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Introduction. Current approved medications for hair loss, such as topical minoxidil and oral finasteride, may have suboptimal
efficacy or side effects precluding continued use in some patients. Thus, we report an evaluation of the efficacy, safety, and
tolerability of a new topical botanical formulation -GASHEE containing over 12 phytoactive ingredients that affect multiple
targets in the cascade of pathophysiologic events that cause hair loss. Five patients with various hair-loss conditions, including
cases of previous treatment failures, are presented. Case Presentation. This is a case series of four women and one man with hair
loss due to various causes, four of whom had failed minoxidil treatment for over a year. All patients used the topical treatment as a
sole therapy for at least 3 months before the documentation of outcomes, which involved interval changes noted through each
patient’s account, direct observation, and photography. Discussion. In all patients, we observed significant improvements in hair
regrowth in the nape, crown, vertex, and temple areas after 3-15 months of treatment. All patients were highly satisfied with their
results and reported no adverse events. Although the use of botanicals in the treatment of hair loss is in an infant stage, the new
formulation used in this study demonstrated a good efficacy related to hair growth, warranting further evaluation.

1. Introduction

Androgenetic alopecia (AGA, also called male and female
pattern alopecia) is the most common cause of hair loss and
is estimated to affect 30-58% of men by age 50 and 12-40%
of women depending on age and race [1-4]. It is charac-
terized by progressive hair follicular miniaturization caused
by the actions of androgens on epithelial cells of genetically
susceptible hair follicles in androgen-dependent areas [5].
While complex genetic inheritance and age of the individual
are major risk factors in AGA development, on a cellular
level, the initiation of an inflammatory condition in the
follicle microenvironment is considered the central event,
with contributory mechanisms, including abnormal signal
transduction (the wingless-type integration site pathway),
high levels of apoptosis, and oxidative stress [6-11]. This

supports the need for a multifaceted approach for the
treatment of AGA, managing central causes, such as 5-
dihydrotestosterone (DHT), oxidative stress, and inflam-
mation, as well as downstream factors that precipitate hair
loss by adversely affecting hair stem cells and hair cycles
(Figure 1). For instance, DHT, a major factor causing hair
loss in AGA, has been found to act downstream by inducing
the production of interleukin- (IL-) 6 and transforming
growth factor- (TGF-) 52 by dermal papilla cells (DPCs),
thus suppressing hair growth and premature onset of the
catagen phase [12, 13].

To date, there is no permanent cure for AGA, which
often precipitates anxiety and depression in affected patients
[14]. Two drugs, topical minoxidil and oral finasteride, have
been approved by the United States Food and Drug Ad-
ministration for AGA, with finasteride restricted to men
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FiGure 1: The hair follicle cycle showing the effects of various cytokines, growth promoters, and growth inhibitors regarding different stage
transitions. BDNF, brain-derived neurotrophic factor; BMP-2/4, bone morphogenetic protein-2/4; col 17 Al, collagen-type XVII a 1 chain;
DKK, Dickkopf-related protein; FGF5/7/18, fibroblast growth factor 5/7; GDNF, glial cell line-derived neurotrophic factor; HGF, hepatocyte
growth factor; IGF-1, insulin-like growth factor-1; IL-1/6, interleukin-6; KGF, keratinocyte growth factor; PG D2/E2/F2a, prostaglandin D2/
E2/F2a; SCF, stem cell factor; SHH, sonic hedgehog; TGF, transforming growth factor; TNF-a, tumor necrosis factor «; VDR = vitamin D
receptor; WNT, wingless-type integration site.
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because of teratogenicity in women of child-bearing age and
poor effects in postmenopausal women. While their
mechanism of action is not fully understood, minoxidil is
believed to shorten the telogen phase, accelerate the telogen-
exogen phase, initiate premature entry of resting hair fol-
licles into the anagen phase, and increase hair follicle size
[15]; in contrast, finasteride is a type II 5-a reductase that
inhibits the final conversion step of testosterone to its active
form, DHT [16]. Both drugs can curtail progressive hair loss
and stimulate new hair growth. However, their efficacy is
suboptimal. Studies have shown that, after 1year and
4 months of administering oral finasteride and 5% topical
minoxidil, respectively, only 48% and 38.6% of the subjects,
respectively, experienced hair growth [17, 18]. Additionally,
a study revealed that finasteride was ineffective in treating
hair loss in postmenopausal women [19]. Furthermore,
finasteride is contraindicated in women of childbearing age
because of teratogenicity concerns (Propecia (U.S. package
insert) 2013 Merck: Whitehouse Station, NJ), while some
men would experience sexual dysfunction from its use. Scalp
irritation may occur due to topical minoxidil, which, in
addition to instances of suboptimal efficacy, has been cited
by some patients as a reason for seeking botanical alter-
natives to pharmaceuticals [20, 21]. Therefore, there is an
unsatisfied need for additional safe and effective therapies
for AGA.

Another cause of hair loss is traction alopecia (TA),
which results from continuous and prolonged tension to the
hair. It is most commonly observed in Black/African
American women and children who wear hairstyles that pull
excessively at the frontotemporal hairline [22]. TA typically
affects the frontal and temporal scalp, as well as anterior and
superior to the ears. Hairstyles reported by patients with TA
include tight braids, weaves, cornrows, ponytails, chignons,
or religious head coverings. It should be noted that traction
applied to chemically treated hair (i.e., relaxers and dyes) can
further increase the risk of TA [23]. The finding of retained
hairs along the frontal and/or temporal hairline (“fringe
sign”) can help in making a clinical diagnosis of TA [24].
Apart from avoiding all the practices that lead to TA,
treatment options have included intralesional corticoste-
roids directed at the periphery of hair loss to suppress
perifollicular inflammation [25], antibiotics used early in the
disease for their anti-inflammatory effect [26], minoxidil
[27], and hair transplantation.

