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HAFIF AKNE VULGARISTE TEDAVI YAKLASIMI

Assess for complications warranting more aggressive treatment:
= Acne scarring

= Disfiguring postinflammatory hyperpigmentation or
postinflammatory erythema

» Significant psychologic distress

Absent Present
¥ ¥

Manage as moderate to
severe acne vulgaris*

Assess lesion types

Comedonal lesions
only

Papulopustular +/-
comedeonal lesions

¥ ¥

Topical retinoid l! opical retinaid ’!nﬂd
Enzoy| peroxide
| [
| ] | |
Satisfactory Unsatisfactory Satisfactory
response response

Unsatisfactory
response
Increase concentration of retinoid Add topical clindamycind |

or change to an alternate retinoid or tupin:EI daEnne:E
[ |
| | | 1
Satisfactory Unisatisfactory Satisfactory Unsatisfactory
response response response response

¥ ¥ ¥ ¥ ¥ ¥

response

Consider alternative topical therapies

Following stable improvement (fopical c as:utemne or topical minocycline 3
Continue topical retinoid Manage as moderate to for at least 3 to & months, in conjun

as maintenance therapy severe acne vulgaris*

transition to retinoid monotherapy
as maintenance therapy

Manage as moderate to severe acne vulgaris*

Up To Date Feb 23,202




Moderate to severe acne vulgaris in adolescents and adults: Selection of systemic therapy

Are any of the following present:
= Extensive, nodular acne
= Prominent acne scarring
= Significant, acne-related psychologic distress

) 1
Yes Mo

¥

Discuss initial use of oral isctretinoin®
T

Patient declines or
is poor candidate
for isotretinoin

¥ ¥
Are there papulopustular
andior

nodular lesions?

Mo
(comedones only)

¥ ¥
Options include: 1 Options include: 1l
= Oral tetracycline {eg, doxycycline, minocycline,_sarecyding)f = Oral contra

ive (females only)

or -
® Jral contraceptive (females only) < = Oral spircnolactone (females only)

| S ~—ar__
= Jral spironolactone (females only) = Oral isotretingin

= Jral isctretinoin

Pt

Use tetracyclines, oral contraceptives, and spironolactone in Use oral contraceptives and spircnolactone in
conjunction with topical therapy. conjunction with topical therapy.

Reassass patients taking tetracyclines, oral contraceptives, and Reassess patients taking oral contraceptives or
spironolactone at 3 months. spironolactone at 3 months, ¢

If not improving, combine these agents [combine spironclactone and If not improving, combine these agents or

oral contraceptive therapy or add a tetracycline to oral contraceptive or | | escalate to oral isctretincin.
spircnolactone therapy), switch agents, or escalate to oral isctretinoin.

Up To Date Feb 23, 2023




Minocycline foam
SB204
B244

CLS001
VB-1953
GDC 268
FCD105
GDC 268
IDP-126

Androgens ®— Clascoterone
i BTX-1503
Sebum JNJ 10229570-AAA
production MTC896
/ \ GSK1940029
Trifarotene
[ C. acnes Hyperkeratinization o\ Tazarotene
DFD-03
\/ FCD105
Clascoterone ) IDP-126
BTX-1503 @ [Inflammation
CD5024
IDP-126 I

Acne

Fig. 1 Summary of acne pathogenesis (blue) and targets (red) for FDA-approved (bold) and clinical trial investigational drugs. Blue arrows indi-
cate interrelatedness of acne pathogenesis pathways. Red arrows indicate the primary or confirmed targets of the drugs

Drake L et al.New developments in topical acne therapy.
Am J Clin Dermatology 2022;23;125-136
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R Mlnocycllne H 1‘
; ."':i::iii;‘;.... Topical Gel 4 ydmc“'o"de c %
s

Topikal Minocycline

ADE A Axaw

Sadece orta- siddetli akne i¢cin onaylidir
2019°'da FDA onay!

