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. niform eruptions such as rosacea.
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« To recognize the clinical features of rosacea, it's variable types,

 differential diagnosis and treatment,

» To recognize the features of hidradenitis supprativa and treatment.
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Androgens

™

Abnormal follicular keratinization Increased sebum production

&

Obstruction

/ P acnes

Noninflammatory lestons (comedones) === Inflammatory lesions (papules, pustules, nodules)
P acnes



Propionibacterium acnes

: 4

Low molecular weight chemoattractants
! :
Phagocytosis of P. acnes by neutrophils Lipase
Release of neutrophilic hydrolytic enzymes Sebum
Neutrophil chemoattractants Free fatty
acids
Follicular wall rupture
Protease (hyaluronidase)
v
Complement activation (C5a) ———» lnflamvmation i
l — Foreign bodies

Repair



OTHERS FACTORS WHICH CAN CONTRIBUTE TO THE
PATHOGENESIS OF ACNE:
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Epidemiology :

« Most common type of acne

« 85% prevalence rates in those aged 12-24 years

 Has a peak incidence in 14-17-year-old girls and in 16-19-year-old boys

« Women have a high prevalence and incidence when compared with men, especially
after 25 years of age

« Acne often persists into adulthood, with 26% of women and 12% of men reporting
acne in their 40s.(late-onset acne)

« About 20% of the affected individuals develop severe acne which results in scarring.

« Asians and Africans tend to develop severe acne
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CLINICAL FEATURES
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B morphic appearance:
ol s ji-: -primary skin lesions

- 2-secondary skin lesions

: non-inflammatory and inflammatory lesions

-clinical features of primary lesions: hyperseborrhea, open and closed comedones,
pules, pustules and nodules
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1-Comedones:
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Normal sebaceous follicle (a), closed comedo (b), and ruptured follicle (c). From [1] with permission.
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SECONDARY ACNE LESIONS:
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‘Grade 3 Predomlnantp ules, | .ilrir* ‘abscesses.
: o Grade4 Mainly cysts, abscesses wldespread scarring.

-mild,moderate,severe;
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General AAD: Global Alliance EDF AAP

Classification

Mild - Comedonal Comedonal Comedonal
or or or
mixed and papular/  mild to moderate Inflammatory/mixed lesions
pustular papulopustular

Moderate - Mixed and papular/ Mild to moderate Comedonal
pustular papulopustular or
or Inflammatory/mixed lesions
nodular

Severe - Nodular Severe papulopustular/ Inflammatory/mixed and/or
or moderate nodular or nodular lesions
conglobate severe nodular/ conglobate
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Onset between 0-6 w of age.
Most commonly in boys
Affect up to 20% of newborn

Presents as comedones and small papulopustules on the cheeks and
nasal bridge

Due to the self- limited and benign nature of neonatal acne and
acneiform eruptions, the use of a gentle daily cleanser and water is all
that is required therapeutically.

Topical retinoid with or without benzoyl peroxide






Affects less than 2% of infants
Anytime between 6 weeks and 12 months
Male predominance

Genetic predisposition and heightened sebaceous gland activity in response to
normal levels of circulating androgens

In rare cases, infantile acne can be a sign androgen-secreting (or corticosteroid-
secreting) disorder.

Closed and open comedones, papules, pustules, nodules, and cysts
Commonly over face

Have a moderate course at best requiring no treatment, resolving within 6 to 12
months

Topical retinoid or benzoyl peroxide with topical antibiotic (e.g., erythromycin or
clindamycin)

In sever cases: oral erythromycin. If the patient has a resistant strain of
Propionibacterium acne, then we can used sulfamethoxazole-trimethoprim.






e‘*@ ‘ k.:Ier pOSS|b|I|ty of underly gﬁ@hdltlon such as polycystlc ovary
syndrome or late onset congenital adrenal hyperplasia

« Clinical features and Treatment is similar to the adolescent algorithms
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D-ADULT ACNE:
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e assomated with hlrs tism, IaiP periods evaluate for hyper T
‘secretion of ovarian androgens (e g. Polycystic ovary syndrome).

. Two subtypes of adult acne are recognized: persistent(70%) and late-
- onset(30%)
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Adult acne Teenage acne

1% (69)

¥ females

¥ Males

1 Females
i Males







A rare but severe form of acne
Men > women
Second and third decade of life

Believed that Propionibacterium acnes may play an important role in the
disease by changing its reactivity as an antigen. The hypersensitivity to this
antigen induces an intense immunological reaction that presents with a
chronic inflammatory state.

