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Th1 HERRAS AR IR AT D 721213 Thl #ifiE Lo 57 (very late
antigen—4 : VLA-4) &S IMENEMIE ED VU o K (vascular cell adhesion
molecule—1:VCAM-1) & DFEAMNEHETHDH EFZE X HIL TS, IFNB 1L VLA-
4 DRBL L~V AR S, VCAM-1 Z 4Bl &t C Thl AR O & N B2~
DEEEEZIHITH, £7-. Thl #IIC KD BBB M S KB 45 il i 35
(matrix metalloproteinase—9 : MMP-9) ®EAZ | L. Thl #Hju2s BBB %
W5 DO ZIET 5,

Q@Thl A ~h A VEEDIMH ®- 20
IEMAL Thl #E A > % —7 =1 B~ (IFNy), INF 72 D Thl YA k
HA L EFEAT D, IFNy 1T MHC 7 5 2 T HUFRHRROBEGERSC B D/t - HY
BiE7e EIZBED LR FTHY . INF IIRIEHIRK T T 5, IFNB X Thl $1 F
HA VEAEERIHIL, EORE, MlaEEE~ 7 v 7 7 — P OEMAL & i
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I 5, F72. IFNBITHIRIEEY A A > TH D IL-10 OpEA ZFHES D,

@A ILAYER 19 2. 2
YA L AR YT S RNV D FIECTEIR DI L 72 5 T L N | LI
BEALIE DEE AR IZ K & 2 B % KA mIRetEN & 5, IFN B IEHT Y A L ALE
MERBT 5,

(2) EEEMTZHERBE Y
OFEREVER : MHC 2 5 X TIRRERFEER (/n vitro)
IFN B -la & IFN B ~1b O FHIEH 2 A549 Aifla (& M2 AMifask) Eo
MHC 7 7 A 1 HUR DI BLFHEIT kT $ 5588 L 0 37 L 72, A549 Ml (&R
FED IFNB Z RN L T 2 HHEEE L7zt%, Ml A4 R L, MHC 7 7 A T Aijus
PR O FE B % FIHEHY FACS FRATIEIC K 0 20 L7= (6 [BINGE) o & DfEHL, TFN
B-lalX IFNB-1b XV HLARWRETMIC 7 7 A2 1 HURORHREZFHE LT,

IFNBIC & BA54SHIRAOMHCY SR IR A RFEER

250 7
Omm0 |[FNB-1a
O==C |[FNB-1b
200 A
T EL R RE
150
&
%
8
E 100
50
0

1 10 100 1,000 5000 (pg/mL)

IFNBBE

Qo4 LRENE - MRREMESHE (CPE) BIE (/n vitro)
IFN B —la & IFN B —1b DHLY A W AER 2 5l 9~ % 7 60 Al 2 L&) & (CPE)
ZRE LTz, AB49 Ml (b NARAS AKBREEE) |2 IFN B &% T 15~20 FREfHEIES
T LTth, WDIIR D A N A ZHRE L, 30 IR ORI A A7 2 I 25 1 2h
F (CPE) MIEEEZAWTHIE LT, ZOfF, IFNB-1a & IFNB -1b DK
PEIZZE N 217, OMIU/mg K TX 9. TMIU/mg T ¥, IFN B —1a D LeiEPEIE IFN
B-1b XV & 22 5@ T=,

1L ATER
IFNB EME(MIU/mL) =B (ug/mL)* HEE(MIU/mg)
IFNB-la 6.5 30 217
IFNB-1b 29 300 97

% ug/mLENA FILCEHE N TWSIFNSEZAWTHE L. IFNB-1adImd. COERFFRAZAIEE(ELISA) ICKDHEEL .
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@R EFEINEI/EFE : Daudi HERSDIEFE (/n vitro)
IFN B -1a & IFN B -1b O ARSI EH Z Daudi Mld (& ~ B U /<&
fakk) %MW CHIE L7, Daudi AHARIZ IFNB 2% C 2 HEEZE L=k,
FERRICH-F IV 1uCi 2M0A2T 6 FEfIEE L CERR L, ik v F L
—va VEHRIEIC RV F IV 0BEERIE LT, ZOREE. IFNB-1a & IFN
B —1b OHMABEFEINHIEH D 1Cs0 1XZE 4L 35.4 pg/mL (7.08 IU/mL) M
N 357.4 pg/mL (71.48 IU/mL) ToH VY, IFNB-la TIX IFNB-1b LV H 4

10 fFmhro T,

Daudi #lif2lcxt975IFN S Ol S EHI1E R
(%)
100 ~

90

OmmO) |FNB-1a
o=—0 |FNA-1b
80 -

FAE L IEHE
o T LRERE
60 -
50

40 1

HEE oo c 00

30 A
20
10 1

0 T T T
1 10 100 1,000  (pg/mL)

IFNGIRE

wERYE ICs0(pg/mL)
IFNB-Ta 354

IFNB-1b 3574

IFNG-la  5ug=10MIU(5pg=10IU)
1Gso: 509 MR e

(3) {ERSTUT - R
R L
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VI. EMEEICET HEE

1. mMAREDOHR
ERE )~ —H— L e D yEHR A v X —T zry X—% (IFNB) -la R
X, AR ZE M S EYE (CPEYE) Z W THIE SN U A LV ATEEE LTRL
2o IFN OFEIJFHH~ =D — L R D MIET R AT T U R SR Y H e 15
XIFBEWER L REEZ AN T, MiFTH B~ 7 v 7w > (MG) REE ML
FRER I FRIEE 2 VT 2 ERIE Lz,

(1) AR ARG MR
AR L

(2) BRREBR CRERR S NI-IMFIEE
OREEFBANICE T2 MIEPREER<NEADT—42 >

SMEBEFERCA 92 #1iC IFNB-1a 60u g (12 MIU) ZHEEIFANEEG LI L
X OH YA NV AIEMER OUIET B MG JREZRIE L, EWEhRE PR/ ST A —
B R ORI E) N T A — 2 Z Gt Lz,
L7 A IV ZFEPED Tpay 13 13. Ohr, Coay 13 71. 410/mL, AUCo- 16 1% 2, 006. 91U+ hr/mL
Th-oT-,
F7-. MIET B oM D Toax 1E 47. 61hr, Epoy 13 860 12 /L. Eavc 0169 1 72, 230
wghr/L ThHoi-,

