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BACKGROUND KEY RESULTS CONCLUSIONS

m Alopecia areata (AA) is a chronic Identification of response patterns based on SALT score percent change from baseline among m These analyses revealed three response

autoimmune disorder characterized by 4mg-treated patients Three Response Patterns identified by GMM patterns among patients with severe AA

unpredictable hair loss, that can affect any ( : \ who achieved SALT,, on baricitinib at
hair-bearing area.l (160rS15; 31% (1021515, 20% 143515, 56% (1101515, 219% any point within 52 weeks: early, gradual
m The oral Janus kinase (JAK)1/JAK2 and late.

m These findings can help to inform the
treatment expectations for scalp hair
regrowth as they suggest that baseline
disease characteristics (severity and
duration of current episode ) may factor
into a patient’s trajectory of response.

m Longer treatment duration may be
needed for some patients to assess the
full impact of treatment on scalp hair

Inhibitor baricitinib has demonstrated
efficacy for patients with severe AA,%= and
has been approved for the treatment of
severe AA in various regions including the
USA, EU, and Japan.

m Little is known about the overall pattern of
clinical response to treatment of patients
with severe AA. Such information will be
Important to guide health care providers
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The red lines indicate individual patients, the thick purple lines are the smoothing lines using local polynomial regression fitting, and the blue dotted line indicates a 30% improvement
from baseline in SALT score (SALT,,). Data were censored after permanent study drug discontinuation or data collected at remote visits due to the COVID-19 pandemic.

and patients seeking treatment. Identification of response patterns based on SALT score percent change from baseline among regrowth.
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m This post hoc analysis of integrated data o e S 11340 %) S oatate; 10 191340, 25%

from two Phase 3 trials (BRAVE-AA1 2 | m

[INCT03570749] and BRAVE-AA2 e

INCT03899259]) describes trajectories of s "

clinical response in patients with severe AA g

treated with baricitinib 2mg or 4mg over 52 5
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The thin blue lines indicate individual patients, the thick blue lines are the smoothing lines using local polynomial regression fitting, and the blue dotted lines indicates a 30% improvement
from baseline in SALT score (SALT,,). Data were censored after permanent study drug discontinuation or data collected at remote visits due to the COVID-19 pandemic.

METHODS

Study Design?, BRAVE-AA1 and

RESULTS

Baseline AA severity and duration of current episode
influence the pattern of clinical response

Proportion of 2mg-treated patients who achieved a
SALT score =20 response over 52 weeks in different
response pattern subgroups