Paired or aggregates of blackheads on the trunk, neck, upper arms, and
buttocks.

Highly inflammatory lesions: nodules, abscesses, draining sinuses, over the
back and chest.

Heals with scars (Depressed or Keloidal).

Isotretinoin for 20 to 28 weeks or in some cases even longer. Some experts
even recommend the use of oral prednisone (1 mg/kg/d) for 14 to 28 days.






FiGURE 2: Ulceronecrotic lesions on the back




* The characteristic feature: absence of comedons and monomorphic lesions
as small pustules and papules .

Corticosteroids and
corticotropin

Androgens and
anabolic Steroid
medications

Hormonal
contraceptive
medications

Tricyclic
antidepressant
medications

Lithium

Aripiprazole

Selective serotonin
reuptake inhibitors

Vitamins B1, B6,
and B12

Dactinomycin
(actinomycin D)

Cyclosporine

Sirolimus

Isoniazid

Rifampin

Ethionamide

lodine
Bromine

Chlorine

Epidermal growth factor receptor inhibitors

Multitargeted tyrosine kinase inhibitors

Vascular endothelial growth factor inhibitor

Proteasome inhibitor










G-OTHERS RARE ACNE SUBTYPES
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ACNE COMPLICATIONS:
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THE 4 TYPES OF ATROPHIC ACNE SCARS:
1-ICEPICK SCAR
2-BOX SCAR
- 3-ROLLING SCAR
~ 4-POPULAR SCAR ( COBBLESTONE-LIKE PAPULES)
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List of adjuvant topical therapies

ADJUVANT EXAMPLE FUNCTION/EVIDENCE RECOMMENDATIONS

THERAPY

Cleansers

- Soap-free, nonacnegenic, e To remove sebum, dirt, = Use of gentle soap-free

nonirritating, and microorganisms cleansers i1s preferred
nonallergenic, oil- especially when used
control without drying, in conjunction with
and pH-balanced topical retinoids

= Twice-daily cleansing is
adequate unless there

1S increased sebum or

dirt
Moisturizers
- Lightweight, provide » Counteracts the effect of = Acne-specific
adequate hydration, acne treatment on the moisturizers can be
noncomedogenic, barrier function of used without inducing
nonacnegenic, might stratum corneum and comedone formation
contain substances improves clinical
effective in acne outcome

treatment
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'To.bic':al Antibiotics: erythré)mycih°, cIindairriycin, minovycline and Dapsone Gel, 7.5% /‘\
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Summary of recommendations for topical therapies

Topical antibiotic monotherapy i1s highly discouraged. Level/ 7+, Grade A4

Combination topical therapy i1s preferable and more effective than topical antibiotic

alone. Level I+, Grade A4

Consider alternative antibacterial agents, such as benzoyl peroxide, salicylic acid, or

dermocosmetics. Level 4, Grade DD, GPP

Addition of BPO to adapalene i1s significantly more effective than adapalene

monotherapy or BPO monotherapy. Level 7+, Grade A4

Topical retinoids are effective first line therapy against both comedonal and

inflammatory acne. Level/ I++, Grade A

Fixed-combination therapy of BPO and adapalene provides significantly greater
efficacy for the treatment of acne vulgaris as early as week one relative to

monotherapies, with a comparable safety profile to adapalene. Level 7+, Grade A

Topical retinoids are recommended for maintenance 1in acne after successful

treatment of acne. Level/ 7+, Grade A4

Antibiotics do not prevent the development of microcomedones and should be

discouraged as maintenance. Level 4, Grade D, GPP



D-Systemic Treatmens:

-Tetracycline group: minocycline,doxycycline, Oxytetracycline,
Lymecycline, Sarecycline(1.5 mg/kg )

-Erythromycin,Roxithromycin,azithromycin
-Trimethoprim
-Clindamycin

-Antimicrobial Resistance and Antibiotic Use in Acne Vulgaris



Summary of recommendations for systemic antibiotics

Doxycycline, tetracycline and erythromycin are recommended as first line oral
antibiotics. The absorption of tetracycline is restricted by food and dairy products.