6. A% - HE
WBE, RACIEA =Tz N—HF-la (BaFEEEZ) L LT1E30ug 2l —EHRENES
35,
1. Bi% - ARICEET 53E
1.1 B AT RER LM L 42 = &,
1.2 HERENLS (BIR, BBE) DHRESINTWVWDEDOT, BE T EICHERNEMNEEZD Z &,
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&R INFB-1aiRE (Fiv L AEE) OB RUEYEE/NNSA—F

(IU/mL)
40 ~
n=87, FR{E
30+
s ]
)
?L 20 A
A
SE i
£ 3
10 1
O T T T T T b T ' T T T T T T
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 (EfE)
BFE
58 (ug) SEBIEL Trmax(hr) Crmax(IU/mL) AUCo-168(IU+hr/mL)
60 87 13.0 71.4 2,006.9
FMFEE
MEFB-MGREDHBRUENFN/NTA—F
(ug/L)
25001
n=92, #&mFi3E
2,000 A
1,500 A
‘8.2
M
G 10001
500 A
O T T T T T T T
0 24 48 72 96 120 144 168 (BFRED
TR
#58(ug) SEGIEL Tmax®1 (hr) Emax®2(ug/L) Eavceea®2(ug-hr/L)
60 92 4761 860 72,230

1 R—A T VEES W LED B-MGREICE T W H il FiaiE
2 BRES LU BREICHU TR LSBT (ANOVA) BT WITHEBEN ST OB TR U RN FTHIE

6. A% -A=E
BHE . RACIEA v =T xry N—HF-la (Bl Z) L LT1E30ug B —EfHRENERS
45,

1. Rk - AEICEHEY I8
1.1 BEEALITASR EERAMU L 35 Z &,
1.2 EHEBALRUS (EaR, FBH) PME SN TVWDH DT, BE T LITEFHEEZ D 2 L,
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QZHMEILEREBICE TI2METREHR O
H AN PRI E 8835 25 12 IFNB—1a 30u g (6 MIU) #3081 [a], 24 [
NS L, ET A 77U CRE BRI~ —7h—) OB EBKE
L7z, MRS % O MG 1477 U U IBEIT 26 CTHY 24~48 % 1i
AR Ly Toax 13 34. 53 hr, Epe (3 8. 64 nmol/L. Euc 169 1% 593. 09 nmol -
hr/L Thotz, F72, 12 H KO 24 H HOBERICBT DMiGEH 3477
U R OHERBIINIEE 5% 086 S EELL T\ e,

MEFRATT VY REOHERUAIEIRSEROENZHN/INGA—F

(nmol/L)
14 7
n=25. &{ITFia(E
13
12
n
B -
i 1
? 10
>z &
1
v 8
h
=
E 71
6,
5 T T T T T T T
#Em 24 48 96 168 (KR3)
BRE RIS
Tmax(hr) Emax(nmol/L)* Eaucto-1e8) (nmol-hr/L) *!
Tl BN R A 345341171 864+315 593.09+401.90
AT — — 615.86%2
2675 8.80 625.98
hR{E (] [21.00~53.75] [0.40~16.40] [—996.11~1,251.50]

#1:EmafE B U Eavc{EF RS AEICH LTHIELC MR A 7T U/ RECET
X2 R BB T BEA(ERBDEAE(—996.11) TH ol fodh, £EATHEDIHEA SR L

(3) o
LBk L

4) B - RFEOTE
VIl 7. fHAAVEM) OEZMH

2. EYERERNSA—S

(1) A
AR L

- 29 -
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(2) IR
BB L

(3) HEEEEHR
BB L

4 2VF7I3R
MM ERR L
<Z/S%> 26)
0.17(L/kg/hr) [HEPEY 9 36, 5ug/ke (1.0 MIU/ke) HERIFIRNEE)

(5) N MAERE
B R L
<7/}-434:%> 26)
0. 16 (L/kg) (HEMED 341, 5ug/kg (1.0 MIU/kg) HA[AIEFARN 5]

(6) 20t
BB L

3. B&EMA (REaL—>ay) @
(1) fR¥A%
B - Y A

(2) INSA—AZEFHER
BA)- L A

4. RIR
MR L
<sE>
HRESRHBRAE (T 7)) D
HEPEY L (n=6) |2 IFNB-1a 30u g(6 MIU) ZHRIFHRIAERE L= & &, fiEs
IFNB-la iR (FL T AV ATEME) D Thax 13 1. 9hr, Coax (3 1,950 TU/mL, AUCo-co
1% 14, 398 TU-hr/mL Tdh > 7=,
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RIEHEGHBRE V75V B

YL (HERE n=2) (2 IFNB-la % 1. 25 g/kg (0.25 MIU/kg) XI% 50 u g/kg (10
MIU/kg) % 13 H [RGB KER TG Lz, w4 FEE# oI+ IEN B -
la B (FUo A NV ATEME) 13, 1. 25 u g/kg 5D & & 20~160 1U/mL, 50 1 g/kg
5D L % 3,200~6,400 1U/mL. TH -7z, REREALEE 15 HH £ TIC IFNB -1a
b L3 A EOY L THL IFN B -la fUik2s i &4, £/, 16 A BIZFR
D HNTZ ZOFURIL 29 HH KOV 42 H BIZbHEE L CAE L, Uil BA- L
77

5. 2%
(1) 1%k — BB P @ @ 14
BRI L

(2) ik —BRAERIPTEIB
MR L

(3) HA~DBITH
EER e L

(4) B~ DB
AR L

(5) ZOMOMBADBTHE
BB L

(6) MEBREHAE
BUEEH L
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6.

7

10.

11.

e
(1) FCHHERAL K DM IR RS
BREERRL

(2) RE-EE5I HER CYPE) DHFE. F5F
U ERR L
<7/}g;%>29)
MEET H 7 A TFN B —1a 1. 25 1 g/kg (0. 25 MIU/kg) K OV 50 1 g/kg (10 MIU/kg)
% 13 HISWE BB F&RE L7z & & Off CYP450 4y+-Ff CYPIAL, CYP1A2, CYP2B,
CYP2E, CYP3A, CYPAAVEME (R 7 vy —2A) MAREHA KU CYP450 & &ITxd
4B O TR L7 5. IFN B —la [C B L 7= 2 KI3ER e B 7z,

() NEBBHEOERRUZOEE
BB L

(4) RBMOBEOERRELL, FELE
BB L

it
BB L

S U RIR—E—IZE89 B1E#R
BRI L

. EMEICLDIRBRER
MERR L

HEOERERT HEE
LR L

Z0ft
AR L
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I ¥£% (ERLDIEF) (CEISHEE

2.

