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1 1628 D Randomized phase

* Vg 4744 —45%4(96%) 52K
* PBO 484, —464(96%) H'5E X

2 248D Open-Label Extension phase

* [VIg 454 —34H 525
* PBO 464 —35% 52X

126 Patients were assessed for eligibility

l

95 Underwent randomization

/

l

47 Were assigned to receive IVIG

48 Were assigned to receive placebo

2 Were excluded in randomized
phase because of adverse ~ |<—
events

/

2 Were excluded in randomized
phase
1 Had adverse event
1 Had other reason

Y

45 Completed 16-wk randomized phase

/

46 Completed 16-wk randomized phase
41 Received placebo
5 Switched to IVIG in the randomized phase

l

45 Entered 24-wk open-label extension phase

46 Entered 24-wk open-label extension phase

11 Discontinued trial
3 Had adverse event
1 Had administrative reason |[<—]

4 Withdrew
3 Had other reason

/

11 Discontinued trial
6 Had adverse event

4 Withdrew
1 Had other reason

Y

34 Completed extension phase

35 Completed extension phase




Baseline, End of study,

] week 0 We.ek 8 We.ek 16 week 40
) ] T 1 _————— ]
1
Screening Phase I First Period Extension Period
1 A 24 weeks
: a6 weeksl)\l —___Improvement P ( )
| |—0| Octagam 10% |—| Stable *
: Confirmed I—| Deterioration *
—| Octagam 10% |—|- deterioration at or
. o 1 after week 8? —__ Improvement *
IVigd Hand : |—| Placebo |—| Stable *
| Yes I—I Deterioration *
1
: 2.0 g/kg or if appropriate
Screening |—| Randomization | I 1.0 g/kg Octagam 10% at
1 week 28
1
: v —1___ Improvement * 1
: l—esl Octagam 10% I—l Stable *
1 Confirmed I—l Deterioration *
—I Placebo I_" deterioration at or

: after week 8? [—___Improvement ¥
I |—| Placebo |—| Stable
: No I—l Deterioration *

* Responders” *Non-responders#
BB piscontinued at week 16 Aggarwal R, et al. Medicine (Baltimore). 2021 Jan 8;100(1):e23677
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Drug Washout Period Maximally allowed
stable dose as
concomitant therapy
Immunosuppressive Drugs
Methotrexate 8 weeks 25 mg/week
Azathioprine 8 weeks 2 mg/kg
Cyclosporine 8 weeks 2 mg/kg
Tacrolimus 8 weeks 0.2 mg/kg
Mycophenolate mofetil 8 weeks 3000 mg daily
Leflunomide 3 months 20 mg daily
Other
Hydroxychloroquine 8 weeks 200 mg daily
Corticosteroids 8 weeks 20 mg daily
Drug Washout Period
Monoclonal antibodies (e.g. adalimumab,
infliximab, certolizumab, golimumab, 8 weeks
abatacept, tocilizumab)
BIIRIe0 6 months plllzlsnrll‘c))l:'rtnhzloCrDl9 count
Cyclophosphamide 3 months
IGIV 6 months
Etanercept 4 weeks
Anakinra 2 weeks
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Total Improvement Score, T1S

[PhGA X 2]+[PtGA]+[MMTS8 x 3]+[HAQ x 1.5]+[Extramuscular x 1.5]
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Physician(PhGA)/Patient’s global assessment(PtGA) of disease activity
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Level of Improvement