Central centrifugal cicatricial alopecia (CCCA) is an-
other common cause of alopecia in African American
women, perhaps only exceeded in frequency of hair loss by
TA, with a likely prevalence of 3-7%, although its true
prevalence in various populations is unknown [28]. A ge-
netic basis involving mutations in PAD13, which encodes a
protein that is essential for proper hair-shaft formation, has
been associated with CCCA [29]. Harsh hair grooming
practices may precipitate CCCA in genetically predisposed
individuals. The scarring alopecia that results from CCCA
occurs mainly on the vertex of the scalp with symmetric
spread in a centrifugal pattern, hence the name of the
disease. The presence of a peripilar white halo as a feature
found under dermoscopy, along with other findings,

suggests CCCA in an African American patient with mild
central thinning. Medical treatments similar to those used
for TA have been used, as well as hydroxychloroquine and
doxycycline, although all are inadequate and mostly
ineffective.

Lastly, there is diffused thinning in postmenopausal
women, likely due to the decline in estrogen, which protects
hair in women, which would have succumbed to hair loss
from androgenic pattern hair loss [30]. Men manifest hair
loss from androgenic alopecia early in life because they lack
estrogen which protects women from the same problem.
However, during and after menopause, the protective effect
of estrogen is lost. This accounts for the onset of hair loss,
which typically manifests as diffuse hair thinning. Estrogen
supplementation is generally not an option because of the
inherent dangers of increased risk of breast cancer, as well as
other complications of estrogen treatment. As a result,
minoxidil is used but is often not effective.

Botanical extracts are obtained from whole plants or
specific plant parts, such as the flower, stem, leaves, bark,
root, or fruit, and are delivered topically or as dietary
supplements. Extracts are typically complex mixtures con-
sisting of numerous individual phytochemical constituents
and potential contaminants. Their use as therapeutics has
expanded enormously in the last few decades. This approach
is attractive, as its wide availability and low cost will allow
many different formulations to be devised to address specific
disease-related problems. However, a few botanicals are
subject to regulation or rigorous research, as they are not
labeled for a specific disease [31]. Consequently, their ef-
fectiveness or safety is often unclear.

We report the treatment outcomes of five patients
treated with a new topical lotion consisting of over 12
phytoactive botanical ingredients and discuss the possible
mechanisms of action using published literature.

2. Case Presentation

2.1. Evaluation of Dr. UGro Gashee® Efficacy and Safety.
The study was conducted in accordance with the Declaration
of Helsinki (1964). All patients signed informed consent
forms.

A diverse group of five patients (in terms of age, sex, race,
and cause of hair loss) who exclusively used Dr. UGro
Gashee® (GASHEE) for their hair treatment is reported.
They all reported a high satisfaction level and safety profile
after using the topical cosmeceutical.

2.2.Case 1. A 68-year-old Caucasian woman had AGA with
significant hairline recession and thinning of the front, top,
and crown. She desired to stop her hair loss, as well as
stimulate hair growth in the affected areas, and therefore
began applying 2% topical minoxidil solution to the affected
area as well as taking oral hair- and nail-growth supple-
ments. After over 1 year of using minoxidil without no-
ticeable results, she discontinued both treatments
(Figures 2(a) and 3(a)). She began applying the GASHEE
lotion formulation to her scalp once at night for 3 months.
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FIGURE 2: Patient 1: a 68-year-old Caucasian woman. Top of the head before (a) and after (b) 3 months of treatment.

()

(®)

FiGURrE 3: Patient 1: back of the head before (a) and after (b) 3 months of treatment.

After leaving the lotion on her scalp throughout the night,
she washed her scalp each morning. In between washings,
she noted a reduction in the rate of hair shedding. After 3
months, new hair growth in the affected area was observable,
and her hair loss completely stopped (Figures 2(b) and 3(b)).
Trichograms (Dino-Lite 1.3MP, AnMo Electronics Co., New
Taipei City) of a tattooed spot in the hair path line area of the
midscale, performed at 2, 3, and 15 months, revealed pro-
gressive interval improvement in hair density and caliber
(Figures 4(a)-4(c)). She reported no adverse effects.

2.3. Case 2. A 48-year-old, premenopausal, Chinese woman
with hair loss caused by female-pattern hair loss
(Figure 5(a)) had a family history of advanced female- and

male-pattern hair loss, specifically in her mother and
brother. She washed her hair three to five times a week and
typically kept her hairstyle natural. She did not want to use
pharmaceuticals or any oral treatments and began applying
GASHEE lotion to her hair and scalp every night. After 3
months of using the product, she reported hair growth in the
areas where the spray lotion was applied to her scalp
(Figure 5(b)), and no adverse effects were reported.

2.4. Case 3. A 35-year-old African American male patient
with hair loss used minoxidil and finasteride for 12 years
with minimal benefits (Figure 6(a)). He applied GASHEE
lotion to his hair and entire scalp twice a day. After 4 months
of using the product, he reported decreased scarring and
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(a)

FIGURE 4: Trichograms of a tattooed spot in the hair path line area of the midscale from patient 1, performed at 2, 3, and 15 months ((a), (b),
and (c), respectively). A progressive interval improvement in hair density and caliber was noted.

(a) (b)

FIGURE 5: Patient 2: a 48-year-old Chinese woman. Top of the head before (a) and after 3 months of treatment (b).

(a) (b)

FIGURE 6: Patient 3: a 35-year-old African American man. Crown before (a) and after 3 months of treatment (b).



inflammation of his scalp and increased hair density in areas
where he applied the lotion formulation (Figures 6(b)). He
reported no adverse effects.

