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Autoimmune disease of hair follicle with patchy or total hair loss from any area
on body

Etiology: Genetics and environment (unknown)
Patterns of AA — patchy, totalis, universalis, ophiasis (sisaipho), diffuse
Lifetime risk of 1.7% in general population
Signs
Exclamation point hairs
Positive pull test at active margin
Often affects pigmented hairs
Hairs can regrow in gray or white

Pitting of nails

Associations with classic autoimmune disorders (thyroid disease, vitiligo
most common)

Increased prevalence of thyroid antibodies

Other possible associations: pernicious anemia, lupus erythematosus,

diabetes, myasthenia gravis, ulcerative colitis, Candida endocrinopathy
syndrome




RECENT UPDATES IN EPIDEMIOLOGY OF
AA

w

African Americans with increased odds of
developing alopecia areata

National Alopecia Areata Foundation Registry
Nurses Health Study | and 2
Electronic Medical Record Study (1,812 patients)

Relative to White patients, standardized prevalence
ratios for Asian, Black, and Hispanic/Latino patients
were 2.47 (95% Cl,2.17-2.81), 1.35 (95% ClI, 1.26-
|.44), and 1.26 (95% ClI, 1.03-1.55), respectively

Lee H, et al.. ] Am Acad Dermatol. 2020 Oct;83(4):1064-1070.
Thompson |M, et al] Investig Dermatol Symp Proc.2018
Sy N, et al. JAMA Dermatol. Published online March 01, 2023



ALOPECIA AREATA DERMOSCOPY

Exclamation point hairs
Dystrophic hairs

Yellow dots within the follicular ostium of both
empty and hair-bearing follicles is a characteristic
feature that is helpful in the diagnosis




Broken hairs, vellus
hairs, and yellow dots




Don’t mistake
these pigtail hairs
of tinea for
alopecia areata




Corticosteroids

Topical

Intralesional

Systemic
PUVA/Narrow band UVB
Minoxidil (topical and oral)
Anthralin
Methotrexate

Topical and systemic JAK
inhibitors

Referral to NAAF

Wigs/hair pieces
Hair Cosmetics

Scalp Microneedling
PRP

Anti-histamines




ORAL MINOXIDIL

Study of minoxidil 5 mg twice daily in 65 recalcitrant AA patients

Relatively tolerable with 2 g of strict sodium intake
Only 18% of patients showed an improved cosmetic response at 34.8 weeks with prominent increase in terminal hairs

Systemic symptoms of sodium and water retention in patients not adhering to sodium restriction protocol. Other SE:
headache, palpitation, and facial hypertrichosis

Retrospective, 12 cases, 58% women
Tofacitinib 5 mg BID and minoxidil 2.5 mg daily in women and 2.5mg BID in men

8 patients (67%) achieved SALT;s| patient with no response to Tofa | | mg daily x | yr had substantial regrowth with the
addition of oral minoxidil

Pericardial effusion, anasarca on low doses (0.25 mg and up)

Fiedler-Weiss VC, et al. Arch Dermatol. 1987;123(11):1488—1490.
C.G.Wambier, et al. ] Am Acad Dermatol (2019).
Dlova NC et al. JAAD Case Rep. 2022 Aug | 1;28:94-96



METHOTREXATE WITH AND WITHOUT

PREDNISONE
B

89 patients (50 female, 39 male; mean age 38.6 years) with AT (n=1) or AU (n = 88)

< 25% HR were rerandomized: methotrexate + prednisone (20 mg/d for 3 months and |5 mg/d for
3 months) or methotrexate + placebo of prednisone

Methotrexate alone = partial HR in patients with chronic AT or AU
Combination with low-dose prednisone = complete HR in up to 31% of patients

Greater improvement in QOL observed in patients with complete response compared with non-
responders

No severe treatment adverse effect was observed

Joly P, Lafon A, Houivet E, et al. JAMA Dermatol. Published
online March 08, 2023.



IMMUNE SYSTEM ACTIVATION IN AA

Hair follicle

Suchonwanit P, et al.
Immunotargets Ther.
2021;10:299-312



TOPICAL RUXOLITINIB TRIAL

OLSEN E ET AL, JAAD: 2020 FER:82(2):412-419
.

