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BACKGROUND: Acne vulgaris is a chronic inflammatory disease that oceurs with various factors, both intrinsic and
extrinsic. Treatment of choice can vary from topical, systemic or a combination of both depending on the degree
of severity. Recently, treatment using products from human blood has been widely studied, including in the field of
dermatolgey as it has a unique composition.

AIM: The objective of the study was to assess the effectiveness of autologous serum and single-dose oral doxyeycline
in the treatment of acne vulgaris

METHODS: This clinical trial compared two groups which received autologous serum only and autologous serum
combined with single dose of oral 200 mg doxycycline, respectively. Photographic pictures and number of lesions
(blackheads, papules, and pustules ) were compared before and after application using Wilcoxan test.

RESULTS: Atotal of 20 participants participated in this study. Both treatment groups showed significant decrease in
lesion count (p < 0.01). However, the group which received autologous serum and single dose of oral doxycycline
showed superior improvement of inflammatory acne lesions.

CONCLUSION: Autologous serum and single dose of oral doxycycline was superior 1o autologous serum only in the
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Introduction

Acne vulgaris is a chronic inflammatory disease
that occurs due to a variety of both intrinsic and extrinsic
factors. Treatments vary from topical, systemic, or a
EAnbination of both depending on the degree of severity.
Acne vulgaris is a disease of the pilosebaceous unit,
the sebaceous glands are found throughout the human
skin and has greater c@Ejentration on the face and
scalp but absent on the palms of the hands and soles
of the feet. These glands store sebum in the hair and
carry it to the surface along the hair shaft [1]. Sebum
provides lubrication and hydration and composed of
triglycerides, free fatty acids, and aliphatic hydrocarbons
[2]. Acne arises from the interaction of four major
pathogenic processes: Hyperproliferation of sebaceous
glands; hyperproliferation of keratinocytes; colonization
of Propionibacterium acnes; and the presence of

inflammation. These pathogenic factors influence
each other and should not be approached individually.
Although the interaction of pathogenic factors is known
to cause acne, certain trigger factors can worsen or
cause acne to appear. Examples of these trigger factors
are premenstrual and cosmetic use [3]. Treatment
can vary from topical, systemic or a combination of
both depending on the degree of severity. Recently,
treatment using products from human blood has been
widely researched, including in the field of dermatology
because of its unique campcsitimﬁ].

Therapeutic modalities for the treatment of
acne vulgaris include topical and systemic therapy.
Topical therapy includes the use of antibiotics and
Vitamin A derivatives while options of systemic therapy
are oral antibiotics, Vitamin A derivatives and hormonal
drugs. Based on the pathomechanism of acne vulgaris,
the current therapeutic modality can be given through
topical, systemic, or a combination of both [5]. However,
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in certain cases, such as hypersensitivity reactions,

these drug preparations cannot be administered.

These conditions include allergies and unwanted side

effects [6]. This study aims to assess the effect of

autologous serum derived after single-dose doxycyclifiZ)
administration and doxycycline in autologous serum in

the treatment of acne vulgaris.

Methods

This was a pre- and post-treatment clinical trial
in two treatment groups with each group consisted of
ten people with acne vulgaris. All eligible subjects were
randomly allocated into two groups: Those receiving
autologous serum and those receiving oral doxycycline,
respectively. Subjects were equally divided into two
groups with one group receiving autologous serum and
another receiving a combination of autologous serum
and a single dose of oral 200 mg doxycycline; both
treatments were applied for 28 days. Males and females
aged 15-35 years old with no recent or current acne
EF3rapy and not pregnant (for women) were eligible
to participate in this study. This study had obtained
approval from the local ethical board committee.

The autologous serum in the first group was
made by drawing 50 cc blood from the cubital vein
which was then inserted into a tube without a coagulant.
The tube was then centrifuged for 10-15 min at a speed
of 3000 rpm which separated the clear blood plasma
from the blood. Meanwhile, the other group was given
a single dose of oral 200 mg doxycycline and, after 2 h,
had 50 cc of venous blood drawn followed by the same
centrifugation process. The serum obtained from the
centrifuge process was putinto a small bottle containing
1-2 cc for one application. The serum was stored in
a refrigerator at 0°C and applied every night to areas
of the face with acne lesions for 28 days. Before the
serum was applied, patients were asked to wash their
face without using soap or other cosmetic products. To
see the changes that occur, photographic pictures and
number of lesions (blackheads, papules, and pustules)
were compared before and after application.

Results

Atotal of 20 subjects participated in this study.
All participants were female and the average age in
each group was 22.4 years and 24.6 years (p > 0.05).

In the autologous serum only group,
an improvement of acne lesions was seen after
28 days (Figure 1). A decrease in lesions by 11.7%,
papules 15%, and pustules 15.4% was seen after the

administration (Table 1). Wilcoxon test showed that the
number of blackheads, papules, and pustules decreased
significa after 28 days of treatment (p < 0.05).

