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Abstract

Objective: A post-marketing surveillance study was carried out to examine the safety and efficacy of Interferon beta-1b
(IFN B-1b; Betaferon®) for the treatment of multiple sclerosis (MS) as used in clinical practice in Japan.

Method: All data were obtained from MS patients who received their first IFN §-1b between November 21, 2000 and
December 31, 2005. Adverse events were used for safety evaluation. For efficacy evaluation, included were the number
and timing of relapses, and scores on Expanded Disability Status Scale (EDSS) during the follow-up period of up to five
years.

Results: One thousand four hundred and forty-three patients enrolled into this surveillance. 1,353 patients were included
in the safety analysis set and 1,265 were included in the efficacy analysis set. The overall incidence of adverse drug
reactions was 66.89% (905/1,353), including pyrexia (17.44%, 236/1,353), injection site redness (12.56%, 170/1,353),
and decreased white blood cell count (11.90%, 170/1,353). There found was no infection associated with human serum-
derived albumin in IFN S-1b in this analysis set. With regard to the efficacy evaluation, administration of IFN $-1b
significantly decreased the mean number of relapses from 2.51/y to 0.62/y after administration of IFN 3-1b (p < 0.001).
Conclusion: IFN 3-1b was well tolerated and efficacious in Japanese patients with MS in clinical practice.
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Efficacy analysis sets (EAS) 1,265 cases

Enrolled 1,443 cases
CRF uncollected 72
[Reason for uncollcted ]
Attributable to Facility or Physician 70
Others 2
CRF collected 1,371 cases
Changing hospital after enrollment 3
Surveyed 1,368 cases
Excluded from SAF 15
[Reason for exclusion ]
Out of contract period 11
Duplicated cases
No visits after initial visit 1
Safety analysis sets (SAF) 1,353 cases
Excluded from EAS 88
[Reason for exclusion (duplication included) |
Insufficient number of administration days 47
Administration of same type/indication drugs 39
as pretreatmet/concomitant drugs
Off-label use 3

Fig. 1 Structure of Cases
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Table 1 Patient Background
Female 944 (69.77%)
Age (Mean) 38.46 =12.25

Age (Median)

37.00 (7.00 — 76.00)

<15 8
15 — 29 336
Age distribution 30 — 49 743
50 — 64 230
65 < 36
without 811 (59.9%)
with 538 (39.8%)
Complication Liver dysfunction 82 (6.06%)
Renal dysfunction 5 (0.37%)
Other complications | 497 (36.7%)
Past hist without 937 (69.25%)
ast histor
v with 405 (29.93%)
Predisoosition of it without 1,215 (89.80%)
redisposition o ersensitivi
pos ypers Y| with 106 ( 7.83%)
RRMS 1,152 (85.14%)
SPMS 113 ( 8.35%)
Disease Type of MS PPMS 69 ( 5.10%)
Other 16 ( 1.18%)
Other off-label use 3 (0.22%)
EDSS Mean 3.59 £ 2.39
(n =1,312) Median 3.00 (0.00 — 9.50)

Duration of Disease (day)
(n =1,308)

Mean 2223.17 = 2376.11
Median 1517.50 (1.00 — 14731.00)

Initial Site of Onset

Cerebrum
Brainstem
Cerebellum
Spinal cord
Optic nerve
Others
Unknown

346
269
55
539
387
4
68

Number of Relapses 1 year
before administration
(n = 1,246)

Mean 1.46 £+ 1.11

Median 1.00 (0 — 14.5)

0 — 1 times/year
2 — 3 times/year
4 times/year
Unknown

640 (47.30%)
512 (37.84%)
85 ( 6.28%)
116 ( 8.53%)

7 (559)

B 2.29% (31 6 31 1), HFHERESRH 9.31% (126
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Table 2 Major ADRs

