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(Benlysta Powder for Solution for
Infusion)
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TEpF R 2NRRERGEHERT-FREr | FHEE
BE L Benlysta > A belimumab
ZRH FREWEL RBRILFF P
BEFVEET R ol ”raﬁs@b&ém >3raad
7 &R A A belimumab 120 % s./5g > i & i1 S48

belimumab 400 % 5./5%, > % & /3 547
(e ST ) 8 SRS R E o e RIS T s G R AR

FEaE P f—?ﬂ-ﬁ:l‘%f?ﬁ‘
A FFRSFH
1011409851 %fi% & %
T2 i e P

@iﬁﬁ@%ﬁﬁibﬁgtﬁﬂ%ﬁﬁﬁio
% ﬁf}?f‘iié‘k*_’i% (T3 BYREPE):
(1) anti-ds DNA 5 %
(2) A4
(3) SELENASLEDAI = 10
WP A R RRET ARESHEERBEET L2 K
TV ORRA S R 2 ok 2 e
AEFZHRGEEGEZFE (RMP/REMS) 40T
1TB€ijMN@KW*%“ﬁi.”MW%?ﬂémﬁﬁwﬁ
(TNF-AlphaBlockers ) # &2 % & h 'e g 23 3 (R -
2. ** Communication plan ® 4c2xi2 T 2 4 ¢
(1) ¥l 2 3§ B £ o
(2) ~Z 2 fpel g
LRI P BB o
(3) *t+ SELENASLEDAI Score 4 # -
3.2 ERBEIF - ZEL o

>

' >

P AR SR B R

EREFEA L
ENF

102 52 3 A de st R is g k0 @i TG kiAo R &
Mllasi Rk S E R ?1‘ o

Rl A
(¥ s~ B2 dhw = B * po§ 12 prednisolone = 0.5
mg/kg/day (2 4p & W& 2 F FM A ES ) HFH o KT &

v

QY =B pREFEUT I BESEL R
i. Prednisolone = 10 mg/day

ii. Hydroxychloroquine ( iz & # a7 & j# @f %

1)
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i3 > - (7 ) & & # F & > 4 azathioprine -
cyclophosphamide, cyclosporin # mycopheriolate mofetil
¥ (it afst K h)
2. FEETFAPALRY o ¢ FEARGL B ETIAD
(1) - ®* p Anti-ds DNA Fi815 42 352 2 M4 §8(C3 &
CA)IE B 2 e B 3R 2
(2) SELENASLEDAI # » = 10
3. i mge o
#nf 6 B 7 (83=% SELENASLEDAI fi 4 @ &4~ =¥ 52 4§
Mt R = 4 S FSE R o

egkigwhdiEe [0
Wi kil TERERE AL R G

=

R R AT - /B A HE 10mg/kg v F 014 228 2 LES 2 (6E 4
FHEFE- o

RFFRRF DR FE6 B AusR i 0 Apd A
ez o J},@—;‘;}‘ﬁﬁ%? belimumab -

EEE LR DR | R IAATE

BLAIATATE CESIEE

R ENEER TN RN

il E (0} - #5475 CEAR & 0 pARAEH

PR 24 R

T

|
/
\\\?{r

AR T L ER TR RS
:‘i$§%ﬁﬁﬁﬁﬁﬁiﬁﬁéﬁ. TR A= o
Z AR e > (AR )

1. CADTH ~ NICE ~ 2 2 SMC+ £ belimumab #cit #fd fo 2 M4 E 5 > 32 k4G
BLISS-52 (Navarra 2011 ) 4-BLISS-76 (Furie 2011) & i % = #J RCTse i % 4 % »
PERE Y G R A i e REF R R ARk S - 3 % 2 WRCT
%% LBSLO02 (Wallace 2009) ¥ 1% % # sz At & o

2. Wallace 2009 ~ Furie 2011 {= Navarra 2011 = 5% RCTs j5 * # & # f BrE B TR
B B R EEAE Y FRA S SRR s 4 o

® Wallace 200935 =7:#5% = 2 belimumab 1 mg/kg ~ 4 mg/kg ~ £ 10 mg/kg+e + %

i A RAFE TR Y PSLEIS R AR M # S i PERY 5 521 0 4 & Ry ondp AT
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f B A AEL T 243 PFSELENA-SLEDAIA Hicec § e A vt 21 452 8 [ % —
B T pE R o

Furie 20114rNavarra 2011:#5 78 % 5 belimumab 1 mg/kgz 10 mg/kg*:
Lo A R AAEER Y SSLES B An M E & 5 Furie 201138 5% 3 & LR PR 5 76
¥ > Navarra 20113 5% 2 & J5 R FF R 5 5231% ;5 Furie 20112 Navarra 201138 %
1 & Frocdp R T A5E R gp 4 RS2 PR enSRIF B o 7t T A ERp Y o
SELENA-SLEDAIS ficjps “ 44 (3 ) b - 2 Firgrafymio o iz § &1 (3
e 2 %034 )0 ¥ 1 BILAG#J;} BFRAT RE REATIRARLS B IATE R
Barsr @it EF R LG AQELIA -

= BRCTseh¥t R 3o 3 & A4 b Lo 4 R AR * DSLER R Ap M & &
(0T AL A ) o

= B RCTserwd sk % % » W 4f &kbelimumab 10 mg/kg e &2 = &) vt et %

Wallace 20093# %% 4~ ¥tbelimumab 10 mg/kgie &2 & & & 1 & & b »cdp
PSR Y AL TN P F LR o

Furie 20114cNavarra 201135 * 3 & & ik A 45 60 & focdy o & % &
Feocdp el & BT

i & ocdp R 5 521 pFid PSR # & 5 - Furie 2011{-Navarra 20113:%5%
sopelimumab 10 mg/kge 'y &g ¥ ¢ % F&l e 5 #B PSRIF 5 o SLé 2478
T AR A B2 BT RO i Mantel-Haenszel B R0 s 05t 4 19 0
% & 7 belimumab 10 mg/kg e (50.6% ) 7SRIF & & & ¥ 8 > % F# &
(38.8%)> 2 &+t (odds ratio, OR) % 1.64-95% 3 #f % & (confidence interval,
Cl) 4%1.29%12.08 (p <0.0001) - Furie 201135 #.76:% (=x & )F %:3:3;;, ®2
% &g 57 belimumab 10 mg/kg & (38.5% ) =SRIF Ji F & K B F v % A 2
(324%) % » 35 51.31 (95% Cl:0.92~1.87) -
& f vedp ¥ & 521 pFSELENA-SLEDAI A Bt > 44 S A A DR R
o1 Furie 20114-Navarra 20113# 5 < belimumab 10 mg/kg e 3 v % & 25 i %
e 4 252 PFSELENA-SLEDAIS #c 2 5 7 12 g 44 o 2 i ik i %
2B kit T | B OF I S Mantel-Haenszel B 2 sc s it A 470 5L 8 B 5 A
7 belimumab 10 mg/kg = (52.6% ) I > j& > 44 SELENA-SLEDAI~ #cent &
BEZ T EHe (40.7%) 2% 5 51.62 (95% Cl: 1.28~2.05) -
&gt s 24 PF o FE R (PCGA) T o R et R BT T
Navarra 2011:& % sbelimumab 10 mg/kgi e (-0.50 + 0.04% ) B ¥ v % &=
(-0.35+0.04% ) > # % 9PGAT 354 #i (p=0.0003) ° it 23
FAp iRt R 2 B3 8 &3 T Sgeneric inverse varianceg 4 > s oz 4
#7 0 % g % % B om belimumab 10 mg/kg e > PGA A #eenT 3518 752 5 &g % v
A e S (p=0.63)-

3/48




101BTD12008_Benlysta

MEBZAFESARY ©
__J Center For Drug Evaluation

Vs

[N}

>)

d~ =& B ocdg ik 5 241 pPFSF-36 PCST 3oec 4 #ic © &% % 8w 4 shFurie 2011
%% v Navarra 2011:# % crbelimumab e %t % &l e v 23 ¥ L B -

e~ & Jocdp ik iEsk 4L prednisone 7.5 mg/day s Foeg 4 0 An R 3403
3|52 2 ¥ prednisone s = & & v ‘é:ﬁé} ot 3 b 25% % 4p g TR E MT5
mg/day 5 4 T4t B % ko &%k Furie 20113# % 2 Navarra 2011385 1
belimumab10 mg/kgie | % F#l ey 2 F BF LR - LRSI IFR
e EEk 2 B RO S Mantel-Haenszel B € 2c e ficst 4 47 0 L & B % Bn
belimumab 10 mg/kg = (18.6% ) £ 7 g 4 TR F XA e (123%) F
2 50t 5159 (95% Cl: 1.03~2.47) -

F rPEa S g 0 B# 763 oFurie 201132 5% & 521k «rNavarra 2011385 » & 3#

L2 F2ARE CREAERE T LFEE KR EIRBIEFE T LE Y

ek R REY A OF A S 761 528 g 4 55 B h4E% - Furie 2011

#FHbelimumab 10 mg/kgle 4 15| E e ,));;Jr PSR 4

N %%)ﬁ%,‘ &1

FAREE LD R A TRFL A A AE R F T 2

EAPCR AN R S i R - “‘*ﬁ“ﬁ?'{"‘%?ﬁﬁﬁ Az H %Fﬁ'fﬁrﬁ ToARAYELE DL
VRS o ER I s gV 3 4 ﬁ]l\ 'ﬁ-}]}‘; A A EET rﬁ—g‘,f’g@ﬁ,\—’: o ¥ b UM A
I 2 Hp g iTs lgs\}% ARIRE H I 0T ARk PR o