2.5. Case 4. A 50-year-old African American woman had a
history of hair loss in her hairline, temple edges, and the nape
area, all consistent with a clinical diagnosis of traction alo-
pecia (Figures 7(a) and 8(a)). Similarly, she had a biopsy-
proven diagnosis of central centrifugal cicatricial alopecia
involving the vertex (Figure 9(a)). She had used topical
minoxidil for over 1 year on all areas of hair loss, as well as
intralesional steroid injections, albeit with minimal benefits.
After discontinuing all treatments, she began applying the
GASHEE lotion twice a day. At 3 months, she reported
significant improvement of hair fullness in the hairline,
temples, and her nape areas of traction alopecia (Figures 7(b)
and 8(b)). She equally observed some improvements in the
vertex, with the exception of shiny scarred areas which were
devoid of hair follicles (Figure 9(b)). She reported no adverse
effects.

2.6. Case 5. A 56-year-old, postmenopausal, Hispanic
woman completed chemotherapy for breast cancer and
developed hair loss. When it regrew, she had generalized
thinness with marked appearance in the crown, top, and
frontal areas. She similarly reported a global loss of volume
and inability to grow her hair long. Treatment with mi-
noxidil for over 1 year showed no improvement. Within 6
weeks of initiating GASHEE lotion application, she noticed
improvement in her global hair volume. Improvement was
sustained through 18 months of documentation. She re-
ported no adverse effects. Figures 10(a) and 10(b) depict the
crown before and after 9 months of treatment.

3. Discussion

3.1. Dr. UGro Gashee®. Dr. UGro Gashee® (FineTouch
Laboratories: Manhattan Beach, CA) is a novel, proprietary
topical formulation consisting of over 12 different botani-
cals, vitamins, and cosmeceuticals, available as a liquid lotion
or pomade, containing a similar amount of phytoactives.
Each of its components has been incorporated to potentially
apply a multifaceted approach to the treatment of AGA
(Table 1). Similarly, the formulation contains methylsulfo-
methane, designed to aid penetration of the active topical
ingredients [32]. Since it is used as a topical formulation, it
minimizes adverse or toxic effects that are sometimes ex-
perienced after the ingestion of botanical extracts. The in-
gredients are derived by either cold pressing or using natural
solvents, thus keeping in alignment with a holistic approach
to cosmeceuticals and health care. In addition, the prepa-
ration of many topical botanical solutions involves the use of
high temperatures to attain a desired texture or achieve
maximum dissolution and emulsification. However, such an
approach may destabilize or deactivate heat-sensitive phy-
tochemicals, thus defeating the purpose of their use. Using
ingredients obtained by implementing methods based on
close-to-ambient temperatures and a formulation process

Case Reports in Dermatological Medicine

that avoids heat, the biochemical or biological activity of
active components is optimally retained.

Furthermore, GASHEE formulation favors using whole
extracts as opposed to compounds isolated from plants.
There is evidence suggesting that, at comparable doses and
concentrations, industrially isolated compounds do not have
as much activity as the unrefined plant due to the absence of
interacting substances present in the extract [52].

Finally, one issue that has made many topical bo-
tanicals commercially nonviable is the inability to pre-
serve them such that their shelf life is optimal without
resorting to harsh chemical preservatives. GASHEE
overcomes this challenge owing to its heat-free propri-
etary formulation process and blend of ingredients, as
well as the naturally derived sustainable preservatives it
contains. All of these factors are aimed at the increasing
number of people who are reluctant to consume phar-
maceuticals and oral medications and prefer topical
natural solutions that are safer.

3.2. Dr. UGro Gashee® Ingredients and the Hair Follicle Cycle.
Human hair follicles are in a constant state of cycling
throughout their biological life. The cycle (Figure 1) consists
of a growth phase (anagen) during which the follicle
elongates and is at its thickest in caliber; a degeneration
phase (catagen) which marks the end of anagen and is
characterized by apoptotic changes involving the sections
that extend from and include the hair bulb where DPCs
reside to the bulge area where the hair stem cells live; and a
resting phase (telogen) during which follicle miniaturizes
and may shed (exogen). Resumption of anagen is marked by
regeneration of the hair bulb and the hair follicle sections
leading up to the follicle bulge area.

Several genes encode proteins that act as activators or in-
hibitors in the three stages of the hair follicle cycle (Figure 1).
Understanding the mechanism underlying the influence of
various components of the GASHEE formulation on many of
these proteins will elucidate how it can be of benefit against hair
loss. For example, one of the primary active constituents of
green tea, epigallocatechin, is a DHT inhibitor, which prevents
insulin-like growth factor- (IGF-) 1 levels from being depressed.
IGF-1 prevents hair follicles from transitioning from anagen to
catagen while encouraging the telogen to anagen transition [47].
Eclipta alba extract includes substances that can downregulate
TGF-1, a cytokine that encourages the hair follicle to transfer
to the catagen phase, although the exact regulation pathway by
which this occurs remains unknown [50]. Fenugreek extract can
counteract the effects of proinflammatory cytokines, such as IL-
6 and tumor necrosis factor- (TNF-) «, thus positively inter-
vening in anagen-to-catagen and catagen-to-telogen stages of
the hair cycle [53]. An abnormally functioning vitamin D re-
ceptor and inadequate vitamin D3 levels are known to disrupt
the normal hair follicle cycle [51, 54]. Extracts of Gotu kola have
been shown to be angiogenic. The angiogenesis marker, vascular
endothelial growth factor, can mitigate androgen-induced ap-
optosis through the phosphoinositide-3-kinase-protein kinase B
(Akt) pathway, which could affect the progression of anagen to
catagen [55, 56].
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(a)

(b)

FIGURE 7: Patient 4: a 50-year-old African American woman diagnosed with central centrifugal cicatricial alopecia in the vertex and
midscalp and traction alopecia in the temple, hairline, and nape areas. Right temple before (a) and after (b) 3 months of lotion use.