Primary system organ class No. of Incidence of
Preferred term cases | ADRs Occurrence (%)
Blood and lymphatic system disorders 50 3.7
Anaemia 29 2.14
General disorders and administration site conditions 520 38.43
Injection site redness 170 12.56
Injection site induration 72 5.32
Injection site necrosis 31 2.29
Injection site pain 30 2.22
Injection site ulcer 86 6.36
Malaise 47 3.47
Pyrexia 236 17.44
Hepatobiliary disorders 158 11.68
Hepatic function disorder 126 9.31
Liver dysfunction 36 2.66
Infections and infestations 74 5.47
Nasopharyngitis 31 2.29
Investigations 385 28.46
Alanine aminotransferase increased 126 9.31
Aspartate aminotransferase increased 84 6.21
Gamma-glutamyltransferase increased 91 6.73
Haemoglobin decreased 33 2.44
Lymphocyte count decreased 90 6.65
Platelets decreased 47 3.47
White blood cell count decreased 161 11.90
Musculoskeletal and connective tissue disorders 52 3.84
Arthralgia 28 2.07
Nervous system disorders 98 7.24
Headache 52 3.84
Psychiatric disorders 86 6.36
Depression 56 4.14

Major ADRs: The incidence of ADR occurrence = 2.00% at PT level
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B/ BRI EY, 1FHEAFIRER S REIETH -
oo Tk, EEELHMII N TR 137
o7,
HRFAATHE ORIEH ORBIRHHIZ DWW TRES L

7= (Fig. 2a-d), [TEHHESE] X2 7 H B> H 3
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Pl BXO TR | 1L, #56G 1 EE»5
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a: Injection site necrosis (n = 31)
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Duration of administration
b: Liver dysfunction (n = 156)

50 4100
2a0f 180 =
= 3
2 30r 160 &
I3} (&)
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520 140 3
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Tul I0n

0 ! ! ! ! ! D T I T e L=
Unknown 1W 2W 3W 4W 2M 3M 6M 12M  18M  24M 36M 48M 60M
Duration of administration
c: Decreased white blood cell count (n = 168)

95 5 100
Zoof [ ] 180 &
£ 2
2 15 J60 =
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S 10fF 440 5
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£ 5f p H 120 §

&)
0 | | | D | | Ij | ’_‘ 0
Unknown 1W 2W 3W 4W 2M 3M 6M 12M 18M 24M 36M 48M 60M
Duration of administration
d: Decreased platelets count (n =51)
if "’—/’/’/’ IR
o 1T ] ] <
_ N
g 6F Lo 80 <
= -
2 5T 160 £
g 4r 2
g 3r 140
2 :
Ca -~ ﬂ 120 3
0 | | |:] | | | | 0

Unknown 1W 2W 3W 4W 2M 3M 6M 12M 18M 24M 36M 48M 60M
Duration of administration

‘ D : Incidence number of each ADR ~ —e—: Cumulative rate of each ADR ‘

Liver dysfunction: “Liver disorder” or “Hepatic function disorder”.

Decreased white blood cell count: “White blood cell count decreased” or “Leukopenia”.

Decreased platelets count: “Platelets count decreased” or “Thrombocytopenia”.

In case the identical ADRs occurred more than once in the identical patient, the earliest ADR was counted.

Duplicated cases were included in Liver dysfunction (liver dysfunction and liver disorder) and Decreased white blood cell count
(decreased white blood cells and leukopenia) each.

Fig. 2 Timing of Occurrence for Major Survey Item
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Table 3 Factors Affecting ADRs Occurrence

Patient Back d Fact No. of No. of ADRs Incidence of ADRs Incidence of ADRs P value”
atient Background Factor value
8 Cases Occurrences (i.e.) Occurrence (%) Occurrence 95% CI
. Male 409 278 67.97 64.31 — 69.39
Gender 0.578
Female 944 627 66.42 63.31 — 69.43
<15 8 7 87.50 47.35 — 99.68
15 — 29 336 220 65.48 60.12 — 70.55
Age 30 — 49 743 512 68.91 65.44 — 72.22 0.162
50 — 64 230 141 61.30 54.68 — 67.63
65 < 36 25 69.44 51.89 — 83.65
Without 811 523 64.49 61.09 — 67.79 0.023
With 538 379 70.45 66.39 — 74.27 '
Unknown 4 3 75.00 19.41 — 99.37
Liver without 1,267 844 66.61 63.94 — 69.21 0.443
Complication dysfunction with 82 58 70.73 59.65 — 80.26 o
Renal without 1,344 899 66.89 64.30 — 69.40 0.744
dysfunction with 5 3 60.00 14.66 — 94.73 ’
Other without 852 550 64.55 61.24 — 67.77 0.018
complications | with 497 352 70.82 66.61 — 74.79 '
. Without 937 607 64.78 61.63 — 67.84
Past history . ) 0.019
With 405 289 71.36 66.69 — 76.71
Predisposition of Without 1,215 789 64.94 62.18 — 67.62 <0.0001
hypersensitivity With 106 90 84.91 76.65 — 91.12 '
Concomitant Without 107 47 43.93 34.34 — 53.85 <0.0001
Drug With 1,246 858 68.86 66.21 — 71.42 '
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Relapse free rate (%)