* prednisone ip B ¥ i € A2 B B 1T > Glded TR R R A S F 8 Rk
BRI A B % 0 527 v § R ioFE 4§13 prednisone fhig * F RE 1L e

PARMRL A F L LFRI(FE AN S {0 S HSB Y- 25 ,.%. L 7
o Ak T E L LR AT LR PR R R 0 RE R F A g

o ST S T i L@

SR RIE RN R ANEFTFREYT R

\\\?{r

’i" o
k|

‘Hﬁ’rﬁﬂ*:m% RN ’%ﬁ&%w'@%féﬁ%u Fo &I FIEF T 9100
1600 2t mrit S E R F R Ao o BHREBRHEY > F RY
2,900  ~ 1 1.96 l,@mmeﬁ%mrﬁ N S R A o S -
fl;(‘/'pi*{ £ FliKip 2ot jAk fﬁitif"ﬁ»’é/’}i?"rﬁ E g RN (i LS
B SAFGRGE DA ERES- E15T & F heip ¥ trF QR4 3
4100 F ~ 2 227 g~ o gt o TR R W 2 J0 T FIR £ Y G RS M e B2
PFEME M e AR
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o AIXRFERHPDREES LPER (£ F) 2 RFTH
AEEE S5 1
P& Benlysta A& R 5
belimumab
PR - o
¢ E 120 % 5./5%
400 * 7/5g

e %

) ER Ef]”?’l/"’i ;;L‘t

WHO/ATC
75

LO4AA26

2 g7
i o

PR T ERE TR XSt

o AL A LR AR e R g
ﬁ%¢&§io

FApEETA (T3 B ARE):

(1) anti-ds DNA F& 1+

(2) ™A1

(3) SELENASLEDAI = 10

WP mA AT TR RRET AN ESEERE R
BTN T A G B2 g 2

Iri o
Lo on
e AN | .
v = tl
iE it #
R i

¥ %

HE B H

- AR B R E
LR

10 mg/kg » 34 fie =% ik {8 11 iR

R A% g 014 2228 X 5% 2 (65 4 FhEE- o
FE6 B iR ApEAIA L o R
¥ & & * belimumab o

= A% - BT As 15 (5063 FAET 8L

=y BE) o 5 EISRARE £ R 13 % o F AT

T?a‘%’é;‘rﬂ o

B4 mE R G

#’I‘ :] 97\/”)

LERERVRER
( head-to-head comparison )
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(indirect comparison )

EE K B G pA

CRA N o W= g}

g

P TR iR 3 e E

L b I

’EI_;jL F]Q :

FES F 4—%\3&9&% Lt
Rk md BN RAAIFRE 0 B4 AL B BT R e BE P L -

B3 REBIRTATE > Pl S| 4 Wi Rrot o @ 2 RGP kg FF

2o AEFRHPPER EEL G HER

i i

BATH |

CADTH ( 4t

£+)

hEAELRLFLAR A R0l EL Y DB GEEESFFE
AR SRS S A

PBAC (;®+)

TAREI01E 120 21 p AR T

NICE (&= 1’ )

Belimumab # NICE {:J%E - # £ 3=H (single technology
appraisal, STA) * ;Yi&i7 » &AW 101 & 4 * 27 p NICE = %
2k Wl RE (flnal appraisal determination) # = & & » 234
X3 ARI02E~ " 2 p 2k vt 44 (appeal) A% o

7+ ¢ CADTH & Canadian Agency for Drugs and Technologies in Health 358 5

PBAC & Pharmaceutical Benefits Advisory Committee 5%

NICE % National Institute for Health and Clinical Excellence m‘ﬁ?’ﬁ, °
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[Eﬁ{ ) QLE 5‘]';#‘]] ng%‘ﬁiii’:r‘l 4 2,

FLEBRL MR AFELLRY cFEPH TR
L edp i AR02E 10 250
Z o

ﬁ&%ﬁﬂi’?“ﬁﬁﬁ%f%%ﬁirJE’&é%g‘%§ﬁ$H%

[t ’«”fﬁ\f% m-,fl%v‘;lz)ﬁsb I E L Hr B R i B PE}%‘{H
ﬁ?%zgwﬁwﬁ@@ﬁﬁéﬁﬁ%ww\ y%gg@ygaﬁ@xfgm

?%°é¢*—%¥‘éw‘Eﬁbﬁﬁﬁm?%%ﬁiwﬁﬁ’H@m‘f#
A& e (T AR ) L Rl F A RSk y e LR
Wi b (10T AR ) YT ﬂzaﬁ%ﬁtﬁﬁ%ﬁﬁggiﬁ% o p DR R
S A2 WP AN RAFORBEATREL (MTHLRAEL ) G 2GR
BEGFRESEAFZ 53 I WERLH PR rEF L FHT A A A4 ¢
WHE AR EFL 2 BB AK -

ﬁﬁ%ﬁﬁ@ﬂﬂﬂ§%ﬁﬁﬂ#m%%ﬁ%§&%ﬁ%?%%%&@ﬁ
THEORMEAF RN RERS AR AL TR B2 HEG S AN
%%%%*@ REAFT o ¥ AR 2 TR R e AT RS AERFTRL
HEA TR EIY S FRARL R H A DERETREF RS iR

B

- A RISR R

> ¥ s g (systemic lupus erythematosus, SLE) & - &M 14 p 8 &
BAR TG /BAp P AR CRAA FEMN A PP TS AR
éiﬁ@’ﬁﬁﬁ%@~%ﬁ§@%%@%ﬁ£$’%ﬁ%%é@%ﬁ?’ﬁi
FH AR LI RBRE A LA R RR TR T RS TW -
fﬁ?w#@*ap“‘““‘”%‘?%‘%%\Af\i?\ﬁ%ww¢z
FTERPOFNTERARFER S AP REFE LR Ea AR
ARG o~ M A F ML s kAR ‘f}ﬁgg_;\\ﬂitl\lﬂiﬁ"’\,kpﬁ‘g?}? £%p
e BAREIFLFL S B HRT A E 7 ’:“m'i\’:”%’?w?ﬁ*’i#“ﬁfﬁﬁ“ﬁﬁymg
A3 B[] -

f:fa&ﬁaﬂfm" AP R BE A T B G0k 90% -
Byp R F TR EL F AW 2 2 VR R F R S TR AT AW 100 £ B 2
B4 =pad j39k (ICD-9-CM Diagnosis Code: 710.0) )I*F? FLE L w5 1.2
W88 LIk 882% Ak AdLk AT 25K T B R A (Ni1E65%) A
ABI91 #3100 & B P~ B35 5 3k a4 Ay BB (GRRR A2 )[2]
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2= AFOl#EZ 100/ » 2E Pl Bl ~ P8 R A A

ER

4 2L

74 St | 20~24 A& | 25~29 A | 30~34 A [35~39 A |40~44 A | 45~49 A [50~54 # [55~59 A

‘:uF

AHc| % | ABc| % | A8 % | ABc| % | A8k % | ABc| % | A8 % | A8 % | AEc|%)| 4 Ek

%

100

27,237|3,226(11.8|24,011/88.2|1,670| 6.1(2,529| 9.3|3,393|12.5|3,061|11.2|3,003{11.0|2,999(11.0|2,693|9.9|2,156

7.9

99

25,345|2,960(11.7|22,385(88.3|1,635| 6. 5(2,580|10.2|3,157|12.5|2,902|11.4|2,828|11.2|2,822(11.1|2,459(9.7 1,927

7.6

98

24,271|2,849(11.7|21,422/88.3|1,672| 6.9(2,596|10.7|2,982|12.3|2,799|11.5|2,738|11.3|2,612(10.8|2,330(9.6|1,797

7.4

97

23,645|2,770(11.7|20,875(88.3|1,686| 7.1|2,720|11.5/2,809(11.9|2,814|11.9|2,710{11.5|2,552(10.8|2,163|9.1|1,616

6.8

96

22,975|2,727(11.9|20,248/88.1|1,791| 7.8(2,709|11.8|2,730|11.9|2,669|11.6|2,633|11.5|2,456(10.7|2,047|8.9/|1,467

6.4

95

22,308(2,689(12.1/19,619|87.9|1,895| 8.5|2,833(12.7|2,568|11.5|2,569|11.5|2,544|11.4|2,315|10.4|1,961(8.8|1,261

5.7

94

22,492|3,058(13.6(19,434(86.4|2,034| 9.0(2,695|12.0|2,530{11.3|2,541|11.3|2,561|11.4|2,280|10.1{1,973(8.8|1,171

52

93

22,881(3,415/14.9]19,466|85.1|2,133| 9.3|2,627(11.5|2,603|11.4|2,601|11.4|2,612|11.4|2,264| 9.9|1,994/(8.7(1,152

5.0

92

21,964(3,378|15.4/18,586|84.6|2,235(10.2|2,546|11.6|2,488|11.3|2,500(11.4|2,458|11.2|2,200|10.0|1,753(8.0| 991