Non infl lezyonlara da etkili

ki faz 11l randomize tasiyici karsilastirmali ¢alisma
Antibiyotik rezistansi dusuk

Lokal yan etki %1 den az;diskolorayon, sislik,
dermatit, dokuntu



Tazarotene %0.045 losyon
%0.1 jel, krem, kopuk
2019 FDA onay

Nemlendirici ile birlikte
Inflammatuar ve noninflammatuar lezyonlarda

Trifarotene %0.005 krem
4. jenerasyon retinoid
Selektif olarak RARY baglar
Daha lyi tolere edilmekte
2019 FDA, 9 yas uzeri
Iki faz Il klinik calisma: infl ve non infl aknede etkili
Yiz ve Trunkal aknede



TOPIKAL CLASCOTERONE

Topikal androjen reseptor blokeri

Sebum azaltir

Faz Il ve lll calismalarinda eftkili iine
12 yas Uzeri onayldir TRy
Glnde 2 kere ( Wintey;
60 gr tup 580 dolar \i‘: ,

Winlevi




Topikal Dapsone

Guclu antiinflamatuar etkili, antimikrobial etki ?

%5 Dapson jel 2008 de %7 dapson jel 2017 de
FDA akne i¢in onayl, etkinlik agisindan benzer

Inflamatuar aknede daha etkili

G6PDH eksikligi olanda da guvenli
Dapson %5 jel gunde 2 kez, %7.5 jel gunde bir kez

12 yas uzeri, gebelik kategori C
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Cgallgma 11.424 olgu

Dapson tek basina veya isotretinoinle kombine kullanimi
tasiyici ve tek basina isotretinoine tstiin

Kadin hastalarda daha etkili

Yan etkiler tasiyici ile benzer: yanma-batma, kuruluk, eritem

KISIT: farkh irklar yok, BP ve retinoidlerle karsilastirmal

\ calismalar yetersiz

£
i
[

Original Article Ann Palliat Med.2022 Feb;11(2):611-620

Efficacy and safety of dapsone gel for ache: a systematic review
and meta-analysis

Xuesong Wang'*, Zhenzhen Wang™, Lulu Sun’?, Hong Liv*”, Furen Zhang*’

'First Clinical Medical College, Shandong University of Traditional Chinese Bedicine, Jinan, China, *Shandong Provincial Hospital for Skin
Diseazes & Shandong Provincial Tnstiture of Dermatalogy and Veneorology, Jinan, China; *Shandgng First Medical Thiversity & Shandong Academy
of Medical Seiences, Jinan, China

Coarrdeagdions: (1) Conception and design: &1l authors; (II) Administrative support H Lin, F Zhang; (TIT) Provision of study materials or pariens:
X Wang, £ Wang, L Sun; (TV) Collection and assembly of data: X Wang, L Sun, (V) Data analysis and interpretadon: X Wang, Z Wang;, (VD)



Sistemik Sarecycline: TS grubu

Etki spektrumu dardir; bakteriyel rezistans |
Antiinflammatuar etkili

Faz3 calismada ; plasebodan etkili

33-54 kg 55-84 kg 85-136 kg
Yan etkileri az

Gunde 1 kere

NGC 181102483 NOC 16110-246-30 NOC 18110-247-30

Seysara) Seysara) Seysara)
(sarecycling) tablets (sarecyclin) tablets (sarecycling} tablets
[ 60mg

Z . Z Z .
(& almirall (%) almirall % aimirall

3 TABLETS Ra Oaly 30 TABLETS Rx Only 30 TABLETS Re Only

S S10! S150

Moore A, et al. J Drugs Dermatol 2018; 17:987.