7 4 a: Annual relapse numbers
2.51
6 — —_
&
2 5 4
g
!
g 4
5
g 37
Tj“ . etk
2 2 0.62 0.56 0.62
<
1 —
0 n T T
Baseline 1Y 2Y 3Y 4Y 5Y  Entire period
(1,140) (1,140 (837) (669) (545) (424) (1,140)

Baseline: Number of relapses 1 year before administration of IFN 3 -1b.

The number of relapses per year was calculated when the timing of initial onset is less than 1 year before administration.
The number of relapses converted to yearly figure in cases of discontinuation/withdrawal in the middle of the fiscal year.
When a relapse continued over the year, it was included in the year of onset.

*#%p = 0.000, Baseline vs. Entire period, Wilcoxon signed-rank test

95% CI
100 - b: Relapse free rate ’ c: Period until the first relapse
90+ 9596 c1 100
80 $80.99 90
70 4 $70.56 $71.33 7s.01 s 8
4 66.48 > 70
60 | =]
= 60
50 - $50.12 3
& 50
40 A 9)
240
- B <
30 = 3
20 1 a
20
104 *+12.89 10
0 T T T T T T 1 0 T T T T T T T T T T T
Baseline 1Y 2Y 3Y 4Y 5Y Entire period 0 05 1 15 2 25 3 35 4 45 5
(1,265) (1,265) (924) (729) (593) (463) (1,265) Period until the first relapse (year)
75 d: Changes in EDSS
6 -
5 -
19
2 47 *
S
2 -
1 -
0 T T 1
Baseline 6M 12M 24 M 36 M 48 M 60M  Entire period

(1,178) (936) (891) (688) (559) (436) (285) (1,178)

##%kp < 0.001, paired t-test

Fig. 3 Efficacy of IFN 8-1b
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a: Annual relapse numbers in MS type
12

10

Annual relapse number
o
|

Baseline

Annual relapse number

2 e
sk
Oa T T T T 1
1Y 2Y 3Y 4Y 5Y

RRMS: Relapsing remitting multiple sclerosis, SPMS: Secondary progressive multiple sclerosis,
PPMS: Primary progressive multiple sclerosis
*#%p < 0.001, Baseline vs. Entire period, Wilcoxon signed-rank test

b: Annual relapse numbers in initial site of onset

B RRMS
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E SPMS
0 Other
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E OS-onset
[ Other-onset

[0 unknown

sk
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OS-onset: Optic nerve or spinal cord onset

EE TS
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##%p < (.001, Baseline vs. Entire period, Wilcoxon signed-rank test

Overall

Fig. 4 Efficacy Evaluated by MS Type or Initial Site of Onset

SPMS, PPMS, Other) & X O 4] 3 & iz (OS-
onset, Other-onset, Unknown) W3 LD 7 7
V—=TIZENTH, KFRGERICHRERIIAREIC
& N U7z, OS-onset @ 3¢ [0 £ 1 Other-onset 2
EXREWHED A BN, AETIE -7 (p
=0.0627),