Erythromycin can be used to treat acne in pregnancy. Level 1+, Grade A

Minocycline 1s considered as a second-line antibiotic for acne due to evidence of

more severe adverse events in comparison to doxycycline. Level 1+, Grade A

Cotrimoxazole i1s recommended only as a third-line antibiotic, when other treatment:

have failed. Level 2++, Grade B

Systemic antimicrobials should not be used together with topical antibiotics or as

monotherapy. Level 4, Grade D, GPP



Isotretinoin works to normalize all four key pathogenic features of
acne vulgaris.

If patients have very severe acne, scarring acne or significant acne
that has not responded to therapy within 3 — 4 months, isotretinoin
treatment should be considered.

Standard dose : 0.5-1mg/kg with a total cumulative dose between
120mg-150mg/kg

Side effects:
A recent meta-analysis of 31 controlled studies demonstrated that:

No evidence of increased depression or suicide rates with acne
treatment using isotretinoin

Not associated with the occurrence of hypertrophic scars or keloids
lab abnormalities:

Dryness

Teratogenic effects

Headache



SuUuMmimnmary oOof recommcendations 1or systemm i1 1sotretimnoin

Oral 1sotretinoin 1s recommended for the treatment of severe acne that has not

responded to conventional therapy. Level 7+ +, Grade A

Referral to a dermatologist 1is recommended in cases of severe nodulocystic acne or
conglobate acne. Level ¥4, Grade DO, GPFP

An acceptable high-dose isotretinoin therapy of nodulocystic acne 1s 120 to

1SOmg/'kg cumulative dose. Level 7+, Grade A4

For non-nodulocystic or moderate acne. a 0.3 to O.Smg/kg dose for six months might
be sufficient. Level/ 7+, Grade A

I ow-dose maintenance for adult persistent acne can be considered. but with caution

due to potential adverse events. Level 2+, Grade C

Pregnancy 1is an absolute contraindication to systemic isotretinoin. Sexually active
female patients should be made aware of the risk of teratogenicity and must be

screecned for pregnancy. Level ¥, Grade D, GPFP

Contraception should be discussed with the patient. The patient must be routinely

reminded to avoid pregnancy. Level F Grade D, GFPFP

Screen for symptoms of depression before and during treatment and inform the

pratient of possible risk of depression and suicidal behaviors. Level I, Grade IO, GPFP

For long-term therapy. monitoring of laboratory parameters (e.g.., serum cholesterol,
triglyvcerides, liver function tests) every six months i1s recommended. Level &, Grade
=y, CEizrE

Maintenance with topical retinoids is recommended for at least several months after

treatment cessation with oral isotretinoin. Addition of BPO might be regquired for



-Combined oral contraceptives (COCs) are effective in the
treatment of both noninflammatory and inflammatory acne
- they are suitable for long-term therapy because they have
no potential to induce bacterial resistance and represent
an alternative to systemic antibiotics.

- recommended in the following situations: presence of
severe seborrhea; worsening in the premenstrual period;
presence of endocrine changes; persistent recalcitrant
inflammatory acne in which standard treatments have
failed.

-cyproterone acetate, spironolactone, drospirenone and
flutamide.



Table 1. Treatment algorithm for the management of acne wulgaris in adolescents and young adults

Mild acne

Moderate acne

Severe acne

First-line
treatment

Alternative
tfreatment

BP or topical refinoid

or-

Topical combination therapy:

BP with retfinoid

or BP with antibiotic

or BP with retinoid and antibiotic

Add retinoid or BP

Or-

Consider alternate retinoid
or-

Consider fopical dapsone

Topical combination therapy:

BP with retinoid

or BP with antibiotic

or BP with retinoid and antibiotic

oF-

Oral antibiotic with topical retinoid
and BP

o

Oral antibiotic with topical retinoid
and topical antibiotic

Consider alternate combination therapy

or-

Consider change in oral antibiotic

-

Add combined COC or oral
spironolactone (female patients)

or-

Consider oral Isotretinoin

Oral antibiotic +

Topical combination therapy:

BP + retinoid

or BP with antibiotic

or BP with retinoid and antibiotic
or-

Oral isofretinoin

Consider change in oral antibiotic

or-

Add combined COC or oral
spironolactone (female patients)

-

Consider oral Isotretinoin

Reproduced with permission from American Academy of Dermatology (AAD) guidelines [2**]. BP, benzoyl peroxide; COC, combined oral contraceptive pill.