SPIRONOLAKTON

~

17-beta-hidroksisteroid dehidrojenaz |
A-dione-5Testosteron

5-alfa-red inhibe eder
Testosteron -5 DHT

SHBG duzeyini 1 dolasimdaki T

SEBUM | (%30-50)

& v

* Golnick H. 3 Am Acad Dermatol 2003: 49:S1-38




Spironolakton

* 395 hasta (>21)
25-200mg(ort 100mgQ)

Ort 13 ay
%66
%19
%6
%9

%90 iyilesme
%51-80
%50

cevap yok

3 ayda etki baslamis
Max etki 5 ay
Yan etki %10

80 hasta (18-20 yas)
25-200mg(ort 100mg)

Ort 7 ay

%23
%36
%21
%20

%90 iyilesme
%51-80
%350]

cevap yok

* Robert EE, et al. J Eur Acad Dermatol Venereol 2020:34:2106
Robert EE, et al.Ped Dermatol 2021:38:72




Spironolakton
Akne tedavisinde 50-100 mg/gun *
25-50 mg baslanihp, arttirthr * *

Akne tedavisinde guvenilir ve etkili olsa da
FDA onayi yoktur

*Up To Date Feb 23, 2023
* * Gollnick H, et al. J Am Acad Dermatol 2003; 49:S1
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Long-Lasting Effects of Spironolactone after its Withdrawal in Patients
with Hyperandrogenic Skin Disorders

) T —

Chiara Sabbadin'’, Francesca Beggiao', Carlotta Keiko Vedolin', Glora Orlando®, Fugenio Ragaz1", Filippo
Ceccato’, Mattia Barbot', Luciana Bordin®, Gabriella Dona®, Alessandra Andrisani®. Anna Bellom Fortina®,
Carla Scarom! and Decio Armanini!

' Deprtmient of Medictre, Endocrinolegy Uiy, Usiversity of Padova, Padova, Taly; 2 Depoartment of Medicine, Pediatric
Dernnolegy Unit, University of Padova, Padova, laly; *Department of Pharmaceutical and Pharmacological Sciences,
University of § v of Padove,
Padlova, Traly,

63 PKOS hastada en az 6 ay(ort 25 ay) | o
38 hastada 33 ay etkinlik T
20 hastada 17 ayda relaps

ABD de en sik kullanilan antiandrojen




SPIRONOLAKTON YAN
ETKILER

mksek dozlarda \

Menstruel duzensizlik

Memelerde hassasiyet ve buyume

Libidoda azalma

Bas agrisi ve bag donmesi

Hafif GIS yakinmalari

Hiperpotasemi(drospirenon iceren KOKS risk artar)
Ortostatik hipotansiyon

SSS belirtileri;bagagrisi, halsizlik, dengesizlik *

\ Yan etkileri hafifletmek icin KOKS’lar ile birlikty

Shaw JC,et al. I Am Acad Dermatol 2000: 43: 498




Akne Spironolakton

Hiperpotasemi saglikh gen¢ kadinlarda akne dozunda gorulmez; 45
yas alti kadinlarda takip gerekmiyor

» Kalp ve bb hst, baska ila¢ kullanimi: baslangicta, takipte ve doz artimi
yapmadan K duzeyi bakilmali*

Erkek fetuste Feminizan etkili.. OKS ile kombine kullan
Meme Ca ile iliski bulunmamis

OKS icindeki 3mg drospirenone, 25 mg Spironolaktona esdeger K tutucu* *

* Zaenglein AL, et al J Am Acad Dermatol 2016; 74:945.
** Krunic A et al.J Am Acad Dermatol 2008;58:60.



Aknede Metformin
American Joumal of Clinical Dermatolagy (2021) 22:11-23

https://doi.org/10.1007/540257-020-00565-5

SYSTEMATIC REVIEW q

Chack for
updates

Metformin Therapy for Acne in Patients with Polycystic Ovary
Syndrome: A Systematic Review and Meta-analysis

Hsuan Yen'® - Yu-Tu
Metformin dokuda insulin duyarhligini

publiched online: arttirarak, IGF-1 seviyesi ve androlenlen@

© Springer Natt
51 calisma, 2405 PKOS hastasi
Metformin kullanim sonrasinda akne
lezyonlarinda belirgin iyilesme

Daha cok randomize calisma ihtiyaci var

Abstract
Background Aci
on metformin use for

is limited evidence







Akne Sistemik Tedavi Secerken

CKIinik; lezyon tipi, lokalizasyonu ve siddeti \
» Hasta yas ve cinsiyeti: postmenars hormonal tedavi
> Gebelik ve dogurganlik
> Yan etki risk faktorleri