Open label 24 week study followed by 24 week double-blind, randomized, placebo-controlled study with
topical 1.5% Ruxolitinib cream in adults with alopecia areata

Using the Severity of Alopecia Tool as measure (and photos)
Small percentage of patients with alopecia totalis/universalis
The 1.5% ruxolitinib cream did not have a significant effect in patients with AA

No safety issues



TOFACITINIB 5MG BID:

BEFORE AND AFTER




TOFACITINIB 5 MG BID




UPDATE: CURRENT JAK INHIBITORS

Ritlecitinib — Litfulo - APPROVED
Oral JAK 3 and TEC Kinase inhibitor

Age 12 and up, severe disease

50 mg pill daily

Baracitinib - Olumiant - APPROVED
Oral, reversible, and selective JAKI/JAK2 inhibitor

Adults only, severe disease

2 or 4 mg daily

Also approved for rheumatoid arthritis, trials in atopic dermatitis

CPT-543 (Deuruxolitinib)- double-blind, randomized, placebo controlled trial
JAKI1/JAK2 inhibitor

Chemically altered form of oral ruxolitinib twice daily x 24 weeks (4 mg, 8 mg doses)

47% of those on 8 mg BID and 21% of those on 4 mg BID met endpoints of 50% SALT score reduction from baseline

Now running a long-term, open-label extension study
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I eessssssssss———

A BRAVE-AAl B BRAVE-AA2
< 97 - Baricitinib, 4 mg (N=281) £ 07 - Baricitinib, 4 mg (N=234)
2o 0] = Baricitinib, 2 mg (N=184) 2o ,q] = Baricitinib, 2 mg (N=156)
as " 38.8 na 407
£ u\f { -*- Placebo (N=189) = u\ﬂ -o- Placebo (N=156) 35.9
- O - o O -
;_‘-‘. o 30 ;_:'é o 304
o 28 | 58 °
bb_, % bo—l
S < " S <
g'e 107 { G 10
By : 6.2 =
[} L)
a g o 3.3
0 P 0 =,
0 4 8 12 16 24 36 0 4 8 12 16 24 36
Week Week

King B, et al. N Engl ] Med. 2022 May 5;386(18):1687-1699. doi:
10.1056/NEJMoa2110343.



RITLECITINIB TRIAL DATA
I @44

A SALT score 20 or less
1004 —e— Ritlecitinib 200 mg loading dose + 50 mg

—#- Ritlecitinib 200 mg loading dose + 30 mg
—e— Ritlecitinib 50 mg
80 _m Ritlecitinib 30 mg
Ritlecitinib 10 mg
6 Placebo to ritlecitinib 50 mg
0 - T
—— Placebo to ritlecitinib
200 mg loading dose + 50 mg
40 —
20 King B, et al. Lancet. 2023 May
6;401(10387):1518-1529. doi: 10.1016/S0140-
0 6736(23)00222-2. Epub 2023 Apr 14.




UPADACITINIB IN ALOPECIA AREATA

25 patients in retrospective study
15-30 mg daily

Median absolute SALT scores reduced from 50 to 25 after 12 weeks of
therapy, reducing further to a median of 5

Dermatology Quality of Life Index scores declined from a median of 15 to 8 at
week 12, further reducing to 2 at week 24

Eyelash and eyebrow hair regrowth of >50% was also noted.

Flora A, et al, JAAD 2023, 89.(1) P137-138



https://www.jaad.org/issue/S0190-9622(22)X0010-8

BASELINE HAIR LOSS




4 MONTHS AFTER 2MG BARICITINIB STARTED

FOLLOW-UP




FOLLOW-UP:8 MONTHS AFTER STARTING BARICITINIB




UP-TITRATION OF BARICITINIB AND EFFICACY
I

A | SALT score <20

® Nonresponders to baricitinib, 2 mg
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Ko JM, et al. JAMA Dermatol. 2023 Aug 9:€232581. doi:
10.1001/jamadermatol.2023.2581. Epub ahead of print.



DOWN TITRATION OF BARICITINIB DOSE

BRAVE-AA2 Down-Titration Period (Weeks 52-104):
Percentage of Responders Who Sustained a SALT
Score <20, MI+NRI?
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Data on file. Lilly USA, LLC. DOF-BA-US- ® Olumiant 4 mg/day to 2 mg/day
0078. (N=42)



Infection

Thrombosis

Cardiovascular events

Malignancy

Monitoring testing
TB screening, Hepatitis panel at baseline
Repeat in | month
Immunization screening — no live vaccinations

CBC with diff, liver function tests, lipid panel every 3-4 months



King B, et al. N Engl | Med. 202
May 5;386(18):1687-1699. doi:
10.1056/NEJMoa2110343.