()

(®)

FiGure 8: Patient 4: back of the head before (a) and after (b) 3 months of lotion use.

3.3. Main Dr. UGro Gashee® Ingredients in Detail

3.3.1. Gotu Kola. Gotu kola (Centella asiatica (C. asiatica))
is an herb used for thousands of years in the Ayurvedic
Indian tradition, the activities of which have been attributed
to several saponin moieties [57, 58]. Extracts of this herb
have demonstrated antioxidant activity, as evidenced by
several murine studies. For example, administration of Gotu
extracts resulted in a significant oxidative defense in an
Alzheimer’s disease model [59]. In a neuroprotective model,
C. asiatica mitigated the neurotoxic effects of 3-nitro-
propionic acid on oxidative stress in the cytosol and mi-
tochondria and prevented the significant depletion of

glutathione, total thiols, and other enzymic antioxidant
systems [59, 60]. Finally, a significant decrease in malon-
dialdehyde and an increase in glutathione and catalase levels
were observed in male Wistar rats treated with 200 and
300 mg/kg of C. asiatica [33]. Notably, C. asiatica extracts
were demonstrated to activate the hair-inductive capacity in
cultured human DPCs [61].

3.3.2. Green Tea Extract. Green tea extract is made from leaves
of the plant, Camellia sinensis L. (Theaceae), in which enzymatic
oxidation has been minimized. It is one of the most extensively
studied botanicals due to its antioxidant, metal-chelating,
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F1GURE 10: Patient 5: a 56-year-old, postmenopausal, Hispanic woman with marked thinning in the crown area, global loss of volume, and
inability to grow hair long. Crown and back of head before (a) and after (b) 9 months of treatment.

anticarcinogenic, anti- and proapoptotic, and anti-inflamma-
tory properties, originating from constituent catechins, 50-80%
of which consist of epigallocatechin gallate (EGCG) [62]. An
early study used BALB/black mice devoid of hair on the head,
neck, and dorsal areas and randomly assigned them to an
experimental group treated with 50% fraction of polyphenol
extract from dehydrated green tea in their drinking water for six
months and a control group given plain water. The authors
showed that one-third of the mice in the experimental group
had significant hair regrowth (p = 0.014) compared to that in
the control group [63]. Similarly, further investigation revealed

that EGCG promotes hair growth in an ex vivo culture of hair
follicles and the proliferation of cultured DPCs [64]. The au-
thors suggested that growth stimulation of DPCs by EGCG in
vitro was mediated by the upregulation of phosphorylated
extracellular signal-regulated kinases and Akt, which are im-
portant for regulating cell growth, proliferation, survival, mo-
bility, and invasion, as well as by the increased B-cell lymphoma
2/bcl-2-like protein 4 ratio, functioning like a rheostat to de-
termine cell susceptibility to apoptosis. Notably, similar results
were also obtained in vivo in dermal papillae of human scalps
[64].
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TaBLE 1: Components of Dr. UGro Gashee®.

Generic name INCI name

Properties

Gotu kola Centella asiatica

Aloe barbadensis extract Aloe barbadensis extract
Red (Asian) ginseng Panax root ginseng
extract extract
Polygonum multiflorum
root extract
Cysteine/N-acetyl
cysteine

Polygonum fo-ti extract

Cysteine/N-acetyl-
cysteine

Activates hair-inductive capacity in three-dimensional spheroid cultured dermal

papilla cells [33]

Immunomodulatory and anti-inflammatory properties [34]
May reduce hair loss despite the presence of DKK-1, a strong catagen inducer via

apoptosis [35]

Increases the proliferation of dermal papillary cells [36]

Androgen-inducible TGF-f1 promotes androgenetic alopecia; however, it is
significantly suppressed by the ROS scavenger, N-acetyl cysteine [37]

Scavenger of reactive oxygen species, anti-inflammatory agent, and

Turmeric Curcuma longa

Horsetail extract Equisetum arvense extract
Trigonella foenum-
graecum oil
Tall oil fatty acid
Camellia sinensis leaf

extract

Fenugreek oil

Tall oil fatty acids
Green tea extract with
95% EGCG

Saw palmetto Serenoa serrulata

Eclipta alba (bhringraj
oil)
Vitamin D3

Eclipta alba oil
Vitamin D3

immunomodulator [38, 39]; anti-androgen [40] inhibits androgenic induction of
TGE-, which induces catagen and inhibits hair growth and perifollicular fibrosis

[41-43]
5a-reductase inhibitor [44]

Anti-inflammatory, antioxidant, antifungal, and antibacterial properties [45]
B-Sitosterol component may be an effective 5-alpha reductase inhibitor [46]
Phytoconstituent epigallocatechin 3-gallate is a 5-a reductase inhibitor [47]

Inhibits both isoforms of 5-« reductase, preventing conversion of testosterone to its
active form, DHT, and also promotes hair follicle vascularization [48, 49]
Stimulates follicular keratinocyte proliferation and delays terminal differentiation

by downregulating TGF-1 expression [50]

Animal studies show that vitamin D3 analogs stimulate hair regrowth [51]

DHT: 5-dihydrotestosterone; DKK-1: Dickkopf WNT signaling pathway inhibitor 1; EGCG: epigallocatechin gallate; IGF-1: insulin growth factor 1; INCI:
International Nomenclature of Cosmetic Ingredients; ROS: reactive oxygen species; TGF: transforming growth factor.

Finally, researchers used a micro-RNA (miRNA)
microarray to identify miRNA expression levels in DPCs
and determine the influence of this expression on the
protective effects of EGCG against DHT-induced cell
death, growth arrest, intracellular reactive oxygen species
(ROS) levels, and senescence [65]. The experiments
demonstrated that EGCG does protect against the effects
of DHT by altering the miRNA expression profile in
human DPCs, attenuating DHT-mediated cell death and
growth arrest and decreasing intracellular ROS levels and
senescence.

