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Learning Objectives:

* Discuss new and innovative treatments for pediatric atopic dermatitis

* Review new practice guidelines
- Isotretinoin lab monitoring and care of congenital melanocytic nevi

» Examples of Apps used in Pediatric Dermatology
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Newer Treatments for Atopic Dermatitis
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Newer treatments for Pediatric AD

Agent Route Age Indication Approval for AD

Monoclonal antibodies

Dupilumab SQ 6 months  AD, asthma,polyps 2017-2022
Tralokinumab SQ 18 years AD 2022
Lebrikizumab SQ 18 years AD 2021
JAK inhibitors

Ruxolitinib 1.5%  Topical >12 years AD/Vitiligo 2022
Upadacitinib Oral  >12years AD 2022
Abrocitinib Oral 18 years AD 2022
PDE4 inhibitors
Crisaborole Topical >3 months AD 2016
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Topical Ruxolitinib 1.5% cream

« Topical JAK inhibitor (inhibits JAK1/2)
« FDA indicated for 12 and up for mild to moderate AD

» To be applied twice daily to affected areas of up to 20% body

surface area for up to 8 weeks

* |GA score: Ruxolitinib 51% improvement vs Placebo 7.6% after

8 weeks
* Doesn't sting

» Has black box warning (based on oral JAKSs)

+ _Expensive
Health @ David Geffen
School of Medicine Papp et al JAAD 2021 )




Systemic Treatments for Pediatric Atopic Dermatitis

* Phototherapy NBUVB
 Cyclosporine

* Methotrexate

* Dupilumab

* Newer biologics and JAK inhibitors are promising
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Dupilumab - now FDA approved for moderate to severe

atopic dermatitis ages 6 months and up

Humanized monoclonal antibody against IL4 receptor
inhibiting IL-4/IL-13 signaling

- Weight based dosing

TEPY Health David Getfer



Dupilumab 6 months - 5 years

* No loading dose

« 5toless than 15 kg: 200 mg every 4 weeks

* 15 to less than 30 kg: 300 mg every 4 weeks
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Dupilumab for 6-11 years

Weight based dosing for 6 - 11 years:
» 15 -<30 kg dose is 300 mg every 4 weeks (600 mg

loading dose)

« >30 -<60 kg 200 mg every 2 weeks (400 mg loading

dose)

Ty Health (o) David Gefen



Dupilumab for Adolescents

* Ages 12 - 17: 400 mg loading dose and 200 mg

every 2 weeks

* >60 kg adult dose of 300 mg every 2 weeks
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Dupilumab safety

- Decreasedincidence of skin infections

- No laboratory monitoring required

- Adverse effects more common in dupilumab group:

- Nasopharyngitis, conjunctivitis, headache, injection site reactions

Ie¥Y Health David Geffen Blauvelt et al Lancet 2017, Simpson NEJM 2016,
Fleming JAAD 2018



Development of psoriasis during treatment with dupilumab

» 1.7% incidence of new onset psoriasis in dupilumab treated patients
» Analyzed post approval reports of new or worsening psoriasis in patients while on dupilumab

* Possible mechanism:
IL-4 overexpressed in AD
IL-4 negatively regulates TH1 and TH17
- TH1 and TH17 increased in patients w psoriasis

Blocking IL4—> releases inhibition allowing psoriasis to occur in predisposed patients

David Geffen
Health School of Modicne Brumfiel CM et al JAAD 2022
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Newly approved systemic treatments for AD
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Upadactinib for AD

« Oral JAK1 inhibitor, ages 12 and up, FDA approved January 2022

» Refractory, moderate to severe AD
« >12 years and > 40 kg: 15 mg orally daily, may increase to 30 mg if response not adequate
» SEs: Infection, zoster, myelosuppression, hepatotoxicity, malignancy, gastrointestinal perforation, Acne

» Class wide black box: serious infections (TB, fungal, bacterial, viral), higher rate of all-cause mortality,

malignancies, MACE, thrombosis

* Lab monitoring:

CBC, creatinine LFTS monthly x 3 then g 3 months, lipids 4-5 weeks after drug start then q 3 mos

TEPY Health David Getfer
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Abrocitinib for AD

* Oral JAK1 inhibitor
* FDA approved for 18 years of age January 2022

» 100 mg po daily, if not responding after 12 weeks may increase to 200 mg daily

TEPY Health David Getfer
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Phase 3 Adolescent Trial: for Abrocitinib

