
Faecal�Calprotectin
Chronic�abdominal�pain�with�constipation�or�diarrhoea�is�a�common�presenting�complaint.� �It�remains�challenging�for�
the�clinician�to�distinguish�between�inflammatory�bowel�disease�(IBD)�(most�commonly�ulcerative�colitis�and�Crohn's�
disease)�and�irritable�bowel�syndrome�(IBS).��Fortunately,�faecal�calprotectin�(FC)�has�shown�promise�in�recent�research�
that�has�translated�into�daily�practice�thereby�reducing�costs�of�the�diagnostic�work-up�and�subsequent�management�of�
these�patients.

Calprotectin� is�a�cytosolic�protein�present� in�neutrophils.� � In�an� individual�with�normal�bowel� function,� there� is�no�
generalised�bowel�inflammation,�and�therefore�very�few�neutrophils�are�present.� �In�cases�of�inflammation,�there�is�a�
consequent�increase�in�neutrophils�attracted�to�the�bowel,�resulting�in�increased�levels�of�calprotectin�being�shed�into�
the�faeces.��This�basic�hypothesis�makes�calprotectin�a�valuable�marker�for�distinguishing�between�IBD�and�IBS.��FC�has�a�
high�negative�predictive�value,�and�is�therefore�a�good�“rule-out”�test.� �Hence,�when�the�FC�is�below�the�cut-point,�50�
µg/g�stool�usually,�IBD�is�unlikely.��This�reduces�the�need�for�colonoscopy�and�further�investigations�in�patients�with�IBS,�
who�can�be�managed�more�appropriately.� �It�must�be�noted�that�elevated�FC�levels�may�also�be�caused�by�conditions�
other�than�IBD,�such�as�infective�gastro-enteritis�and�certain�colorectal�cancers.

FC�can�also�be�used�as�a�marker�of�the�response�to�treatment.��A�FC�value�that�normalises�during�treatment�is�an�excellent�
surrogate�marker�of� successful� treatment�outcome� in�patients�with� IBD.�Failure�of�FC� levels� to� reduce�or�normalise�
indicates�that�the�treatment�and�compliance�therewith�needs�to�be�reviewed.� �In�addition,�FC�can�predict�relapse�in�
patients�with�established� IBD.� �Values�have�been� shown� to� rise�prior� to�patients�becoming� symptomatic� therefore�
allowing�for�an�early�modification�or�reintroduction�of�treatment�and�the�consequent�modification�and�attenuation�of�
the�relapse�period.��Finally,�there�is�also�evidence�that�FC�levels�correlate�with�the�disease�severity�in�IBD.

FC�can�be�measured�on�any�random�stool�sample�with�no�requirement�for�a�24�hour�stool�collection.� �If�a�delay�of�>�24�
hours�is�anticipated�in�the�sample�reaching�the�laboratory,�the�stool�sample�should�be�frozen.��Results�are�reported�in�µg�
calprotectin�per�gram�of�stool.

FC�can�be�used�in�both�adult�and�paediatric�populations.��Levels�in�active�IBD�in�children�can�be�very�high,�exceeding�the�
measurement�range.��Generally,�these�results�are�reported�as�greater�than�the�measuring�range,�since�the�FC�test�is�not�
reliably�linear�in�dilution.�

Summary

Ÿ FC�assists�clinicians�in�distinguishing�between�IBD�and�IBS
Ÿ A�random�stool�sample�is�required
Ÿ Cut-points�depend�on�the�assay�used�and�are�indicated�on�the�laboratory�report
Ÿ Serial�results�need�to�be�measured�using�the�same�instrument�since�the�test�is�not�standardised
Ÿ FC�levels�may�be�elevated�in�other�conditions�e.g.��infective�gastroenteritis�and�certain�colorectal�cancers
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PathCare introduces Xpert MTB/XDR testing as a reflex test for rapid molecular drug susceptibility 
testing of rifampicin-resistant Mycobacterium tuberculosis (RR-TB) positive clinical samples

South Africa remains one of the top 30 high-burden countries for multidrug-resistant/rifampicin-resistant Mycobacterium 
tuberculosis (MDR-TB/RR-TB) (WHO, 2022). The National Department of Health (NDOH) has published updated guidelines for the 
management of RR-TB which recommends early access to a bedaquiline, pretomanid, linezolid and levofloxacin (BPaL-L) treatment 
regimen and early detection of second-line drug resistance, especially fluoroquinolone (FLQ) resistance, for optimal therapy 
(NDOH, 2023).  Subsequently, reflex testing on direct RR-TB positive samples, within the public sector, has been implemented. 
Whilst the private sector has been constrained with re-imbursement challenges, it remains important to comply with guidelines, 
and to provide standard of care as we acknowledge that current conventional methods to detect second-line resistance, utilizing 
line probe assays on culture isolates, can cause severe delays and this practice has been phased out in the public sector.

The Xpert MTB/XDR (Cepheid, USA) PCR assay is able to rapidly detect resistance-associated mutations to isoniazid (INH), 
ethionamide (ETH), fluoroquinolones (FLQ) including levofloxacin and moxifloxacin and second-line injectable agents (SLIDs) 
such as amikacin (AMK), kanamycin (KAN) and capreomycin (CAP) in confirmed MDR-TB/RR-TB positive specimens. The WHO has 
endorsed the use of this assay as a reflex test on positive RR-TB samples to identify resistance as a low-complexity test without 
the delay to wait for subsequent testing on positive culture isolates (WHO, 2021). The reported sensitivity for Mycobacterium 
tuberculosis (MTB) detection among sputum smear positive and smear negative samples is 99.5% and 94.7% respectively and 
an overall specificity of 100%. The sensitivity for detecting drug resistance mutations correlating to phenotypic DST is >90% for 
isoniazid (INH), fluoroquinolones (FLQ), amikacin, kanamycin and capreomycin. Lower sensitivity for ethionamide is apparent at 
65.9% (Omar et al, 2024). 

Following the incorporation of this reflex testing in the public sector as per NDOH guidelines, PathCare offers this test as a reflex 
on positive RR-TB samples. Following detection of RR-TB/MDR-TB on a clinical sample, reflex testing will be performed following 
discussion with the attending clinician and treated as an add-on request to the sample.

Patients with RR-TB qualify for a BPaL-L treatment regimen. Additional phenotypic susceptibility testing for bedaquiline and 
linezolid, will be performed on all positive culture isolates. In the presence of FLQ mutations, levofloxacin should be omitted from 
the regimen and where INH and FLQ resistance mutations are detected together, pretomanid susceptibility testing is required. The 
laboratory will reflex further phenotypic testing as per the national algorithm. 

The cost of the reflex testing will be 1x PCR billing code and will not be repeated on positive culture isolates. For specimens 
testing MTB negative on initial PCR testing but subsequently becomes culture positive with RR-TB, routine second-line testing will 
continue as per norm.

For further discussion please contact your local Clinical Microbiologist.
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