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1 Use Immature Granulocyte (IG) count rather than manual band count in
sepsis evaluation.

2 Do not routinely monitor breast cancer patients with both
CA 15-3 and CA 27.29.

3 Do not order urine eosinophils for acute interstitial nephritis (AIN)
or when evaluating acute kidney injury (AKI)

Do not routinely order Thyroid Hormone Binding Ratio
4 (e.g., T3 Resin Uptake or T-Uptake) assays to determine
the free T4 index. Use free T4 assays instead.

5 Consider molecular-based testing for diagnosis of arboviral disease within
first seven days of symptom onset.

6 Do not order bacterial culture (genital culture) for the diagnosis
of Bacterial Vaginosis (BV).
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1. Use Immature Granulocyte (IG) count rather than manual band count in sepsis evaluation

The use of immature neutrophils (>10%) has long been incorporated into the diagnostic criteria of Systemic
inflammatory response syndrome (SIRS) and Sepsis. This traditionally manifests in the reliance on manual band
counts. Because this procedure is plagued with significant interobserver variability and limited sampling

(only 100 leukocytes are evaluated), the manual band count is an imprecise and non-specific data point that offers
little diagnostic information.

A superior option is the immature granulocyte (IG) count. This is a fast, cheap and reproducible parameter on
commercial hematology analyzers. Via the use of fluorescent flow cytometry, the size and nuclear characteristics
of over 30,000 nucleated cells are determined from a standard blood draw. The IG count includes
metamyelocytes, myelocytes, and promyelocytes. These cells are early markers of the marrow response and have
a higher sensitivity and specificity than manual band count in detecting infection.
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2. Do not routinely monitor breast cancer patients with both CA 15-3 and CA 27.29

CA 15-3 and CA 27.29 are antigens from the same gene, MUC-1. Studies demonstrate high concordance between
the two markers; there is no evidence of added value in performing both tests routinely for individual patients.
For breast cancer monitoring, if medically necessary, consistently use either CA 15-3 or CA 27.29, not both.
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3. Do not order urine eosinophils for acute interstitial nephritis (AIN) or when evaluating
acute kidney injury (AKI)

Historically, the presence of urine eosinophils has been used as a biomarker for acute interstitial nephritis (AIN).
Support for eosinophiluria as a marker for AIN originally came from two studies, only nine patients each, that found
urine eosinophils present in patients with biopsy-confirmed AIN (1,2). However, subsequent studies with more
robust populations have not supported eosinophiluria as a sensitive or specific marker for AIN (3,4).

These findings are best illustrated in a 2013 retroactive study by Muriithi et al. of 566 patients that found urine
eosinophils demonstrated only 30% sensitivity and 68% specificity for AIN compared to all other diagnoses —
with only 15.6% positive and 85.7% negative predictive values (5), concluding that eosinophiluria exists in many
kidney diseases and is no better at distinguishing AIN from acute tubular necrosis or other kidney diseases (5).
Per Muriithi et al, most diagnoses of AIN are determined by clinical history, physical examination and laboratory
findings. Renal biopsy is the gold standard for atypical cases or those where definitive confirmation is required for
therapy.

In 2021, the Association for Diagnostics and Laboratory Medicine published a guidance document for laboratory
investigation of acute kidney injury (AKI) recommending diagnostic thresholds, the role of new biomarkers, and
discontinuation of wasteful testing (eg, urine eosinophils) (6). The guidance recommends against using urinary
eosinophils to confirm or exclude AIN nor should it be considered in the evaluation of AKI (6).
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4. Do not routinely order Thyroid Hormone Binding Ratio (THBR, e.g., T3 Resin Uptake or T-Uptake)
assays to determine the free T4 index. Use free T4 assays instead.

Before free T4 assays, the Thyroid hormone binding ratio (THBR) was part of a two-test procedure to estimate the
free T4 index (FT4l). Modern FT4 assays are now faster, more accurate, and less expensive than this two-test index
approach. When ordered with free T4, the THBR does not add value in routine evaluations. THBR retains limited
utility in rare patients with inconsistent results attributed to the presence of abnormal binding proteins.
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5. Consider molecular-based testing for diagnosis of arboviral disease within the first seven days
of symptom onset

Testing for arboviral disease diagnosis should be based on the patient’s clinical presentation, duration of
symptoms, exposure history, and information regarding circulation of endemic viruses. Molecular diagnosis is
the method of choice, when available, to diagnose acute arboviral infection. Serologic testing is recommended
in patients presenting beyond 5 days of initial symptoms. For patients tested earlier, serological testing may be
negative due to an underdeveloped immune response.
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6. Do not order bacterial culture (genital culture) for the diagnosis of Bacterial Vaginosis (BV)

Bacterial vaginosis (BV) is a vaginal dysbiosis, but there is no consensus on the group of bacterial species that
cause BV. Although Gardnerella vaginalis can be recovered using routine culture methods, it not a specific marker
of disease and therefore culture is not a recommended diagnostic tool. To diagnose BV nucleic acid amplification
based testing (NAAT) is more sensitive and specific than other available methods. Gram stain with Nugent scoring
is acceptable if NAAT testing is not available.
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