2) FHPRE

WY~ 7 )y — 7 (RRMS 0.526 [0 / A < 4F,
SPMS 0.337 [a] / A« 4F, PPMS 0.221 [8] / A < 4F,

Other 0.272 8] / A « 4, p=0.0014) 725 O'IZ4)
FEEALY 7 7 — 7 [El (OS-onset 0.600 [B] / A «
4, Other- onset 0.376 [0 / A 4, Unknown 0.383
[/ A+ 4, p<0.0001) IZBWTHEENRED S
iz,

3) FEEFIEGIER

RIY 7 70— T b W RIS 7 7 —
THIZE TS, BAHHE 1F) BJ0E5% (&
WD OIFHFIEFIROHER MG L& 25, |
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Table 4 Relapse free rate in each MS subtype
Timing Before After Administration” )
. L P value’
Factor Administration 1st year 2nd year 3rd year 4th year 5th year Entire Period
Relapse frec rate [9%] 10.64 63.64 | 69.14 | 69.59 | 73.70 | 80.10 | 46.90
RRMS 95% CI [%] 8.86 — 12.63 | 60.70 — 66.52 ! 65.80 — 72.34 1 65.86 — 73.14 : 69.70 — 77.44: 75.88 — 83.87 1 43.89 — 49.93
(n) (1,081) (1,081) (794) | (638) ! (521) | (407) (1,081)
Relapse free rate [%] 25.47 80.19 | 80.82 | 79.59 | 81.08 | 84.38 | 66.98
SPMS 95% CI [%]| 17.51 —34.86 | 71.32 — 87.30: 69.92 — 89.10 | 65.66 — 89.76 | 64.84 — 92.04 | 67.21 — 94.72} 57.18 — 75.81
(n) (106) (106) (73) (49) (37 (32) (106)
: : : : : P <0.0001
Relapse free rate [% ] 32.26 87.10} 84.44 85.711 86.21 ; 94.74 ; 74.19
PPMS 95% CI[%] | 20.94 —45.34 | 76.15 — 94.26 | 70.54 — 93.51 | 69.74 — 95.19 68.34 — 96.11; 73.97 — 99.87 | 61.50 — 84.47
(n) (62) (62) (45) (35) (29) (19) (62)
Relapse free rate [%] 6.25 87.50 | 50.00 | 100.00 | 100.00 | 80.00 | 62.50
Other 95% CI [%] 0.16 — 30.23 | 61.65 — 98.45! 21.09 — 78.91 | 59.04 — 100.00 | 54.07 — 100.00 | 28.36 — 99.49 | 35.43 — 84.80
(n) (16) (16) | (12) ; (7) (6) (5) (16)
Relapse free rate [%] 12.43 61.85 | 64.87 | 67.60 | 71.34 | 78.81 45.38
0S-onset 95% CI[%]| 10.06 —15.12| 58.11 — 65.48 1 60.51 — 69.05 ! 62.72 — 72.21 1 65.92 — 76.33 1 73.04 — 83.85 ! 41.62 — 49.17
() (692) (692) (501) ¢ (392) (307) ¢ (236) (692)
Relapse free rate [%] 13.92 72.94 | 77.21 74.58 | 79.37 83.58 | 57.06 | P <0.0001
Other-onset 95% CI[%]| 11.04 —17.23| 68.86 — 76.751 72.61 — 81.37 ! 69.25 — 79.42 1 73.84 — 84.19 77.72 — 88.42 ! 52.63 — 61.40
(n) (510) (510) (373) 1 (299) (252) (201) ¢ (510)
Relapse free rate [%] 9.52 65.08 | 78.00 | 84.21 76.47 | 80.77 | 46.03
Unknown 95% CI [%] 3.58 — 19.59 | 52.03 — 76.66 | 64.04 — 88.47 | 68.75 — 93.98 | 58.83 — 89.25 ! 60.65 — 93.45 ! 33.39 — 59.06 -
(n) (63) (63) (50) (38) (34) 1 (26) (63)

OS-onset: Optic nerve or spinal cord onset
1) Defined as the rate of the patients with no relapses 1 year before administration of IFN 3-1b (Rate of cases with no relapse observed) .

2) When a relapse continued over the year, it was included in the year of onset.