Summary of recommendations for the management of pediatric patients

Topical treatment with benzoyl peroxide is safe and effective and can be used as
monotherapy or in topical combination products for mild acne or in regimens of care

for acne of all types and severities. Level 4, Grade A

Fixed-dose combination topical therapies might be useful in regimens of care for all
types and severities of acne Level 1—, Grade A for adolescents, Grade B for

preadolescents and younger

Oral 1sotretinoin 1s recommended for severe, scarring, and/or refractory acne in
adolescents and can be used in younger patients Level I+, Grade A for adolescents,

Grade B for preadolescents and younger

A low starting concentration (i.e., 2.5% BPO) 1s recommended as children are more
prone to irritation. It might minimize development of antibiotic-resistant P. acnes

when used with topical or systemic antibiotics Level 4, Grade D



Treatment choices for pregnant and lactating women

TREATMENT EVIDENCI]
LEVEL
First- IL.evel 2— to
. 1. Antibiotics (erythromycin, clindamycin)
Iine 3., Grades C
2. Benzoyl peroxide to D

3. Azelaic acid

4. Salicylic acid

Second- Level 3,
. 1. Oral macrolides (azithromycin)
line Grade D

2. Cephalexin

Third- Level 3,
line 1. Chemical peel (glycolic acid) Eiradds
2. Light-based therapy (intense pulsed light, blue or
red light phototherapy) in addition to topical

and/or oral therapies



Summary recommendation for treatment of acne scars.

Fractional resurfacing 1s recommended to treat acne scars. Level [+, Grade B

For 1ce pick scars, 1t might be necessary to excise or punch out the lesion or perform
chemical reconstruction. For box car scar, an excision, punch elevation/excision, or

subcision can be performed. For rolling scars, subcision can be performed. Level 2+,

Grade C




ROSACEA
(ACNE ROSACEA)
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PATHOGENESIS
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TRIGGERS
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. Toplcal products that |rr|tate the skin and decrease the barrier.

« Medications that cause flushing and photosen5|t|V|ty (amiodarone,
nicotinamide).
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Patient history

-Does the patient describe experiencing a warm sensation over the face,
or flushing?

-Does the patient recognize his or her own redness, or erythema?
-Burning or stinging in association with skin care products.
-History of acne diagnosis and failed acne treatments

-Triggers, such as heat, spicy foods, and stress.

-Family history.

-Recognition of signs and symptoms of rosacea



CLINICAL FEATURES

| A Er cp '9|ang|ec ﬂ,
= -’a—FIuéhlng | |
: '_perSIStent redness of the central face ) fﬁ .

-Te.IanglectaS|as &
-Very sensitive skin, and may feel as if their skin stings or burning
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B-PAPULOPUSTULAR ROSACEA
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-« Papu and/or pu ,.
| pErS|stent facial redness

~« On the central face: burnlng and stlnglng small visible blood vessels
~ (telangiectasia); raised, scaly red patches known as plaques
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C-GRANULOMATOUS ROSACEA | ()
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D-PHYMATOUS ROSACEA
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« Fibrosis and increased volume of sebaceous glands
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E-OCULAR ROSACEA
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. Eyelld thickening, eyelld crusts and scales

- Punctate epithelial erosions, corneal infiltrates, corneal ulcers, corneal
scars, and vascularization.
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MANGMENT

.............

1. o
el =
Sl p

i T 31 k(salla o PSR |
- Ge tle skln care reg'lmen O mair n},sk?n hydration and barrler function
~ « Gentle, nonalkaline, fragrance- -free, emollient cleanser once per day in the

evening

- Light, water-based cosmetics (but powders are preferable to creams)
 Photoprotection
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Arigger 1nerapceutic

regimen
Sun exposure, wind, heavy exercise, alcohol Avoidance, anti-
consumption, emotional stress, skin mflammatory
care products and cosmetics (formaldehyde), therapy,
medication, and microorganisms and antibiotics
Sun exposure, emotional stress, alcohol, Avoidance, 30+ SPF
exercise, microorganisms/gut sunscreen, and
microbiome, topicals, and medication brimonidine
Emotional stress, heat/hot weather/hot steam, Avoidance and
exercise, alcohol, and spicy food brimonidine

(capsaicin)



B-Topical therapies

« Metronidazole 0.75% (gel, cream, and lotion; twice-daily application),
metronidazole 1% (gel and cream; once-daily application).