BRAVE-AA2

Long-term Extension

Double-blind Period ‘ Period® 2mg (N=340) 4mg (N=515)
BARI 2-ma QD Non- Early Gradual Late Non- Early Gradual Late
PBO QD — responders response response response |responders response response  response : T
§ BARI 4-mg QD / / / / o Three Response Patterns identified by GMM
2 79/340 160/515  102/515  143/515 110/515 1
(] - 0, 0, [0)
BRAVE-AA1 (N=654) g SARI 2.ma 0D Darameter 166/340 (49%) ~ 31/340 (9%) 64/340 (19%) 0. (31%) (20%) (28%) (21%) _ ( \
' BRAVE-AA2 (N=546) - 9 Age o Non-responders Early response Gradual response Late response
s Mean (SD) 38.9 (13.0) 36.7 (10.8)  40.4(12.1) 36.4(13.8)| 37.1(13.2) 37.6(13.1) 36.9 (12.4) 36.8 (13.6) £ (166/340; 49%) (31/340; 9%) (64/340; 19%) (79/340; 23%)
BARI 4-mg QD Gender &
Female (%) 106 (63.9%) 20 (64.5%) 42 (65.6%) 44 (55.7%)| 89 (55.6%) 68 (66.7%) 91 (63.6%) 61 (55.5%) % 100
® 0 © ©
o White (%) 87 (52.4%) 15 (48.4%) 35 (54.7%) 48 (60.8%) | 77 (48.1%) 57 (55.9%) 79 (55.2%) 54 (49.1%) it 70%
Screening " D adnon Primary endpoint Asian (%) 60 (36.1%) 16 (51.6%) 26 (40.6%) 23 (29.1%)| 50 (31.3%) 37 (36.3%) 49 (34.3%) 45 (40.9%) S
and washout . . SALT score 20 . — 60
PRO:2mg:4-ma Black or African 14 (8.4%) 0 (0%) 1(1.6%)  4(5.1%) | 23 (14.4%) 4 (3.9%) 11 (7.7%) 8 (7.3%) S
American (%) ’ ) ) ’ ' ' ' %
e ey ey . . 0 0 0 0 0 0 0 0 0 a 40
Key Eligibility Criteria Other (%) 5 (3.0%) 0 (0%) 2(3.1%) 3(3.8%) | 10(6.3%) 4(3.9%) 4 (2.8%) 2 (1.8%) 2
= Male or female 218 years old; <60 years for males and <70 years [E)U_ra“(;)” Current AA S
for females pisode (years) 5 3% o%
. . . 0%0% 0% 0% 0% .—.—.W
= Hair loss involving 250% of the scalp, as measured by the SALT Mean (SD) 4.87 (6.24) 2.48 (2.51) 2.93(4.30) 4.08 (4.74)| 4.63(3.91) 3.33(3.21) 2.97(2.72) 3.54(3.13) S % 0% % %
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= Current episode of AA >6 months to <8 years®
= No spontaneous improvement in the 6 months prior to screening
= No concomitant treatments for AAd

<4 years (%)
>=4 years (%)

98 (59.0%)
68 (41.0%)

26 (83.9%)
5 (16.1%)

54 (84.4%)
10 (15.6%)

52 (65.8%)
27 (34.2%)

76 (47.5%)
84 (52.5%)

72 (70.6%)
30 (29.4%)

107 (74.8%)
36 (25.2%)

74 (67.3%)
36 (32.7%)

Duration since AA
Onset (years)

Data were censored after permanent study drug discontinuation or data collected at remote visits due to the COVID-19 pandemic.
Non-responder imputation (NRI) was applied to missing and censored data.

aFi s not the full studv desian. but only the first 52 weeks of both trials: b Patients Mean (SD) 14.1 (11.0) 7.99(8.63)  11.3(10.2) 12.1(10.8)| 14.8(11.8) 10.2(10.5) 9.60 (9.79) 11.9 (11.3)
igure is not the full study design, but only the first 52 weeks of both trials; ® Pati AA Severity - . .
randomized to BARI (4-mg or 2-mg QD) at baseline retained their treatment allocation Categories PrOpOrthn Of 2mg-treat6d patlentS WhO aCh|eved a

through W52, whereas PBO non-responders were rescued at W36; ¢ Patients who had
AA for =8 years could be enrolled if episodes of regrowth (spontaneous or under
treatment) had been observed on the affected areas over the past 8 years; ¢ Oral/topical

Severe (SALT score
50-94) (%)

49 (29.5%)

28 (90.3%)

31 (48.4%)

39 (49.4%)

44 (27.5%)

76 (74.5%)

79 (55.2%)

49 (44.5%)

Very Severe (SALT

250% improvement from baseline in SALT score over
52 weeks In different response pattern subgroups

4 117 (70.5%) 3(9.7%) 33 (51.6%) 40 (50.6%) | 116 (72.5%) 26 (25.5%) 64 (44.8%) 61 (55.5%)
minoxidil or finasteride were allowed if on stable dose for 12 months and bimatoprost score 95-100) (%)
i i i SALT Score i ifi
ophihalmic solution was allowed if on stable dose for 8 weeks Mean (SD) 91.7(147)  722(151) 81.9(20.5) 83.9(19.1)| 91.4(157) 76.9(18.3) 83.2(18.4) 86.0 (17.7) Three Response Pattf’ms identified by GMM
Classified as [ )
M et h 0] d S Universalis Non-responders Early response Gradual response Late response
Yes (%) 77 (46.4%) 13 (41.9%) 34 (53.1%) 29 (36.7%)| 86 (53.8%) 31 (30.4%) 64 (44.8%) 57 (51.8%) (166/340; 49%) (31/340; 9%) (64/340; 19%) (79/340; 23%)

m Non-responders were defined as having never
reached at least a 30% improvement in SALT
score from baseline (SALT,)* within 52 weeks of
treatment with 2mg or 4mg baricitinib.

