
Serum, Saliva, or Urine?
Quick Comparison Sheet

Method Baseline 
Hormones

Diurnal 
Cortisol/HPA 
Axis Curves

Hormone 
Metabolites

Oral/Pellet/
Patch HRT

Transdermal 
Progesterone

Sublingual 
HRT

Serum  a c

Saliva   a 

Urine    a,b

a Need to account for timing of testing in relation to oral HRT intake to assess dosing. Consider combining 
methodologies for the most comprehensive representation.
b Oral progesterone is not measured directly in urine testing, progesterone metabolites are measured.
c Need to account for timing of testing in relation to sublingual HRT.

Serum Hormone 
Testing Strengths

Serum Hormone 
Testing Limitations

 y Defaults to measure total hormone, 
bound and unbound (although some 
free hormone tests can be obtained in 
serum)

 y Can be used for baseline monitoring 
of hormones and comprehensive 
diagnostic work-ups

 y Can collect for thyroid, SHBG and other 
tests in addition to sex steroids at the 
same collection

 y Current standard of care to monitor 
oral HRT/pellet/patch

 y Transdermal HRT is underrepresented1

 y Cortisol is not tested in a diurnal 
pattern; HPA axis curves not available 
for assessment

 y Does not measure most free unbound 
hormones or metabolites 

 y Oral progesterone levels may not 
be accurately captured due to fast 
metabolism

 y Typically only offers one point in 
time measuring

Serum, Saliva & Urine Quick Glance Hormone Test Comparison



Method Baseline 
Hormones

Diurnal 
Cortisol/HPA 
Axis Curves

Hormone 
Metabolites

Oral/Pellet/
Patch HRT

Transdermal 
Progesterone

Sublingual 
HRT

Serum  a d

Serum Quick Glance Hormone Test Comparison

a Need to account for timing of testing in relation to oral HRT intake. 
d Need to account for timing of testing in relation to sublingual HRT.

Salivary Hormone Testing Strengths

Salivary Hormone Testing Limitations

 y Reflects free, bioavailable hormone rather than total, bound hormone2

 y More representative of tissue levels of topical hormones than serum or urine, best testing 
method to prevent overdosages of topical creams and gels1–3

 y Research-based efficacy for adrenal cortisol monitoring including diagnosis of Cushing’s 
disease, also helpful for sub-optimal levels, hypocortisolemia and HPA axis dysregulation4,5

 y LC-MS/MS assay methodology is highly sensitive for even low levels of estradiol in saliva2

 y Convenient to collect sample at home 

 y Pooled samples combine results from 4 points throughout the day rather than single time 
point collection

 y Can aid in measuring bioavailable baseline hormone levels prior to HRT, although serum 
may be also advised for full diagnostic workups

 y Not the preferred method to test when using HRT in sublingual suspensions/troche 
lozenges due to direct contamination of salivary reservoir with HRT.

 y Does not measure metabolites to evaluate estrogen and other hormone metabolism

 y Potential interactions with food, drinks, or blood from recent tooth brushing – must avoid 
these with testing

 y Only utilized in steroid-based hormones

 y Can be difficult to collect enough salivary for testing in patients with poor salivary flow



Method Baseline 
Hormones

Diurnal 
Cortisol/HPA 
Axis Curves

Hormone 
Metabolites

Oral/Pellet/
Patch HRT

Transdermal 
Progesterone

Sublingual 
HRT

Saliva   a 

Saliva Quick Glance Hormone Test Comparison

a Need to account for timing of testing in relation to oral HRT intake. 

Urine Hormone Testing Strengths

Urine Hormone Testing Limitations

 y Measures hormone metabolites which reflect metabolism and clearance of hormones6,7 
and related enzyme pathways

 y Can accurately reflect baseline hormone levels (exception: Urinary T levels will be absent 
with genetic snp UGT2B17)

 y Measures 8-OHDG and diurnal melatonin (via MT6s metabolite), BPA, HPA axis dysregulation

 y Can assess for risks specifically associated with estrogen metabolites, i.e., 2-OH-E2 vs 
4-OH-E2 pathways6

 y Metabolites for cortisol and cortisone can shed light on cortisol/cortisone dynamics 
in tissues

 y When using excretory products for measuring, there can be a range of interpretations.

 { Low excreted urine hormone levels may suggest either low production or increased 
tissue uptake

 { High levels may reflect either tissue saturation or overproduction

 { Free cortisol can be converted at kidney to cortisone, thus urinary cortisol can be 
underrepresented

 y Need to control for time of testing in relation to oral HRT intake to avoid false elevations 
from 1st pass metabolism

 y May underrepresent transdermal HRT8

 y Vaginal HRT may contaminate urine samples

 y May be inaccurate in those with renal disease/creatinine irregularities



Method Baseline 
Hormones

Diurnal 
Cortisol/HPA 
Axis Curves

Hormone 
Metabolites

Oral/Pellet/
Patch HRT

Transdermal 
Progesterone

Sublingual 
HRT

Urine    a,c

Urine Quick Glance Hormone Test Comparison

a Need to account for timing of testing in relation to oral HRT intake. 
c Oral progesterone is not measured directly in urine testing, progesterone metabolites are measured
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The content within this information sheet is not intended to be a stand-alone medical reference guide, nor is it intended to be a substitute for 
medical advice from a healthcare provider. This content is meant for education purposes only and is not meant to diagnose, treat, or cure any 
disease or condition. Please consult a healthcare provider for individual suggestions on follow up testing, specific lab interpretation, treatment 
and/or further clinical direction. 