BARICITINIB SAFETY OUTCOMES

Table 3. Safety Outcomes.®

2

Outcome

At least one adverse event — no. (%6
Severity of adverse event — no. (%)
Mild
Moderate
Severe
Serious adverse event — no. (%6)
Death — no. (%6)

Adverse event leading to permanent discontinu-
ation of baricitinib or placebo — no. (26)

Adverse events occurring in =5% of patients
in any group — no. (%6)
Upper respiratory tract infection
Headache
Nasopharyngitis
Acne
Urinary tract infection
Blood creatine kinase increased
Infectious adverse event — no. (26)
At least one infection
Serious infection
Opportunistic infection
Herpes zoster
Herpes simplex
Tuberculosis

Infection leading to permanent discon-
tinuation of baricitinib or placebo

Adverse events of special interest — no. (%6)
Major adverse cardiovascular event
Venous thromboembolism

Cancer other than nonmelanoma skin
cancer

Nonmelanoma skin cancer
Gastrointestinal perforations

Lipids — no./total no. (36)§
LDL cholesterol level of =130 mg/d|Y
HDL cholesterol level of =60 mg/d|
Triglyceride level of =500 mg/dI**

Placebo
(N=189)

97 (51.3)

49 (25.9)
41 (21.7)
7 (3.7)
3 (1.6)

0
2 (1.1)

10 (5.3)
9 (4.8)
12 (6.3)
1 (0.5)
3 (1.6)
3 (1.6)

53 (28.0)
0
0
1 (0.5)
4 (2.1)
0
0

197132 (14.4)
14/104 (13.5)
3/173 (1.7)

BRAVE-AA

Baricitinib
2mg
(N=183)1

93 (50.8)

60 (32.8)
31 (16.9)
2 (1.1)
4 (2.2)
o
3 (1.6)

9 (4.9)
8 (4.4)
12 (6.6)
10 (5.5)
2 (1.1)
3 (1.6)

46 (25.1)
o
o
1 (0.5)

27/132 (20.
41797 (42.
1/169 (0.§

Baricitinib,
4 mg
(N =280)F

167 (59.6)

106 (37.9)
54 (19.3)
7 (2-5)

6 (2.1)
0
5 (1.8)

21 (7.5)
14 (5.0)
21 (7.5)
16 (5.7)
7 (2.5)
16 (5.7)

88 (31.4)
0
0
2 (0.7)
S (1.8)
0
0

57/206 (27.7)
68/163 (41.7)
4/268 (1.5)

Placebo

(N=154)7

97 (63.0)

65 (42.2)
28 (18.2)
4 (2.6)
3 (1.9)
0
4 (2.6)

11 (7.1)
10 (6.5)
7 (4.5)
3 (1.9)
2 (1.3)
2 (1.3)

45 (29.2)
0
0
1 (0.6)
8 (5.2)

20/113 (17.7)
11/83 (13.3)

)

BRAVE-AA2

Baricitinib,
2mg
(N=155)F

106 (68.4)

60 (38.7)
42 (27.1)
4 (2.6)
4 (2.6)
0
4 (2.6)

12 (7.7)

12 (7.7)

2 (1.3)

9 (5.8)

12 (7.7)
0

58 (37.4)
2 (1.3)
0
3(1.9)
6 (3.9)
0
1 (0.6)

(=]

27/109 (24.8)
31/87 (35.6)

o

Baricitinib,
4mg
(N=233)7

154 (66.1)

81 (34.8)
60 (25.8)
13 (5.6)
8 (3.4)
0
6 (2.6)

15 (6.4)
21 (9.0)
15 (6.4)
11 (4.7)
11 (4.7)

7 (3.0)

69 (29.6)
1 (0.4)
0
3 (1.3)
2 (0.9)
0
o

547178 (30.3)
58/135 (43.0)
0




BARACITINIB SAFETY ANALYSIS AFTER
2.3 UPTO 4 YEARS OF EXPOSURE

Incidence rates for major cardiovascular events, thromboembolism, malignancies, and
serious infections consistent with those reported for AA population

No deaths reported

No clinically relevant adverse event incidence rates with long term therapy compared
to rates during placebo-controlled period, except COVID |9 (study conducted
during pandemic)



ADVERSE EVENTS FORRI

INIB

Placebo to Placebo to 10 mg 30 mg 50 mg 200 mg then 200 mg then
50mg(n=66) 200mgthen ritlecitinib ritlecitinib ritlecitinib 30mg 50 mg
50 mg (n=65) (n=62) (n=132) (n=130) ritlecitinib ritlecitinib
(n=129) (n=131)

Permanent discontinuations 4 (6%) 0 2(3%) 6 (5%) 4(3%) 2 (2%) 4 (3%)
due to AEs
Temporary dose 8 (12%) 13 (20%) 5(8%) 16 (12%) 20 (15%) 16 (12%) 17 (13%)
interruptions due to AEs
Patients with AEs 57 (863%) 54 (83%) 47 (76%) 106 (80%) 110 (85%) 105 (81%) 108 (82%)
AEs occurring in 210% of patients*

