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CLINICAL CASE REVIEW PEER REVIEWED

A woman with
worsening
fatigue and
menorrhagia
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Fatigue is a common nonspecific symptom with a
wide range of causes that are most often work and
life stresses, but which may be underlying serious
disorders. Assessing patients with fatigue should
therefore feature careful evaluation of the costs
and benefits of possible investigations.

eneralised lethargy or fatigue is a common presenting
symptom in general practice, reported in 1 to 7% of
general practice encounters. It can pose diagnostic
challenges."? Lethargy may be defined as extreme fatigue or
drowsiness in the absence of increased physical activity,
unrelieved by rest. Although the most common causes tend to
be psychosocial or lifestyle related, serious abnormalities may
underpin its presentation. The prevalence of underlying pathol-
ogy ranges from less than 10% up to 50% of patients presenting
with lethargy.? This wide range may reflect a wide variation in
study methods.?
Patients are sometimes referred to multiple specialists, includ-
ing endocrinologists, and extensively investigated in an attempt
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to assuage patient concern and rule out serious pathophysiology
(Box 1). It is therefore important that GPs develop a consistent
and confident approach to managing such patients, as extensive
blanket investigation can lead to false-positive results, generate
unwarranted healthcare costs, exacerbate patient anxiety and
expose patients to unnecessary risk.>* It is important to take a
thorough history, perform a systematic physical examination
and order appropriate targeted investigations to rule out signif-
icant reversible conditions. In the absence of identifiable pathol-
ogy, diagnoses such as chronic fatigue syndrome, psychosocial
stressors or lifestyle causes should be considered.* Among 167
patients in Canada who presented with lethargy, psychosocial
diagnoses were made in 24%, with depressive disorders and
anxiety disorders diagnosed more often in women.® Lifestyle
causes include diet (particularly caffeine intake), shift work,
sleep disruption, age and environmental stresses such as recent
reports related to coronavirus disease 2019 (COVID-19).

Chronic fatigue syndrome should be considered as a diagnosis
of exclusion in patients presenting with persistent fatigue for
over six months and associated severe impairment in occupa-
tional, educational, social and personal activities, in the absence
of other identifiable conditions.® Acute physical or psychological
stress may precipitate chronic fatigue syndrome.® An assessment
of the patient’s psychosocial state and current stressors is impor-
tant and management requires ongoing lifestyle advice and
counselling with regular supportive follow up. Cognitive behav-
ioural therapy (CBT) has been shown to benefit patients with
chronic fatigue syndrome, with 40% of patients undergoing CBT
showinga clinical response compared with 26% with usual care.”
A systematic review found similar benefits from exercise therapy
compared with CBT for levels of fatigue, physical functioning
and sleep; however, no evidence of improvement in chronic pain,
anxiety, depression or quality of life was shown, and the optimal
type and intensity of exercise remains unclear.®
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CLINICAL CASE REVIEW continued

1.

CAUSES OF LETHARGY

Physical

Anaemia

Infections (Epstein—Barr virus, HIV,
cytomegalovirus, hepatitis B and C,
malaria, tuberculosis, Lyme disease,
various tropical infections)

Endocrine and metabolic conditions
(diabetes, hypo/hyperthyroidism,
electrolyte abnormalities, Addison’s
disease, hypopituitarism, renal
failure, liver disease,
haemochromatosis, coeliac disease,
vitamin B12 and folate deficiencies)

Malignancy

Rheumatological conditions
(rheumatoid arthritis, systemic lupus
erythematosus, polymyalgia
rheumatica)

Cardiac or respiratory conditions
(heart failure, arrhythmias, coronary
heart disease, respiratory failure,
asthma, sleep apnoea)

Neurological and neuromuscular
conditions (multiple sclerosis,
myasthenia gravis, Parkinson’s disease)

Chronic pain

Medication or treatment (e.g.
chemotherapy, radiotherapy, statins,
beta blockers)

Fatigue syndromes (diagnoses of
exclusion — chronic fatigue syndrome,
fibromyalgia, postviral syndrome)

