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Paraproteinaemia

Background

Conditions associated with paraprotein production include:
¢ Monoclonal gammopathy of undetermined significance (MGUS)
e Multiple myeloma
¢ Waldenstrom’s macroglobulinaemia

Paraproteins may also be seen in CLL, NHL, or amyloidosis.

MGUS is a diagnosis of exclusion and is common:
e ~3% of people aged >50 years
e ~5% aged >70 years
o ~7.5% aged >85 years

Most cases are asymptomatic and discovered incidentally. The overall risk of progression to myeloma is approximately
1% per year, remaining constant over time.

Important:
e Do not refer patients with raised immunoglobulins alone if there is no monoclonal paraprotein band on serum
electrophoresis.
e A polyclonal gammopathy indicates a non-specific immune response and does not require haematology referral.

20-Year Risk of
Progression

Risk Group Criteria

Paraprotein <15 g/L, IgG subtype,
normal FLC ratio

Low- IgA or IgM subtype (<10 g/L) OR 210
Intermediate risk abnormal FLC ratio 0
High- IgA or IgM subtype (<10 g/L) AND 3704
intermediate risk abnormal FLC ratio 0
IgG >15 g/L or IgA/IgM >10 g/L 58%

WITH abnormal FLC ratio

Serum Free Light Chains (sFLC)

Light chains may be elevated in several conditions.

Both kappa and lambda chains rise in renal impairment.

Borderline abnormalities should be repeated once.

Refer if kappa or lambda light chains are >200 mg/L.

If the SFLC ratio is clearly abnormal (>4 or <0.25), refer to a myeloma clinic
via 2WW.

In renal impairment, the adjusted reference range for sFLC ratio is 0.37 - 3.10.
e SFLC testing does not replace serum protein electrophoresis or other standard
investigations.




Paraproteinaemia - GP Assessment & Referral Flowchart:

Paraprotein detected?

No

Yes /

If monoclonal paraprotein is detected, proceed

as follows.
Check for any of the following:

acute thrombosis)

Hypercalcaemia

Unexplained renal impairment

Anaemia or other cytopenias

Bone pain or pathological fracture

Imaging suggestive of myeloma

Hyperviscosity symptoms (headache, visual loss,

Lymphadenopathy or splenomegaly
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Check Paraprotein Level & Isotype:

« 1gG>15¢/L
. IgAorigM>10 g/L
« Any level of IgD or IgE paraprotein
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Serum Free Light Chains (sFLC)

e Repeat borderline abnormalities once
e Consider renal function (adjusted ratio range
0.37 - 3.10 if renal impairment)
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Polyclonal gammopathy — Non-
specific immune response
e Do NOT refer to Haematology

If any of these red-flag features are
present, do a 2-Week-Wait (2WW)
Haematology Referral

Routine Haematology Referral

If the sFLC ratio is clearly abnormal
(>4 or <0.25), in the absence of
chronic kidney disease

= Refer to 2WW Myeloma Clinic
Referral

No red flags & below Urgent Thresholds -
Advice & Guidance (if clarification required)

Primary Care Monitoring:

Repeat paraprotein, FBC, renal function, calcium
o Every 3-4 months in first year
o Then 6-12 monthly if stable

Refer if during follow-up:

Paraprotein rises >25% (minimum increase 25 g/L), or
New clinical concern develops

Emergency:

Any patient with a Paraprotein + suspected spinal cord compression

= URGENT discussion with on-call Haematologist