Research

JAMA Dermatology | Original Investigation

Efficacy and Safety of Abrocitinib in Combination With Topical Therapy
in Adolescents With Moderate-to-Severe Atopic Dermatitis
The JADE TEEN Randomized Clinical Trial

Lawrence F. Eichenfield, MD; Carsten Flohr, PhD; Robert Sidbury, MD; Elaine Siegfried, MD; Zsuzsanna Szalai, MD;
Ryszard Galus, MD; Zhirong Yao, PhD; Hidetoshi Takahashi, MD; Sébastien Barbarot, PhD; Claire Feeney, MD;
Fan Zhang, PhD; Marco DiBonaventura, PhD; Ricardo Rojo, MD; Hernan Valdez, MD; Gary Chan, PharmD

TEPY Health David Getfer
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Abrocitinib for AD

* Phase 3 trial in adolescents:

« JADE TEEN: 285 adolescents (median 15 years of age)

* Randomized to 200 mg, 100 mg or placebo x 12 weeks + topicals

« EASI 75 in 72% of the 200 mg group, 68.5% in the 100 mg group and 41.5% in the placebo group
* AEs (<5%): HSV, VZV, conjunctivitis, acne, nausea

» Class wide Black box: serious infections (TB, fungal, bacterial, viral) higher rate of all-cause mortality,

malignancies, MACE, thrombosis

TEPY Health David Getfer
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Tralokinumab for AD

* Human IgG4 monoclonal antibody that neutralizes 1L-13

» > 18 years of age FDA approved
- 600 mg loading—>300 mg sq every other week
- Optional dose reduction (300 mg g 4 weeks) at week 16 for < 100 kg

TEPY Health David Getfer
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Tralokinumab Phase 3 trials in Adolescents

ECZTRA 6 trial: 301 adolescents 12-17 years
- 300/600 mg loading—>150/300 mg SQ every 2 weeks x 16 weeks
- EASI 75 in 28.6% of the 150 mg tx group and 27.8% of the 300 mg group

- <1% AEs: upper respiratory tract infections, conjunctivitis, injection site reactions and
eosinophilia

Paller et al 2022
ClinicalTrials.gov

TEPY Health David Getfer
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Lebrikizumab for AD

* Anti- IL13

« FDA granted fast track designation for adolescent patients (12-18 weighing at least
40 kg)

» Fast track designation is granted for a medicine that is intended to treat serious

condition and data demonstrate the potential to address an unmet medical need

TEPY Health David Getfer
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Lebrikizumab for AD

Phase 3 trials ongoing:

ADvocate 1: 424 Adults and adolescents aged 12 to 17 years

250 mg subcutaneous lebrikizumab or placebo every 14 days x (2:1) x 16 weeks

EASI75 in lebrikizumab group 59.3% vs 16.4% (p<.001) in placebo group

ADvocate2: similar results

AEs: injection site reactions, headache, HSV and conjunctivitis, similar to placebo

ClinicalTrials.gov

TEPY Health David Getfer
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Perspectives Pediatric Derms have about newer AD meds

* Needle phobia, failure of dupilumab, need for fast onset of action may be reason to choose oral
JAK inhibitor

« Cyclosporine also has fast onset of action

» Methotrexate and Dupilumab have slower onset but more safety data in pediatric patients
» Cost and insurance company requirements may be prohibitive for patients and families

» Long term safety data is needed

 Black box warning is frightening to parents

* When/how to taper kids off these systemic meds when their AD improves/resolves

TEPY Health David Getfer
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Pearls for Pediatric Atopic Dermatitis

* Wet wraps
 Dilute bleach baths
* Repeated eczema education

» Consider patch testing for recalcitrant dermatitis and prior to initiating
systemic therapy
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New Pediatric Guidelines
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Isotretinoin labs for adolescents:
New guidelines
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JAMA Dermatology | Consensus Statement

Isotretinoin Laboratory Monitoring in Acne Treatment
A Delphi Consensus Study

Eric Xia, BA; Jane Han, MD; Adam Faletsky, MD; Hilary Baldwin, MD; Katie Beleznay, MD, FRCPC;
Vincenzo Bettoli, MD; Brigitte Dréno, PU-PH; Chee Leok Goh, MD, MBBS, MRCP, MMed, FACD;

