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HERTH 1> : NCT04999839 (kE. HF4H)

Screening
<30 days

Treatment period
12 weeks

Follow-up
4 weeks

TAK-279 2 mg, QD

TAK-279 5 mg, QD

TAK-279 15 mg, QD

\ TAK-279 30 mg, QD

Placebo, QD

250 patients
Randomization 1:1:1:1:1ratio

Key eligibility criteria
* Age 18-70 years
» Plaque psoriasis for 26 months
« PASI 212
« PGA=3
« BSA=210%
« Candidate for phototherapy or systemic
therapy
Primary endpoint:
» PASI 75 at Week 12

Secondary endpoints:
« PGAO0/1 at Week 12
« PASI 90 at Week 12
* PASI 100 at Week 12

« Change from baseline in DLQI at
Week 12

BSA, body surface area; DLQI, Dermatology Life Quality Index; PASI, Psoriasis Area and Severity Index; PGA, Physician’s Global Assessment; QD, once daily; R, randomization
NCT04999839: https://clinicaltrials.gov/ct2/show/NCT04999839
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[ Assessed for eligibility (n=443) J

[ Randomized and dosed (n=259) J

Screen failure (n=184)

Inclusion/exclusion criteria not met (156; 35.2%)

v

v v
Placebo [ TAK-279 2 mg ] [ TAK-279 5 mg J TAK-279 15 mg
(n=52) (n=50) (n=52) (n=53)
( ) ( )
Discontinued Discontinued Discontinued Discontinued
study (n=9; 17.3%) study (n=8; 16.0%) study (n=7; 13.5%) study (n=7; 13.2%)
» Withdrawal by * Withdrawal by » Withdrawal by * LTFU (n=4)
patient (n=6) patient (n=5) patient (n=3) + Withdrawal by
 LTFU (n=2) —» « Lack of efficacy —>  + LTFU (n=2) patient (n=2)
* AEs (n=1) (n=1) * AEs (n=1) * AEs (n=1)
* AEs (n=1) * Other (n=1)

v

* Sponsor request

v

v

Completed 12 weeks
(n=43)

6

Completed 12 weeks
(n=42)

AE, adverse event; LTFU, lost to follow-up

(n=1)

Completed 12 weeks
(n=45)

Completed 12 weeks
(n=46)

v

v

TAK-279 30 mg
(n=52)

v

Discontinued

study (n=5; 9.6%)
Withdrawal by
patient (n=2)
Physician
decision (n=1)
LTFU (n=1)
AEs (n=1)

Completed 12 weeks
(n=47)
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Placebo TAK-279 TAK-279 TAK-279 TAK-279
(n=52) 2mg QD 5 mg QD 15 mg QD 30 mg QD
(n=50) (n=52) (n=53) (n=52)
Age, years, mean (SD) 48.8 (12.7) 45.8 (14.2) 45.1 (13.6) 46.2 (13.0) 48.5 (11.4)
Male, n (%) 31 (59.6) 38 (76.0) 41 (78.8) 34 (64.2) 33 (63.5)
Race, n (%)
White 44 (84.6) 43 (86.0) 40 (76.9) 46 (86.8) 42 (80.8)
Asian 5 (9.6) 3 (6.0) 7 (13.5) 2 (3.8) 3(5.8)
Black/African American 2 (3.8) 4 (8.0) 4 (7.7) 3(5.7) 4 (7.7)
Other 1(1.9 0 1(1.9) 2 (3.8) 3 (5.8)
Weight, kg, mean (SD) 88.4 (15.8) 93.9 (16.7) 90.4 (18.7) 92.7 (16.8) 90.0 (18.3)
BMI, kg/m2, mean (SD) 31.3(5.1) 31.2 (5.2) 30.5 (5.7) 32.0 (4.9) 30.4 (5.4)
Psoriasis duration, years, mean (SD) 12.7 (10.5) 13.8 (10.8) 14.8 (10.7) 17.6 (14.6) 17.4 (11.1)
PASI score, mean (SD) 18.3 (8.1) 18.4 (6.8) 18.6 (6.1) 15.5 (4.5) 17.6 (6.2)
PGA score, mean (SD) 3.2 (0.4) 3.4 (0.5) 3.3(0.5) 3.2 (0.4) 3.2 (0.4)
3 (moderate), n (%) 41 (78.8) 30 (60.0) 34 (65.4) 40 (75.5) 42 (80.8)
4 (severe), n (%) 11 (21.2) 20 (40.0) 18 (34.6) 13 (24.5) 10 (19.2)
BSA, mean (SD) 21.3 (13.6) 24.9 (15.5) 22.6 (12.1) 18.3 (10.3) 22.2 (14.3)
DLQI score, mean (SD) 12.4 (7.0) 10.3 (6.2) 12.8 (7.5) 11.9 (7.1) 12.5 (6.9)
Bioexperienced, n (%) 8 (15.4) 8 (16.0) 8 (15.4) 9 (17.0) 8 (15.4)