4.5

91

22,846(3,595(15.7(19,251|84.3|2,389(10.5(2,502(11.0|2,562|11.2|2,638|11.5|2,578|11.3|2,284|10.0|1,720(7.5| 990

43

d 3t SLE s A e B R it LB > £ L9574 fe & SLE s £ 38 F
B E o o k¥ F WR BB S 2 (American College of Rheumatology, ACR) #
1999 & 37 A1 SLE ¥ 4 51 4444 dE g SLE 23R B H 5 f ¢ 32 h VB A T
# % (glucocorticoid ) %l A ~ 2458 B % 28 5} L 1k 4 % (nonsteroidal anti-inflammatory
drugs, NSAIDs) ~ ¥ % % 5. (antimalarial agents) 4 hydroxychloroquine® ~ = Fr
A R T AT R 'ﬂw?-@ B SLE s R P Y BA RITRIFDERET
- hEFER R FHEBATH AR 0 & AL R ] A
( immunosuppressive agents ) ¥ m f¢ & # % # $~ ( cytotoxic agents ) s 4r
azathioprineb ( LO4AX01 ) ~ methotrexate® ( LO1BA01/L04AX03 ) - cyclosporind
( LO4ADO1 )~cyclophosphamide®( LOIAA01L )~chlorambucil’( LOLAA02 ) % nitrogen
mustard (LO1AA ) #f & =-[1] -

® b (B T R (European League Against Rheumatism, EULAR ) # 2007
E 4 SLE e 12 78 el 123k 4% HEERBY SLE,}%Am%#ﬂm:}% ,
Rk B & r-r"f\f’/z R %‘rfbﬁqﬁﬁkﬁ 7 e, NSAIDs ¥ & & 3 M b & lk_:"_gf’:’ﬁ ' o

# Hydroxychloroquine »* A R+ 3 17 i g 2 TG K 2 2 B opa B~ 5 25p k3
Bt h B ER AR ERAEFPRRAIAZREA 0 F T IRAA T BEIE o
° Azathioprine HARL P PTG RE S TTRAE LD R i e a2 P
PR LRI S & R e T RE T RSt
¢ Methotrexate 2 R4+ F 3 e 11 783 S 3| 2 4 78 © JRA| | FE 50 > ¥ RIS LA 2 B
ViR
¢ Cyclosporin ** 2\ E 427 + % 12 583 548 2 Q78 v JRA A E SV o ik L mRp 2 P
¢ Cyclophosphamide ** 2 42 7 + & ¢ 5 3 3 s3] 3] 22 2 35 v PRA A B 0 5 F m s e AR
2P i
" Chlorambucil ** A B+ 7 7 i Bk 5 T EBHT B R M T K 0 F R LB RIE .
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NIRRT SEILG IR R i A AT R Z R LT R T
VR R E B g i€ * gk A 4o azathioprine ~ mycophenolate mofetil®
(L04AA06)* methotrexatee %>+ & & 4 S 4 g sk e SLE i ¢ ( neuropsychiatric
lupus) » &% & Lk chds ik o LB FF A AR T i G FTEr o $H 2 AR T
£ (proliferative lupus nephritis ) > glucocorticoids & & & & #r4|# ¥ 3 *ﬁ%ﬂm% ﬁp
T %0 (end-stage renal disease) & it ; 12 cyclophosphamide = ¥ 2 e
HEHAFLD R RET RED R R T mycophenolate mofetil 7 fr_v‘zﬁﬁ
o # ez 3 kg w22 7% F58 (pulse ) cyclophosphamide ¢ e »qp e > ®
mycophenolate mofetil 7 #4F =3 44514 (toxicity profile) [3] -

S BRI REENARL KPR

Bmwwﬁiiﬁﬁébdmwmbwiaﬁ@GmﬁﬁﬁwﬂﬁMﬁ%@lMﬁ

11 * 13 p fAockafrd B %324 3 % 1011409851 8.2 & > 22 i g & &

T in R B % o * 3t AR T T R f‘ ﬁﬁmﬂmﬁ WA A ML

PR RS ERE R EWALLE i Benlysta® > » % iz B 4
Z i AR ATE T ¢ £ 120 mg/vial - 400 mg/V|aI % fé ZE

Belimumab ¢ ATC 4~ # #%5 5 LO4AA26 - 4 antineoplastic and
immunomodulating agents/ immunosuppressants/ immunosuppressants/ selective
immunosuppressants #f %|[4] - ATC 4 % F & LOAAA Jﬁ" W R w17 fa A4
muromonab-CD3( LO4AAO02 )~ antilymphocyte immunoglobulin (horse) ( LO4AA03) ~
antithymocyte immunoglobulin (rabbit) ( LO4AAO04 )~mycophenolic acid( LO4AA06 ) ~
sirolimus ( LO4AA10 )~ leflunomide ( LO4AA13 ) ~ alefacept ( LO4AAL5 ) ~ everolimus

( LO4AA18 ) ~ gusperimus ( LO4AA19 ) ~ efalizumab ( LO4AA21 ) - abetimus
( LO4AA22 ) ~ natalizumab ( LO4AA23 ) - abatacept ( LO4AA24 ) - eculizumab
( LOAAA25 ) ~ fingolimod ( LO4AA27 ) ~ belatacept ( LO4AA28 ) -~ tofacitinib
(LO4AA29 ) H ¢ muromonab-CD3 -~ antithymocyte immunoglobulin (rabbit) ~

alefacept~gusper|mus\abetlmus\natallzumabh\ecullzumab'\fmgollmodj\belatacept .
fr tofacitinib i F (F4& - FREH -~ CpEFTRADTE) #T[6]7

&+ 3 7 >y ¢k antilymphocyte immunoglobulin (horse)<e ** = [ 80 & ;_T_éd ’

i)

9 Mycophenolate mofetil >+ #* B+ 3 ;¥ f g 5 " 22 CYCLOSPORIN fr#f Bfs & & & * > 1 3g
PRERTHFEAEZALETE T P CRIOFRESIEL AL BFTR T 0 FAHHA 1B
FeTE o JRAA S B &R o

" Natalizumab 5+ * * % L5 )ﬁjjﬁ@-}f; T % 4 M4 gz (multiple sclerosis) | [5] -

" Eculizumab ¥ * *r ¥ A 5 f,;ajﬁ:fﬁ_ HEMRRL F Pk (Paroxysmal nocturnal
hemogloblnurla)é,i‘ (R A o %]L B REaEgE [5]

I Fingolimod 4+ * %“ LA o i e roa *“mlﬁ‘fi A % 8 4 H & (multiple sclerosis) (5 -
E) - ARFETAE S AREH), 5]

% Antilymphocyte immunoglobulin (horse)%“ ARIIPEVRRES TBEOBE S FLE T2 F
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mycophenolic acid ¥ 7 &2 :#&| & 1 ¢ »sirolimus'~ leflunomide™ - everolimus”
efalizumab® ~ 4 abatacept"’rrJ PR PTG RE TR 2P e R M2
;}];‘3 A o

PURE L R RENRS SR (B FRENCASET RS
PITE) PP 2 A iR F 301§ﬂ3+%“,r.)%“*ﬁff4jﬂ%§:§r%’
o 24 E s (corticosteroids) = A % 5.[6] -

‘ﬂ

k5 % B ACR 1999 # 43 51 & £ % EULAR 2007 # % ffi srick 431 > 22 3%
e SLE en& 5@ 58k A B 47 F R - hydroxychloroquine ~ azathioprine
methotrexate ~ cyclosporin ~ cyclophosphamide ~ chlorambucil & > = 2 ¢ 2 5 &4
B AE FI AR U B % & hydroxychloroquine~{e i & ]3| azathioprine 3 /5% SLE
SRR P X

G EAPM TR AL 45~ 2 F T b - e ATC A5 B AR P
",E’f;j]’, L 2 b e g2 B Fope THRE LR
WRRRISR T G B A REE ) LR PR i e s

*E & AP 02 i ek 0 £ belimumab shd & SRS A TR R TR SRR s e
W Em A g AR R d e SLE SR A TR R Y % (2 3 AL r
FUE B B AL A Prd B EE ) L 4 b 3 F#E oo belimumab 2 £% & #|
WA A ? i Benlysta® i E 2 B kR 5o

R 0 AF80 &7 P 3p e 4o

' Sirolimus ** 2 R+ 3 17 if ik 3 "% CYCLOSPORIN 2 A4 FHg A & # ¢ » k3fp s 4 &
A BERT 0 5 v IRHA 4 58

™ Leflunomide >t A R B PV R 2 T ok S AR BMEM & > X R EHR B AL
B & rid S 2 SRR T (T B DMARD disease modifying antirheumatic drug) -/ & =6 |+
s A GOt B &L 0 3 C IRAE] S &

" Everolimus *t s &+ %’fﬁ WERET =0 - a Fi w2 ciclosporin ficst €% 2 % Hf% » 3¢
PESRS SRRSO A R AR BT ETIEY o Jp i sunitinib & sorafenib i5 R 4 Rz
2R T Rp L 0 F CIRAA 65 5 - 5 TEM &2 IR T g
& & i+ (well-differentiated or moderately-differentiated) 2. # %4 (b & je i A s & 0 F C
PRANA 2 538 0 = 5 Tisg B % & 14 i g (TS: tuberous sclerosis)4a B #a % ¥ %™ E dm®e &
S fn 7 B (SEGA: subependymal giant cell astrocytoma)® B /i » ing @ 2 3§ & #3252 vh 2
*» ‘fiﬁfmﬁjﬂ‘ g0 F CIRAEE] 2 & e