— | D

33

ENELEEDER
=

L1 RERFMHDOA 2 —T 2O VEFDREICEY 5 2R OCERERMN
WESNTLSDT, BEICH--TIE, 52K, BREHDIERXIE
DBERARERNH o ONEHEICFELICERMICERT L SIS
FREEAHTE, (2.2, 88, 9.1.1,0 11.1.1 BH]

1.2 MEMMANHOONEENHAIDT, BREICH=L-TIE, EED
REE+DICHEL. FRE#EENH o HONBEICE, ELICERIC
ERTDLIICEREEZSH L, [8.10, 11.1.8 ]

(fift)

L1 BORDOBATLCEICE S ERIE LTz, ZRMEMVERE TR WTE, 92 AkN
HENERTRATLZEDHMONTVDEN, A ¥ —Txznr s X—H-1a
EEte A X —T7 cu UBAE R S RETO 9 O KOV E AR D H
HENTND,

L2 A ¥ —7xcu  BAMBEOTE CTH D, BHEZTTOLE A, KAREHIZED
MR OHRE X2V, oA ¥ —7 = v BB TRV MR
WHE SN TNWD, 2D, KFNOEGAZ L 5 BE MR R B O aTREVEN 5
BITIFEETERYY,

ESHNBLETNDER

2. B2 CROBEITIFBELENI L)

2.1 BHNDRS oA v 2 —7 = 1 BFN & Ul BUE o BE R D
HoHBHE [8.2, 11.1.2, 11.1. 15 &MH]

2.2 EEOI ORXIIAZRSEOH 5 BE TZOMERDOH 5 BE

[ ABRENDBHOEDOND LD D1 [1.1,9. 1.1, 11. 1. 1
Z ]

2.3 FEEMEFEREORE [9.3.1, 11.1.7 Z#]

2.4 Ao ROBE [9.3.2, 11.1.6 ZH]

2.5 BRI DEHEN DR ENTW RN TANARE DEIRS B
LRENRH D] [9.1.2, 11.1.4 ZH]

2.6 /NENG ARG OBE [10.1 ZR]

2.7 U7 F AR RAN s LR BUE OREIERE O & 5 B3
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(fEsL)

2.1 —fRMEEFIHE UTHRE LTz, AFNO Ry AT DA > 2 —7 = 1 U HIANC
st UISBUE OB D & 5 BF X, AF|OF G2 X0 EE/BHEUEZE Z 3 7]
BEENREWEEBEZONDDO TR LW &,

2.2 RENOFEIZ LY 5 OFFRRET D2 ENRESINTEY, FRZEED H O
NIZHERSEOH HBREXIFOHEFROH HHBETIX) A7 BNEL D2
EMBHERE LT,

2.3 JAMDFEHUT IS TR E LTz, WA K OENIZEB W TAFIOR 52 KL 0 EEZ
FFREENHE SN TR Y, FEVEMEFRE B BEIIARF O LT L 0 ER A E
kT rBENRH D, TOH, FMNEETEEOEFICIIHRE LW &,

2.4 A2 =7z BMARLHORTHTH D, 1 F—T7xn CHAOREIZL
V. BHOREMEHRPBIEL L OWMERH L, /2. HOREETFROEE
DA E =T za VRIFIERGIZ IV FRPE LT EOWRERDH D, DT
W, HOEMFROBEIX, AFOEGIZLVFRPELTI2B8ZLNH D
DOTHEEG LN &,

2.5 BCKDIRMSCE K OO SZRE Lz, AANOFEGIZ I 0 ITWiA
MREBLIZEDOHENRH Y, FWNADa Y ha— L3R5 CADABE
X AHNOEEGIZ I VIERDELT D BENRNH D, TD, +oIERRS
NTOWRNTANABEIZITERGE LN &,

2.6 A A —7xu flFMEORHK THDL, A F—Tzuar TT 7 EIAFNL
INESRS OO LV BEMERRSEM L2 W) MERDH D Z L HRE
L7,

2.7 —MXPIEBEEHE L UTHRE LIz, U7 F AR 8IAN 6 UIBHUE O B
FEDOH D EEIITREG LN &

3. MREXITHRICEEY HEELTDEH
(V. 2. DEESUIDRICEET HEE) 22RT52 L,

4. HBERUVHZICEET 5 FEEZTDERH
(V. 4. HEAOCHEIZBEETLIHE] 22752 &,
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5. EEGERMIELZTDEHR

8.5

8.6

8. BEELHEXRNIE
8.1 AEIOEEEAHNCIBNTA > 7 WA (REL, HEIE  BER . UM .

HEJE, 57, LK OIEMSE) RHLDONLDOT, TOFEZEEITHO
MUOHAL TEL 2L BELEHRI~BAKICHODLNLZLbH DD
T BRGSO AMITERICEET S & &I BENRO O AITIE,
FiR B e SR SR O DF i O e LE 21T 5 2 &,

8.2 WHBUES OIS E TR D72 ISR L T a2l z2iro e &b

. HOMECOARFNCEID TV v 7RBBEEITHOZENEE LV, [2.1,
11.1.2, 11.1.15 &M]

8.3 BUEMFREFEDEELAEENH OO D Z DD 5, &K GBRMGATNR U5

HUIATEERERR A (AST, ALT, v -GTP %) ZEHIRYIC (1~3 » I 1 [H])
17972 EBEOREL ToICB8 L, RENBO DG EITI3EE, K
HEOBEYVLIEZTT 9 Z &, FHEREMRE OREED & % 838 Tid, =55
MR 1~2 HRRICOBEZ T L2 EBNEE LV, Eo, ITERERE S HE
SNTNLHAIRLT )V a— Vg & EARROFFIIC LY IFEEN BT D
AN D LDOT, ThDL LT LRI HAEET D2 L, 2, A&
A G2 IS - MR, BV, BACRIR, FRiYe. IRERRSIEHYAE DIE
WK b ONTGEITIT, ERMFICEKT S X0 BF IR ET52 L,
[9.3.1, 9.3.3, 11.1.7 &H]

8. 4 L BRIAE ., F BRI ST MR 5 o i BB D 2 2972 L 23

&5 OT, A MERSYE K O/ IMRE A 5 e il i A 2 E R TV, B
DIREER T3 ICBIET 5 2 &, [9.1.4, 11.1.3 BR]