BMI, body mass index; BSA, body surface area; DLQI, Dermatology Life Quality Index; PASI, Psoriasis Area and Severity Index; PGA, Physician's Global Assessment;

QD, once daily; SD, standard deviation
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NRI analysis

0
O 100% | B rPasizs [ Pasioo PASI 100
(@]
»  90% -
n
E 80% *kk Kk
2 70% - 67.9% 67 3%
>
2 60% -
O Kk
T 509 -
%) 0 44.2%
% 40% *kk

-
= 32.7%
S 30% -
"5 . *%
S 20% | 18.0% . 15.1%
s 9.6%
S 10% 1 58% 8.0%

2.0%
0, 0,
g 0% _- 0.0% 0.0%
Placebo TAK-279 TAK-279 TAK-279 TAK-279
(n=52) 2mg QD 5mg QD 15mg QD 30 mg QD
(n=50) (n=52) (n=53) (n=52)

p values from a Cochran-Mantel-Haenszel test, with prior biologic treatment included as a stratification factor, comparing the proportion of patients in the treatment group
versus placebo. For secondary endpoints (PASI 90 and PASI 100), p values are nominal; *p<0.05; “p<0.005 "*p<0.001

Modified intent-to-treat (mITT) analysis set: all patients who were randomized and received at least one dose of study treatment

Cl, confidence interval; NRI, non-responder imputation; PASI, Psoriasis Area and Severity Index; QD, once daily
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Baseline Week 12

9  PASI, Psoriasis Area and Severity Index; QD, once daily
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NRI analysis
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Placebo TAK-279 TAK-279 TAK-279 TAK-279
(n=52) 2mg QD 5mg QD 15 mg QD 30 mg QD

(n=50) (n=52) (n=53) (n=52)

p values from a Cochran-Mantel-Haenszel test, with prior biologic treatment included as a stratification factor, comparing the proportion of patients in the treatment group
versus placebo. For secondary endpoints (PGA 0/1), p values are nominal: *p<0.001; PGA 0: post hoc analysis

Modified intent-to-treat (mITT) analysis set: all patients who were randomized and received at least one dose of study treatment

NRI, non-responder imputation; PGA, Physician's Global Assessment; QD, once daily
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Placebo TAK-279 TAK-279 TAK-279 TAK-279
(n=52) 2mg QD 5mg QD 15 mg QD 30 mg QD
(n=50) (n=52) (n=53) (n=52)
Deaths 0 0 0 0 0
Serious adverse events 0 0 0 1(1.9 0
Adverse events 23 (44.2) 31 (62.0) 28 (53.8) 28 (52.8) 31 (59.6)
Adverse events leading to discontinuationa 1(1.9) 1 (2.0) 1(1.9) 1(1.9 2 (3.8)
Most frequent adverse eventsP
COVID-19 1(1.9) 6 (12.0) 4 (7.7) 6 (11.3) 7 (13.5)
Acne 0 0 1(1.9) 3 (5.7) 2 (3.8)
Acneiform dermatitis 0 0 1(1.9 1(1.9 3 (5.8)
Diarrhea 1(1.9) 3 (6.0) 1(1.9) 1(1.9) 0

aAdverse events leading to drug discontinuation and early termination in

5 patients included:

* CPKncreased (30 mg)

» pericardial effusion and pleural effusion (15 mg)
» tachycardia and syncope (5 mg)

* lymphocyte count decreased (2 mq)

« atrial fibrillation (placebo)

bAEs reported by 23 patients in any treatment group (events elicited by
laboratory testing are not included)
Number of patients (percent)