° Efalizumab »* AR B PV i g s TEIR AR E A MR AL AR 0 N SR
2B e WY I E R R 0 FITAERS 240 | 2 A K101 # 67
5pzxdl o

P Abatacept ** A B P 3 PV i Bk & | LI R BB & L Orencia ¥ methotrexate i # » # 3%
phEEFPRIERAFFLGRE BEMS L HHE B A '?sfﬁ AiLh BopE [ F
methotrexate (MTX) & - &% 3% 7~ F]+ (TNF)$#r41H]]F 53 L& a2 27 Fend L % o 2,
#E 3BE B & L 0 Orencia &2 methotrexate & * » * 3t jnffe 3 ¢ A2 € R % & ti 14 R

THAE AR ’éﬁ;a“a)k BpEY ¢ - AR R (TNR)FJIH]F 57 2t a2
z limG;%& 6 11t 52 & o **Orencia k¥ 6 f 1T i d (3 ETFF?L‘ ° BEETE
"4 : Orencia 7 ¥ & H & 5K s b JBIEM & L(RA)E WA F R Y o 51607 1 5
Jg o
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o RRERFE (3 RTARR)

*3f 4 3 & 2% CADTH -~ PBAC %2 NICE z FRPHTRAEL 2 RP &
TR ARG EH B %M?‘ FL= e wdE £ & Cochrane/PubMed/Embase 4p B
TR UBELE FRARETR R B HERE B AN B

A 2P

CADTH (4t £+ ) | 2012 & 4 * 25 p 234 fcib -

PBAC (i£) $2012#127% 260 L BEFH -

NICE (#®) Belimumab & NICE €_#& ¥ — 4 3= (single technology

appraisal, STA) = Vi {7 » & 2012 # 4 * 27 p NICE
o i chk ¥ 371 22 3% (final appraisal determination ) 7 -

Joag o mpt k3 2013 F 0 2 p 0k vt Y 4R (appeal)
AR o

SMC (#t: 3) 2012 & 3 7 2 ff e L= 5 47 4
-7 7 42 & Benlysta® (belimumab) i * »t gt i 5
J# 4 PRF* ( National Health Service, NHS ) -

2012 & 12 * 27 p #% Cochrane/PubMed/Embase £

o

i3
B,
T

ERFRELFTE  FALAELY (T)

3 1 SMC % Scottish Medicines Consortium m‘ﬁ’é, o
(- ) CADTH (4c £+ )

4v £ 4 {4 % (Health Canada) 44 Benlysta® (belimumab) =i & 42+ if
B 2 TEARBE LG E Y G A et p WA R L2 > Pt et 1
B ERFIRRFEL[T] 4 &£~ %45 % & | ¢ (Canadian Drug Expert
Committee, CDEC) #2012 # 4 * 25 p = % £ F Z 3 % % (Common Drug Review,
CDR) & {42 % » A3k fe§* belimumab > % f ¢ £ A>T 4 By g 1 A5
REHS A i s & AR R T 2% (HGS1006-C1056'f- HGS1006-C1057°) & % &
7+ belimumab ‘e 4 &% 52 3§ F e A AR F X FH 0 R A

9 BENLYSTA™ s indicated in addition to standard therapy for reducing disease activity in adult
patients with active, autoantibody-positive, systemic lupus erythematosus (SLE).

" %% w3 HGS1006-C1056 %5 7 BLISS-76 (Furie 2011) :#= - ClinicalTrials.gov Identifier:
NCT00410384; other Study ID Numbers: 110751, BLISS-76; publications: Furie 2011[8].

S #5731 HGS1006-C1057 ##5 % BLISS-52 (Navarra 2011) :#3% - ClinicalTrials.gov Identifier:
NCT00424476; other Study ID Numbers: 110752, BLISS-52; publications: Navarra 2011[9].
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w1 &2+ e HGS1006-C1056 3% > #rdgT % 76 ke i3 ¥ L B
ANFEEEEF R R 02 3% 2 belimumab #2054 4 & T e 0
prednislone #| & & & & . FE ik Wiph L R4 B €305 belimumab hfgsk
EFXAmrgo2 4 belimumab high EFE 2 PFe > L B ¢ B2 A 4325
belimumab &= A2 % > ?*l:b%;f’iﬁﬁ Péizﬂ;'i H4v- B2 EEFTAEAE (quality
adjusted life year, QALY ) % & % =% 112,883 4c % ru + o Mf PN YR
WP AEATITERE ;fr’é = gﬂ LI 3 £H 278 % 3P TRAFRIEK
WAAFF o LR € iﬁg‘, | HGS1006-C1056 &5 st £ =% *%= ¥ 4* 2 Tf
B E 10l o TP A R € B ek A /F*quag rE[10] -

KRR ;I;Jew«;éﬁ ¢ 3% 378 R MR A i PR TR 325 (randomized controlled
trials, RCTs) » # ¢ 138 RCT &_tet £ # (7ch% 2 P H € 0 & :#5% LBSLO2' > ¥
23 RCTs & % 3 ¥ ek 2% (HGS1006-C1056 {= HGS1006-C1057) » 5 * 4 »
o E AR R Y LR R TINR TR F% R X 2=k (Safety of
Estrogens in Lupus Erythematosus National Assessment, SELENA ) e 2 £ 4 ‘= pa 4
R o b R £ 4 (Systemic Lupus Erythematosus Disease Activity Index,
SLEDAI) #l £ (7~ #i- SELENA-SLEDAI score) o #73 #2 3 % & “f B g st
Jg % (lupus nephritis) fo/ & B 29 %4 Sm % H 0 #15 Jp 4 R~ 5
S v RTINS F e 0 F BB - A7 P40 E &ﬁprednisone\antimalarials .

ZLRE FIER ) ok 5 %2 (nonsteroidal anti-inflammatory drugs , NSAIDs ) ~ & ¢ % $*
# A & & A& (3 7 %20 cyclophosphamide ) & B # & i % 4/%@ °

m LBSLO02 :#5% 3 » SELENA-SLEDAI ~» #c4 » (7 ) M+ m)li; Ao S Hp
523F - 449 iz A AN 4 7% 5 belimumab 1 mg/kg-~belimumab 4 mg/kg-
belimumab 10 mg/kg ~ &« % & e s> &% 01428 % 218+ 1 =% >
2 tsE Axpiastl = oo

m  HGS1006-C1056 = HGS1006-C1057 :#5 i » SELENA SLEDAI % #c 6
» () vk 4> HGS1006-C1056 3#5 (819 4 ) 4 76 it
HGS1006-C1057 2% (865 + ) % #p 52 it > i A S AR A R
belimumab 1 mg/kg ~ belimumab 10 mg/kg ~ & % &l chew] » &% 0~
1428 = 2iasfl=x 2 {65 4F36t 1= o ig¢ HGS1006-C1056 f-
HGS1006-C1057 # & chip » R Ap iz » {25 4 ## s o 4 8~ AR
R AMBLESE Y 55 BEG PAPLE

LBSL02~HGS1006-C1056 f= HGS1006-C1057 5 ¥ » & 52 i¥ = belimumab
BRI BTk e Bk B A 19% 18% ~ 22%t 26% ~ 17% 21% o &
TR RESFR LE LN s P TS et BIAPIT o

'# 5% ¢ w3t LBSLO2 2% (Wallace 2009) - ClinicalTrials.gov Identifier: NCT00071487; Other
Study ID Numbers: LBSL02; publications: Wallace 2009[11].
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1R ¢A \QW;Q; FER s s B R n‘\Fﬁ g $8 =% (physician global
assessment, PGA ) ;e;T”‘]ﬁ%ffwﬂ" P E A RET S F o KER AT e
PRAFEER NG

LBSLO2 # & ihk b i & J 22y ﬁl (co prlmary outcomes) ¢ 4= &% 24 %
SELENASLEDAI » #ceizc g2 & > 12 3 % 1 =08 (Tanpr fF - HGS1006-C1056
e HGS1006-C1057 35 thi & 7 »cdy %&m’: S2i¥ PRI § £ M A o
W 7> SLE ¥ Jis4p 8 (SLE Responder Index, SRI) » # ¢ &% 52 ¥ pFis £
FlE AR RIS OR TR T

m b A ELe SELENA-SLEDAL A i > 44 (5 ) 1t > @

s FEEMER AT B (AR B4 503 4)

m KRG E RBTR E (Brmsh Isles Lupus Assessment Group, BILAG )
BT BB B8 S ABT REY LG BT RBATER
A %4 #ic (most active disease) » & ¥ #7% B B %4 # (intermediate
activity) (n®BF %3 ALE 1574 -

