Approximating Systemic Estrogen Exposure from Vaginal Estrogen Cream Therapy
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Median Estradiol Concentration by Vagmal Cream Dose Median Estrone Concentration by Vaginal Cream Dose Dose of Biest Vaginal Cream (mg)
It is not clear if vaginal application of estrogen results in clinically I B I Variable ' Baseline, N=58" 0.1, N=58' 0.25, N = 307 0.5, N=17"
signi ficant sys temic effects, though this would Iikely only occur at high .. ' ' o Age at Collection 56.0 (52.0,59.8) 56.0 (52.0, 59.8) 56.0 (52.0, 61.8) 56.0 (53.0, 58.0)
doses. Co||ecting real-world data rega rding systemic estrogen exposure j§; """" Median Luteal Estrone Concentraion BMI 27.6 (24.0, 31.9) 27.6 (25.3, 32.4) 25.9 (23.2, 29.9) 27.3 (25.7, 31.0)
from vaginal estrogen use is difficult as serum collection is invasive Estrone (ng/mg-Cr) 2.80(190,4.10) ~ 4.95(3.10,7.27)  7.05(553,10.18)  9.50 (5.40, 11.60)
and no other sampling method has been shown to provide reliable and Estradiol (ng/mg-Cr) 0.36 (0.22, 0.60)  0.90 (0.47, 1.61) 113 (0.88, 1.55) 1.90 (1.09, 2.69)

accurate results. One objective of this study was to determine if high Estriol (ng/mg-Cr) 1.85 (1.15, 2.60)  10.30 (5.47,15.55) 21.05 (13.72, 27.38) 19.70 (12.30, 32.40)
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Median Luteal Estradiol Concentration

dose vaginal estrogen cream use showed expected dose-dependent Total Estrogens (ng/mg-Cr) 8.30 (6.03, 12.43) 20.30 (13.60, 28.02) 35.80 (26.20, 48.80) 39.50 (29.50, 52.30)

increases in urinary estrogen levels. Secondarily, cases with high dose S sl ’ Median (IQR)

vaginal therapy were examined to test the urine assay’s ability to
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Luteal Interquartile Range (12.6 - 24.7 ng/mg-Cr)

of systemic estrogen exposure.
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This was a retrospective observational study conducted using data from
the database of a diagnostic laboratory (Clinical Trials ID: NCT04305093).
Results included urinary concentrations of 10 different estrogen Postmenopausal Interquartile Range (0.20 - 0.73 ng/mg-Cr)
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Baseline 0.1 0.25 0.5
Dose of Biest Vaginal Cream (mg)
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Postmenopausal Interquartile Range (1.8 - 5.8 ng/mg-Cr) Urinary Estrone Concentration Distributions by Dose Urinary Estriol Concentration Distributions by Dose
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metabolites including estrone (E1), estradiol (E2), and estriol (E3). From 50

Estradiol Component of Vaginal Biest Cream Dose °

this database of over 100,000 results, 58 postmenopausal women Baseline 0.04 mg - 0.1 mg 0.2'mg
Estradiol Component of Vaginal Biest Cream Dose
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met inclusion criteria and had both baseline results and results while
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using a 0.1 mg dose of vaginal estrogen cream, Biest (60% E3, 40% E2;

Urinary Estrone Conce

applied to the labia daily). From this group, 30 women had an additional
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measurement while using 0.25 mg and 17 women (non-overlapping) had
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Baseline 0.1 0.25 0.5 Baseline 0.1 0.25 0.5
Why The Method Works

a measurement while using 0.5 mg. The assay method used in this study
has previously been shown to systematically remove more than 97% of

any free hormone contamination via a methyl tert-butyl ether (MTBE)
wash and this removal of contamination was confirmed in each sample.

If the estrogen is applied vaginally, will Rehyd rated Solid Phase MTBE Methanol CO N C L U S I O N

some of it get into the urine and render o o .
trends across dose categorie& the measurement inaccurate? Urlne EXtra Ctlon WaSh EIUt|On

The Jonckheere-Terpstra trend test was used to assess for ordered

The results of this study suggest that vaginal estrogen cream at doses of 0.04

mg (E2) and higher may be absorbed systemically in significant amounts. This

indicates a need for further investigation, ideally with larger, prospective studies.
G C' M S/ M S The sampling method and accompanying assay used in this study may represent
O r an ideal tool for further study due to the ease of sample collection and the ability

RESULTS

The mean age of study participants was 55.7 years. Increasing doses
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@ Conjugated Hormone

Great question! Fortunately,
we thought of that!

® Free Hormone*
B Other Compounds

of urine to capture and represent a greater proportion of the pharmacokinetic

of the vaginal estrogen cream resulted in dose-dependent increases

in median urinary concentrations of E1, E2, and E3. All 3 metabolites \l Solid Phase y LC- M S/ M S patterns exhibited by estrogen cream.
showed statistically significant ordered trends across dose categories . . 4
(p<.00001 Jonckheere-Terpstra trend test). The median E2 concentration Pleise ean t;';?tQR c?fief with your Smar;phone to view our
_ _ 0 poster and aaditional intormation regarding our researcn.
increased from 0.36 ng/mg-Cr at baseline to 0.9 ng/mg-Cr at a dose of m ’ @ Copies of this poster and associated materials are for
® *The amount of free hormone in samples from individuals using - o ¢ o personal use Only and may not be reprOdUCEd WithOUt

0.1mg, 1.13 ng/mg-Cr at a dose of 0.25 mg and 1.90 ng/mg-Cr at 0.5 mg. o agnal appled srogen thrapy s generly 1 o st T written permission from the authors. To request permission

contaminated with the estrogen product. or to ask questions about the poster, please contact Mark

Newman at mnewman@dutchtest.com