CPK, creatine kinase; QD, once daily

One additional patient (30 mg) permanently discontinued study drug due
to an adverse event of hypertensive urgency, but remained on study.
No patients discontinued owing to COVID-19



BEFERLEAFEMRE (CTCAE) TGrade 3l EOBESES

Treatment-emergent laboratory shifts Placebo TAK-279 TAK-279 TAK-279 TAK-279
CTCAE Grade 232b (n=52) 2mg QD 5mg QD 15 mg QD 30 mg QD
(n=50) (n=52) (%)) (n=52)
Neutropenia 1(2) 0
Lymphopenia 1(2) 0 0 0
Anemia 0 0 0 0
Thrombocytopenia 0 0 0 0 0
CPK elevation 1(2) 0 0 1(2) 1(2)
ALT elevation 0 0 0 0 0
AST elevation 0 0 0 0 0
Creatinine elevation 0 0 0 0 0
Cholesterol elevation, Wk 12 0 0 0 0 0
Triglyceride elevation, Wk 12 1(2) 1(2) 0 1(2) 1(2)
Worsening of proteinuria 0 0 0 0 0

apost-hoc analysis, percent rounded up to nearest integer
bTreatment-emergent and 21 grade increase from baseline

ALT, alanine aminotransferase; AST, aspartate aminotransferase; CPK, creatine kinase; CTCAE, common terminology criteria for adverse events; QD, once daily; Wk, week




o

b

« TAK-279(35mgl tORAETEEMHIER (12:E8FDPASI 75ZmEK) &iZhK
_ 15mgQD&#M68%35 L U30mgQDEM67%IcB5UNTPASI 75% 2

« TAK-279(% 5 mgl D RAETRIREHMIE B EiZERK
— TAK-279DSE A2 T, KDBVEISDOEENPASI 1003 /2(3PGA 0%
— 30mgQDEECH T, 33%DEBENKREBREDTEILHKZIER

« SERAE T CRIBUEAEZEERIIOBORIESEE : COVID-19. 2B, 2BREREERD IO THN
EOEVEE CIRESNTCBEERTHOIC
— 15mgDE#EIE 5N 5108%&DDay 35(C. 1H8I(C2HDOEERBEERNFIR (RRBEFREEESNTLD)
— FNCEBNTIRER I CEDIBEERNFRIR (BABEEECHUTL - 241)

o BRIREE2bIEEHER A ZIE U CTRESNITAEIMS LUOLZEMET —H(F. TAK-279DF2E (CHITD
AR INREEPREER DI B 7 25

13 PASI, Psoriasis Area and Severity Index. QD : 1H1[E#5. PGA : Physician’s Global Assessment
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Primary endpoint: PASI 75 at Week 12

NRI analysis

o 100% 1 Difference (95% CI) Difference (95% CI)
N~ 61.9 (47.56, 76.20) 61.5 (47.46, 75.61)
5 90% A
= <0.001 <0.001
© 80% - p<> p<>
g 20% A Difference (95% Cl) 67.9% 67.3%
3 38.5 (23.52, 53.40)
N
0f A
g 60% p<0.001
0
+— 0, .
S S0% Difference (95% Cl) 44.2%
= 40% A 12.3 (0.04, 24.60)
o
c
S 20% 18.0%
S 10% -
o) 0 5.8%
o I
0% -
Placebo TAK-279 TAK-279 TAK-279 TAK-279
(n=52) 2mg QD 5mg QD 15 mg QD 30 mg QD
(n=50) (n=52) (n=53) (n=52)

p value from a Cochran-Mantel-Haenszel test, with prior biologic treatment included as a stratification factor, comparing the proportion of patients in the treatment group versus placebo
Modified intent-to-treat (mITT) analysis set: all patients who were randomized and received at least one dose of study treatment
17  ClI, confidence interval; NRI, non-responder imputation; QD, once daily



Representative PASI 75 and PASI 90 responses with
TAK-279 30 mg QD

PASI 75 response

Week 12

PASI 90 response
Baseline Week 12

18 PASI, Psoriasis Area and Severity Index; QD, once daily
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Hematological parameters and CPK

Neutrophil count (ANC) Lymphocyte count (ALC) Creatine kinase (CPK)
Reference range 1.8-8.0 (10"9/L) Reference range 1.0-5.0 (10"9/L) Reference range 25—-210 (U/L)