4 R € 3P SELENA-SLEDAI 4y ficd= Bid 4% 2 2 %~ 7 2 % e S Bicdy
%”'Wé’“ﬁ JLEE AmTE s AMch® 5 1054 004 AT AR BB
LTAEEN AR LT RAELY R & - PGA A i dpficeh- 386> > 2.0 2
A% 10 = & G #g £ £ (visual analogue scale, VAS) » #4: 0.3 () =4

pin s A ERAER L ADET - BILAG T4 % - SR ~ A2 A K A 5
IR I B o A B AN L B "F‘,' Wy BB I R ALE B kB
dFFE - GHTSAETEGRG LA R LB HET AR ARG
AV A (1) Fg ~(2)4pk ~(3) R4 & (4) FAM 0 AETET
/5 L f;é‘,’l AP ARIRR NSRS LaAs o 5 B v
et T d Asd B A AR AR ZEF R (very active disease) ~ B
Zor ¢ R F B (moderate activity )~ C 4 77 s -4) & 4% 2 (mild stable disease ) ~
D £ 1 5 © 4#lehs s 15 (resolved activity ) ~ E 4 o1 3% B F 144k = (never
involved) o #74 # 3 cniE B Ap i 2 F &y Ee * SF-36 FHEEN AN X
#. (Medical Outcomes Study Short-Form 36, SF-36 ) it {7 =%

At £ X mpv @ v AR 5 10mg/kge £ B € ¥ 31 3% HGS1006-C1056
fr HGS1006-C1057 2 # belimumab 10 mg/kg ‘e fr% &l e cngy »e i % o

m  HGS1006-C1056 f= HGS1006-C1057 &5 & 52 ¥ pF » ik J5 SRI 3= 7
F Rehgm A p A vty B or belimumab 10 mg/kg . PREEFLLRHES D
BEEEEE G 43%: 34% ~ 58%+t 44% ; HGS1006-C1056 :#5% 7 76
WA B FnkF R AV IR AP I EFLE 04
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b E U EE A B2 kRS /J»}i L R 4

m  HGS1006-C1057 ##5% # 52 ¥ P » belimumab 10 mg/kg . Fiii'ﬁﬁrx SRI
3B FEFA AT RF ST A2
SELENA-SLEDAI-PGA-BILAG £ 7| P ey » b & B 5 58%:* 46% -
80% +* 69% -~ 81%  73% ; HGS1006-C1056 & % Rl ¥ 7
SELENA-SLEDAI score ¢ — 38 p ¢ belimumab 10 mg/kg = & ¥ +* % &
A g o kE G 47% 36% o

LIS A R R A seE@ * prednisone T 2% E K0 1 0 25%
BEPHEL(F)TEMEE A B e d B AR F
PR N

m o A SF-363F A B & T g % s (&% dobelimumab 10 mg/kg e fe%
RAegils ELR -

" HGSlOOG 01057 ;é%? # >belimumab 10 mg/kg (e 4 ¢ 3 EehF &0 &g
Fob & A e s e & HGS1006-C1056 sk B 3 s st F g ¥ £
B .

3RS AR belimumab s % B IE G b & R o

% 2p@a£is e 0 4§ Lje LBSLO2 + HGS1006-C1056 -
HGS1006-C1057 25 * & ip i . chid %;‘};4;, :

BT EERERFEZF R AFEEREFLFE e g SRt o

= belimumab “-E':})‘ﬁ& v Fp LA ES o RE G 1L A3 4
belimumab &5y = R FlA B 5 30l 4 ~3 GIrE £~ 2 b ’F‘t
T2 (2P R )100%E LBp R ~fol 5|2 P R T o

= Dbelimumab 10 mg/kg e 4 & S B PE B LF gy 2 P A
FRA R S & e 1% 0.1%2 & 0.4%' 0.1%-% #.( pyrexia)
1.3%¢+t 0.4% -~ ﬁs?]'}iifﬁ B~ & 0.6%' 0.3% ~ £ § ¢ X 0.4% 0.1% -

(=) PBAC (i)

% 2012 # 12 * 13 p i+ > Benlysta® (belimumab) ¥ & B8 ;8 RN F]
L) (Therapeutlc Goods Administration, TGA) + # 2¥+# [12] - 3 2012 & 12 *
26 p @R E L H %L A ¢ (Pharmaceutical Benefits Advisory
Committee, PBAC) = B Jexk 33 > & & belimumab 4p B 7 42[13] -

() NICE (& &)

Belimumab %3 R R #iE & 2 2/ 5 4847 7 = (National Institute for Health
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and Clinical Excellence, NICE )& _# ¥ - gijifiﬂ’-f%' (single technology appraisal, STA )
2 A 0 B2 NICE & 2012 # 4 7 27 p = i chd % 3% 22 2k (final appraisal
determination, FAD) % % $2 & > A % A% R m‘ >t ¥ 4h (appeal )i 422 ¢ [14] -

#>+ Thelimumab &% 5 k8o ™ % 3 % At (anti-ds DNA
Moo ) chp ML A FBE o Em]ﬁ‘ S AR/ SRS A EB S
(add-on therapy ) ; +2 ¥ if g " > FAD s % 4 % 38 bellmumab

FAD # % belimumab i 7 @ & & R 2 ffif%gii:;?a Ak BT T4 % (patient
access schemes, PAS ) » # # $20 & ZE R $74een™ L2 70 2 W 454e ) B ¥
BH o FZRLAED c LR ERIMETERE LR L EHERLSE bellmumab
ﬁ?ﬁ'&’«& L NN aa_% 5 Bm 4 B TS % (patient access scheme ) P

FHF A% R ] 2 (Evidence Review Group, ERG) #7#& &1 & & 3 el = 4
3L 5% LB (mcremental cost-effectiveness ratio, ' ™ f#§ # ICER &) & & {4 1
s 2 % & (quality adjusted life-years, QALY ) & % 4 61,200 &4 > 827X 4
Rgrmge 5y LAERELRAp 7 1 » ICER BehPAS © B 72 38k &
e EE R € RAREEY R PAS S ICER &% B B A it & PR4+( National Health
Service, NHS ) + ¥ e e AR EARTIE TG VRO A
v i belimumab £2 rituximab'sip 445 2> Flt 4 B € % 325 § PAS fhbelimumab
v g rituximab * i NHS € Bgom 5 = Aoy o

-

B b STA ¥ -3 enp fhom 4 ﬂm&ﬁﬁf@mﬁmaxﬁ’%
anti-ds DNA F 1% ~ #4488 ~ {v SELENA-SLEDAI 4 #cE > § 10 4 s 4

E 45 kR 5 BLISS-52 %% (F CADTH 31 % 2 HGS1006-C1057 ;‘;e.%;) fe
BLISS-76 3% (I CADTH 31 % 2. HGS1006-C1056 %% ) ch14 | 4 47 &1 f & 4
15 5 % [15]

() #eFRERTHE

B R e

i

(1) SMC (&t ) [16]

Fi®E s 1 B ¢ (Scottish Medicines Consortium, SMC) *+ 2012 # 3 ¥ &
%% 7 32 & Benlysta® (belimumab) @ * *t gt i 51 Ri&# pR7+ (National Health
Service, NHS) - SMC A > 218 % 3 # [k 25 » 105 et gl A

“ As add-on therapy in adult patients with active, autoantibody-positive systemic lupus erythematosus
with a high degree of disease activity (for example, positive anti-double-stranded DNA and low
complement) despite standard therapy.

Y EXPLORER frial : rituximab +* #% g&* 0% ? T £ A A b 1L eh SLE »
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belimumab |- #57 $  SLE s « e i indle SR Bief = & & LHR TP
JBEIRSMC 42 & & &% 0 NHS (F %2 A4 ST - &)

R g # Benlysta® * *+ 4 B A e R (AT AL - anti-ds
DNA 5 4) ‘fr SELENA-SLEDAIY: > (%) 10 4 12} m.)]% Ao Benlysta e b
3 TR j;;}% A s B BB Aot 6 1B 7 3258 g »a 1 0 £ B p& SELENA- SLEDAI
dn B 3 314 8 PERE %k Benlysta® ;s 5 & *F fa 7 181 SMC v R
B m 4% 0 Benlysta® B £ s PERF L 6 & 0 2 Bop A e iRl B i L IR

RBCEBRAAA R D~ 50 o AR B X FHHE TR
1%;%556% BLISS-52 v BLISS-76 > 11 2 7 & # @ 35k A 45 0T (F NICE
CADTH 31 * 2 Tk i85 > § MBS P 5 2 Bipi 22 A2 5(7 ) &)

SMC &% belimumab 7% SLE %87 % 52 3 pF SRI & &5 5 /) "5 & e > ¥
SLE M f2 57 & & b g dh v 28§ 70 0 her 5 S R ok R A it
P AR f;ujwﬁr 76 ¥ pF e SRI & )@ﬁ v 1% 4 A R A belimumab 10 mg/kg #2 %
AR REIT LT RFLE o '@/I‘%a%w? /& (European Medicines Agency )
‘Q‘T\fiﬁ?w‘*ﬁ ke s A L %Lt#ﬂigt_d. "J}E\‘ '693155;’]% "—"—-‘%#Fl’f-,—,

o 5 R #® B ofs 5 8 & (SELENA-SLEDAI score = 10) s £ $t
bellmumab F R E o

2. T TR AP v‘}gk
(1) #=x>32
#4F 4 * 2v40F Cochrane/PubMed/Embase & + FAL R 2. = 2 3P 4o ¢

1T ) PICOS Rz H0F 512 > WHOF B LAY FATEL G IFET L4
# (population) ~ 75 = i (intervention) ~ % »c ¥ P& & (comparator ) ~ F »cip|
£ 4p 1% (outcome) % 777 K 3-2r = % (study design) » H #0&F i i L 4eT ©

