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A puzzling haptoglobin level in a patient
who is treated with tocilizumab
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To the editor,

Mrs. D is a G6s-year-old lady who was diagnosed with
giant cell arteritis in 2016. Since then, she has been
treated with corticosteroids. As it was not possible to taper
corticosteroids without inducing a relapse, methotrexate
and leflunomide were consecutively added without much
effect. Eventually, tocilizumab was started, leading
to a rapid normalization of C-reactive protein (CRP)
and erythrocyte sedimentation rate. However, a mild
anaemia (Hb 6,9 mmol/l) was noted with a slightly
increased lactate dehydrogenase (LDH) level (304 U/,
normal value < 247). An analysis to reveal the cause of
the anaemia was initiated. Bilirubin as well as vitamin
B2, folic acid, and ferritin levels were within normal
limits. However, the haptoglobin level was repeatedly
undetectable, leading to a suspicion of haemolytic anaemia.
However, when her haemoglobin level spontaneously
increased to the pre-existent value, the presence of
haemolysis was questioned. We then focused on the cause
of the decreased haptoglobin level.

This patient was treated with tocilizumab at the time of
measurement of haptoglobin. Tocilizumab is a monoclonal
antibody directed against the membrane-bound and
soluble interleukin-6 (IL-6) receptor.” It is used to treat a
variety of auto-immune and auto-inflammatory diseases
including giant cell arteritis." IL-6 is produced by many
different cells of the immune system and has numerous
effector functions. An important function of IL-6 is to
induce the production of acute-phase proteins such as
CRP, serum amyloid A, and fibrinogen by hepatocytes.>
Therefore, it is not surprising that CRP levels are low in
patients who are treated with tocilizumab. Haptoglobin
is also an acute-phase reactant which is produced by
hepatocytes in response to IL-6.4 Indeed, in a cohort of
132 patients with rheumatoid arthritis, haptoglobin levels
decreased in parallel to CRP after the start of tocilizumab
Consequently, the serum haptoglobin level is not a
reliable marker for haemolysis in patients who are treated

with tocilizumab. Of course, other causes of decreased
haptoglobin levels always need to be considered when
evaluating a patient, such as hepatic dysfunction, elevated
oestrogen levels, haemodilution, multiple transfusions, or
technical flaws.®

For Mrs. D, the initial diagnosis of haemolytic
anaemia was abandoned based on a spontaneous
increase in haemoglobin level and low bilirubin levels.
The undetectable levels of CRP and procalcitonin
confirmed our hypothesis that the haptoglobin level was
decreased secondary to tocilizumab. Moreover, we found
decreased haptoglobin levels in three other patients treated
with tocilizumab, ranging from undetectably low levels to
o.xr g/l.

In conclusion, the serum haptoglobin level is not a reliable
marker in patients who are treated with tocilizumab.
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