AEIPE G HITREA RER) 2EHICITS 2 &, [9.2.1, 11.1.13,
11.1.17 1]

H &5 OISV T, ERNZOZY a2 mat L, BFCx L+
IREE N A T L7, AAIR G X D falirh & ik 2 g S8, B
FHHOPHHENICHESRICE G TX 5 2 & 2R Lz ECEROEHIEE
DR THEMST D &, 7o, BEHE, BEEAFIC L 2RIERRSEDND
B0 B O 5- ORGSR EE R L & 70 2 "IREMEDN B D 5B 1T B HIC
B %2 Ik S EROFE T CEEICEIET 2 72 Sy e i 217
2k,

R A OIERE S 2 WITEREGR L LR O I ITEE &1
U, BEBRBEFEITEZOWTHREAZMIET 5 2 &, T XTOHIEDOLAENR
PEFEEICBT 2 21T 9 L [RIRFS, BEHE A O 8 K ONER #8 2 FEFE T
DRt L,
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8.7 AFIFGIZEY FRIFUANHB T 22 LMW DD, In vitro DFRBRIZIB N
T, FFHUERDARAN O EYTEEZ T SE5HZ LML TS, £z,
HRIBUARD . ARFIOEERNF 2058 S 2 /eetEn o 5, [16.1.1 B

8.8 ARDEIZHT=->TIE, #1955, BEEMZIZ U O, BRKRE, BUEMT
By, R, RZe, Bl B BORVE SRR SE O R R E R R BL oD
AREMEIC DWW TIRRE L OE OFIRIC R ST 2N OER1H H b
NIEBECTEBIGEET L2 EEE2 5252 L, [1.1,9. 1.1, 11. 1. 1
Z ]

8.9 k& —WHILL, BRETLHE, v a vy 7FEOBRBIENDH b d Z
ERBHDHOT, HEICEETDHZ L, [11.1.2, 11.1. 15 B}]

8.10 FIEMMMARRH BN DZ ENRHDHDT, UM N EESE NS &b
NEGEITTEDLICEET L L) BEICH LERE 52D 2 &, [1.2,
11.1.8 &M ]

8. 11 IR IR BIESEGERE (HUS) 3% Hbhnd Z &5 5D T, EHIFIZ B
RERR A e MR E IR AT (R, ARimERSE) 2475 2 &, [1L 112 &
]

8.12 WERIFEN D HONDZ ENHDHOT, EHMICHE (IFHE, RIS
BITHZ &, [9.1.7, 11.1.14 B]

8.13 AMEBEARENHLLNDLZENHLHDOT, EMMICBEERELITY 2
Lo [9.2.1, 11.1.17 BH]

(fiFas)

8.1 WCKDIRNMTER MDA 2 —7 = KO ESXHRE L, H
P ERIRRRBR B OISR ARG BR IZ B WL AAIOF G2 LY | mBEETA 7 v
T UOPERIER N EL LT, < O%E, A v 7 v U FERER T 5B ta 01
A DI, BHERT T D 9 BITHRZ ITHEENED L, EERBEL 8D,

8.2 A ¥ —7xn UFIILEOTH TH D, M HBERE IV TAF DK S

CED ERREWERE LT 7T 7 4 7 %0 — (PRINEE, ST LA,
EHIRIE, JEZ R OEHRIEE) BElESNLTWD,
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8.3

8.4

8.5

8.6

8.7

8.8

8.9

<T)y o RBRAE>D
AR OIRFIILE | BRI 3 5 1A
T Db L U BRFEORIOEMHEKR Z 1 -5 L, K
JEIZRE LTRSS ANCE 2R D, il im L CRNICE
Z 1R, B<EED ETF-0b, $HER<HKRH,
@1 s, H—¥ TiRERWED,
PIERE I R OB | $ &% 16 Sy TS ERBEOBER A HET 5,
) E e BHREE)3 mm LLETH Y, FEEEY bOEBEE T
B T UL AAEOS A DA 30 HE T A RS
%,
M1 BE R EICEED 5 NIRF LA BEFZRT & TR AD T = il L. WA NI A>T b
TR RBOTEETH &, $HOESH5 mOAMEEZERT 5,
X2: 7Y v 2 RBROKERNBIEOB AT, ARAKAKE RO THEOS Y v 7 BT, FAECES
Wi &P & XIS RIS L B D,

Rk DTAT SCER MDA > & —7 = b VB ORI IESERE Lz, A
AlOBEIZ LY | S BREE L OENTIRRZ BV T, BERITES (EE
IR RTHRRERR AR A . T2, BUETRS) 2| ShTund,

K DR SCER MDA 7 —7 cu CRFIOFREICESEHZE L, A
FlOFEEIZL Y | BB i MR & QLI ERBD 2385 ST B,

FEROFHU LS ERE L, BEEOBERZEEM & LT, BB Rk xR
7 n—RIERESHRE SN TN D,

FEDOTRTESERIE L, EEICTHOKRET 25813, BE UIREC
TS D715, G OSSR OTER & DL 272 BT IEIC OV TRE 21T 9
VEDRD D,

BICK DA SCE M OB DO RLHUC FES & BROE LT, PRI, AAI DR %
858 SE DR D D,

A H—Txna TILT77H8A R—FRABLEOTLH TH D, BEAETEHE
DD DAL 22 1 A 12 B FBERKICE, Sl Tnad, oo, B
BRZIL U, Bokie, BORITE., R, R, B e BoRdk, Sl
TME S DR RIER R BL D FTREMEIZ DWW THRE R OVE O FIRIC 4y BIR S 4,
THBOIERN D SObNIZEAICIIELIGEE T L EEE 52 5,

RICK DRSS SCE M OB DO RLHUC FE S EBRE LT,
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8. 10

8.11

8.12

8.13

6. FHED

['VIIL.

['VIIL.

['VIIL.