3) Comparison between subgroups in each MS subtype (Fisher’s exact test)

Wy 7 27 )y — 7 (RRMS & SPMS, RRMS &
PPMS [H]) 756 NCHIZESALY 7 70— TTH (0S-
onset & Other-onset) IZHEZEMGRSH HN - (Table
4),

4) AIEFzE £ T oM

#] 18] F 3¢ & € @ HAfE % Kaplan-Meier 7% T #t: &
L, WY 7 70— T 6 RISy 7 7
W—THDEREBE Lz, TN 77NV —F
iz, AEZENRHHN (Fig. 5a, b, TN Zh
p <0.0001),

5) EDSS

AP RHT R SAER] 1,265 BlD > B, A 55
% CEDSS BNl XN /= 1,178 Bl 2 xf G & L C
EDSS O#t B L, &7 7 ) —FHD EDSS %
IbEDZEZ#HEF L7z, PPMS & RRMS [ (+ 0.78
VS + 0.16), OS-onset & Other-onset [H ( + 0.33
VS +0.04) T, EDSS O EIZHEENRD D
7= (Table 5),

6) HAIHTIE

A o P AT R ARG 1,265 BlD 5 B, CPE k%
W CHFIPLAR 2 JE L 7= 110 B 0 A1 bt (4l
R EZOMERH % Table 6a 1278 L7z, AffH

AR A E T 2 ARG L EIE, 20.0%
(22/110) TdH - 7=o FRPUABGME: & @ XN 2 F
Wiz —ZoMEmEZED Nk Tz, 61T, A
P 55 O 15 % [ % (Table 6b) 35 & U EDSS
(Table 6¢c) # MGt L7zA, HFIPUAH & &R 12,
PH5ET, WIFNOHEBIZOWTY, F5HiEDOE
(LEIZZEITED 5N Ied - T,

7 FE e R AT HEENORY:

15 s A D /N 8 Bl %t U AFI MMl X iz,
S ERIE 11.25 £ 2.87 5%, RAEIX 11.5 5% (7
~147%) Th -7, BEAHEIL, “F1H5.13+£2.01
MIU, (i 4.4 MIU (2.4 MIU-8 MIU) T -
7oo EITERBUEFIEIE13 87.50% (7/8 fil) T,
15 &% BA FAEGIC OEINEH R BEFE & & OFICH
BEIIREDO N, -7 (87.50% VS 66.77%, p
=0.214), /NRIZHEA 2 IEH O R BUE NI S
BNIRH 5 Tze INRIEBNZ E 1T 5 AFIF 5145 DS
% DSFMEIE, #5007 2.69 [0 /4, K5% (£
WD 1.06 [81 / £ (p=0.109), AFIFG5% (&M
M) OFEMEFRRIE, 1.740 [0/ A « F, JFEHRIE
BRI, F5ET12.50%, # 5% (28 37.50
W T -7z, PIEIFIE COMMOFIMEL, 281
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Relapse free rate (%)

Relapse free rate (%)

a: Period until the first Relapse by Disease Type
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10 p <0.0001, Log-rank test
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Period until the first relapse (year)

RRMS: Relapsing remitting multiple sclerosis SPMS: Secondary progressive multiple sclerosis
PPMS: Primary progressive multiple sclerosis

b: Period until the First Relapse by Initial Site of Onset
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10 p <0.0001, Log-rank test
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0OS-onset: Optic nerve or Spinal cord onset

Fig. 5 Period until the First Relapse by Disease Type or by Initial Site of Onset

H, EDSS OF¥fix, #50i2.67, #51% (&
i) 2.00 TH - 7=,

65 5% LA b o s EAE G 36 1, il 68.78 =
3.15 %, Rl 68.0 5% (76-65 %) Tdh -7z, #l
TER RRBE M E 413, 69.44% (25/36 6) THh -
7o 65 EAE G C D FEIEH R BUEFIE & & DFE
ICHEBEZITEDON ) 572 (69.44% VS 66.82