3.3.3. Fenugreek. Fenugreek (Trigonella foenum-graecum) is
a traditional medicinal herb commonly used in India,
China, Thailand, and South-East Asian countries [66].
Bioactive molecules identified in extracts include saponins,
flavonoids, coumarins, and alkaloids, targeting several
molecules involved in inflammation and cancer cell pro-
liferation, invasion, migration, angiogenesis, and metas-
tasis [66, 67].

The antioxidative and anti-inflammatory properties of
fenugreek have been noted in several studies [68-73]. It
demonstrated a significant acute anti-inflammatory activity
relative to water (control) and sodium diclofenac (standard)
in mice with carrageenan-induced rat paw edema [68].
Diosgenin, the major steroidal sapogenin in the fenugreek
seed, has demonstrated various anti-inflammatory func-
tions, such as reducing the production of several inflam-
matory mediators, including nitric oxidase, IL-1, and IL-6, in
murine macrophages [69, 70]. Similarly, it has been shown

to inhibit superoxide generation in bone marrow-activated
mouse neutrophils along with blocking cyclic adenosine
monophosphate, protein kinase A, cytosolic phospholipase
A2, p2l-activated kinase, Akt, and mitogen-activated pro-
tein kinase (MAPK) signaling pathways [71]. This eventually
leads to a reduction in the adhesive capacity of vascular
smooth muscle cells (VSMCs) and TNF-a-mediated in-
duction of intercellular adhesion molecule 1 and vascular
cell adhesion molecule 1 in VSMCs by inhibiting the MAPK/
Akt/nuclear factor-xB signaling pathway and ROS pro-
duction [72]. Additionally, it has been demonstrated to
alleviate oxidative stress and inflammatory and apoptotic
markers induced by monocrotaline [73].

In conclusion, the results reported here in five patients
with hair loss show that meaningful improvement with a
high safety profile was attainable using a topical botanical
formulation that focuses on multiple targets of patho-
physiologic hair-loss pathways. This formulation may
present an alternative for people who wish to avoid the use of
pharmaceuticals either due to concerns of adverse effects or
suboptimal efficacy. A large randomized, double-blind,
placebo-controlled study would be necessary to define the
safety and eflicacy of this formulation.

Data Availability

In addition to photographic evidence showing interval
changes that appear in the manuscript, complete medical
records of the presented cases are stored in the treating
clinic, in line with the standard of care.



10

Conflicts of Interest

Dr. Sanusi Umar has ownership shares in FineTouch Lab-
oratories, Inc., which owns Dr. UGro Gashee®. Dr Marissa
J. Carter has no conflicts of interest.

References

[1] J. B. Hamilton, “Patterned loss of hair in man: types and
incidence,” Annals of the New York Academy of Sciences,
vol. 53, no. 3, pp. 708-728, 1951.

[2] K. S. Shankar, M. Chakravarthi, and R. Shilpakar, “Male
androgenetic alopecia: population-based study in 1005 sub-
jects,” International Journal of Trichology, vol. 1, no. 2,
pp. 131-133, 2009.

[3] M. P. Birch, J. F. Messenger, and A. G. Messenger, “Hair
density, hair diameter and the prevalence of female pattern
hair loss,” British Journal of Dermatology, vol. 144, no. 2,
pp. 297-304, 2001.

[4] O. T. Norwood, “Incidence of female androgenetic alopecia
(female pattern alopecia),” Dermatologic Surgery, vol. 27,
no. 1, pp. 53-54, 2001.

[5] F. Lolli, F. Pallotti, A. Rossi et al., “Androgenetic alopecia: a
review,” Endocrine, vol. 57, no. 1, pp. 9-17, 2017.

[6] Y. E. Mahé¢, J.-F. Michelet, N. Billoni et al., “Androgenetic
alopecia and microinflammation,” International Journal of
Dermatology, vol. 39, no. 8, pp. 576-584, 2000.

[7] C. M. Magro, A. Rossi, J. Poe, S. Manhas-Bhutani, and
N. Sadick, “The role of inflammation and immunity in the
pathogenesis of androgenetic alopecia,” Journal of Drugs in
Dermatology, vol. 10, no. 12, pp. 1404-1411, 2011.

[8] L. Martinez-Jacobo, C. I. Ancer-Arellano, R. Ortiz-Lopez
et al., “Evaluation of the expression of genes associated with
inflammation and apoptosis in androgenetic alopecia by
targeted RNA-seq,” Skin Appendage Disorders, vol. 4, no. 4,
pp. 268-273, 2018.

[9] R. Dey-Rao and A. A. Sinha, “A genomic approach to sus-
ceptibility and pathogenesis leads to identifying potential
novel therapeutic targets in androgenetic alopecia,” Genomics,
vol. 109, no. 3-4, pp. 165-176, 2017.

[10] J. H. Upton, R. F. Hannen, A. W. Bahta, N. Farjo, B. Farjo, and
M. P. Philpott, “Oxidative stress-associated senescence in
dermal papilla cells of men with androgenetic alopecia,”
Journal of Investigative Dermatology, vol. 135, no. 5,
pp. 1244-1252, 2015.

[11] B. E. Prie, L. Iosif, I. Tivig et al., “Oxidative stress in an-
drogenetic alopecia,” Journal of Medicine and Life, vol. 9,
pp. 79-83, 2016.

[12] T. Hibino and T. Nishiyama, “Role of TGF-f2 in the human
hair cycle,” Journal of Dermatological Science, vol. 35, no. 1,
pp. 9-18, 2004.

[13] M. H. Kwack, J. S. Ahn, M. K. Kim, J. C. Kim, and Y. K. Sung,
“Dihydrotestosterone-inducible IL-6 inhibits elongation of
human hair shafts by suppressing matrix cell proliferation and
promotes regression of hair follicles in mice,” Journal of
Investigative Dermatology, vol. 132, no. 1, pp. 43-49, 2012.