[V

1. BENFLEZOHEB ] OESME,

8. (1) EKRZREIWEM &HIHIER] DESM,

8. (1) ERZREIEM L UIHIER] OESM,

o8 (1) ERZREIEN & ATHIEIR ) DOEZM

EREETHEECHTIIE

(1) AHHE - BERFOHLEE

9.1 AHHE - BIEEFDOHLHEE
9.1.1 S OMRIMLDFEMRMFERDHLSEEXIIEDREENHDHEE

(FELEEDS DOBXIFERSEDHIEEXIIZTODEREEDH
HEEFEERKR)
SERDNEAL T ABENLRH D, [1.1, 2.2, 8.8, 11.1.1 ]

2 TADAZEDITLDNAKREXFCA-DBREEDHHEE (11

LARIZEZEEATLLINTOENWTANMVEEEZRL)
JERDEAL T 2B ENRH S, [2.5, 11.1.4 ]

3 VERER GRIME. S o MELFERUVFERE) OHDHEEXIEED

BEROHDIEE
JERNEAL T A2 BZNNH D, [11.1.5 ]

4 BEEHNG]. BEmMX(E/MURAMED H 5 EE

SERDNEAL T A B FENLRH D, [8.4, 11.1.3 BH]

S TULE—READHDHEE

JERNELT A2 BZENRH D, [11.1.2, 11.1.15 &HE]

b BMEEEZRTHEE

MHIMEND SbhdBENNH D, [11.1.18 &[]

1 BRABEXEZOBREE. REE. MEREZEOHLEE

JERDNEAL T 2B FNNH S, [8.12, 11.1. 14 ]

8 ZRMELEUNDECSRERSE (FELESREEFXZRO

DHH>EEXIZFORRDHZHEE
JERDNEL T 2B FNNH S, [9.3.2, 11.1.6 ]

9 EYBBEDCREEDHSHESE

va vl EOBBUERNHSbNDZ ENH D, [11.1.2, 11.1.15 &
]
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(fi0)
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ITERLZWET D Z &,

(2) AHNE, ERIOREED T, IMIOERE (KBS 16mn) ZEH L, #E
Y72 B T HRIIE D BB ORI T 5 Z &,

(3) F—EBAL~DRERG ZRET 5 Z &,

(4) AAIDEAZRORZ o2 Lol &, WRaTF A - Ha I TEHICE
ARE ., WYIRLEETTO Z &,

(5) AdhDFEAI 2B EITIE I T IEIC OV TE, A8 O 88 Bk
mAEEZMT L2 L,

12. Z0MtDFE

(1) ERERFEAICE D 1EHR

15.1 ERERERICE D 1

15.1.1 1 L EA 2 —Txmy RX—F-1a WHIEZEH L7230 L
JEBE D 5% CTHAPUADEA LT L ORERH 5, TRPUKITIBEDN
WZERIRN R DOWTHN DR D AlRetEnN & 5, A% 1L B E5- L, &
IRENED A5 Th 256121, R oF bz HE L, ZD0%o
TR DWW TG 2 Z LS5, [8.7 ]

15.1.2 SAEPERBRIZ AT O Ty,

15.1.3 s CIT N o ANE A SR WIERE 2SR e LA v 2 —7
Y N—H-1g AL natalizumab (ad A 7 7V UAEHE) Lo
OFREBRIZ IV T, 2 BIOEITIEZ B VB ME (PML) 235388 BTz,
ZD 2 HE, WY natalizumab & A o HA—T 2 N—H -] il
Fl (30 g) OPFHBILAH 2 0L LR L 721212 PUL &2 380E L7z %, 2
DB 1IFNIELE L, tho | FlTEEREELE L,

15. 1.4 sk TN T AME RN 25t 5 & L2 BRIl VW T, A
H—Txnm s N—F-la WHIO®G % BIET 2R KR ED 1/4 &
OB L, B 1/4 &M U CORBHE B0ug/l) £ TRIET
LW G- 2T 12356, W G 217D RN T2 GBI T, 4 &
7T O YRRIESR OFR L K OBHEE AR L 72 & OMERH D P, 7k,
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A B —Txnr s X—HF-la WHIOWHEE 5-FF 230 2 B 2hVEFHGIE
i STV,

(2) FFERERERERICE D < 1FHR

15.2 FEERPRERERICE D < 1R
15.2.1 8l (TL) I8T33 ug/kg (AR IIAE CREAK HED 100
%) oG T, ARRAIA, I KL QUE 7 v 77 27 v R O 73
RO BT L DRERD D,
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X. JEERAREAERICBII H1RE

1. EEHE
(1) EHFBHR
VI SRR BT | OWEE

(2) REMFEEHAR
1) BIRBRICRIZTEE (T h7¥L) 0
THATFMIA B2 —Tza X—% (IFNB) -la 33. 3 u g/kg (10 MIU/kg)
FHEE L TG L, DERST A =2 T 2B R L, BRI
ML 72 5 0EM, DB CIEDZLITRD SN hoTc 2 &b, 1§
BRERTERMITFR SN W EW RSz, 72, IFNB-la &5 L7127
ATV ORBITIER TH Y, BHERIRFTAOEITRD b KT
FORRAAE & OVE(L IR IIE® Lo o7, 7eB, Tl S 7= ER
& LT, IFNB-la &5 4 FEEZICKRIE EFARBD b,

2) MARICRIFTEE (THFHL) D
T APV IFNB-1a bug/kg (1 MIU) X% 504 g/kg (10 MIU/kg) % 13
Hfilm B TG Uic, B5WIRT. 5ue/ke BETIXHEMERE K OHEXT Y >
PREREL DD 3580 BTN, 50 ug/kg RETIZZ NS DO ITFE0 B
ST, FT. WRECTHEGHIBRT £ TIC/IMEROBD B bz, 728, 4
WA OG- ZBEHF I i/ MRE, BmEREL Y S EREBITIE R ISR

277,

) TOMOEEHER
PR L
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2. BB

(M

(2)

HRESHEFEHHR (VX 7y M ELEY )

HEEGHERBRII~ 7 A, v PEOEAT v b &AW THIRN UL F#
Bz kv FEhi sz,

~ 7 ZERATE G- TIE, 196 1 g/kg (39. 15 MIU/kg) THEL K OFRME Ml 1 332
T, RFFBIERIT 196 1 g/kg LTSNz, 7 v RN G TiE, 196
1 g/kg THEL R OFMEMRITFED b T, I RIEBIERIT 196 1 g/ke & HIBT S
Niz, ®/LE Y MECFHEEIX, 10, 30, 50, 70 %2090 ug/kg (2. 6, 10, 14 &
OV 18 MIU/kg) D& THEME S 7=n3, K OBEHESEEITRD T, RRIE
AL EIL 90 n g/kg & HIMF S iz,

