the symptoms experienced by patients who have premenstrual 
dysphoric disorder (PMDD). This phenomenon has been described as postmenstrual 
syndrome, and though evidence is lacking, treating it similarly to PMDD may  
be effective.
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•  Ray P, Mandal N, Sinha VK. Change of symptoms of schizophrenia 

across phases of menstrual cycle. Arch Womens Ment Health. 
2020;23(1):113-122. doi:10.1007/s00737-019-0952-4

•  Raffi ER, Freeman MP. The etiology of premenstrual 
dysphoric disorder: 5 interwoven pieces. Current Psychiatry. 
2017;16(9):20-28.

Drug Brand Names

Drospirenone/ethinyl  
   estradiol • Yasmin 
Dutasteride • Avodart
Fluoxetine • Prozac
Gabapentin • Neurontin
Lamotrigine • Lamictal
Lithium • Eskalith, Lithobid

Lurasidone • Latuda
Norethindrone • Aygestin
Pregabalin • Lyrica
Progesterone • Prometrium
Quetiapine • Seroquel
Sertraline • Zoloft
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cancer, such as breast and cervical cancer.15 
Their use is contraindicated in patients with 
a history of these conditions and for women 
age >35 who smoke ≥15 cigarettes/d.

The limited research that has examined 
the efficacy of progestin-only oral contra-
ceptives for treating PMDD has been incon-
clusive.16 However, progesterone-only oral 
contraceptives are associated with less over-
all risk than combined oral contraceptives, 
and many women opt to use progesterone-
only oral contraceptives due to concerns 
about possible adverse effects of the com-
bined formulations. A substantial drawback 
of progesterone-only oral contraceptives is 
they must be taken at the same time every 
day, and if a dose is taken late, these agents 
may lose their efficacy in preventing preg-
nancy (and a backup birth control method 
must be used17). Additionally, drospirenone, 
a progestin that is a component of many oral 
contraceptives, has antimineralocorticoid 
properties and is contraindicated in patients 
with kidney or adrenal gland insufficiency 
or liver disease. As was the case when Ms. C 
initially took a combined contraceptive, hor-
monal contraceptives can sometimes cause 
mood dysregulation.

 OUTCOME  Improved symptoms
Ms. C meets with her gynecologist, who pre-
scribes norethindrone, a progestin-only oral 
contraceptive. Since taking norethindrone, 
Ms. C reports a dramatic improvement in the 
mood symptoms she experiences during the 
postmenstrual period.
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