[14] G. Titeca, L. Goudetsidis, B. Francq et al., ““The psychosocial
burden of alopecia areata and androgenetica’ a cross-sec-
tional multicentre study among dermatological out-patients
in 13 European countries,” Journal of the European Academy
of Dermatology and Venereology, vol. 34, no. 2, pp. 406-411,
2020.

[15] M. Barbareschi, “The use of minoxidil in the treatment of male
and female androgenetic alopecia: a story of more than 30

Case Reports in Dermatological Medicine

years,” Giornale Italiano di Dermatologia e Venereologia:
Organo Ufficiale, Societa Italiana di Dermatologia e Sifilog-
rafia, vol. 153, no. 1, pp. 102-106, 2018.

[16] S. W. Lee, M. Juhasz, P. Mobasher, C. Ekelem, and
N. A. Mesinkovska, “A systematic review of topical finasteride
in the treatment of androgenetic alopecia in men and
women,” Journal of Drugs in Dermatology, vol. 17, no. 4,
pp. 457-463, 2018.

[17] K. D. Kaufman, E. A. Olsen, D. Whiting et al., “Finasteride in
the treatment of men with androgenetic alopecia,” Journal of
the American Academy of Dermatology, vol. 39, no. 4,
pp. 578-589, 1998.

[18] E. A. Olsen, D. Whiting, W. Bergfeld et al., “A multicenter,
randomized, placebo-controlled, double-blind clinical trial of
a novel formulation of 5% minoxidil topical foam versus
placebo in the treatment of androgenetic alopecia in men,”
Journal of the American Academy of Dermatology, vol. 57,
no. 5, pp. 767-774, 2007.

[19] V. H. Price, J. L. Roberts, M. Hordinsky et al., “Lack of efficacy
of finasteride in postmenopausal women with androgenetic
alopecia,” Journal of the American Academy of Dermatology,
vol. 43, no. 5, pp. 768-776, 2000.

[20] D. A. Whiting, E. A. Olsen, R. Savin et al., “Efficacy and
tolerability of finasteride 1mg in men aged 41 to 60 years with
male pattern hair loss,” European Journal of Dermatology,
vol. 13, pp. 150-160, 2003.

[21] E. S. Friedman, P. M. Friedman, D. E. Cohen, and
K. Washenik, “Allergic contact dermatitis to topical minoxidil
solution: etiology and treatment,” Journal of the American
Academy of Dermatology, vol. 46, no. 2, pp. 309-312, 2002.

[22] C. N. Lawson, J. Hollinger, S. Sethi et al., “Updates in the
understanding and treatments of skin & hair disorders in
women of color,” International Journal of Women’s Derma-
tology, vol. 3, no. 1, pp. S21-S37, 2017.

[23] N. P. Khumalo, S. Jessop, F. Gumedze, and R. Ehrlich,
“Hairdressing and the prevalence of scalp disease in African
adults,” British Journal of Dermatology, vol. 157, no. 5,
pp. 981-988, 2007.

[24] A.Samrao, V. H. Price, D. Zedek, and P. Mirmirani, “The “Fringe
Sign”-a useful clinical finding in traction alopecia of the marginal
hair line,” Dermatology Online Journal, vol. 17, p. 1, 2011.

[25] L. Uwakwe, B. De Souza, A. Tovar-Garza, and A. McMichael,
“Intralesional triamcinolone acetonide in the treatment of
traction alopecia,” Journal of Drugs in Dermatology, vol. 19,
no. 2, pp. 128-130, 2020.

[26] V. D. Callender, A. J. McMichael, and G. F. Cohen, “Medical
and surgical therapies for alopecias in black women,” Der-
matologic Therapy, vol. 17, no. 2, pp. 164-176, 2004.

[27] N. P. Khumalo and R. M. Ngwanya, “Traction alopecia: 2%
topical minoxidil shows promise. Report of two cases,”
Journal of the European Academy of Dermatology and
Venereology, vol. 21, no. 3, pp. 433-434, 2007.

[28] T. A. Ogunleye, A. McMichael, and E. A. Olsen, “Central
centrifugal cicatricial alopecia,” Dermatologic Clinics, vol. 32,
no. 2, pp. 173-181, 2014.

[29] L. Malki, O. Sarig, M.-T. Romano et al., “Variant PADI3 in
central centrifugal cicatricial alopecia,” New England Journal
of Medicine, vol. 380, no. 9, pp. 833-841, 2019.

[30] Q. Q. Dinh and R. Sinclair, “Female pattern hair loss: current
treatment concepts,” Clinical Interventions in Aging, vol. 2,
no. 2, pp. 189-199, 2007.

[31] A. L. Roe, D. A. McMillan, and C. Mahony, “A tiered ap-
proach for the evaluation of the safety of botanicals used as



Case Reports in Dermatological Medicine

(32

(33]

(34]

(35

(36]

(37

(38]

(39]

[40

(41]

(42]

(43]

(44]

(45]

(46]

dietary supplements: an industry strategy,” Clinical Phar-
macology & Therapeutics, vol. 104, no. 3, pp. 446-457, 2018.
S. Shanmugam, R. Baskaran, S. Nagayya-Sriraman et al., “The
effect of methylsulfonylmethane on hair growth promotion of
magnesium ascorbyl phosphate for the treatment of alopecia,”
Biomolecules and Therapeutics, vol. 17, no. 3, pp. 241-248,
2009.

M. Veerendra Kumar and Y. Gupta, “Effect of Centella asi-
atica on cognition and oxidative stress in an intra-
cerebroventricular streptozotocin model of Alzheimer’s
disease in rats,” Clinical and Experimental Pharmacology and
Physiology, vol. 30, no. 5-6, pp. 336-342, 2003.