Table 1: Post-treatment result of the autologous serum only
group

arable D1- D28

Median p-value™
Decrease in number of blackheads (%) 60.2 (11.7) =0.001
Decrease in number of papules (%) 54.4 (15.0) =0.001
Decrease in number of pustules (%) 78.9(15.4) =0.001

*Significant if p < 0.05 (Wikconon test).

In the autologous serum and doxycycline
group, an improvement of blackhead lesions was
seen after 28 days (Figure 2). A decrease in lesions by
18.8%, papules 26.6%, and pustules 56.0% was seen
after the administration (Table 2). Wilcoxon test showed
that the number of blackheads, papules, and pustules
decreased significantly after 28 days of treatment
(p <0.05).

Discussion

Inpatients withacnevulgaris, hyperproliferation
of keratinocytes that occur results in the accumulation of
abnormal corneocyte desquamation on the sebaceous
follicles along with lipids and monofilaments, resulting
in the formation of blackheads. P. acne is a Gram-
negative anaerobic pathogen colonizing the sebaceous
follicles. In accordance to the pharmacokinetic
properties of doxycycline, blood sampling is taken
every 2 h after the administration of oral doxycycline
200 mg as this drug reaches peak concentration in
2 h after administration. Doxycycline is one of the
most effective oral antibiotics for ifffmmatory acne
and therefore is used to ef§ctively inhibit the growth
of P acne [7]. The use of oral antibiotics is generally
indicated for moderate to severe inflammatory acne,

hose who are resistant to previous topical therapy.

| antibiotics such as macrolides, tetracyclines
(doxycycline, minocycline, andflifmecycline) are often
used. These antibiotics are agents that inhibit the
growth of P acne in addition to their anti-inflammatory
property. Tetracyclines are used frequerf} because
due to the low-cost and high efficacy. Doxycycline
and minocycline are preferred because of their low
gastrointestinal irritation effect, solubility in fats, and
better penetration of the pilosebaceous follicles. In
addition, the resistance rate of P. acne to this class was
less frequently reported compared to macrolides.

Some unique ingredients of serum include
growth factor, platelet-rich plasma (PRP), Vitamin A,
and many more. As we know that topical acne vulgaris
treatment uses topical Vitamin A derivatives (tretinoin)
which works by its anti-inflammatory, suppression of
sebum production, and increases skin turnover [8]. In
this study, the measurement of serum Vitamin A content
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Figure 1: Clinical improvement after 28 days of the autologous serum only group

Table 2: Post-treatment result of the autologous serum and
single 200 mg doxycycline

Variable D1-D28

Median p-value™
Decrease in number of blackheads (%) 98 (18.8) <0.001
Decrease in number of papules (%) 37 (26.8) =0.001
Decrease in number of pustules (%) 18 (56.0) <0.001

“Significant f p < 0.05 (Wikconon tes).

was done using Enzyme-Linked Immunosorbent Assay
test.

KindEjet al. explain that Vitamin A (All-trans
retinoic acid [ATRA]) and Vitamin D (1,25D3) share the
retinoid X receptor as a common receptor that encodes
and functions to inhibit Th17. ATRA and 1,25D3
are gen@plly used for therapy by dermatologists
because they have the ability to modulate the immune
response [9].

In this study, menstrual estradiol levels
(follicular phase) were obtained in levels ranging from
20.8 to 200.5 pg/mL. The concentration of estradiol
levels is lowest during the menstrual phase with serum
concentrations around 40-200 pg/mL. Meanwhile,
the level of estradiol during preovulation was around
250-500 pg/mL, so it was concluded that the estrogen
levels in the menstrual phase were lower than that of the
preovulatory phase. Low estrogen levels are associated
with the severity of acne. Androgen hormones increadif)
the production of sebum, so that the sebum levels in
patients with e vulgaris are higher than in normal
people [10]. There is a relationship between sebum
excretion offf) the severity of acne vulgaris because
the sebum levels in patients with severe acne vulgaris
are found to be higher in levels. Estradiol can inhibit
sebum production to reduce sebum levels. The use of

Figure 2: Clinical improvement after 28 days of the autologous serum and doxycycline group
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oral contraceptives for the treatment of acne vulgaris
contains estradiol [11].

PRP works through alpha-granule
degranulation in platelets containing growth factors. It
is ideal to collect the PRP blood in a tube containing
sodium citratffas an anticoagulant to keep growth
factor active. Biologically active cellular components
such as growth factors are preserved, when the
platelets are held in an inactive state so that premature
degranulation does not occur; therefore, the cellular
components are held in a container that can protect
the platelets. After platelet activation, the granules
then fuse into the @Il membrane by a degranulation
process, activating growth factors, which bind to target
cell transmembrane receptors, such as mesenchymal
stem cells, fibroblasts, endothelial cells, and epidermal
cells. This binding activates intracellular signaling
prot@hs that express gene sequences resulting in
cell proliferation, collagen synthesis, cell extracellular
formation, and many other pathways to promote
healing and repair processes. Platelets are damaged
with degraded cellular components or are unable to
induce this response [12], [13].