( Hasta degerlendirmesi ve tercihi

/







Sistemik Antibiyotikler icin oneriler

4 N

Etkileri 1 ayda baslar, 4-6 hafta bekleyin, etki yok KES
3-4 aydan uzun sure kullanmayin

Antibiyotik direncinden sakinmak igin

Topikal Retinoidler ve Benzoyl peroxide kombine edin
Ik antibiyotik secenegi siklin grubundan Doksisiklin
Gebe veya cocuklarda Azitromisin

QO kullantyorsa Azitromisin /

Nast A, et al. Eur Acad Dermatol Venereol 2016; 30: 1261-1268
Up To date Feb 23, 2023
Walsh TR, et al. Lancet Infect Dis 2016; 16: 23-33.




Sistemik Antibiyotikler icin oneriler

4 N

ldame tedavide yeri yok

Tekrar antibiyotik bagslanacaksa oncekini baslayin
Idame tedavi sarttir; topikal retinoid, AZA, BPO
Ayni anda topikal antibiyotik vermeyin

Tedavi sirasinda ¢cene etrafinda tedaviye direncli pustuller
ortaya cikarsa gram negatif folikulit akla gelmel

Nast A, et al. Eur Acad Dermatol Venereol 2016; 30: 1261-1268.
Up To Date Feb 23, 2023






|ZOTRETINOIN VERMEDEN ONCE SOR!

Onceden dogum kontroliinde basarisiz olma
Depresyon veya suisid dusuncesi
Hiperlipidemi /ailede erken yasta hiperlipidemi
Infl barsak hastaligi oykisi

Lens kullanimi, kuru goz

Asiri alkol kullanma, ek ilag kullanimi

Asiri fiziksel aktivite






|ZOTRETINOIN IZLEM

/Ayllk kan testi takibi yok \

Baslangic: Trigliserid, transaminazlar(ALT 3 kat Uzeri)
hemogram(lokosit)

2 kez gebelik testi negatif olsun, ilaci kestikten1 ay sonra yine
test; gebelik icin 1 ay beklenmeli

Duzenli CK olgumu veya aktivite kisittamasi oneren veri yok.
\ Kas gucsuzlugu, kramp, idrar renk deg varsa CK olg, TIT yap )

JOURMAL OF DERMATOLOGICAL TREATMENT T I &F :
2022, VOL. 33, NO. 5, 2414-2424 e aylor rancis

https://doi.org/10.1080/09546634.2021.1967269

[aylnr & Francis Group

REVIEW ARTICLE W) Check for updates

Isotretinoin for acne vulgaris — an update on adverse effects and
laboratory monitoring

Haady Fallah®®< @ and Marius Rademaker”

“Sydney Medical School, Faculty of Medicine and Health, The University of Sydney, Sydney, Australia; I;'[.'I'Epar‘[men‘[ of Dermatology,
Concord Repatriation General Hospital, Sydney, Australia; “The Skin Hospital, Sydney, Australia; “Waikato Clinical Campus, University of









Akne fulminans riski

Ik hafta flare olur

Makrokomedolar cok ise

Govde tutulumu

Erkek hastalar

Akne konglobata ve siddetli noduler form

Dusuk doz baslamak: 0.2 mg /kg(<0.5 mg/kg)
ISO 6ncesi sist steroid ver






RELAPS RISKI

/Total kiimiilatif doz: 120-150 mg/kg

Ik 18 ayda siktir
TKD 120-150 mg/kg.dan az ise %88

120 mg/kg fazla ise %20
16 yas altinda ISO baslanmissa
Trunkal akne
Erkek hasta
KAkne tarda kadin hasta hormonal ted almiyorsa