Population o~ 5% i+ 1 systemic lupus erythematosus, lupus

BrpiEe s Ry

Intervention belimumab

Comparator L

W SMC #p SELENASLEDAI#@&%Iﬁﬁ%?Oi 105 20 & % 71X 5 :ﬁf},%?éﬁé'ﬁ’ZOA\(g)
|1P§-\—]—}5_[r>7},r§f§, fnrf}o
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Outcome Tk & % 4p 1

Study design randomized controlled trials, systematic reviews

L

#£ 12 % 27 p > 12 (belimumab 4= systemic lupus erythematosus) #ai i & B 4

3 FHR .
Q) #FEE

™2 belimumab ~ systemic lupus erythematosus # 5 B 425 3% PubMed < 11%*;.?“
FLE > 4 Article types 14 Systematic Reviews i g » = 7 11 & < /I% B AR
B & (7 PICOS &% HE 9 HowhEEMr 2 1 ERCTr3 ¥V 14
Wiglesworth % 4 % 2010 & % 4 = L;%[l?]&’gt:% R /F*Jerwéﬁ s ERAIE TRk
P27 5% WAty & vilidy 0 3 R TRAE&R e T 2011 £ & 0 ARy
e AT RS g “,f o ¥ #- Article types 14 Randomized Controlled Trial &g * %
6k~ /§’% ’ #“,f—?i PlREHAFERER 2By LKk EK[18]E 1, £
$5 55 % 3 RCTs e 7§ ¥ %é/»\#frélgk[lg] AR AR T M v‘[ﬁ’% B -
BEDY 2 DIRKREEK [§J% (Wallace 2009"[20])~2 % % 3 H9ahk #5% < /,%J%

(Navarra 2011[21]4= Furie 2011[22]) ~ 1 -4 38 % 3 #F RCTs ik K 7x ¥
&A1= /gle (van \ollenhoven 2012[23]) ¢t ¢t »2 belimumab ~ systemic lupus
erythematosus i & B & 3% PubMed ~ jpt 78 L éin process + o & 7 9
ol /]?e ) 2t “,f 1 % BLISS-76 trial # :#5% - #£ 33 belimumab * *% > 3+ i pneumococcal ~
tetanus 2 influenza % w™p * SR FE > ¥ “,45 75— Stw R~ }I?e s Flee LB A
5 2 HP YRk iRER 18 chB At W RE A T2 Lﬁle(Merrill 2012[24]) - 3.3 PubMed
égkfﬁiﬁéﬁﬂﬁéé% =+ £ PICOS ﬁ’ﬁ 5k ¢}I§J% o

12 belimumab B 4& 5 4% Cochrane Library s Title, Abstract, Keywords § i -
B0k sufhs Py R 6 o sk o i R0 4 K 2§ 7 PubMed dp - el
o L EWRAEERFE > Ph 1 RP rituximab *TIa R4 Rk 0 g

(cryoglobulinemia) &7+ sz 1 & belimumab % 2 9 Tiesk i#% 4 & 2006 # 4
IR EHE G R R £ ROF -

2 belimumab ~ systemic lupus erythematosus & = R 45 3% Embase < fgkﬁ
LR > #- Study type 12 randomized controlled trial /g > = ¥ 13 = ),% PR AR
Kﬁzrfi’ PubMed #& 2% £ B 6 4 é)l?e o f R AR 4 & 2 {7 PICOS 6 :E 0
T Jo = BALw i % jk o ¥ - Embase ¥ ek 7T AL Evidence Based Medicine 1

* ClinicalTrials.gov Identifier: NCT00071487; other Study ID Numbers: LBSL02; publications:
Wallace 2009[11].
Y Annual Scientific Meeting of the American College of Rheumatology
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systematic review g > £ ¥ 8 ¥ ik > F X ARATE R & 32 (7 PICOS i -
K,% 4 % * % PICO e~ }]?e v 1R #U,f 4 % - Jik']i‘}"léﬁfé)g% » A0 R

it w];kv‘ » Furie 2011 2 Navarra 2011 & B ¥ 353 * * 3P RBLIATATE R
z&«g—g ML /H‘ravﬂc (Furie2011 # %A B ¥ #3 fit e vzgk 1 > Navarra
2011 'LﬁEL 3 B “‘]‘I—‘l v}*k 2) > van Vollenhoven 2012 3 A 7 ® FE e
;\:}%ra"fﬁz}ygavf% G b‘&ELE' FEiEe v)‘% 4) > Merrill 2012 ,wf;\r;a wE
AN EEL M2 QﬁJr (FF &QJE' L—;KIT,_‘IQH5) f i 4EVQ/I§J< ‘b }“U‘g
é%3ﬁw—ﬁﬁWA%ﬁ¢%ﬁW?ﬂMMQMH%]($i3d¢§ﬁ
v}*JcB)o Fo 57@?,?/,%&;@ oY GE T P REAIATATE Z /;5*
i‘ﬁt&ﬁffg"}'} - & > RCTs ?}EJ:"Y*‘ 2R T z«i\iﬁ W?g%fliiﬂ:'w R %“ &
ERo=A A ?ttf ) lﬁ",j}um* WE A s MR B V(7 F 28 T4k R % Wallace
2009[20]# % 3 ¥y 24 # 5% Furie 2011[22] ~ Navarra 2011[21] ) »

() L&A PN F LR
A TREWERA IR

&7 % 2 ¥ Wallace 2009 :#% ¢ % 3 # Furie 2011 ~ Navarra 2011 :# 3% & %_
PR w s BRI X AR TRE % o = 7 RCTs o 4 34 #”f’ﬁ
B B TR B R 1R Ik SRR e A e

Wallace 2009 ;&5 i » 11449 i=y5 4 1 & kp 2 B4 £ % 050 Binf
<o Furie 2011 @8 » 61819 A A & kp FM S EF £ L S BT F
wF & 19 B RN 136 Bisgk ¢ o~ o Navarra 2011 385 4 » 40865 o A A
ERpPFP T EFN AT L RERBBFRFD0 Bk v TS ®éeF
B RB TR -GRE EZEFfooS GEilie )
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# = Wallace 2009 ~ Furie 2011 - Navarra 2011 2 s 4 xR

N Wallace 2009 Furie 2011 Navarra 2011
FF S 2mRCT %38 RCT % 3% RCT
i % B9sitesinthe 136 centersin 19 90 centres in 13 countries in Latin
ik USand countries in America (Argentina, Brazil, Chile,
Canada. Europe and Colombia, and Peru), Asia-Pacific
North/Central (Australia, Hong Kong, India, Korea,
America. Philippines, and Taiwan), and eastern
Europe (Romania and Russia).
TR RS

Wallace 2009 :#5 =385 % 5 belimumab 1 mg/kg ~ 4 mg/kg ~ ¢ 10 mg/kg ¢
AR AAE T * HSLE s By 4p b 2 5( 1T & f§ Aibelimumab 1 mg/kg & -
belimumab 4 mg/kg % ~ £ belimumab 10 mg/kg ‘) > Furie 2011 4= Navarra 2011
AR B e 5 belimumab 1 mg/kg & 10 mg/kg *c + & 5 4 R AL fEw g * 7 SLE
AR M #F & (11T & A belimumab 1 mg/kg ‘e belimumab 10 mg/kg &) ;
=7 RCTs et e f] 5 & A4 b L om A RAJETLR * eh SLE in R 4p b & 5

(T AT EAE): p A R AR Y HSLE n R E & ¢ AR -~ Fk A
BESLRIIAE  BEF TG 3 2 (G & o vt’#”f%ﬂ
Bt t i%si‘%%m%rft—%r%id"é\‘léw”ﬂl__ N B IR Sl A
IR GEERAS )

Wallace 2009 &2 e B jo R PR 5 52 3% » H (5 B4 24 3 enB 2B /5805
o RE AR AT iE #H # = belimumab 10 mg/kg /&% ° belimumab 1 mg/kg
2 4 mglkg = o s A "R R AR m)%‘ 24 = 10 mg/kg /5% 0 belimumab 10
mg/kg = m[}is AT EREFTME R B 35 ek F )@m)ﬁﬁ R
belimumab 10 mg/kg #* 28 = ;1 8- = ek EF 7o (Merrill 2012%) 5 Furie 2011
e B SR PERF L 76 3% 5 Navarra 2011 3®Bk e & ok PR 5 52 3% o

Wallace 2009 :#5% e & F »edp LR AsELs 24 3@ SELENA-
SLEDAI 4 cec g e o v & 52 W 5 - ”% feehpE 5 Furie 2011 g
Navarra 2011 % hi & fr »edp e % 5% s 4 & 52 ¥ pren SRI F g5 » 7 o
%k sugkdprt - SELENA-SLEDAI & dcip > 4 4 (3 ) 4+ 2 B Easi &
Bl B (2 %034 ) 2 BlLAG;ﬁg{F;.‘,Ma R BATE A K
AEAIATER B ARABROEY R LG ARE 13 5 A& e L}Lﬁﬂ—/w\%‘r ¥
(xR Bk (intent-to-treat) /W\Jffr%xisu P AT A D G RRE L

? ClinicalTrials.gov Identifier: NCT00583362; other Study ID Numbers: LBSL99; publications:
Merrill 2012[26].
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Wallace 2009~ Furie 2011~Navarra 2011 ;53 % m A2 R 39 4175 % (withdraw )
XY EARMFAR AL RINREDRTFS I LFEEEE L AR

- .
a .