Based on this theory, PRP can be used for
skin rejuvenation because it can activate growth
factors that result in cell proliferation and stimulate
collagen synthesi€}which can lead to healing and
repair processes. In addition, PRP is reported to be
associated with collagen expression, hyaluronic acid
production, and fibroblast proliffration which is thought
to be mediated by insulin-like growth factor, epidermal
growth factor which binds to the outer surface of tiF)
fibroblast cell membrane activates signal proteins to
realize extracfular matrix synthesis and collagen
repackaging. Transforming GrowthEFactor b1 and
platelet-derived growth factor are able to increase
hyaluronic acid synthesis by increasing regulation
of hyaluronic synthase expression. Hyaluronic
acid can attract water into the space between cells
and retain intracellular water so to maintain skin
elasticity [13], [14], [15].

The improvement in acne lesions in this study
was thought to be due to the involvement of growth
factors, PRP, Vitamin A, and estradiol. Vitamin A works
as an anti-inflammatory reduces sebum production,
and increases skin turnover, estradiol works to inhibit
androgens so that it can control reducing sebum
production, growth factor works as an anti-inflammatory.
Based on these contents, it is assumed that in the
autologous serum that works together according to the
pathogenesis of acne vulgaris.

Although the decrease in lesion number was
more significant in the combination group, a head-to-
head comparison was unable to be done due to the
limited number of subjects in each group. Future studies
with larger number of participants should be conducted
to confirm this result.

Conclusion

Autologous serum contains many
components including growth factors, PRP, Vitamin
A, and estradiol which work synergistically to inhibit
the pathomechanism of acne vulgaris. Addition of
Ebxycycline 200 mg orally as a single dose functions
as an anti-inflammatory agent and was effective in
improving acne lesions.

References

1. Engler D. Acne. S Afr Pharm J. 2016;83(10):27-34.

2. Fox L, Csongradi C, Aucamp M, du Plessis J, Gerber M.
Treatment modalities for acne. Molecules. 2016;21(8):1063.
http://dol.org/10.3390/molecules21081063
PMid:27529209

3. Bhat YJ, Latief I, Hassan |. Update on etiopathogenesis
and treatment of Acne. Indian J Dermatol Venereol Leprol.
2017,83(3):298-306. http://doi.org/10.4103/0378-6323.199581
PMid:28195079

4. Thielitz A, Krautheim A, Golinick H. Update in retinoid
therapy of acne. Dermatol Ther. 2006;19(5):272-9. http://doi.
org/10.1111/).1529-8019.2006.00084.x
PMid:17014482

5. Lynn DD, Umari T, Dunnick CA, Dellavalle RP. The epidemiology
of acne vulgaris in late adolescence. Adolesc Health Med Ther.
2016:7:13-25. hitp://doi.org/10.2147/AHMT.S55832
PMid:26955297

6. Pugashetti R, Shinkai K. Treatment of acne wulgaris in
pregnant patients. Dermatol Ther. 2013;26(4):302-11. http://doi.
org/10.1007/240265-013-0060-0
PMid:23657872

7. Tan AU, Schlosser BJ, Paller AS. A review of diagnosis and
treatment of acne in adult female patients. Int J Womens
Dermatol. 2018;4(2):56-71. http://doi.org/10.1016/].
ijwd.2017.10.006
PMid:28872679

8. Langer C, Mahajan V. Platelet-rich plasma in dermatology. J K
Sci. 2014;16(4):147-50.

9. Kelhala HL, Palatsi R, Fyhrquist N, Lehtim&ki S, Vayrynen JP,
Kallioinen M, et al. IL-<17/Th17 pathway is activated in acne
lesions. PLoS One. 2014;9(8):e105238. http://doi.org/10.1371/
joumnal.pone.0105238
PMid:25153527

10. Shaw JC. Acne: Effect of hormones on pathogenesis and
management. Am J Clin Dematol. 2002;3(8):571-8. http://doi.
org/10.2165/001 2807 1-200203080-00007
PMid:12358558

11. Sexton S. Acne vulgaris: Treatment guidelines from the AAD.
J Am Acad Dermatol. 2016;74(5):945-73.

12. Kumar S, Mahajan BB, Kaur S, Singh A. Autologous therapies in
dermatology. J Clin Aesthet Dermatol. 2014;7(12):38-45.
PMid:25584137

13. DuR, LeiT. Effects of autologous platelet-rich plasma injections
on facial skin rejuvenation. Exp Ther Med. 2020;19(4):3024-30.
http://dol.org/10.3892/etm.2020.8531

Open Access Maced J Med Sci. 2021 Nov 28; 9(B):1602-1606.