Psychosocial

Anxiety

Depression

Stress, including related to COVID-19
Bereavement

Bullying

Interpersonal difficulties

Insurance claims, litigation, financial
difficulties

Domestic abuse

Lifestyle

42

Diet and caffeine use

Drug and alcohol abuse
Occupation, shift work or study
Significant life events

Sleep disorders

Sedentary lifestyle
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Guidelines on the approach to inves-
tigating and managing fatigue have been
published but vary between countries.*?
A diagnostic approach to fatigue outlined
in the Australian Therapeutic Guidelines
considers pretest probability based on
patient demographics and potential
associated red flags, weighing the costs
and benefits of investigations.” Red flags
are shown in Box 2. In the absence of red
flags, it is reasonable to monitor patients
for a four-week period before initiating
investigation.>® Screening questionnaires
for depression and obstructive sleep
apnoea, such as the K10 checklist and the
Epworth Sleepiness Scale, can assess
reversible factors. On examination, the
patient’s weight, body habitus, body mass
index (BMI) and mental state should be
recorded. Any signs of anaemia, cardio-
pulmonary disease, focal neurological
deficits, thyroid disease, organomegaly or
lymphadenopathy should be assessed.
Investigations should be ordered based
on the history and clinical assessment.
Basic investigations for lethargy are shown
in Box 3.

Case scenario

A 35-year-old woman presents with a two-
year history of worsening fatigue on a
background of menorrhagia. She has three
children aged between two and eight years.
She is an administrative assistant for a
financial services company and currently
works from home due to COVID-19
restrictions. In the past four months she
reports significant stress and anxiety from
the COVID-19 situation, home-schooling
and her husband’s job instability.

She has gained weight (10 kg) since her
last pregnancy two years ago, and more
recently due to reduced physical activity
(BMI is now 31kg/m?). Since her preg-
nancy, she has had reflux symptoms
requiring regular proton pump inhibitor
(PPI) therapy. Menstruation recom-
menced 12 months ago but her menses
have been irregular, with four- to eight-
week cycles and bleeding that lasts for up
to seven days with pain and passage of
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2. RED FLAGS WHEN INVESTIGATING
LETHARGY

¢ Recent onset of fatigue in a
previously well older patient

Abnormal bleeding

¢ Unintentional weight loss

* Fevers

* Clinically significant lymphadenopathy
* Focal neurological signs

* Signs or symptoms of
cardiopulmonary, inflammatory,
rheumatological or endocrinological
disease

clots. She and her husband use barrier
contraception only. She sleeps well and
has a healthy appetite. She minimises red
meat intake for personal health reasons.
She does not smoke and only drinks
alcohol occasionally. There is no signifi-
cant family history of diabetes or malig-
nancy. She reports occasional dizziness
and palpitations on standing but there are
no other cardiopulmonary symptoms and
no syncopal episodes. Bowel motions are
regular with no change in colour or con-
sistency. Blood pressure is 110/60 mmHg
(supine) with no postural drop. Results of
cardiac, respiratory, abdominal and pelvic
examination are normal. There is no
lymphadenopathy. She has no hirsutism
or alopecia.

Commentary

What initial investigations should
be ordered?

This patient’s symptoms and history
suggest possible iron deficiency and/or
anaemia caused by menstrual blood loss
and insufficient dietary iron intake. A full
blood count and comprehensive metabolic
panel should be ordered, and urea,
electrolyte, creatinine and fasting blood
glucose levels should be measured. Liver
function tests and iron studies should also
be performed. Measurement of thyroid-
stimulating hormone levels may also be
part of an initial screen.
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CLINICAL CASE REVIEW continued

3. BASIC INVESTIGATIONS FOR
LETHARGY

Blood tests
¢ Full blood count

* Fasting blood glucose level
¢ Electrolytes and renal function

¢ Calcium, magnesium and phosphate
levels

Liver function tests

Thyroid-stimulating hormone level

* |ron studies

Inflammatory markers (erythrocyte
sedimentation rate or C-reactive
protein)

Urinalysis

Investigations reveal a microcytic anae-
mia with a haemoglobin level of 106 g/L
(normal range, 110 to 145g/L) and mean
cell volume of 78fL (normal range, 80 to
96fL). Iron studies show low iron and
ferritin levels, low transferrin saturation
and a high transferrin level consistent with
iron deficiency (Table 1). Pelvic ultrasound
findings are consistent with polycystic
ovary syndrome (PCOS) with no evidence
of uterine fibroid disease or endometrial
thickening.

What further investigations should
be ordered?