Tablo 1. Komedonal ve papulopustuler akne tedavi

algoritmasi

Hafif Orta Agir

Komedonal Papulopustuler | Papulopustuler | Orta siddetli-
siddetli

Topikal retinoid | Kombine topikal | Kombine Kombine

veya preparatlar preparatlar +/- preparatlar

Topikalretinoid | veya Hormonal tedavi |+

iceren BPO ve/veya oral antibiyotik

kombinasyonlar| veya Oral antibiyotik | veya

veya Topikal retinoid | (Govde tutulumu | oralisotretinoin

BPO veya veya varsa) veya

azelaik asit Azelaik asit Hormonal tedavi

veya

Salisilik asit

idame tedavi: Topikalretinoid veya azelaik asit veya salisilik asit veya BPO + topikal

retinoid kombinasyonu

Tamamlayic bakim: Uygun deri temizleyici, nemler

BPO: Benzoil peroksit

Aknede Algoritmik Tedavi Yaklasimlari

@ Prof. Dr. Nilsel liter, @ Dr. Berkay Temel

Gazi Universitesi Tip Fakiikesi, Den ve ZGhrevi Hastaliklan Anabilim Dal, Ankara, Tirkiye






Icepick

CROSS (full
konsantrasyon
TCA, fokal)

Punch eksizyon

Fraksiyonel lazer ve
igneleme tedavileri ile
devam edilebilir

Akne Skar
Tedavisi

Rolling Keloidal
| |
Subsizyon ve/veya Silikon jel
dolgu kapama/ Vaskuler
| lazer/ Kriyocerrahi
* intralezyonel
steroid
Fraksiyonel lazer |
5-FU
Kombine edildiginde i'"tralelf'-"'f"el
en iyi sonug elde edilir steroid+
kriyocerrahi/
Ablatif fraksiyonel
lazer

intralezyonel bleomisin,
mitomisin ¢, imiquimod
gerekebilir




Sistemik Antibiyotikler icin oneriler

4 N

Etkileri 1 ayda baslar, 4-6 hafta bekleyin, etki yok KES
3-4 aydan uzun sure kullanmayin

Antibiyotik direncinden sakinmak igin

Topikal Retinoidler ve Benzoyl peroxide kombine edin
Ik antibiyotik secenegi siklin grubundan Doksisiklin
Gebe veya cocuklarda Azitromisin

QO kullantyorsa Azitromisin /

Nast A, et al. Eur Acad Dermatol Venereol 2016; 30: 1261-1268
Up To date Feb 23, 2023
Walsh TR, et al. Lancet Infect Dis 2016; 16: 23-33.




Sistemik Antibiyotikler icin oneriler

4 N

ldame tedavide yeri yok

Tekrar antibiyotik bagslanacaksa oncekini baslayin
Idame tedavi sarttir; topikal retinoid, AZA, BPO
Ayni anda topikal antibiyotik vermeyin

Tedavi sirasinda ¢cene etrafinda tedaviye direncli pustuller
ortaya cikarsa gram negatif folikulit akla gelmel

Nast A, et al. Eur Acad Dermatol Venereol 2016; 30: 1261-1268.
Up To Date Feb 23, 2023



Akne Hormonal Tedavi

élosebase unitede etkili androjenleri/etkisini azalt@

Menars sonrasi kadin hastalarda
Hiperandrojenizm bulgulari olsun, olmasin etkilidir*
Menstruel duzensizlik ve premenstruel alevlenme
Klasik tedavilere direncli
Geg¢ baslangicli akne
Over veya surrenal kaynakli hiperandrojenizm
Hirsutizmi olan

&Oral kontraseptif kullanma ihtiyaci olan hasta J

*Zaenglein AL, et al J Am Acad Dermatol 2016; 74:945.




ﬂ!’hfs drug should not be prescribed to \
children under 18. Adolescence brings
hormonal imbalances resulting in mood
swings which mean that those suffering and
their carers are unable to identify psychiatric
issues as they arise.’

K Comment received through call for information -/

2003’te avrupa ve ingiltere prospektuslerinde
degisiklik yapilmistir.12 yas Uzeri verilir. .




‘I have used low dose isotretinoin for
thousands of patients. The results
have been overwhelmingly positive.
With low doses e.g. 20mg or 30mg
daily few adverse events are
experienced. With low doses
psychiatric side effects are very low. |
would emphasize the importance of
ease of access to the GP or
dermatologist in the event of a
psychiatric side effect.’