Linda Stein Gold, MD; Harald Gollnick, MD; Maria Isabel Herane, MD; Sewon Kang, MD, MPH;

Leon Kircik, MD; Julianne Mann, MD; Alexander Nast, MD; Hazel H. Oon, MD, MRCP, MMed, FAMS, GDFM;
Jo Ann See, MB, BS, FACD; Megha Tollefson, MD; Guy Webster, MD, PhD; Catherine Zip, MD;

Jerry Tan, MD, FRCPC; Elliot B. Tapper, MD; Diane Thiboutot, MD; Andrea Zaenglein, MD;

John Barbieri, MD, MBA; Arash Mostaghimi, MD, MPA, MPH

June 2022
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Laboratory Monitoring Recommendations for Isotretinoin

* Prior to initiation (ideally within a month)
- Check ALT and triglycerides
* Initiating Isotretinoin
- No additional laboratory tests at this time
» At peak dose
- Recheck ALT and triglycerides

* End of treatment: no additional tests required
JAMA Derm 2022

TEPY Health David Getfer

28



Guidelines for Congenital Nevi
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Care of Congenital Melanocytic Nevi in Newborns and

Infants: Review and Management Recommendations

° Worklng group Of Pedlatrlc B pedraresearch.org

Dermatology Research Alliance /\
. . . PeD:A 9

 Created first set of guidelines for skin Sedidioic BermitisigrssaareliitilAns
care of CMN

 Reviewed current literature

TEPY Health David Getfer
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Small Congenital Melanocytic Nevi

e <1.5cm

* mostly BRAF mutation
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Medium sized Congenital Melanocytic Nevi

*M11.5-10cm
e M2>10-20cm
* Mostly BRAF

 Melanoma risk for small and medium
CMN is less than 1% over a lifetime
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Large and Giant Congenital Melanocytic Nevi

«L1>20-30cm
«L2>30-40cm
* G1>40-60 cm
*« G2>60cm

 NRAS mutation (somatic activating
mutations in the NRAS proto-
oncogene)

» Melanoma risk approximately 5%

TEPY Health David Getfer




General skin care for Children with CMN

Bathing: Water alone or nonsoap cleanser at least 2-3 times weekly, apply bland emollient

Xerosis and pruritus

- Emollients for chronic management and low to midpotency topical corticosteroids twice daily
as needed for acute eczematous flares

Skin fragility/wound healing

- Cleansing, apply petroleum jelly and a hydrocolloid or foam dressing, wound culture if
nonhealing

Hypohidrosis/anhidrosis: counsel on avoiding overheating and cooling techniques

Photoprotection: standard recommendations: sunscreens, hats, clothing, avoid sun peak hours

TEPY Health David Getfer
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Specialty care and comorbidities for CMN

« Small and Medium CMN can be monitored by primary care unless there are concerns
(color variation, nodules, symptoms or location)

Large, giant or multiple CMN should be referred to Dermatology

Palpate CMN with elevated melanoma risk at every visit

Palpate lymph nodes of patients at higher risk for melanoma

Following larger, multiple and changing nevi closely during infancy and times of
expected nevus change e.g. puberty

After the first year of life visit frequency is gradually decreased, eventually yearly

TEPY Health David Getfer
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Multiple satellite nevi are a risk factor for neural melanosis




Giant and multiple medium congenital nevi are risk factors

for neural melanosis

TEPY Health David Getfer
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Neural melanosis screening and monitoring for CMN

» Solitary small, medium and large CMN are low risk for NCM and MRI
screening is not recommended

* Multiple medium CMN, > 10 “satellite” lesions and giant CMN are at higher
risk for NCM and should undergo screening MRI

« Early MRI screening with neither contrast nor anesthesia, of the brain and
spine in infants with risk for NCM decreases procedure risks for the infant

* Children with neurologic symptoms should undergo MRI to evaluate for
neural melanosis and other CNS abnormalities

TEPY Health David Getfer
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Surgery and procedures for CMN

« Complicated by family preference, size and location, patient age, overall
health, prognosis if NCM or melanoma is present

 Detailed risk and benefit discussions required

» Laser: may be associated with adverse outcomes, obscuring clinical
evaluation and frequent pigment recurrence

« Hair removal: shaving, waxing, threading, chemical depilation, electrolysis or
trimming are low risk