Although menstrual blood loss is the most
likely explanation for the patient’s anae-
mia, differential diagnoses including
menorrhagia due to underlying PCOS and
impaired oral iron absorption due to gas-
trointestinal disorders should be consid-
ered. The patient meets the Rotterdam
criteria for PCOS diagnosis. Coeliac
serological testing (including immuno-
globulin A and transglutaminase anti-
bodies) may be carried out because it may
be positive in the absence of symptoms
and is recommended by some bodies as
partofalethargy screen. In this case, coe-
liac serology is negative. PPIs have been
associated with decreased iron absorption

TABLE 1. IRON STUDIES RESULTS IN THE PATIENT

Test Result Reference interval
Iron 4.5 mcmol/L 5.0 to 30.0 mcmol/L
Transferrin 3.6g/L 2.0to 3.2g/L
Transferrin saturation 11% 10 to 45%

Ferritin 14 mcg/L 30 to 300 mcg/L

due to inhibition of gastric acid secretion,
as nonhaem iron requires gastric acid for
absorption."” A recent study showed PPIs
also directly affect iron metabolism by
suppressing iron absorption through
upregulation of hepcidin.

What is the diagnosis?

The diagnosis is iron deficiency anaemia
due to PCOS-related menorrhagia, insuf-
ficient dietary iron intake and impaired
iron absorption from long-term PPI use.
The aetiology of her fatigue is likely to be
multifactorial, based on the identified
medical causes and further exacerbated
by recent psychosocial stress.

How should this patient be
managed?

Oral iron replacement therapy (Table 2) for
three months with repeat full blood count
and iron studies one month after cessation
of iron supplementation should be first-line
therapy for this patient’s iron deficiency
anaemia. The recommended dose in adults
is 100 to 200mg of elemental iron daily
(in two to three divided doses).”> Gastro-
intestinal disturbance is the main adverse
effect of oral iron therapy, which can be
minimised by either using a lowered dose
or taking the medication with food or at
night.

Parenteral replacement is indicated
when oral iron therapy has failed or if
rapid replenishment is required. A range
ofiron formulations for intravenous infu-
sion (Table 2) are listed on the PBS. They
vary in the ease and time required for
administration, with some allowing up
to 1000 mg elemental iron to be delivered

MedicineToday

over 15 to 20 minutes. Intramuscular iron
therapy is painful and may cause perma-
nent skin staining so is not recom-
mended.”? Emergence of underlying bowel
symptoms or failure to respond to either
oral or parenteral iron replacement should
prompt referral of the patient to exclude
other causes of iron deficiency or loss.

Regarding the patient’s menorrhagia,
gynaecological review may be considered
to further investigate and alleviate patient
concern over more serious causes. A mul-
tifaceted approach to the management of
her PCOS is required. Lifestyle modifica-
tion for the prevention and treatment of
weight gain is key in management of
PCOS."” Beyond lifestyle modifications,
treatment depends on specific symptoms
such as menstrual irregularity, weight
gain, hirsutism, acne and alopecia.”
Screening for emotional wellbeing is
important as women with PCOS have
increased rates of anxiety and depression.”®
Management options include counselling,
psychological treatments (particularly
CBT) and pharmacological treatments.

It would be reasonable to consider
replacing the PPI with nonpharma-
cological treatment to manage gastro-
oesophageal reflux disease, or to reduce
use to only intermittent use for symptoms.
Modest weight loss (reduction in BMI of
3.5 kg/m?) has been shown to reduce
reflux symptoms by nearly 40%." Long-
term use (for two years or more) of both
PPIs and histamine-2 receptor antagonists
(H2R As) is associated with increased risk
of iron deficiency. The risk of developing
iron deficiency is reduced after cessation
of PPIs and H2RAs.!°
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CLINICAL CASE REVIEW continued

TABLE 2. ORAL AND PARENTERAL IRON REPLACEMENT

Formulation Brand name Strength

Oral iron

Ferrous fumarate Ferro-tab 200 mg

Ferrous fumarate + folic acid Ferro-f-tab 310 mg + 350 mcg
Ferrous sulfate Ferro-liquid 150 mg/5 mL
Ferrous sulfate Ferro-grad 325 mg

Ferrous sulfate + ascorbic acid

Ferrous sulfate + folic acid

Ferrous sulfate + folic acid Fefol 270 mg + 300 mcg
Iron polymaltose Maltofer syrup 185 mg/5mL