REEESERER O 759 0)
KEHEGHEERBRE LT 7Yoo 2~9 B E TG 738k, 6 » AR
PP G- BR 7N S0 S ATz,

1) ZHAXYIL4AERETRS
T RO 4 BB R RS TIE, 50 g/kg (10 MIU/kg) THELCITRE
DO RE, TR (U o #liERER<S) . g, ik, DEX, EEE
F. R, IRBHRAE &K ONaR B EICAT T 2 BT O b vk o7, EEE
FEO MR K ORIR EF25580 723, Wi b 3B FRE R I B
TH5LDOThoTz, HEMEIT 0 g/kg &HIWT ST,

2) THh5HIL6 » AMBRARNKRS

b hE/ 7 a—F BRI, AL T A o D40 U B K (CD154) (12
fiA L IFN B -la x4 2 PRI & RE T 5 2 & THRHUR D FEA % il
TOEMDR DD, TAT7VP (BREMEME 4 1B 6 BF) (2, ABREHEH G
F) . IFN B -la 30 u g (6 MIU) Hl, & &/ 7 = —F LK 20mg/kg HM,

IFN B -la 30 £ g (6 MIU) O & / 7 v —F LHUAK 5mg/keg (KA EOFA) .

IFNB-la 30ug (6 MIU) KUt hE /27 o—F L4k 20mg/kg (1 &pf
). IFNB-la 60p g (12 MIU) KOE RE /7 7 B —F LHiK 20mg/kg (7
=M 2 1E6 » ARG L& &, PRFUATBLO - IFN B -1a Bl
BEOMEMES 2 VCIX 13 WA I, Z OMORET 26 8 B IZHEMER 2 PLAHIHR S
Niz, Fio, FEFRD OREES 2 JTI oW T 2 B BICHIB SNz, & b
E® /7 v —F UGUREE G REOME | T35 163 B B IS O AilEst/ 28 M0
JRIR & B 2 DN HWFIER A 2 LUaEHRINTEY . £ hE/ 7 n—F )L
Pk & OREBRIIEE STV, oM, —RIREE, B, K
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TN QBRI R T BITERD B Do T BRI 0 R A — 2BV T
BAITERD BRI o 1o, BEFREFNE M O - Rlgdamtt bR b - 7=,
PLEOfER v, EEMEEIT 60 g (12 MIU) EHWrSns-.

(3) EBinEMRER (in vitro)

XA F T AE K OKGE & AW B IR R Ha R, B FRIEMm Y >/ Bk
Z W Qe R BB 2 FE i L 72 S, WO BR T H AR RN, Gum
{Kﬁé%ﬁ%\é u»u&)’aﬂf(ﬁﬁ)/)ﬁ_o

4) BNARMEER

BREERRL

(5) EEFRAFMHER

1 %

2)

ZHEERER (THTHYI)
TAFFNLTOARBYICB T AT ar ATa REESZRES L%
FEREZFEAMM L 7=, IFNB-la 0.825 K TN33.3 ug/kg (0.25 KTN10 MIU/kg) .
B (1. 5%HSA-PBS) KR OMEFREIEWK A 55 3 H %A o A R Ik A
AR JE R AR ©CRE 8~15 IR F#eh U7z, SETHIR— AT IZ 2 kid 72
<. MHET 6 HHF TERGEZOKR EFNRO bV, @R
(33.3u g/kg) AL TIIMIEFR 70 F AT 0 VREAENICHEEZAITRD L
ﬁ#otﬁ‘%ﬁ%ﬁ@6E¢4@?m%¢fmﬁxTn/%§@%m%i
ARRD BT, FHEHRPIZPEINN 2 o= Z AR E iz, LaL,
Beh%0 2 AREM g 7 e 5 27 v VRESEEREICE L TR

—EMEOEE L E 2 BT,
Bx - BRIR %‘E%T&Eﬁﬁ (ZHTHIL)
IR« BRIV AEICT T DB OV TR T 5720, 77 PV OIER 21~
49 HHIZ 0.825u g/kg e 33. 3 1 g/kg (0. 25 KON 10 MIU/kg) | ¥Afik (1. 5%
HSA) M OVERREIEWR # R TG Lz, 33.3ug/kg BEHHETHREG 1HBIZ 2

1§J®{}IL}1‘EZ))WL4&) Ej/b Iﬁl{ﬁ EP7 H&XTH //}i%}_h iﬁf ) O)ﬁ}ﬁ}l_??jj/y"j‘/l/&f
e AMEAE 27 UTe, B8 V2Tl H & CRIE O B E DB 2 L7 LISMT R
WICE IO SN2 oo,
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(6) BEFTHRIBMERER (vHx)
7Y FIZ IFNB-1la 30 g (6 MIU) ZH[EIFHANE S L. RETRIMERER %2
Ehfi L7z & A, FEIE A a7 WIRAFERA 6T 2 2II3RD b
2ot

(1) ZothoEHkENE
EEREE (EILEY )
E)LE Y M IFNB -la B 0. 5% XL 5% D 0. 9% T b U o AR % K
WIXIER I Lo & 2 A ALBESUTRIE, 25 F IR0 oy, KE
BHEMEZ R E 2o T2,
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A=W SRRk Sy
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. BERETORE

2~8CTHRIFET 5,

. RO EDEE

20. WL EDIFE

20. 1 ARANL 2~8COWMMBIZIRAT L, B a2 &,

20.2 JEEBET TIRIFT D Z &,

20.3 AR, BEBICANZEEREEICEL, 7T BRUNICHERTS 2
L

20. 4 ORI AS> TV DA OERHLSMNIHER L2 &,

20.5 ARANHARZENRD LD & EIFEH L2 b,

20.6 ARFN O ¥ v T EI LI %ITECH AT 2 L,

BEMEITEH
BEMERLTA R HY
<FvoLky AV
Z DA O BT ER

HOmsE~ AL —TA R

TRRXY I A XAT U—

TRF Y7 A FAQ < & DHERM

IXI. 2. (1) BFETEHM) OHESR
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11.
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13.
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B A H =T N—H-1b, 74 AVE NEEE, XU X~
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1996 45 H 17
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BEEHRR. FEBERLAREARRUVZOAR

PR ARG R
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BT T —1 (EHdh, EREEEOME,
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B RNE R V2 RO RIS 515

H (BEAD 35 ARIEHEER 145 5] 2B 14 /B 2 T 3 5 A IO AETOWNTIUC bi%

ER VAN

BEEHM

10 4[] : 2006 47 H 26 H~2016 457 A 25 H (F50m FHESE )