%, p=0.741), EEEZHA EIIER O Z IR
WEED BN > 7o, GRS IZE T D AFIRG-%D
HREH OV HEMEE, 561 2.47 B/ F, &5%
() 0.80H /FTHY, HIEBHSHEEITIK
B U (p<0.001), ARAFG% (£HE) OFRH
FFRE313 0.553 [8] / A« 4F, FEFFEAEGIHR I 551
5.71%, #&5-% (&) 4857% Th Vv, KHlH
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Table 5 Changes in EDSS in each MS subtype

Timing After Administration
Before St P value”

Administration 6 12 24 36 48 60 Entire

Factor Months months months months months months Period
Mean = SD |  3.26 £2.28| 3.04£232| 3.00*£232| 3.07%=239| 3.18+248| 3.11+249| 3.07+2.46 3.42 + 2.59
RRMS 95% CI|  3.12 — 3.40 - - - - - — 1 3.26 —3.58
(n) (1,011) (809) (769) (598) (494) (382) (250) (1,011)
Mean = SD 5.802.01 | 5.92+£206| 5.90=208| 584+=208| 58 =218 592+2.06| 574236 6.12 + 1.99
SPMS 95% CI 5.40 — 6.21 - - - - - - 5.72—-6.52
(n) (97) (77) (70) (49) (37) (31 (1)1 (97)

: P =0.0122
Mean + SD 512+221| 515+237| 536+230| 535227 511+249| 547+236| 6.00+1.99: 590 *235
PPMS 95% CI 4.52 — 5.72 - - - - - — ! 5.26 —6.54
(n) (54) (39) (40) (31 (23) (18) (10) (54)
Mean = SD 291+244| 291 +245| 3.33+259| 3.10+2.37| 3.60+1.78| 3.50+1.80| 4.13+1.32! 3.25=+234
Other 95% CI 1.60 — 4.21 - - - - - =1 2.00 = 4.50
(n) (16) 11 (12) (10) (5) (5) (4! (16)
Mean = SD | 3.79 £2.44 | 3.67=255| 3.62+=256| 3.67%=2.60| 3.82+2.67| 3.82+271| 3.80+2.77 412 +2.75
0S-onset 95% CI|  3.60 — 3.98 - - - - - — 1 391 —4.34
(n) (653) (514) (497) (377) (298) (226) (151) (653)
; P = 0.0005

Mean = SD | 3.15+225| 291 +£2.26| 287+223| 299+232| 294+235| 2092+232| 280+220: 3.19*246
Other-onset 95% CI|  2.94 — 3.35 - - - - - — 1 296 —3.41
(n) (465) (371) (342) (275) (227) (186) (115) ; (465)
Mean =+ SD 4.08 250 | 3.52+259| 3.65+2.63| 3.22+235| 354+246| 3.35+276| 3.61=*2.49 4.17 = 2.74
Unknown 95% CI 3.44 — 4.73 - - - - - — 1 3.46 —4.87
(n) (60) (51) (52) (36) (34) (24) 19) ! (60)

In cases of missing data at each measurement point, the closest available data within = 90 days was collected

OS-onset: Optic nerve or spinal cord onset
1) Comparison between subgroups by each factor (analysis of variance)

GRICIFHIIECIRII SR Z R U, HIRHEREXT
OWIFE O I(EIX, 441 HTH -7z, EDSS D5
X, #5576.08, 5% (&) 6.38 TH -
Too WITNE, 65 A DRG] & ik L TR &
ZEIIABNTED 5 T2,

BHERE A A9 5 B EH T LT X N AEB
5B Th > 7o BIFEH FEBUEF1H1 45 1% 60.00 %
(3/5) T, BHEREREZAG L IWIEFITORITER 7
BUEFIEIG & ORICAEBEIIRDBNEN 5T K
Hl#z 5% O MR O EMEE, #5007 1.00 [ /
g, FE5% (MR 0.07H/FEThH-7 (p=
0.250), AFIHG#% (W) OFHFHREIZ
0.057 [ / A « 4, FERFEAEFIZR 1 H 57 20.00%,
5% (k) 80.00% Th v, AFIFG%IZIE
FRIEFIRIIERZ R Uiz, WS E oMo
R, BHTE ) -7z, EDSS OV,
5.5 5.60, 5% (£IHE) 6.30 Th -7
T, BHEERELA L ZVWER & oMIcAEE
AN 5T,