Neutrophils (10x91)

Hemoglobin (g/L)

10

200 -
190
wswmr— - - - - - - - — — —
170
160
150
140

130 4 - J_ﬁjl—lj]l-_ o —tjl_ _th — -

120
110
100

iy T

1 W;

iE

Week

Data are mean * standard deviation

Lymphocytes {10x3/uL)

Platelets (10x9/L)

S R i 01—
o1
0 1 2 4 W:ek 12 16

it Wﬁ\ﬁ

200

150

100

Creatine Kinase (U/L)

——— Placebao

2mg NDI-034858

5mg NDI-034858 —— 15mg NDI-034858

— 30mg NDI-034858

Mean lab values and changes from
baseline do not reveal adverse

trends in cell counts
CPK shows some variability at 15 mg
and 30 mg with large error bars




Hepatic and renal parameters

Alanine aminotransferase (ALT) Aspartate aminotransferase (AST) Bilirubin (total)
Reference range 10-53 U/L Reference range 14—43 U/L Reference range 0.25-1.21 mg/dL
_ 100 50 1.50
. =
5 % 5 . __ __ __ _ _ _ _
B’ 80 \a—; 40 — T T 1251 - - __ _—— —— —— — — — —
2 70- 8 T T 2 100
) - .00 - —_—
T 60~ “% 30 2 .
g 504 - £ Z 075 - i
£ a0 ‘IL’J'_ E 20 5 I
Z 7 ]I —l»' = 050 = -
il — —g- -y S
£ ul_ JL g 10 T - 0.25 - —_ = — — = — — I
s 104 — = — — — — 2
<L 7] -
01 T T T T T T < 0] 0.00
o 1 2 4 8 12 16 0 1 2 4 8 12 16 o 1 2 4 8 12 16
Week Week Week

Creatinine Estimated glomerular filtration rate (eGFR) Placebo 2mg NDI-034858
Reference range 0.62—1.44 mg/dL Normal range >90 mL/min/1.73 m? smg NDI-034858 15mg NDI-034858

30mg NDI-034858

2.00
1.75 3007
T R - « Mean lab values and changes from
T 1254 2 Pl ow —~—_ T baseline do not reveal adverse
E o e . 0r
g 100 JI i h, | & 1OO_J_%BH;_;; i m U trends for liver enzymes, creatinine
° T i ' or eGFR
o~ T 0 I —
L= — —_— 4= —_— 7L —_— j .
0.50 .
tI) 1‘ é il1 é 1I2 1I6 o 1 é 4 a8 12 16
Week Week

20 Data are mean * standard deviation



Lipid parameters

Cholesterol (total) Triglycerides
Reference range 100—200 mg/dL Reference range 50—-150 mg/dL
Mean lab values and changes from

200+ o0 baseline do not reveal adverse trends
450 7 T in cholesterol, HDL, or LDL

400 -

350 Triglyceride elevation is minimal

300

250

2007 ‘ﬂr\::
150 +— — — - — — —
100 | |

04— — — _— = —

250

200 —— — —J =
150 — ‘1‘

0 +— — — — — — — — — — — -

Cholesterol (mg/dL)
—
\
|
1
Triglycerides (mg/dL)

o T Placebo 2mg NDI-034858
50 - 50 - - 5mg NDI-034858 ——— 15mg NDI-034858
0 - o s ——— 30mg NDI-034858
Week Week
HDL cholesterol LDL cholesterol LDL/HDL ratio
Reference range 50—130 mg/dL Reference range 0.5-3.0
80 - 180 4.0
g 704 = 150 T 3.5 TL
b4 =4 I 111 | i1l | 30 — — — _ — — — —_ — -
£ 01— — —- T — — — — —_— — = £ 120 oo — !
=] =} 11 e} |
£ so- W L Fg 90 [ IR < 204 Jl ﬂ
E 40 E 60 | B i+ 3 1s1 L
o — — — _— = — — — S - - — — — — — — — — 7 1.0 il
g 20- ) g 301 S
20 ‘ ‘ 0 0.0
0 12 (IJ 1I2 [IJ 1I2
Week Week Week

Data are mean * standard deviation
21 HDL, high-density lipoprotein; LDL, low-density lipoprotein
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