FHEAARHIRIC I 215
AFNT, BRI 2HIRIZED AT 7l

£Ea—F
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D BFIH U CHREE B 21T o 725 A1E. TR o B k) (R 20 4R
JEA A SRS 59 ) BIFRE —ER SRR kR CLT TER AR &
W9 ,) K& ICIOL) fEE H CIESEEE A HETE 20D THDL Z L,

@ AREANL, EHHEAR —FROX » hTHH 7, EREREX rE B [C101 ]
EEH CIEHREERR 2 RET 256, BERABERK E S [C151] EAZ
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1. FHENETOHRTRKR

A B =Tz N—H-lal, KEITBWT 1988 4= 12 A K v FRM L5
{RIERFE 25t g & U BRARRRBRASBHAG S 4L, 1996 4F 5 A IR SR LIE %
Wit & UCKRR S AL, 1997 42 3 A IR ES (EU) THRRR Sz, S HIT, /K
% DEFRBRARE RN ES & | THIFE D BLBEMESEIR 2 PE O ERIRBI 2 MTﬁﬁg%

BLIE~EATT 5 U A7 O@mWEE ] BT REINE & L GBS,
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EIEEEESES
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K[ 1996 455 4 17 H | 1996 45 PSR NS B O S b =

DO MELT PN Ko OVFF 38 58 FE %
200345 H 28 H* | 200348 A 14 H* HEFDHEOIFEHEN D,
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TRy IR (Fy bR ONBEICHTDHELHRBIRR (2012 £ 3 ARFR)

E X (&3 3 AEEH AR5

KE 201242 H 27 H Avonex Pen

EU 2011 4£6 H Avonex  30mcg/0. 5ml solution for
injection, in pre-filled pen

HFE 201144 A 12 A Avonex Pen

FVaN 2011 £ 11 A 18 H Avonex Pen

A A 2011411 H9 H Avonex Pen

F—AFZ U7 2011 4£ 11 A 15 H Avonex Pen

77 ) 201149 A 26 H Avonex  30mcg/0.5ml  solution  for
injection, in pre—-filled pen

RA=ZT « ~)LY ) 201149 A 14 H Avonex  30mcg/0.5ml  solution  for

injection, in pre—-filled pen
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Mo+ TORGEIRDL (2022 45 3 H IR

E4 K=
i Biogen Inc.
744 AVONEX PEN- interferon beta—la injection, solution

AT - Btk

Injection: 30 micrograms per 0.5 mL solution in single—dose prefilled
autoinjector

FEFeAEA 2003 4E 5 H 23 H

SHRESLIAZNA | AR, BRRAVICHITE D BEFEIZ & 2 F R TEMR I M O R M T 2 5 e il
N DR FEVEBALIE MS) DIGHICHEIS TH D,

AEROME | 2.1 Rk

AFENIFHHENICE ST 5,

HREHBEITE 1R 30ne ThHD, AHIZE 30ug OHETHIIAL7ZBRICHAE

T HARRED B DA ¥ TV o PRRAER O FE AL =R OVERAE S A 489 5 7

DI, AAl% 7.56png OHETERERIEL, HI3BEETICEHE 7.6ug T

HERELCHEREARO 0u g ICEKRLTH LW (RBH),
FARGREER Iy 2 — )L

TARRy 7 AHE" HELEHH &
1 7.5ug 1/4 FH:
55 2 3 15ug 1/2 &
% 338 22.5ug 3/4 F&
%4 A LI 0ug SHE

* o 1 (Al A R

KE : <https://dailymed.nlm. nih. gov/dailymed/drugInfo. cfm?setid=d70a39cc—del5-4c12-a
1ec—-8063b69ealel > (202243 H 30 H T 7 & R)

E4 EU
i Biogen Idec Ltd
AR5 44 AVONEX 30 micrograms/0.5ml solution for injection in pre—filled pen

AT - BiAk

Each single-use pre—filled pen contains 30 micrograms (6 million IU)
of interferon beta—la in 0.5ml of solution.

FETEAEH

1997 23 H 13 H

PIEERESIES

4.1 FEEXIEHHER

AENE, TREOBHEORFIHEILTH D,

C FRI SRR (MS) &R S, BRRRER T, B L R
O NI 7R O L3 72 < B 3 4EIC 2 B EFR2H9 585
BBMUT, AANLZ, BEOEITEZEDLY, BREEZED S5,
caFaRTuaA ROFIRES 2 08 L3 2 SEMEBLBEE R O 915 & 5k
L7=HBE T, OB W O FTREMEDSPERR S 4L, KRR Wi 3272 238 LR L
JE~BATT DY A7 Rmn TSz bilis &2 6.1 ESHR),

ARFNTEITRIMS Z2J0E L= BB Tlahik4+5 2 &,

LR O &

TR, AEBOIEFRRBRO B 5 EROER F CHth+5 2 &,

&

B - BRI MS R OHESE &I 30 u g (0.5 mLEIE) T, W 1 EOfHA
HS (M) TRE5T5 (6.6 H2M), s (60ug) W 1ERELTYH
SHRDBRNRT 4w NI,

BT . A 7N o PRER DS AR OVERERE 28808 (4. 8 THZR)
T 57D, B H5BBIFIC HEFENARETH D, LT 4NV U
A= AEFEIL, BB 1/4 ABZHRE L, T0%, 1#mEIC1/4
METOHMEL, 2H&E Bong) ZH4HEETITREGT D,

KRB HEFER 7V 2 —d, AFIOK 1/2 FHE%E 1 [B#E Chls
L., ZOBICERETHETIZ L TERTE S, HOBREDIEEEDIC
X, 8 18] 30w g DHEDERE BN, ZNHEREMMZICHEREIND
Z &,

EU : <https://www. medicines. org. uk/emc/product/4649/smpc> (2022 43 A 30 H 7 7 & &)
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2. BB DERRIEFHR
(1) ERICET 2BNMEHR (REDRNXE. UDFAXE. #—X 3 VT75H

)

AIRZHT D 19.4 AFHseZ=H T 585, 19.5 4w, 9.6 #FHhm] OED
FLEUILL T O L B0 THY | KEOWRMCE, EUDRME, A—A N7 U7

ST LIRS,

9.4 XlEReEH T HEE
BRE I TV

9.5 hE4E

W f SUIESR LTV 2 ATRENED & 2 PRSI LA RRPENfEtE 4 1
\% &I ENDHGEICOHREGT D L, BRER (Y1) IZBWTARA
DEHEDOER G TRENRD bz L DHRERD D,