« Azelaic acid 15% gel ( twice-daily)
* Ivermectin1% cream (once-daily application)

« Brimonidine tartrate 0.33% gel(MIRVASO Gel): (topical treatment of
persistent facial erythema associated with rosacea. Brimonidine gel is a
selective a2-adrenergic receptor agonist with vasoconstrictive activity)

* Permethrin
 Topical calcineurin inhibitors



) for how long?

1 ol . oy

: ; haicool
D- yS|caI modalltles |
. -Pulsed dye laser (PDL 585—595 nm) for telangiectasia =X
. -COZ laser therapy for rhinophyma ( )
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Subtype 1 (erythemato- Subtype 2 Subtype 3 Subtype 4

telangiectatic rosacea) (papulopustular rosacea) (phymatous rosacea) (ocular rosacea)
- Environmental, emotional,
physiological stimuli + Skin care (blocking ultraviolet light, moisturizers) Eye care

l avoidance

{7 ___ak ~~

-

(Topical) metronidazole, 1 and 0.75%, or sodium Isotretinoin 0.5— Topical metronidazole
sulfacetamide, 10% sodium sulfacetamide with 5% 1.0 mg/kg daily 1 and 0.75%
sulfur, or azelaic acid, 15% gel and 20% cream or : @

-

@ @ Oral antibiotic:
- CO: laser

Oral antibiotﬁ:- ‘doxycycline test(t)’a cyc:’in.? B CEavEvEiS
. < mg aalily,
Topical a-adrenergic =SONg or arythremycin erythromycin at a dose of

receptor agonists 0.5% iim%’t;rf;pg:'am 250 mg/day

-

@ @ Surgical procedures, @
dermabrasion, ~
electrocautery

Laser (long pulse-duration pulsed-dye laser, Topical erythromycin

Nd:YAG) or nonlaser intense pulsed light eyedrops 1%,
topical cyclosporine,
clarithromycin,

@ @ metronidazole

Nonselective B-blockers, Isotretinoin 0.5—
a,-adrenergic agonist 1.0 mg/kg daily,

0.05 mg b.i.d. or botulinum or topical calcineurin
toxin injection, inhibitors

topical calcineurin
inhibitors




HIDRADENITIS SUPPURATIVA (HS)
(ACNE INVERSUS)
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EPIDEMIOLOGY
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e Onset IS commonly between puberty and age 40
Usually in adolescents (0.57%) and adults (0.47%) than in children
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-Terminal follicular hyperkeratosis, hyperplasia of the follicular epithelium and
perifolliculitis.

-Cyst formation, followed by rupture of the hair follicle

-Induces an inflammatory response and subsequent formation of abscess, sinus
tracts, fibrosis and scars.

-Worsened by secondary infection

-Mediated by tumor necrosis factor (TNF)-a, IL-23/T-helper (Th) 17 and IL-
12/Th1 pathways

-Genetics: One-third of patients with HS report a positive family history,

-Smoking: More than 70 percent of patients with HS are smokers, and a strong
association between smoking and HS has been demonstrated

-Obesity: Is a risk factor for HS



« The diagnosis of HS relies on the clinical features

» Typically: recurrent, painful, inflamed nodules, most commonly in the axillae
and/or inguinal areas

« To diagnosed HS: requires the following three criteria:
1. Typical morphology (nodules, abscesses, sinus tracts, scars)

2. Characteristic distribution or typography of lesions (intertriginous areas,
axillae, inframammary folds, groins, buttocks, perianal and perineal areas)

3. Arelapsing, chronic disease course.



Hurley staging of HS

Stage | Abscess formation, single or multiple, without sinus tracts and
(mild) cauterization.
Stage II Recurrent abscesses with tract formation and cicatrization, single or

(moderate)  multiple, widely separated lesions.

Stage 11 Diffuse or near-diffuse involvement, or multiple interconnected tracts

(severe) and abscesses across the entire area.















COMORBIDITY HS
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COMPLICATIONS

« Lymphedema

« Squamous cell carcinoma "
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-Local antiseptics

TREATMENT
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| -An iotics (mlnocycllne doxycyclme and leamplcm associated to
cllndamycm -

-Isotretinoin or Acitretin
-Biologic treatmen (infliximab, adalimumab)
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