Headache 8 (12%) 8 (12%) 12 (19%) 24 (18%) 16 (12%) 14 (11%) 17 (13%)

Nasopharyngitis 4(6%) 7 (11%) 7 (11%) 21(16%) 18 (14%) 21(16%) 19 (15%)

Upper respiratory tract 6 (9%) 7 (11%) 2 (3%) 16 (12%) 11(8%) 12 (9%) 18 (14%)

infection

Nausea 1(2%) 8 (12%) 3(5%) 12 (9%) 3(2%) 3 (2%) 11 (8%)

Acne 8 (12%) 5 (8%) 3(5%) 12 (9%) 12 (9%) 10 (8%) 6 (5%)
Patients with SAEst 3(5%) 0 2(3%) 1(1%) 2 (2%) 2 (2%) 4 (3%)
AEs of special interest, n
Herpes zoster 0 0 0 0 2 1
Serious infections 0 0 0 1 15§ 29
Pulmonary embolism 0 0 0 0 0 0
Malignancies 0 0 0 0 0 1**

Data are n (%). Summary of AEs, SAEs, discontinuations, and AEs of special interest with ritlecitinib or plac

. AE=adverse event. SAE=serious adverse

event. *Individual AEs (by preferred term) reported in at least 10% of patients in a given treatment group during the indicated period. tList of SAEs is shown in the
appendix (p 15). {Diverticulitis. §Appendicitis. fEmpyema and sepsis (two events in one patient), appendicitis. ||Breast cancer. **Invasive lobular breast carcinoma.

Table 4: Adverse events in overall study period

King B, et al. Lancet. 2023 May 6;401(10387):1518-1529. doi: 10.1016/S0140-

6736(23)00222-2. Epub 2023 Apr |4.




DIFFERENTIAL DIAGNOSIS OF
ALOPECIA AREATA

~TRACTION ALOPECIA




ALOPECIA AREATA SCALE (AASQ)

Primary criterion—severity of scalp hair loss

Mild AA Moderate AA Severe AA
20% or less 21%-49% 50%-100%
scalp hair loss scalp hair loss scalp hair loss

Secondary criteria
* Negative impact on psychosocial functioning resulting from AA

* Noticeable involvement of eyebrows or eyelashes

* Inadequate response after at least 6 months of treatment

* Diffuse (multifocal) positive hair pull test consistent with rapidly progressive AA

* If any secondary criteria are present, increase severity rating by | level.

Multidimensional assessment tool for clinical use
Designed to more effectively and consistently evaluate the severity of AA in clinical practice

Incorporates exam findings and elements of patient history into a descriptive severity rating

King BA, et al. ] Am Acad Dermatol. 2022;86(2):359-364.



ALGORITHM FOR SYSTEMICS
IN ALOPECIA AREATA

Use Alopecia areata scale

Consider oral minoxidil

Offer JAK inhibitors as safe and effective treatments
Baricitinib approved for adults age |8 and up

Ritlecitinib for age 12 and up

Xeljanz no longer available with patient support

King BA, et al. ] Am Acad Dermatol. 2022;86:359-364.



Alhanshali L,et al. Clin
Cosmet Investig
Dermatol. 2023 Mar
31;16:803-820.

Patient with a diagnosis of Alopecia Areata Scalp Prosthesis

Oral JAK- ibit Topical Corti t id
1st Line i P e R Topical Corticosteroids “"_' to Lowest
. + * (0.1% Mometasone BID) Effective Dose With
. etasone
A **Intralesional Corticosteroids - **Intralesional Corticosteroids Treatment Success
Adjuvant Oral Minoxidil (0.625-5mg) +Topical 5% Minoxidil Initiated simultaneously
Therapy t+Topical 5% Minoxidil BID BID with 15t line therapy

Treatment Failure

*Rapidly progressing disease might include patients

2nd Line Topical Immunotherapy with a clinically positive hair pull test with a SALT<50.
. Treatments Diphenylcyclopropenone (DPCP) These are patients for which oral JAK inhibitors could
' provide significant benefit but would not be covered by
Treatment Failure insurance
3rd Line Topical Immunotherapy **intralesional Corticosteroids Triamcinolone Acetonide
Treatments Squaric Acid Dibutyl Ester (SADBE) typically 2.5mg/cc max of 8cc's total,



amcmicha@wakehealth.edu

North American Hair Research Society www.nahrs.org
Scarring Alopecia Foundation www.scarringalopecia.org
National Alopecia Areata Foundation www.naaf.org




