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24-year-old woman presents to her family physician for
A follow-up of bloodwork for a history of heavy menstrual

bleeding from the onset of menarche. She also describes
easy bruising and recurrent episodes of epistaxis. Routine coagu-
lation studies (platelet count, activated partial thromboplastin
time [aPTT] and prothrombin time [PT]) are normal. She is ane-
mic and iron deficient, with a hemoglobin of 98 (normal range
130-170) g/L and ferritin < 10 pg/L. Her platelet count is 390 (nor-
mal range 150-450) x 10°/L.

What diagnoses should be considered in this patient?
The patient describes a lifelong history of excessive mucocutane-
ous bleeding suggestive of von Willebrand disease or a platelet
function disorder, both of which affect about 1%-2% of the pop-
ulation.>? These two disorders should be at the top of the differ-
ential diagnosis. However, taking a careful medication history,
even in patients with a lifelong history of bleeding, is critical to
rule out exacerbating variables (e.g., concomitant use of nonste-
roidal anti-inflammatory drugs or antiplatelet agents).>*

What questions are important when taking a history?
The patient’s bleeding history is an important predictor of a bleed-
ing disorder. However, bleeding symptoms are prone to recall
bias. Validated bleeding assessment questionnaires have sensitivi-
ties between 85% and 100% and are available in self-reported and
clinician-administered formats.>" They generally include 12 to 14
questions that quantify the bleeding history and take 5 to 10 min-
utes to complete.®” Use of these questionnaires can obviate the
need for any additional blood testing when negative (see, for
example, the list of bleeding questionnaires at www.path.
queensu.ca/labs/james/bg.htm).51°

What tests should be ordered?

If the bleeding questionnaire score and family history of bleeding
are negative, no further investigations are required.®®1° If the
bleeding questionnaire score or family history of bleeding is posi-
tive, the patient requires additional evaluation. Because tests for
von Willebrand disease and platelet disorders are difficult to order
and interpret, patients should be referred to a hematologist for
further investigation. The referral should include a description of
the bleeding history (ideally with a completed bleeding question-
naire score), complete blood count and ferritin results.

Testing for hemostatic disorders requires access to a spe-
cialized laboratory, ideally located at the same site where the
patient’s venipuncture is completed so as to minimize the
effect of pre-analytic factors on sample integrity (e.g., repeated
freezing or thawing), which may distort test results. Improper
sample handling is a common cause of false-positives and
false-negatives.!!

Reagents for measuring aPTT and PT are insensitive to minor
single-factor deficiencies and are unaffected by platelet dysfunc-
tion.'? Therefore, these tests cannot be used to screen for von
Willebrand disease and platelet function disorders.

Where should this patient be referred?

If the patient requires referral, she should be referred to a hema-
tologist with expertise in bleeding disorders. This will facilitate
rapid diagnosis and appropriate management. In Canada, there
are 26 hemophilia treatment centres with specialized expertise in
diagnosing and managing all bleeding disorders (not just hemo-
philia). Many of these clinics are multidisciplinary (e.g., obstet-
rics/gynecology, pediatrics, anesthesia, orthopedic surgery,
rheumatology, physiotherapy, social work), which streamlines
care and improves patient outcomes.®* The Association of Hemo-
philia Clinic Directors of Canada website (https://www.ahcdc.
ca/) has a complete list of hemophilia treatment centres (with
contact information) to facilitate referral. Of note, some hemo-
philia treatment centres are located in rural areas. If a referral is
not possible, members of the association are readily available to
provide telephone or online support remotely.

Case revisited

A bleeding questionnaire (the Condensed MCMDM-1VWD) was
administered and the summative score was 10, which was sug-
gestive of a bleeding disorder. The patient was referred to a
hematologist at a hemophilia treatment centre. The hematologist
ordered testing for von Willebrand disease and platelet disorders
and made the diagnosis of type 1 von Willebrand disease.

The hematologist prescribed oral iron and tranexamic acid to
control the patient’s menses. The patient was also referred to a
gynecologist affiliated with the hemophilia treatment centre,
who inserted a progesterone-eluting intrauterine device under
hemostatic coverage with desmopressin, to decrease the risk of
its expulsion.**
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The patient received resources containing additional informa-

tion about her illness and emergency medical treatment and was
connected to the Canadian Hemophilia Society for additional
support and registered for continued follow-up.
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