RESEARCH LETTER

Improving efficacy and maintaining
safety in the treatment of alopecia
with low-dose oral minoxidil and
spironolactone combination
therapy: A retrospective review

To the Editor: Low-dose oral minoxidil (LDOM) and
spironolactone are popular off-label treatments for
female androgenetic alopecia (AGA)." Although
both drugs have demonstrated efficacy and safety
as monotherapies, clinicians may combine them
when results are unsatisfactory.'” However, con-
cerns regarding impacts on blood pressure (BP) may
limit their concurrent use. This study aims to evaluate
the efficacy and safety of LDOM and spironolactone
combination therapy for female AGA.

We performed an institutional review board-
approved (i23-00157 approved March 14, 2023)
retrospective study of patients seen at NYU
Langone Health from January 1, 2008, to August 1,
2023. Inclusion criteria included female sex, AGA
diagnosis, use of LDOM or spironolactone, and
documented trichometric measurements 12 cm
from the glabella. Statistical significance was

®

Table 1. Patient demographics

determined using Wilcoxon rank sum testing with
continuity correction or X* testing.

Our cohort included 21 patients (mean age of
51.3 years and mean LDOM dose of 1.6 mg/day); 12
received LDOM monotherapy (mean age of
58.8 years and mean LDOM of dose 1.9 mg/day),
and 9 received a combination therapy with spirono-
lactone (mean age of 41.2 years, mean LDOM dose of
1.3 mg/day, and mean spironolactone dose of
138.9 mg/day). In addition to AGA, 7 patients had
concomitant telogen effluvium and 2 had lichen
planopilaris. The baseline hair width and density
were 60.9 um and 183.2 hairs/cm® and 64.3 pm and
190.2 hairs/cm?® for monotherapy and combination
therapy patients, respectively. The average length of
time between visits was 134 and 144.0 days for the
monotherapy and combination therapy cohorts,
respectively. Aside from age (P = .03), there were
no significant differences in the baseline character-
istics between the cohorts. (Table D).

The average changes in trichometric width and
density were 2.3 um and 1.1 hairs/cm® and 0.8 um
and 13.6 hairs/cm® for the monotherapy and

Charateristic Overall cohort (n = 21)

Oral minoxidil monother-

Oral minoxidil and spirono-
lactone combination ther-

apy (n = 12) apy (n = 9) P

51.3 = 18.1
Androgenetic alopecia: 12
Androgenetic
alopecia + telogen efflu-
vium: 7
Androgenetic
alopecia + lichen planopi-

Age (y)
Alopecia subtype

laris: 2

LDOM dose, mg/d 1.7 = 0.8
Spironolactone dose, -

mg/d
Length of time between 1383 = 784

initial and follow-up

visit, d
Baseline hair width, um 63.6 = 124
Baseline hair density, 186.2 = 41.6

hairs/cm?

Androgenetic alopecia: 6

alopecia + telogen ef-

alopecia + lichen plano-

585 = 175 41.2 = 141 .03
Androgenetic alopecia: 6
Androgenetic
alopecia + telogen ef-
fluvium: 2
Androgenetic

alopecia + Lichen pla-

Androgenetic

fluvium: 5
Androgenetic

pilaris: 1 nopilaris: 1
1.9 = 09 1.3 05
- 138.9 = 48.6
134.0 = 58.5 144.0 = 103.0 72
609 = 12.5 643 £ 125 34
183.2 £ 49.7 190.2 = 29.8 94

All values provided are means with standard deviations.
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Table II. Efficacy and safety of LDOM monotherapy when compared with LDOM and spironolactone

combination therapy

Oral minoxidil and

Oral minoxidil spironolactone Effect
Overall cohort monotherapy combination therapy P size
Change in 1.2 = 9.0 23 £99 0.8 = 86 54 0.14
trichometric
width
Change in 6.4 * 24.1 1.1 = 257 13.6 = 21.1 36 0.21
trichometric
density
Side effects Total: 8 Total: 5 Total: 3 .66
Dizziness/ Dizziness/ Dizziness/

lightheadedness: 1

Hypertrichosis: 5

lightheadedness: 0
Fluid retention/edema: 2 Fluid retention/edema: 2
Hypertrichosis: 3

lightheadedness: 1
Fluid retention/edema: 0
Hypertrichosis: 2

The patient that experienced dizziness was a female prescribed LDOM 1.25 mg/day and spironolactone 100 mg/day. No medication changes
were required. Changes in trichometric width and density are presented as means with standard deviation.

combination therapy cohorts, respectively, with no
significant difference in the change for either mea-
surement between cohorts (P = .54 and P = .30).
However, there was a trend toward increased hair
density with combination therapy when compared
with monotherapy (effect size = 0.21) (Table ID.

Eight side effects were reported: 5 from mono-
therapy and 3 from combination therapy patients.
One combination therapy patient experienced light-
headedness or dizziness, which resolved without
medication changes (Table ID).

This study provides novel insights into LDOM and
spironolactone combination therapy. Previous
studies on combination therapy have demonstrated
positive outcomes, although limited by lower medi-
cation doses.”” Our work expands on this by
investigating outcomes with higher doses of LDOM
and spironolactone more commonly employed for
AGA treatment. Although not statistically significant,
we demonstrated a trend toward improved out-
comes with combination therapy with an effect size
suggesting that clinical improvement may be
present.

Although BP changes were not recorded, only 1
patient experienced dizziness or lightheadedness,
which may have resulted from low BP. This tolera-
bility aligns with previous research on the safety of
these medications and may provide reassurance to
providers who aim to maximize patient outcomes
while prioritizing safety.”’

Limitations of this study include retrospective
design, sample size, reliance on self-reported
side effects, and lack of BP measurements. Future
studies are warranted to fully understand the benefits

and risks of combination therapy and identify patients
who would most benefit from this approach.
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