B. J. Balan, M. Niemcewicz, J. Kocik et al., “Oral adminis-
tration of aloe vera gel, anti-microbial and anti-inflammatory
herbal remedy, stimulates cell-mediated immunity and an-
tibody production in a mouse model,” Central European
Journal of Immunology, vol. 39, pp. 125-130, 2014.

Y. Lee, S. N. Kim, Y. D. Hong, B. C. Park, and Y. Na, “Panax
ginseng extract antagonizes the effect of DKK-1-induced
catagen-ike changes of hair follicles,” International Journal of
Molecular Medicine, vol. 40, no. 4, pp. 1194-1200, 2017.

Y. N. Sun, L. Cui, W. Li et al., “Promotion effect of con-
stituents from the root of Polygonum multiflorum on hair
growth,” Bioorganic & Medicinal Chemistry Letters, vol. 23,
no. 17, pp. 4801-4805, 2013.

H. Shin, H. G. Yoo, S. Inui et al., “Induction of transforming
growth factor-beta 1 by androgen is mediated by reactive
oxygen species in hair follicle dermal papilla cells,” BMB
Reports, vol. 46, no. 9, pp. 460-464, 2013.

A. Rahmani, M. Alsahli, S. Aly, M. Khan, and Y. Aldebasi,
“Role of curcumin in disease prevention and treatment,”
Advanced Biomedical Research, vol. 7, no. 1, p. 38, 2018.

M. C. L. C. Fadus and L. H. Bikhchandi, “Curcumin: an age-
old anti-inflammatory and anti-neoplastic agent,” Journal of
Traditional and Complementary Medicine, vol. 7, pp. 339-346,
2016.

G. Pumthong, P. Asawanonda, S. Varothai et al., “Curcuma
aeruginosa, a novel botanically derived 5a-reductase inhibitor
in the treatment of male-pattern baldness: a multicenter,
randomized, double-blind, placebo-controlled study,” Journal
of Dermatological Treatment, vol. 23, no. 5, pp. 385-392, 2012.
S. Shishodia, “Molecular mechanisms of curcumin action:
gene expression,” Biofactors, vol. 39, no. 1, pp. 37-55, 2013.
S. C. Gupta, S. Patchva, and B. B. Aggarwal, “Therapeutic roles
of curcumin: lessons learned from clinical trials,” The AAPS
Journal, vol. 15, no. 1, pp. 195-218, 2013.

S.Hubh, J. Lee, E. Jung et al., “A cell-based system for screening
hair growth-promoting agents,” Archives of Dermatological
Research, vol. 301, no. 5, pp. 381-385, 2009.

W. Chaiyana, C. Punyoyai, S. Somwongin et al., “Inhibition of
5a-reductase, IL-6 secretion, and oxidation process of equi-
setum debile Roxb. Ex vaucher extract as functional food and
nutraceuticals ingredients,” Nutrients, vol. 9, no. 10, p. 1105,
2017.

K. C. Nagulapalli-Venkata, A. Swaroop, D. Bagchi et al.,, “A
small plant with big benefits: fenugreek (Trigonella foenum-
graecum Linn.) for disease prevention and health promotion,”
Molecular Nutrition & Food Research, vol. 61, 2017.

N. Prager, K. Bickett, N. French, and G. Marcovici, “A
randomized, double-blind, placebo-controlled trial to deter-
mine the effectiveness of botanically derived inhibitors of 5-
a-Reductase in the treatment of androgenetic alopecia,” The
Journal of Alternative and Complementary Medicine, vol. 8,
no. 2, pp. 143-152, 2002.

(47]

(48]

(49]

(50]

(51]

(52]

(53]

(54]

(55]

[56]

(57]

(58]

(59]

(60]

(61]

11

O. Parisi, L. Scrivano, F. Amone et al.,, “Interconnected
PolymerS TeChnology (IPSTiC): an effective approach for the
modulation of 5a-reductase activity in hair loss conditions,”
Journal of Functional Biomaterials, vol. 9, no. 3, p. 44, 2018.
S.L. OoiandS. C. Pak, “Serenoa repens for lower urinary tract
symptoms/benign prostatic hyperplasia: current evidence and
its clinical implications in naturopathic medicine,” The
Journal of Alternative and Complementary Medicine, vol. 23,
no. 8, pp. 599-606, 2017.

H. L. Zhu, Y. H. Gao, J. Q. Yang, J. B. Li, and J. Gao, “Serenoa
repens extracts promote hair regeneration and repair of hair
loss mouse models by activating TGF-f and mitochondrial
signaling pathway,” European Review for Medical and Phar-
macological Sciences, vol. 22, no. 12, pp. 4000-4008, 2018.
S. Begum, M. R. Lee, L. J. Gu, J. Hossain, and C. K. Sung,
“Exogenous stimulation with Eclipta alba promotes hair
matrix keratinocyte proliferation and downregulates TGF-f1
expression in nude mice,” International Journal of Molecular
Medicine, vol. 35, no. 2, pp. 496-502, 2015.

K. T. Amor, R. M. Rashid, and P. Mirmirani, “Does D matter?
the role of vitamin D in hair disorders and hair follicle cy-
cling,” Dermatology Online Journal, vol. 16, p. 3, 2010.

H. Wagner and G. Ulrich-Merzenich, “Synergy research:
approaching a new generation of phytopharmaceuticals,”
Phytomedicine, vol. 16, no. 2-3, pp. 97-110, 2009.

A. A. Chowdhury, N. B. Gawali, R. Munshi, and A. R. Juvekar,
“Trigonelline insulates against oxidative stress, proin-
flammatory cytokines and restores BDNF levels in lipo-
polysaccharide induced cognitive impairment in adult mice,”
Metabolic Brain Disease, vol. 33, no. 3, pp. 681-691, 2018.
S. M. Lee and J. W. Pike, “The vitamin D receptor functions as
a transcription regulator in the absence of 1,25-dihydrox-
yvitamin D3,” The Journal of Steroid Biochemistry and Mo-
lecular Biology, vol. 164, pp. 265-270, 2016.