FFHRERE E 2 A5 2 BE IR L O XN fER)
X 82 B Tdh -7z, BIMFHFEBUERFIEIS1E 70.73%
(58/82) T, NFHkpElEE %A L WEGICORITEH

FBUEFIEIG & ORICHEEEITED bNsh - 7,
AT RERS 5 % A3 D IEHNC 351 5 AHIG-15 D FEZ (]
W OSEHEE, H5872.63 0 /4F, #5% (&M
i) 0.78[81 / FTh -7 (p<0.001), AHFIHELH%
() OFEBFFREKIL0.610[E / A - 4F, JEFH
FENE B 3 517 12.35%, H5-k ()
46.91% TV, KHIFGHEIZIFFRIEFIR ISR
ZoR Uiz, PR E cofiE ok, 780 H
Th -7z, EDSS OFHfEIL, #5117 3.88, #5-%&
(&) 3.99 Th -7z, Wb, FFGEREEL
A LRWIESE ORIZEBZIZA BN 5 T,
AP G-l 5 CHERR U CW R REBNE 22 5 720 A
FIB 5-BRIATR 12 14 B TR AR B, 13 H
DOBEIFAEZEN BRI Nz, WTNOIERD, R
PHER I NI BT AICAK OGN IEX -, IF
I« Sr RPN, BT OB 11 B, FTE RIS X
v EYIFH O FERAY 1 Fl, BRBED 72 R 1 F
Tho-lzo BERED1FHOARFDORERIZONT
i, BEREICXD TEyaiERE Ch VI
HHNHEDTHBEHEMEIIIER ITENWSGE T
LHDOTIEiW ] EHBT XNz, HrA R OMERIRE
i, MMFITIEFETHY, 1HNICHENKEERD
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Table 6 Neutralizing Antibody

a: Results and timing of neutralizing antibodies measurement

After Administration"” Total
Within 6 months- 1 year- 2 years- 3 years- 4 years- Over
6 months | 1 year 2 years 3 years 4 years 5 years 5 years
Number of cases measured 20 9 34 16 19 11 1 110
Negative 18 4 | 29 13 | 15 8 | 1 88
Positive” 2 5 5 3 4 3 0 22
(%) (10.00 : (55.6) (14.7) (18.8) (L1 (273 ¢ (0.0 (20.0)

1) The result at the last measurement point was collected when neutralizing antibodies were multiply measured in the identical

patient. However, the first positive measurement point was collected in cases positive results were measured more than once.

2) When a case showed positive result once, the case was included positive.

b: Number of relapses by results of neutralizing antibodies measurement

. . L. No. of Maximum Minimum
Evaluation Items | Determination Timing Mean = SD 95% CI
cases Value Value
Before administration 86 2.34+1.84 9.71 0.0 1.95 - 2.73
Negative After administration 88 1.03£1.04 5.11 0.0 0.81 - 1.25
No. of Relapses Variation 86 —1.28+£1.80 3.11 — 8.27 —1.67 - —0.90
[Time/year] Before administration 21 2.12+1.76 7.61 0.0 1.32 - 293
Positive * After administration 22 1.01+1.25 4.91 0.0 0.46 - 1.57
Variation 21 —1.26 £1.96 0.91 —7.41 —2.15 - —0.37
* When a case showed positive result once, the case was included positive.
c: EDSS by results of neutralizing antibodies measurement
No. of Maxi Mini
Evaluation Items | Determination Timing o0 Mean = SD axtmum S 95% CI
cases Value Value
Before administration 84 3.98 =2.16 8.5 0.0 3.51 - 4.45
Negative After administration 83 4.93+2.71 9.5 0.0 4.34 - 5.52
Variation 83 0.94 +=1.98 7.0 — 3.5 —0.51 - —1.37
EDSS — -
Before administration 21 3.26 = 2.66 9.0 0.0 2.05 - 4.47
Positive * After administration 21 3.90 =2.87 9.0 0.0 2.60 - 5.21
Variation 21 0.64 £1.10 3.0 — 1.00 —0.14 - —1.14

* When a case showed positive result once, the case was included positive.