9.6 7L

a0 EOAIWMER ORISR BO R K2 ZE L, BILOfk X ixd ik 2
RERA RN

t ML A~OBITHRHRE SN TN D 3,

ST OAGRIRDL (2022 48 3 H KR

gt

RLHCN A

KIE DS SCE
(2021 /£ 11 A)

8.1 Pregnancy

Risk Summary

Data from a large population—based cohort study, as well as other
published studies over several decades, have not identified a drug-
associated risk of major birth defects with the use of interferon
beta products during early pregnancy. Findings regarding a potential
risk for low birth weight or miscarriage with the use of interferon
beta products in pregnancy have been inconsistent (see Data). In a
study in pregnant monkeys, administration of interferon beta during
pregnancy resulted in an increased rate of abortion at doses greater
than those used clinically (see Data).

In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized
pregnancies is 2% to 4% and 15% to 20%, respectively. The background
risk of major birth defects and miscarriage for the indicated
population is unknown.

Data

Human Data

The majority of observational studies reporting on pregnancies
exposed to interferon beta products did not identify an association
between the use of interferon beta products during early pregnancy
and an increased risk of major birth defects.

In a population-based cohort study conducted in Finland and Sweden,
data were collected from 1996-—-2014 in Finland and 2005--2014 in
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Sweden on 2, 831 pregnancy outcomes from women with MS. 797
pregnancies were in women exposed to interferon beta only. No
evidence was found of an increased risk of major birth defects among
women with MS exposed to interferon beta products compared to women
with MS that were unexposed to any non-steroid therapy for MS

(n=1, 647) within the study. No increased risks were observed for
miscarriages and ectopic pregnancies, though there were limitations
in obtaining complete data capture for these outcomes, making the
interpretation of the findings more difficult.

Two small cohort studies that examined pregnancies exposed to
interferon beta products (without differentiating between subtypes
of interferon beta products) suggested that a decrease in mean birth
weight may be associated with interferon beta exposure during
pregnancy, but this finding was not confirmed in larger
observational studies. Two small studies observed an increased
prevalence of miscarriage, although the finding was only
statistically significant in one study. Most studies enrolled
patients later in pregnancy which made it difficult to ascertain the
true percentage of miscarriages. In one small cohort study, a
significantly increased risk of preterm birth following interferon
beta exposure during pregnhancy was observed

Animal Data

In pregnant monkeys given interferon beta at 100 times the
recommended weekly human dose (based upon a body surface area
[mg/m?] comparison), no adverse effects on embryofetal development
were observed. Abortifacient activity was evident following 3 to 5
doses at this level. No abortifacient effects were observed in
monkeys treated at 2 times the recommended weekly human dose (based
upon mg/m’).

8.2 Lactation

Risk Summary

Limited published literature has described the presence of
interferon beta—la products in human milk at low levels. There are
no data on the effects of interferon beta—-la on milk production.
Therefore, the developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for
AVONEX and any potential adverse effects on the breastfed infant
from AVONEX or from the underlying maternal condition.

EU O ¥sfrE
(2019 49 A)

4.6 Fertility, pregnancy and lactation

Pregnancy

A large amount of data (more than 1000 pregnhancy outcomes) from
registries and post-marketing experience indicates no increased risk
of major congenital anomalies after pre—conception exposure to
interferon beta or such exposure during the first trimester of
pregnancy. However, the duration of exposure during the first
trimester is uncertain, because data were collected when interferon
beta use was contraindicated during pregnancy, and treatment likely
interrupted when pregnancy was detected and/or confirmed. Experience
with exposure during the second and third trimester is very limited
Based on animal data (see section 5.3), there is a possibly
increased risk for spontaneous abortion. The risk of spontaneous
abortions in pregnant women exposed to interferon beta cannot
adequately be evaluated based on the currently available data, but
the data do not suggest an increased risk so far

If clinically needed, the use of Avonex may be considered during
pregnancy.
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Breast—feeding

Limited information available on the transfer of interferon beta—la
into breast milk, together with the chemical / physiological
characteristics of interferon beta, suggests that levels of
interferon beta—la excreted in human milk are negligible. No harmful
effects on the breastfed newborn/infant are anticipated

Avonex can be used during breast-feeding

Fertility

Fertility and developmental studies in rhesus monkeys have been
carried out with a related form of interferon beta la. At very high
doses, anovulatory and abortifacient effects in test animals were
observed (see section 5.3).

No information is available on the effects of interferon beta—la on
male fertility.

K[EH : <https://dailymed.nlm. nih. gov/dailymed/drugInfo. cfm?setid=d70a39cc—-del5-4cl2-a
1ec—-8063b69ealel > (202243 A 30 HT 7 & R)
EU : <https://www. medicines. org. uk/emc/product/4649/smpc> (2022 4 3 H 30 H7 7 & X)

F—=A N7 VT D5HFE
(An Australian categorisation of risk D (202243 H)

of drug use in pregnancy)

<https://www. tga. gov. au/prescribing—medicines—pregnancy—-database> (2022 4= 3 H 30 H
77 E'R)

A=A NZ VT DN
(An Australian categorisation of risk of drug use in pregnancy)

D : Drugs which have caused, are suspected to have caused or may be expected
to cause, an increased incidence of human fetal malformations or
irreversible damage. These drugs may also have adverse pharmacological

effects. Accompanying texts should be consulted for further details.
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H
KE DU CE 8.4 Pediatric Use
(2021 411 H) Safety and effectiveness in pediatric patients have not
been established.
EU O&RfH3CE 4.2 Posology and method of administration
(201949 A) Paediatric population: The safety and efficacy of AVONEX

in adolescents aged 12 to 16 years have not yet been
established. Currently available data are described in
section 4.8 and 5.1 but no recommendation on a posology
can be made.

The safety and efficacy of AVONEX in children below 12
years of age have not yet been established.No data are

available.

K[E : <https://dailymed.nlm. nih. gov/dailymed/drugInfo. cfm?setid=d70a39cc—-del5-4cl2-a
1ec—-8063b69ealel > (202243 A 30 HT 7 & R)

EU : <https://www. medicines. org. uk/emc/product/4649/smpc> (2022 4 3 H 30 H7 7 & X)
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