3T R RE R AT IR e

Withdraw, n(%) Adverse  Disease progression/

Study Group week 52  week 76 event, n(%) lack of efficacy, n(%)

Belimumab 1 mg/kg 114 21(18.4) 8(7.0) 1(0.9)

Wallace 2009 Belimumab 4 mg/kg 111 17(15.3) 4(3.6) 0
LBSLO2 Belimumab 10 mg/kg 111 27(24.3) 8(7.2) 2(1.8)
Placebo 113 20(17.7) 5(4.4) 1(0.9)
. Belimumab 1 mg/kg 271  (20.3) 82(30.3) 23(8.5) 17(6.3)
;”Lr'lgé?;: Belimumab 10 mg/kg 273 (23.4) 72(264)  18(6.6) 12(4.4)
Placebo 275 (25.5) 89(32.4) 23(8.4) 20(7.3)
Belimumab 1 mg/kg 288 48(16.7) 16(5.6) 12(4.2)

Navarra 2011 .

BLISS-52 Belimumab 10 mg/kg 290 49(16.9) 15(5.2) 12(4.1)

Placebo 287 61(21.3) 19(6.6) 16(5.6)
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# = Wallace 2009 2% & Merrill 2012 2£ # ;%% ~ Furie 2011 - Navarra 2011 % 3 #p ;85 s » ~ 3 i 2k 27 vt 1R

. o . o Treatment . . . . .

Study Inclusion criteria Exclusion criteria ohase Analysis set Primary endpoint Major secondary endpoint
Wallace  |Age > 18 years; Active lupus nephritis or central 52 weeks |Modified The coprimary efficacy end |[Changes in week 52 SELENA-SLEDAI
2009[20] |Patients fulfill the American College of nervous system disease, pregnancy, intent-to-treat points were the percent and BILAG scores, time to first SLE
LBSL02 |Rheumatology (ACR) criteria for SLE who |and receipt of cyclosporine, population, change in the SELENA- flare (assessed by the SFI or BILAG)

had active disease as defined by a SELENA- |intravenous immunoglobulin, defined as all SLEDAI score from baseline |during and after the first 24 weeks, and
SLEDAI score of > 4 at screening; biologics, cyclophosphamide, or patients who (day 0) to week 24 and the |the percentage of patients with a
Stable regimen of prednisone (5-40 mg/day), |dosages of prednisone 100 mg/day were randomized [time to first mild/moderate |prednisone dosage < 7.5 mg/day or
antimalarials, or immunosuppressive agents |within 6 months. and received a  |or severe flare as defined by |reduced by 50% from baseline during
for at least 60 days prior to day O (first dose). dose of the study |the SFI during 52 weeks. weeks 40-52.
agent.
Merrill Have completed the LBSLO02 trial and 1. Required more than 2 courses of  |Study Start |The data set used |Safty measures.
2012[24] |achieved a satisfactory response. corticosteroids for treatment of severe |Date: for analysis
LBSL99 SLE flares in the last 5 months of November |included 4 years
[26] LBSL02. 2004; of belimumab
2. Had an SLE flare during the last 30 |Estimated |exposure for
days of LBSLO02 and through the 1st |Study patients
dose in LBSL99. Completion |originally
3. Used any of the following Date: May ([randomized to
prohibited medications during their ~ [2016. receive

participation in LBSL02:

= Other investigational agents.

= Biologic therapeutic agents:
adalimumab (Humira™),
etanercept (Enbrel™), infliximab

(Remicade™), and rituximab

belimumab and
for patients who
switched to
belimumab after
1 year of placebo
treatment.
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Study Inclusion criteria Exclusion criteria Trsat;g:nt Analysis set Primary endpoint Major secondary endpoint
(Rituxan™).
= [ntravenous cyclophosphamide.
= Corticosteroids >100 mg/day
prednisone equivalent for reasons
other than severe SLE flare.
Furie Age > 18 years; Serious intercurrent illness; 72 weeks  |Modified SRI response rate at week 52|SRI response rate at week 76,
2011[22] |A diagnosis of SLE according to the Severe active lupus nephritis, severe intent-to-treat (defined as a > 4-point percentage of patients with a > 4-point
BLISS-76 |American College of Rheumatology revised |central nervous system population, reduction in SELENA- reduction from baseline in SELENA-
criteria active disease (SELENA-SLEDAI  |manifestations; defined as all SLEDAI score, no new SLEDAI score at week 52, change in
score > 6) at screening; Pregnancy; randomized BILAG A organ domain physician's global assessment score at

Seropositivity as defined by 2 positive ANA
or anti-dsDNA test results (ANA titer 1:80
and/or anti-dsDNA antibody level > 30
IU/ml), of which > 1 test result had to be
obtained during screening;

Stable treatment regimen was required for >
30 days before the first study dose; stable
treatment could include prednisone (or
equivalent) alone (7.5-40 mg/day) or
combined (0-40 mg/day) with antimalarial
drugs, nonsteroidal antiinflammatory drugs,
and/or immunosuppressive therapies.

Prior treatment with a B cell-targeted

agent;
IV cyclophosphamide within 6

months of screening; a tumor necrosis
factor inhibitor, anakinra, IVIG,

prednisone > 100 mg/day, or

plasmapheresis within 3 months of
screening; and immunization with a

live vaccine within 1 month of
screening.

patients who
received 1 dose
of study agent.

score and no more than 1
new BILAG B score, and no
worsening (increase < 0.3)
in physician's global
assessment score versus
baseline.)

week 24, change in Short Form 36
version 2 (SF-36v2) health survey
physical component summary (PCS)
score at week 24, and percentage of
patients with a mean prednisone dose
that was decreased 25% from baseline
and was < 7.5 mg/day during weeks 40—
52. Disease activity was also assessed
with the SLE Flare Index, modified to
exclude the single criterion of increased
SELENA-SLEDAI score to 12 as
defining severe flare.
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Study Inclusion criteria Exclusion criteria Trsat;g:nt Analysis set Primary endpoint Major secondary endpoint
Navarra  |Aged >18 years; Severe active lupus nephritis or CNS |48 weeks |Modified Response rate at week 52,  |Proportion of patients with at least a
2011[21] |Patients met the American College of lupus; intention-to-treat |assessed with SRI. defined |4-point reduction from baseline in
BLISS-52 |Rheumatology criteria for systemic lupus Pregnancy; population, as having a reduction of at |SELENA-SLEDAI score at week 52,

erythematosus and had active disease (score |Previous treatment with any defined as all least 4 points in the mean change in PGA score at week 24,
>6 at screening on SELENA-SLEDAI); B-lymphocyte-targeted drug randomly SELENA-SLEDAI score, no|mean change in SF-36 physical
Unequivocally positive ANA (titre >1:80) or |(including rituximab), intravenous assigned patients [new BILAG A organ component summary score at week 24,
anti-dsDNA antibody (>30 TU/mL); cyclophosphamide within 6 months of who received a  |[domain score, no more than |and proportion of patients with an
Stable treatment regimen with fixed doses of |enrolment, and intravenous Ig or dose of the study |1 new BILAG B organ average reduction in prednisone dose of
prednisone (0-40 mg/day), or non-steroidal |prednisone (>100 mg/day) within 3 drug. domain score, and no at least 25% from baseline to 7.5
anti-inflammatory, antimalarial, or months. worsening in PGA score mg/day or less during weeks 40 to 52.
immunosuppressive drugs for at least 30 days (increase <0.3) at week 52
before the first study dose. compared with baseline.