bNTze 1BNIEEBEDT=DTHTH - =0 BN
JEDNGRD BN IHTARICB LTI, S B hnfl @i
DMFHNTeD > Too RENRIER, AHIO G- 7% B
INTIEGIH 1 BleSE X iz, BRMERNE, AFIO
Gz mik 1 EL Btk G STk, 20
fHl, B X EDSS DT ZRBD I 572, F
7o, HEFEZLROEND 572,

8) Rt A
FHAEAREGNE 747 B, EI7EHARSBUEFIEI G,
66.27% (495/747) Tdh -7z, EMFHREH & IEE
SOk FARE BT O B E F 28 BUE G5 & 12 B2 LR
bN e -7 (66.27% VS 67.66% , p=10.589),
FIARERAEGI OTERALEESE, ESSERAIATHE, HFR%

AERESE, HMERIA, MR, FEE D FE BRI
IAE Ui, BIWERIEARIRS 1 A ADACKRS %
SHEBIUTo, HEYHEBAIAIEE, FEGBATESE, [ IfEk
Wb, /NN, 1552 45 B DREOREHIC & 5
A6z (Fig. 6a-d), 5= FE G D A F#5E
5% O REBOFEME, B5-HT2.40 [8] / 4,
Fh& (RIED 0.47 8 /£ TH -T2 (p<0.001),
FHIERAREGNIC I T 2 A7 5% (20 DFRH
FREHRIL, 0.447 181/ A - C, FERMGEHIESF O
FHEERE (083100 / A - F) LN, FEICK
xR L7z (p<0.000), FEFRIEFEIL, &5
i 15.08%, #51% (2K 40.25%CTHYV, K
P 5% ICIEFRIER RIS R E R Uiz, KA
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a: Injection site reactions

60 - 100 ~
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§ 40 00 g B Injection site necrosis
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fia) - ]
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b: Liver dysfunction
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Q
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Q
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c: Decreased white blood cell count
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@ o 80 § decreased white blood cell
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2 157 L0 S
g 10 4 %S Decreased white blood cell count:
~ 5 H H H 20 g “White blood cell count
s ” “ .
0 L ‘D‘D‘ ‘D‘D‘:‘D‘:‘D‘ : ‘D‘D‘ o < decreased” or “Leukopenia”.

1M 2M 3M 4M 5M 6M 7M 8M 9M 10M 11M 12M 24M 36M 48M 60M 60 M-

d: Decreased platelets count
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“Platelets count decreased” or

“Thrombocytopenia” .

e: Pyrexia
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=
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Fig. 6 Timing of ADR Occurrence for Patients with Long-term Use




18 (570)

IEGI OB ONWT, JERIABERES GEFRiE
1% 63.28%) &L DORICAEBEENBDAHNI p<
0.05), FIEFHEFE £ TOMBOFRAEIL, R
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DORINFHTH HEEMEM A IZ X ST H S HmE S
TEY, RFEH IS B E MR R OFER 27 Bakd
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AT, BREEXRD 1M I, IFN ZHo
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X OFREME 2 QBRI E &, @Y SRR/ A D
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2. A
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RIINEFIEET, EERIZET KK OH DM
PWRENTZ, L L, #IREBAOY 7 27 )V— TRl
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HEIZIEL, EDSS AEEICHML Tz,

AHIAEKGRBZROVIRIZ KD, AFBD MS FEF O H1iZ
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o ETs 5 Toe AFAIL NMOsd D REE X072 I
e AIBD MSTRIFEAT A N A VH\ESLT HHiTICH
mENTEY, BEIEGIOHIZ NMOsd DIEFIN &
FhTnlkeEZzONS, ZNHODIEFNIE, TFNB
BRI U TP Z R LY, iEROEEEL
20T HZERDY, ZDID, HIFETALH DY T
TWN— TR T, BT 7 NV—TRICEEENABI
Db L, ok, BEOERBOH A FF4
V' TClE, NMOsd IZ#F9° % IFN 8 85 O F 136
HEREELEINTNSY,

— T, MSIZEWTHHAPRECHFRIIZ Y] 2\
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