Iron polymaltose Maltofer 370 mg

Parenteral iron

Ferric carboxymaltose Ferinject 50 mg/mL

Ferric derisomaltose Monofer 100 mg/mL

Iron polymaltose Ferrosig 50 mg/mL

Iron sucrose Venofer 20 mg/mL

Conclusion

Lethargy is a common presenting condi-
tion in general practice. Although some
patients have reversible underlying
pathology, careful history taking, exam-
ination and judicious use of investigations
are important for identifying potential
red flags that may indicate serious under-
lying medical or psychological pathology,
as well as reassuring patients in whom
lethargy may be a manifestation of non-
pathological work-life pressures and
stresses (i.e. most patients)."” It is impor-
tant that GPs are familiar with the range
of potential presenting features and under-
lying causes of lethargy, appropriate use
of investigations and appropriate referral
pathways. M

References

1. Hamilton W, Watson J, Round A. Investigating
fatigue in primary care. BMJ 2010; 341: ¢c4259.

2. Wilson J, Morgan S, Magin P, van Driel M.
Fatigue — a rational approach to investigation. Aust
Fam Physician 2014; 43: 457-461.

46 MedicineToday

Ferro-grad C

Ferro-grad F

3. Gialamas A, Beilby JJ, Pratt NL, Henning R,
Marley JE, Roddick JF. Investigating tiredness in
Australian general practice. Do pathology tests
help in diagnosis? Aust Fam Physician 2003; 32:
663-666.

4. Working Group of the Royal Australasian
College of Physicians. Chronic fatigue syndrome.
Clinical practice guidelines 2002. Med J Aust
2002; 176(9 Suppl): S17-S55.

5. MacKean PR, Stewart M, Maddocks HL.
Psychosocial diagnoses occurring after patients
present with fatigue. Can Fam Physician. 2016;
62(8): e465-e472.

6. Prins J, van der Meer J, Bleijenberg G. Chronic
fatigue syndrome. Lancet 2006, 367: 346-355.
7. Price JR, Mitchell E, Tidy E, Hunot V. Cognitive
behaviour therapy for chronic fatigue syndrome in
adults. Cochrane Database Syst Rev 2008; (3):
CD001027.

8. Larun L, Brurberg KG, Odgaard-Jensen J, Price
JR. Exercise therapy for chronic fatigue syndrome.
Cochrane Database Syst Rev 2015; (2):
CD003200.

9. Moulds R EB, van Driel M, Greenberg P, et al.
Fatigue: diagnostic approach in primary care. In:
eTG Complete (Internet). Melbourne. Therapeutic
Guidelines Ltd, 2013.

SEPTEMBER 2020, VOLUME 21, NUMBER 9

325 mg + 500 mg

250 mg + 300 mcg

Elemental iron content

66 mg

100 mg

30 mg/5 mL
105 mg

105 mg

80 mg

87 mg

50 mg/5 mL

100 mg

100, 500 or 1000mg
100, 200, 500 or 1000 mg
100 mg

100 mg

10. Lam JR, Schneider JL, Quesenberry CP, Corley
DA. Proton pump inhibitor and histamine-2 receptor
antagonist use and iron deficiency.
Gastroenterology 2017; 152: 821-829.e1.
11.Hamano H, Niimura T, Horinouchi Y, et al.
Proton pump inhibitors block iron absorption
through direct regulation of hepcidin via the aryl
hydrocarbon receptor-mediated pathway. Toxicol
Lett 2020; 318: 86-91.

12.Pasricha S-RS, Flecknoe-Brown SC, Allen KJ, et
al. Diagnosis and management of iron deficiency
anaemia: a clinical update. Med J Aust 2010; 193:
525-532.

13.Tay CT, Joham AE, Teede HJ. Polycystic ovary
syndrome. Towards personalised care for women in
general practice. Endocrinology Today 2020; 9(3):
4-12.

14. Boeckxstaens G, El-Serag HB, Smout AJPM,

et al. Symptomatic reflux disease: the present, the
past and the future. Gut 2014; 63: 1185-1193.
15. Rolfe A, Burton C. Reassurance after diagnostic
testing with a low pretest probability of serious
disease: systematic review and meta-analysis.
JAMA Intern Med 2013; 173: 407-416.

COMPETING INTERESTS: None.

Downloaded for personal use only. No other uses permitted without permission. © MedicineToday 2020.