X. Nie, H. Zhang, X. Shi et al., “Asiaticoside nitric oxide gel
accelerates diabetic cutaneous ulcers healing by activating
Wnt/B-catenin signaling pathway,” International Immuno-
pharmacology, vol. 79, Article ID 106109, 2020.

X. Zhang, D. Zhou, T. Ma, and Q. Liu, “Vascular endothelial
growth factor protects CD200-rich and CD34-positive hair
follicle stem cells against androgen-induced apoptosis
through the phosphoinositide 3-kinase/Akt pathway in pa-
tients with androgenic alopecia,” Dermatologic Surgery,
vol. 46, no. 3, pp. 358-368, 2020.

K. Gohil, J. Patel, and A. Gajjar, “Pharmacological review on
Centella asiatica: a potential herbal cure-all,” Indian Journal of
Pharmaceutical Sciences, vol. 72, no. 5, pp. 546-556, 2010.
B. Singh and R. P. Rastogi, “A reinvestigation of the tri-
terpenes of Centella asiatica,” Phytochemistry, vol. 8, no. 5,
pp. 917-921, 1969.

G. K. Shinomol and Muralidhara, “Prophylactic neuro-
protective property of Centella asiatica against 3-nitro-
propionic acid induced oxidative stress and mitochondrial
dysfunctions in brain regions of prepubertal mice,” Neuro-
toxicology, vol. 29, no. 6, pp. 948-957, 2008.

G. K. Shinomol, H. Ravikumar, and Muralidhara, “Prophy-
laxis with Centella asiatica confers protection to prepubertal
mice against 3-nitropropionic-acid-induced oxidative stress
in brain,” Phytotherapy Research, vol. 24, no. 6, pp. 885-892,
2010.

Y. M. Choi, S. An, J. Lee et al., “Titrated extract of Centella
asiatica increases hair inductive property through inhibition
of STAT signaling pathway in three-dimensional spheroid



12

[62]

(63]

(64]

(65

[66

(67]

[68

(69]

(70]

(71

(72]

(73]

cultured human dermal papilla cells,” Bioscience, Biotech-
nology, and Biochemistry, vol. 81, no. 12, pp. 2323-2329, 2017.
M. Pervin, K. Unno, A. Takagaki, M. Isemura, and
Y. Nakamura, “Function of green tea catechins in the brain:
epigallocatechin gallate and its metabolites,” International
Journal of Molecular Sciences, vol. 20, no. 15, p. 3630, 2019.
A. Esfandiari and A. P. Kelly, “The effects of tea polyphenolic
compounds on hair loss among rodents,” Journal of the
National Medical Association, vol. 97, no. 8, pp. 1165-1169,
2005.

O. S. Kwon, J. H. Han, H. G. Yoo et al., “Human hair growth
enhancement in vitro by green tea epigallocatechin-3-gallate
(EGCG),” Phytomedicine, vol. 14, no. 7-8, pp. 551-555, 2007.
S. Shin, K. Kim, M. J. Lee et al., “Epigallocatechin gallate-
mediated alteration of the MicroRNA expression profile in
5a-dihydrotestosterone-treated human dermal papilla cells,”
Annals of Dermatology, vol. 28, no. 3, pp. 327-334, 2016.
G. Sethi, M. Shanmugam, S. Warrier et al., “Pro-apoptotic and
anti-cancer properties of diosgenin: a comprehensive and
critical review,” Nutrients, vol. 10, no. 5, p. 645, 2018.

S. A. Wani and P. Kumar, “Fenugreek: a review on its
nutraceutical properties and utilization in various food
products,” Journal of the Saudi Society of Agricultural Sciences,
vol. 17, no. 2, pp. 97-106, 2018.

S. Vyas, R. P. Agrawal, P. Solanki, and P. Trivedi, “Analgesic
and anti-inflammatory activities of Trigonella foenum-grae-
cum (seed) extract,” Acta Poloniae Pharmaceutica, vol. 65,
pp. 473-476, 2008.

M. Jesus, A. P. Martins, E. Gallardo, and S. Silvestre, “Recent
highlights on pharmacology and analytical methodology,”
Journal of Analytical Methods in Chemistry, vol. 2016, Article
1D 4156293, 2016.

D.-H. Jung, H.-J. Park, H.-E. Byun et al., “Diosgenin inhibits
macrophage-derived inflammatory mediators through
downregulation of CK2, JNK, NF-xB and AP-1 activation,”
International Immunopharmacology, vol. 10, no. 9,
pp. 1047-1054, 2010.

Y. Lin, R. Jia, Y. Liu et al., “Diosgenin inhibits superoxide
generation in FMLP-activated mouse neutrophils via multiple
pathways,” Free Radical Research, vol. 48, no. 12,
pp. 1485-1493, 2014.

K.-W. Choi, H.-J. Park, D. H. Jung et al., “Inhibition of TNF-
a-induced adhesion molecule expression by diosgenin in
mouse vascular smooth muscle cells via downregulation of the
MAPK, Akt and NF-xB signaling pathways,” Vascular
Pharmacology, vol. 53, no. 5-6, pp. 273-280, 2010.

L. A. Ahmed, A. A. Z. Obaid, H. F. Zaki, and A. M. Agha,
“Role of oxidative stress, inflammation, nitric oxide and
transforming growth factor-beta in the protective effect of
diosgenin in monocrotaline-induced pulmonary hyperten-
sion in rats,” European Journal of Pharmacology, vol. 740,
pp. 379-387, 2014.

Case Reports in Dermatological Medicine