3

Core Set Measure* Based on absolutepercentage [mprovenent
e Score
Worseningto 5% improvement 0
>5% to 15% improvement 7.5
Physician Global Activity >15% to 25% improvement 15
>25% to 40% improvement 175
>40% improvement 20
Worseningto 5% improvement 0
z >5% to 15% improvement 25
Patient or Parent Global
Activity >15% to 25% improvement 5
>25% to 40% improvement 7.5
>40% improvement 10
Worseningto 2% improvement 0
Manual Muscle Testingor >2% to 10% improvement 10
Childhood Myositis >10% to 20% improvement 20
Assessment Scale >20% to 30% improvement 275
>30% improvement 32.5
Worseningto 5% improvement 0
(Childhood) Health >5% to 15% improvement 5
Assessment >15% to 25% improvement 75
Questionnaire >25% to 40% improvement 75
>40% improvement 10
Worseningto 5% improvement 0
>5% to 15% improvement 25
Enzyme (most abnormal) .
or CHQ-PhS >15% to 25% improvement 5
>25% to 40% improvement 7.5
>40% improvement 7.5
Worseningto 5% improvement 0
>5% to 15% improvement 7.5
Extramuscular Activity or
Disease Activity Score >15% to 25% improvement 125
>25% to 40% improvement 15
>40% improvement 20
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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*

:I: I__l Characteristics IVIG (N=47) Placebo (N=48) Total (N=95)
/3 E
%I:' | % ;l b Median age (range) — yr 55.0 (22.0-77.0) 51.5 (22.0-79.0) 52.0 (22.0-79.0)
/7 ON A EN

- F Female sex— no. (%) 36 (77) 35 (73) 71 (75)
Race — no. (%) T
White 44 (94) 43 (90) 87 (92)
— Asian 1(2) 1(2) 2(2)
g ElJ -TU_L'TZ!S Black 2 (4) 3 (6) 5 (5)
Fhy IREFIRAR, BRENTLAVNEEDL LS, Ot ° 1@ L
Ethnic group — no. (%)t
Myositis antibody : 47 *5 ©1413MSA/MAAAYdouble positive " 0 . ~—
Not Hispanic or Latino 47 (100) 43 (90) 90 (95)
ant|—MSA(36) * 5 -64j\ ‘j: MSAﬁi‘double pOSitive Median time since diagnosis (range) — yr 2.4 (0.1-48.7) 2.9 (0.1-18.4) 2.6 (0.1-48.7)
Criteria of Bohan and Peter — no. (%)
ARS(]_G) : _Jo_l(]_ 1)\ PL_7(3)\ PL_12(2)\ % @1@(0) Symmetric proximal muscle weakness 47 (100) 48 (100) 95 (100)
Evidence of myositis on muscle biopsy 23 (49) 23 (48) 46 (48)
MDA—E)(].)\ TIF]_(ZI-)\ SAE(Z)\ NXP—Z(Z‘-)\ M|—2(9)\ SRP(B) Elevation of serum skeletal muscle enzymes 43 (91) 44 (92) 87 (92)
Electromyographic finding consistent with 31 (66) 26 (54) 57 (60)
anti-MAA(20) *5 B2 AIEMAAAYdouble positive myositis
Typical skin rash of dermatomyositis 47 (100) 48 (100) 95 (100)
Ku (1) N P I\/l —SCi (6) N RO (8) N SSA (2) N U 1 R N P (2) N % D) 'fﬂz(l) Classification of dermatomyositis according to
criteria of Bohan and Peter — no. (%)
Definite 34 (72) 33 (69) 67 (71)
Probable 13 (28) 15 (31) 28 (29)

Dermatomyositis activity — no. (%)§

\l@ f d) 'fﬁﬁﬁ % %IJ Mild 11 (23) 15 (31) 26 (27)

Moderate 29 (62) 27 (56) 56 (59)
*Hw o NEF T A Severe 7 (15) 6 (12) 13 (14)
Concomitant medication for dermatomyositis
. . —no. (%)9
Systemic GC(93). MTX(42). HCQ(22). MMF(21). Cyclosporine(7). S stemic glucocortcoid 065 w2 4 )
Corticotropin(3). RTX(3). Tacrolimus(3). Leflunomide(2) Nonglucocorticoid medication 31(56) H#oh 53 (58)
TIS core-set measures|
Tacrolimus%% (3)\ Topical GC(ll) Mean MMT-8 score 119.5 122.2 120.9
Mean PhGA disease-activity score 5.13 4.82 4.97
Mean PtGA disease-activity score 5.86 5.79 5.82
Mean HAQ total score 1.35 1.26 131
Mean extramuscular disease-activity score 4.23 4.17 4.20