m For patients who achieved SALT;, at any point
within 52 weeks, a machine-learning growth
mixture model (GMM) was applied to cluster
patients into response pattern subgroups based on
SALT score percent change from baseline.

m For each response pattern, the following outcomes
were analyzed:

— Proportion of patients achieving the
BRAVE-AA1/2 primary endpoint of
SALT score <20 (<20% scalp hair loss), and

— Proportion of patients achieving 250%
Improvement from baseline in SALT score
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(SALT5O) ) 0 4 8 1216 2024 28323640444852 0 4 8 1216 2024 283236 40 44 48 5. 0 4 8 1216 20 24 28 3236 40 444852 0 4 8 12 16 20 24 28 32 36 40 44 48 52 Early response (""4—1 2 WGEKS) Gradual response (~12-36 weeks Late response (""36-52 Weeks)
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*SALT30 threshold was used during the Phase Il dose-decision process3

Statistical Analyses

m The full analysis set for patients randomized to
2mg or 4mg baricitinib was considered in these
analyses.

m Data were censored after permanent study drug
discontinuation or if collected remotely due to the
COVID-19 pandemic.

m Non-responder imputation was applied to binary
endpoints (i.e., SALT score <20, SALT.) for
missing data.

ABBREVIATIONS

AA=alopecia areata; BARI=Dbaricitinib; PBO=placebo;
QD=once daily; SALT=Severity of Alopecia Tool;
W=Week; GMM=growth mixture modelling;

SALT<20 = Severity of Alopecia Tool score of less

Proportion of 4mg-treated patients who achieved a
SALT score £20 response over 52 weeks in different
response pattern subgroups
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Data were censored after permanent study drug discontinuation or data collected at remote visits due to the COVID-19 pandemic.

Non-responder imputation (NRI) was applied to missing and censored data.

Proportion of 4dmg-treated patients who achieved a
250% improvement from baseline in SALT score over

52 weeks In different response pattern subgroups
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Data were censored after permanent study drug discontinuation or data collected at remote visits due to the COVID-19 pandemic.
Non-responder imputation (NRI) was applied to missing and censored data.

m Growth mixture modelling revealed that 2mg or 4mg baricitinib-treated
patients with severe AA clustered into response pattern groups based on time
to onset of a SALT,, response:

m AS

reported previously, overall higher response rate was observed with

baricitinib 4mg vs. 2mg, particularly when considering early and gradual
responders.

m 48% and 28% of 4 mg and 2 mg-treated patients respectively, were early and
gradual responders.

— Approximately 90% of early and gradual responders achieved SALT¢, by
Week 52, regardless of dose.

m 21% and 23% of 4mg and 2mg-treated patients, respectively, experienced a
delayed (late) response (>36 weeks).

— Approximately 40% of delayed responders achieved SALT., at Week 52,

regardless of dose.

m Baseline severity and duration of current episode are associated with
response pattern

— Early response was more frequent among patients with severe AA (SALT

than or equal to 20; SALT,, = Severity of Alopecia Tool
score 30% improvement from baseline;

SALT., = Severity of Alopecia Tool score 50%
Improvement from baseline

Proportion of patient with SALT 5, (NRI)

0%0%0% 0% 0% 0%
R IR

score 50-94) compared to those with very severe AA (SALT score 95-100).

— Longer duration of current AA episode (=24 years) and very severe AA (SALT
score 95-100) were more commonly observed amongst non-responders.
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Data were censored after permanent study drug discontinuation or data collected at remote visits due to the COVID-19 pandemic.
Non-responder imputation (NRI) was applied to missing and censored data.
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