Qnmenr received through call for informaiy




mefped us hugely psychologically h

have the treatment and get rid of acne.
The dryness does not impact sexual
activities. The acne caused me years of
misery. | am happy | avoided that to my
daughter by being able to get the
treatment for her early. Years of acne is
traumatic. The skin scars for life are
traumatic. The patients need to be
provided the treatment quicker to
optimise it. My daughter had it as a
teenage and only needed one course. |
had it in my 30s and needed 2 courses.’

Qm‘ment received through call for fnfﬂrmay




1.BASAMAK  ALTERNATIF UZMAN

GORUSU
Topikal Azelaik asit InflAmatuar
retinoid lezyon olursa

topikal

retinoidlere

BPO eklenir

EXPERT OPINION ON PHARMACOTHERAPY 2022, VOL. 23, NO. 1, 49-62



Acne vulgaris: Overview of management

EOR = I
AUTHOR: Emmy Graber, WD, MBA } Al tepics are updated as new evidence becemes available and cur
EECTION EDITORS: Eohert F Dellavalle, WD, FhD, MSFH, Moize L . .
, pEEr FEview process is complete,
Lewy, MO, Cindy Owen, WD
DEPUTY EDITOR: Akena O Ofori, MD Literature review current through: Apr 2023.
i : Thi= topic last updated: Feh 23,2023,
Centributer Disclesures
NTRODUCTION

Yene vulgaris is a common cutaneous disorder that can have a profound psychologic impact, contributing to low self-

wwtaam Aanraccinn and anviatu (T nictiira 1AM .2 A o racnlt thara ic o cianificrant Aamand far affactive orna

A



Hafif, orta, siddetli akne
Topikal tedaviler
Sistemik tedaviler

Deri bakimi

ldame tedavi

Akne skarlarinin tedavisi



Recetred L& A Z0LF I Bocepied T Ay 201
Lo M e b b e e B

DERMATOLOGIC AT ~
THERAPEUTICHOTLINE: SHORT PAPER THERAFY WILEY
1
Acne and rosacea: What's new for treatment?
Recep Dursun © | Munise Dayve © | Koray Durmaz
Faoullty o fedicdre, Deparimenid of
Cermatology, Mecmettin Srbakan niversity, Ahstract
Mooy, Tureesy Acne ard rosacea are two well lnown chronic skin dissases in dermatology. Ther
Conmapondance are mamy kmown thempeutic options of bath diszases, but new treatrent agents and

Fecep Curan, Faouy o tAedicines,
Ceparimend o Oermaiddogy, Nemmedlin ]
Erbakan Uriversity, Wonys, Turkey. new treat ment adwances for acne and msacea diseases.

Emad. recepdUraIrsIgmailcom

therapeutic advances come to the agenda day by day. Wie would lile to summarze

KEYWO RDS
eplality of [k, therapy-systamnic, thevapy-topical




AKNE TEDAVISINDEKI TOPIKAL RETINOIDLER

Tretinoin
(all-trans retinoik asit) Adapalen

1971 1996
RARa, RAR B, RARy RARB ve RARY

Tazaroten
1997
RARB ve RARY

izotretinoin
(13-cis-retinoik asit)
RARa, RAR B, RARy

Nukleer retinoik asit reseptorlerinin (RAR) spesifik prote
izotoplarina (o, B, y)
Hedef dokuda gen transkripsiyonunu regule ederek etki




JOURNAL OF DERMATOLOGICAL TREATMENT

2022, VOL. 33, NO. 5, 2414-2424 Taylor & Francis
https://doi.org/10.1080/09546634.2021.1967269 Taylor & Francis Group
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Isotretinoin for acne vulgaris — an update on adverse effects and
laboratory monitoring

Haady Fallah®®" @ and Marius Rademaker®

*Sydney Medical School, Faculty of Medicine and Health, The University of Sydney, Sydney, Australia; "Department of Dermatology,

Concord Repatriation General Hospital, Sydney, Australia; “The Skin Hospital, Sydney, Australia; YWaikato Clinical Campus, University of
Auckland, Hamilton, New Zealand