TEPY Health David Getfer
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Patient and Family support for CMN

» https://caringmattersnow.co.uk

» https://naevusinternational.com

e https://nevusnetwork.org

* https://nevus.org

TEPY Health David Getfer
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https://caringmattersnow.co.uk/
https://naevusinternational.com/
https://nevusnetwork.org/

Care of Congenital Melanocytic Nevi in Newborns and

Infants: Key point

« 3 or more medium CMN considered most significantly associated
with melanoma and neurocutaneous melanosis risk

TEPY Health David Getfer
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Apps used in Pediatric Dermatology
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Pediatric Teledermatology in Rural Malawi:

Innovation using WhatsApp

Amy Shen BS, Carol Cheng MD, Marcia Hogeling MD
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Malawi Teledermatology

TANZANIA

« 83% of Malawi’s total population live in rural
areas with limited access to healthcare

» Subspeciality care is even more limited

« Community workers living in southern Malawi
with no prior healthcare training noted a
substantial burden of individuals with various
dermatologic conditions
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Methods ——
Age - 10 years
* Through UCLA'’s Global Health Problem - painful blistering at corners of lips
Program they were connected with e
pediatric dermatologists Other symptoms - Fever, not feeling well. She

had malaria last week (see pic of health

« Community workers provided clinical AEARATE.
imageS and Standardized patient Other medication taken - For malaria: Lonart
history to board-certified 3u e it e
dermatologists via WhatsApp R/NR - Unknown

Others in the household with the same problem
- None

(artemether & lumefantrine) and paracetamol.

Health () David Geffen
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The dermatologists responded with diagnoses and treatment plans
including instructions for prescription medications

-
TETRACYCLINE HYDROCHLORIDE
OPHTHALMIC DINTMENT USP V%ow/w

Frrscrpuben Crsy hepine

Betamethasone and Salicylic

BETAGBR-S




Before and After Treatment Photos
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Retrospective Study of Malawi Teledermatology

Patients in 2021
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Commonly seen Teledermatology diagnoses
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* Significant need of pediatric dermatologists in rural Malawi

* 43% of Malawi population is between ages 0-14

» Scabies and tinea capitis raise concerns as major public health
problems

TEPY Health David Getfer



Prevalence of
Scabies % (95%

CI)
« The DerMalawi project has been o 20-6%(7
.y \ (19-22.2%)
prow.d.lng c.are for dermat.oI(.)glcaI s e
conditions in rural Malawi since (14.8-17.3%)
2015. Across a three-year period, 10-14 15.8%
. . 14.7—-17%
they observed an increase in ()
1524 14.7%

patients with scabies attending for R e

treatment.3 25-34 13.7%
(11.9-15.7%)

235 9.7%
(8.4-11.1%)

16PN Health David Geffen Picture taken from Galvan-Casas et al, PLoS Negl Trc
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Tinea Capitis

 Tinea capitis is estimated to be
present in over 670,000 young
people (21% of school age
children)?

* No established preventative or
treatment programs

* WHO Global Health Security
Index: Malawi 150/195

TEPY Health David Getfer



Conclusion

» Teledermatology partnerships allow patients living in remote
communities to benefit from the care of pediatric dermatologists to
ensure age-appropriate diagnosis and treatment in a timely
manner.

« Community workers need not have medical training to act as
reliable liaisons between patients and doctors, serving to both
communicate recommendations and deliver medications to treat
common skin conditions.
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Conclusion

» WWe noted a high burden of scabies and tinea capitis

* Next step is to continue work with UCLA Global Health team and
local health authorities regarding mass drug administration for high
prevalence diseases.
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Other Apps for Pediatric Dermatology
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EDVYCE APP: Society for Pediatric Dermatology Members

EDVYCE APP
Inner Archways LLC
Designed for iPad

Screenshots ipad iPhone

Keep in Touch Stay Updated

TEPY Health David Getfer

58



EDVYCE APP: Society for Pediatric Dermatology Members

» Pediatric Dermatology case
discussions on a secure platform

App Store Preview

EDVYCE APP
nnnnnnnnnnnnnnnn
eeeeeeeeeeeeeee

» Replaced our web based SPD Case
Forum

* More user friendly via mobile or
desktop

* Encrypted communications

« Members are verified

TEPY Health David Getfer
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Thank you for your attention
Questions?

mhogeling@mednet.ucla.edu
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