k u;'\[:]\'% —Fil}%% ﬁ‘lé IZE _:';E‘_. )6) ﬂ¥ I&% 0) E ﬁa‘}\ Lj: EE‘ iﬁ 7’3: [/ Medflrb;\?ilt::rcle enzyme level: creatine kinase 141.0 113.0 127.0




ma =
A — oE
=

il

T8 H & Supportive B2AT

ME > A MES > \|/ +/=
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A A= 35.0%, p <0.001
100 1 100-
90 A 907 Randomized Phase Open-Label Extension Phase
80
80 1 70
[7,) 60+ IVIG 55.4
70 = VIG a4 540]
£ 50- ol o ‘f51.1
~ S 43.4 > 4—4‘4" -
S 60 A = 40 36.4 e : IVIG
£ 30 o
@ 50 A 244 Placebo ===
= 20+ 216
a 76 15.8 18.5
40 1 T 10.7
0 T T T T T T T T T T
30 0 4 8 12 16 20 24 28 32 36 40
Weeks
20 1 No. at Risk
IVIG-IVIG 47 45 45 45 45 37 34
10 A Placebo-IVIG 48 48 47 46 43 40 35
0

IVIg Placebo [qzi/;j 2 4%%” T?ﬂ&f 7\\ M 7 U ~ El:ﬁﬁt"]
9% 44y
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Proportion of patients without response
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TIS=z20% TOFFKFE

i - [Vlg (N=47)
=@ Placebo (N = 48)

115H

r T T T T T T T T T T T
10 20 30 40 50 60 70 80 90 100 110 120
Time (days)

Z D
O TIS=40/60% TDHAM
@ 16:BTHOTISZ40/600EI&

CDASIDZ 1t

Difference (95% Cl)

-8.0 (-11.5 to -4.6) 11

0.6 (-11to-0.1)11

End Point IVIG (N=47) Placebo (N =48)
Modified CDASI**
Mean change in total activity score (95% Cl)
Baseline to week 16 -9.4 (-12.5t0 -6.2) -1.2(-3.3t0 1.0)
Week 16 to week 40 -1.8 (-33t0-03) -85 (-12.5t0-4.5)
Mean change in total damage score (95% Cl)
Baseline to week 16 -0.7 (-1.2t0-0.1) -0.02 (-0.26 to 0.21)
Week 16 to week 40 0.3 (-0.5t0 1.0) -0.2(-0.6t00.1)
@ T1S=40 TIS=60

IVIg 858 (12:8)

2838 (40:)
PBO 1978 (28:@)
0 TIS =40 TIS =60
Vg 68% 32%
PBO 23% 8%
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Adverse Event

Any related adverse event — % of patients (no. of events)

Most frequent related adverse event occurring in =5%
of patients — % of patients

Headache

Pyrexia

Nausea

Vomiting

Chills

Myalgia

Hypertension

Positive Coombs’ test

Serious related nonthromboembolic adverse event
— no. of patients/no. of events

Muscle spasm
Dyspnea
Loss of consciousness

Serious related thromboembolic adverse event
— no. of patients/no. of events

Deep-vein thrombosis
Pulmonary embolism
Cerebrovascular accident
Cerebral infarction
Hypoesthesia

Pulmonary embolism

Related adverse events leading to discontinuation
— % of patients (no. of events)

Fatal adverse events — no. of events

Randomized,
Placebo-Controlled Phase

IVIG Placebo
(N=52) (N=438)
58 (113) 23 (38)

37 6
19 6
12 4
6 0
6 2
6 0
6 6
4 0

1/2 0

1/1% 0

1/1% 0

0 0
0 0
0 0
0 0
0 0
0 0
0 0
0 0
2 (6) 0
0 0

Randomized
and Open-Label
Extension Phases

IVIG
(N=95)

65 (282)

42
19
16

Ui O N N o

2/3

1/1%
1/1%
1/1
5/6

1/1%
1/1%
1/1
1/1
1/1
1/1

8 (19)
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