1605




B - Clinical Sciences

Dermatology

PMid:32256789

Draelos ZD, Rheins LA, Wootten S, Kellar RS, Diller RB. Pilot
study: Autologous platelet-rich plasma used in a topical cream
for facial rejuvenation. J Cosmet Dermatol. 2019;18(5):1348-52.
http:/idoi.org/10.1111/jocd. 13088

PMid:31350798

Amable PR, Carias RB, Teixeira MV, da Cruz Pacheco |,
Corréa do Amaral RJ, Granjeiro JM, et al. Platelet-rich plasma
preparation for regenerative medicine: optimization and
quantification of cytokines and growth factors. Stem Cell Res
Ther. 2013;4(3):67. http://doi.org/10.1186/scrt218

PMid:23759113

1606

https:/loamjms.eufindex. php/mjms/index




The Effectiveness of Autologous Serum and Single-dose Oral
Doxycycline in the Treatment of Acne Vulgaris: A Pilot Clinical

Trial

ORIGINALITY REPORT

19, 144 164 5«

SIMILARITY INDEX INTERNET SOURCES PUBLICATIONS STUDENT PAPERS

PRIMARY SOURCES

.

www.dermatologytimes.com

Internet Source

2%

o

repository.unusa.ac.id

Internet Source

2%

e

www.liebertpub.com

Internet Source

2%

-~

Maged A. El Wakeel, Ghada M. El-Kassas,
Shaimaa A. Hashem, Hasanin M. Hasanin et
al. "Serum Biomarkers of Environmental
Enteric Dysfunction and Growth Perspective
in Egyptian Children", Open Access
Macedonian Journal of Medical Sciences, 2021

Publication

T

o

escholarship.org

Internet Source

T

www.science.gov

Internet Source

T

www.dovepress.com



=

Internet Source

(K

www.mdpi.com

Internet Source

T

Therapy of Skin Diseases, 2010.

Publication

T

—
)

"Harper's Textbook of Pediatric Dermatology",
Wiley, 2019

Publication

(K

—_—
—

Syarifah Syarifah, Kintoko Rochadi, Tukiman
Tukiman. "Cultural Barriers to Husband's
Involvement in Maternal Health in Indonesia
Rural Area, A Qualitative Study", Open Access
Macedonian Journal of Medical Sciences, 2021

Publication

T

—_
N

Submitted to Universitas Sebelas Maret
Student Paper

T

—
w

Submitted to 90900

Student Paper

T

ALAN R. SHALITA. "ACNE VULGARIS: CURRENT
CONCEPTS IN PATHOGENESIS AND
TREATMENT", International Journal of
Dermatology, 4/1976

Publication

(K

Lizelle Fox, Candice Csongradi, Marique
Aucamp, Jeanetta du Plessis, Minja Gerber.

T



"Treatment Modalities for Acne", Molecules,
2016

Publication

Amr Molla, Hassan Alrizgi, Emtinan Alharbi, <1 o
Arwa Alsubhi, Saad Alrizgi, Omar Shahada. ’
"Assessment of Anxiety and Depression in
Patients with Acne Vulgaris in Medina: A Case-

Control Study", Clinical, Cosmetic and
Investigational Dermatology, 2021
Publication

idoc.pub

InternetlSDource <1 %
repository.akfarsurabaya.ac.id

Inte'r::letSourcey y <1 %

Amin Soliman, Haythum Soliman, Mervat <'] o
Naguib. "The Effect of Bariatric Surgery versus ’
Intensive Medical Care on Prevention of
Microalbuminuria in Patients with Type 2
Diabetes: 3 Year Experience of a Prospective
Study", Open Access Macedonian Journal of
Medical Sciences, 2021
Publication
symbiosisonlinepublishing.com

InzzrnetSource p g <1 %
www.frontiersin.or

Internet Source g <1 %

www.scitcentralconferences.com



Internet Source

<1 %
www.remedypublications.com
Internet Source yp <1 %
www.worldwidejournals.com
Internet Source J <1 %
Qiang Hui, Peng Chang, Bingyu Guo, Yu <1 y
Zhang, Kai Tao. " The Clinical Efficacy of ’
Autologous Platelet-Rich Plasma Combined
with Ultra-Pulsed Fractional CO Laser Therapy
for Facial Rejuvenation ", Rejuvenation
Research, 2017
Publication
Aesthetic Clinician's Guide to Platelet Rich <1 o

Plasma", Springer Science and Business
Media LLC, 2021

Publication

Exclude quotes On Exclude matches < 5 words

Exclude bibliography On