TR RS
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Wallace 2009 (LBSL02)

Furie 2011 (BLISS-76)

Navarra 2011 (BLISS-52)

Belimumab Belimumab Belimumab

Belimumab Belimumab

Belimumab Belimumab

1 mg/kg 4 mg/kg 10 mg/kg Placebo 1 mg/kg 10 mg/kg Placebo 1 mg/kg 10 mg/kg Placebo
Number of patients 114 111 111 113 271 273 275 288 290 287
Age, meantSD years 42.0+11.7 42.6£10.7 41.8£11.7 42.2+10.9 40.0t11.4 40.5+11.1 40.0+11.9 35.0£10.6 35.4+10.8 36.2+11.8
Female, n(%) (94) (95) (95) (90) 253(93) 259(95) 252(92) 271(94) 280(97) 270(94)
Asian origin, n(%) 6(2) 11(4) 11(4) 106(37) 116(40) 105(37)
Geographical region-Asia/Pacific, n(%) 111(39) 119(41) 109(38)
Disease duration, mean+SD years 8.5+7.2 10.1+9.2 8.5+8.0 8.1+7.4 7.9+7.1 7.2£7.5 7.4£6.7 5.0+4.6 5.0£5.1 5.946.2
SELENA-SLEDAI score, meantSD/SEM 9.9+0.4 9.4+0.5 9.5+0.4 9.5+0.5 9.743.7 9.5+3.6 9.8+4.0 9.6+3.8 10.0+3.9 9.7+3.6
SELENA-SLEDALI score >10, n(%) 144(53) 136(50) 140(51) 139(48) 160(55) 158(55)
BILAG 1A or 2B score, n(%) (96) (96) (98) (90) 173(64) 160(59) 187(68) 166(58) 172(59) 166(58)
PGA score, mean+SD/SEM 1.6+0.05 1.5+0.05 1.5+0.05 1.4+0.05 1.4+0.5 1.4+£05 1.5+£0.5 1.4+0.5 1.4+£0.5 1.4+0.5
Daily prednisone use, n(%) (68) (66) (67) (73) 211(78) 200(73) 212(77) 279(96) 278(96) 276(96)
Prednisone>7.5 mg/day at baseline, n(%) (35) (32) (34) (43) 130(48) 120(44) 126(46) 204(71) 204(70) 192(67)
Mean prednisone dose, mg/day 8.7+7.6 8.4+7.9 9.448.9 12.9+8.6 13.2+9.5 11.947.9
Any immunosuppressive drug, n(%) (46) (53) (52) (49) 153(57) 148(54) 154(56) 120(42) 123(42) 122(43)
Mycophenolate mofetil 45 (17) 50 (18) 42 (15) 16 (6%) 17 (6%) 19 (7%)
Azathioprine 52 (19) 58 (21) 57 (21) 71(25%) 84 (29%) 68 (24%)
Methotrexate 53 (20) 39 (14) 60 (22) 24 (8%) 20 (7%) 35 (12%)
Antimalarial drug, n(%) (70) (65) (69) (74) 171(63) 168(62) 180(66) 195(68) 185(64) 201(70)
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B. %28 RCT &£ %% %

Wallace 2009 % 2 #F Tk i#5% chi & froadp h e pF e 7 belimumab iz - e
ApFsEE: 24 ¥ pF SELENA-SLEDAI & ficec g enp A v 223 52 ix 8 /F % -
B TepE R 0 R A A58 % & om 3 e belimumab oo e s E_ B 24 s & §_52
FPF o L - e SELENA-SLEDAI 4 #icps > 7 4w &2 ”“@3?' GRS GRS
Z £ % belimumab /5% Bt R FA s - X8 ITX i s R st b
HE o A7 %3800 4~ [20] ¢

%~ % 2 8 Tk 5% Wallace 2009 g5 f <

Placebo Belimumab Belimumab Belimumab All
Ry pdp i 1 mg/kg 4 mg/kg 10 mg/kg  belimumab
113 « 114 « 111 + 111 « 336 +
24 4
SELENA-SLEDAI @ é -17.245.1  -23.3t4.4 -11.345.4 -23.7+4.2 -19.542.7
I pgk b 'FT AR
52 =
mean=SEM @ " 206452 -20.7+43 -23.9+7.3 -27.945.5 -27.2+3.3
5 1E Y Xk, A 83 68 61 70 67
Median(IQR) £ (42, 140) (39, 146) (29, 147) (29, 154) (32, 147)

:x : SEM: standard error of the mean; IQR: interquartile range; ¥ iz 5 SELENA-SLEDAI flare index
THAE R AT IT

B2 SR E S 8k o4t TR BEEFLER P
FHSER ¥ hg 2 F4piT o 18 belimumab J5 % = (4%) v % A2 (0%) %F
FH# AR R RS (urticaria) k&) > 7 3 R 2 AFP belimumab 7 F # £
] 4 5 [20] -

Merrill 2012 §_ Wallace 2009 % 2 # f/k :#sk ¥ 225% > 1 & 43T
belimumab % 214 o 2728 ¥ 385k 4 eh* F ™ 2 & 5 belimumab & & & & 48
g * h SLE inf e 0 AR ArA L 0 m A A TR RERIR
AR RFeHEHARR AT EEAKEEFF - FHA 5 o belimumab
HHAESAAFE SRR LF L REAAEE LR AR e
R DR E R AT o RIFREE Y SRS (Medlcal Dictionary for
Regulatory Activities, MedDRA ) =% » & ¥ # 24 % LEX 2 eahBF A Ripg 282 F
AH WMV RERT 1 EIS 4 EZF > & 100 A EF 2 XY A3 74%3 84%
(523 Min B Y > % FAl s 100 ¢ # 5 3 F 5 74.6% > belimumab ‘e 3
79.4%)c B¥ F 4 3 AE LM &G (arthralgia) ~ P = B 4~ R R
B o B FR R ok e 4 o4 iBbnR b oA g o & 100 4
spcE 7 L E i (serious adverse event) # 4 F 4 *t 13% % 19% (52 i i ik
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W XA es 100 2 & a4 X L 20.0% > belimumab & 5 17.2% ) & 3

LR ']“i,f_ £ (cellulitis ) fe-& o714 "o 42 w3 ¥ ( transient ischemic attack )
W Egy 1 Er 100 XA 2 2L 13% % 2 TRAiE%k 204 £
BB gmd 5h7= %2k 29 1Hgd s des Eﬂf; F fsm}?é':II%i'r*“* X
(cytomegaloviral pneumonia) # ic iR ARRE 3 ¥ — G| PSR 2 R blL A
By 4 E LR E MR “1;?]':}}% (coccidioidomycosis ) » 5 i ¥ 4t o R & B oo
WARFE (hypersensitivity reaction) i &4 24 &% 1 & > ¢4 3 blu F oK
(angioedema) > H ¢ 2 (] F]pt @ 758 (% A 222 belimumab &2 % 1 6])
gy 1u|{qp5§ AR S EACE o 21»’1}%‘ Bk WS R Hp R A
E’;;ﬁ‘ﬁﬂﬁﬁ@ He 16082 6% 28 3 RmEF V1082 6% 3& 7
¥ e FIEE S “.%'Fl'\‘»‘ SRk R B GRS S PR B 0 BEZR Y R RAE R o
$ 5219 9 belimumab ;5% [11, 24, 26] -

%4 % 2 ¥ 9k 25 Wallace 2009 &7 2t 1 285k e 7 A Heri9 01 L #ic

52-Week Double-Blind 24-Week Open-Label Extension Long-term extension
Group Started Withdrawal Completed Started Withdrawal Completed Started Withdrawal Completed

No. No.(%) No. No. No. No. No. No. No.
Belimumab

114 21(18.4) 87 19 0 19 0 0 0
1 mg/kg
Belimumab

111 17(15.3) 94 24 1 23 0 0 0
4 mg/kg
Belimumab

111 27(24.3) 90 302 23 279 298 75 223
10 mg/kg
Placebo 113 20(17.7) 93 0 0 0 0 0 0

Of 87: 65 switched to 10 mg/kg; 3 elected not to continue in the open-label extension period.
Of 94: 64 switched to 10 mg/kg; 6 elected not to continue in the open-label extension period.
Of 90: 85 continued with 10 mg/kg; 5 elected not to continue in the open-label extension period.
Of 93: 88 switched to 10 mg/kg; 5 elected not to continue in the open-label extension period.

C. Furie 2011 ~ Navarra2011 % 3# RCTs & L& A 458 %

P& ey B~ p Furie 2011 ~ Navarra 2011 = van Vollenhoven 2012 i < ~ %
BTk #5% & 78 % &% (clinicaltrials.gov) ~ B ¥ 33 (- ~ &P 28
BIFTATE 2 R rx B F M) F & p % o g b 32 Cochrane CoIIaboratlon 2_ RevMan
(Review Manager ) #c48 5.1 <58 (L & oo 3 & X & forcdp hdicdpar &2
- )

1). 2 & Fredpik: & 52 W pEiE 3] SRIHE % 0k i F (SRI response at week 52)

if Furie 2011 £ 5 7 belimumab 1 mg/kg ¢t » Furie 2011 3£ 5 = belimumab
10 mg/kg ‘e ~ Navarra 2011 5 <7 belimumab 1 mg/kg 4= 10 mg/kg ‘e & &g ¥ v
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% FAlE T BF HSRIF g o 8 20 P 5 0% (p=054) B 2 4 1 e 33
2 B w B OF I 0 5 Mantel-Haenszel # 2 sx B8 A 47 > b B R M T
belimumab 10 mg/kg & (50.6% ) = SRI * Ji& 5 & % 5 >~ % g # %2 (38.8%) %%
¥t (odds ratio, OR) 5 1.64-95% 3 #f % & (confidence interval, Cl) 4 »t 1.29
% 2.08 (p<0.0001) -

& 1%1 & Furie 2011 325 % 76 i¥ #h’¢ % & -+ belimumab 10 mg/kg .(38.5% )
ISRl F B A B F W X A e(324%)% %5 8 v 5 1.31(95% CI: 0.92~1.87,
p=0.1323) [8, 22] -

Navarra 2011 ;%5 1865 i3 * ¥ & 3 324 =k p L & & B Fubups £ 0 i35
BREYHFE (A AP REAEFEEE X 2ERARBRT ) AP 2#y 1L
IF %5 g9 107 o A Fobv Pl TR RS 0 (B % A #ie 12.37% - Navarra 2011 = }I?e
WP A #cF + (numerically) B% > belimumab ;5% & & B foirek v I % e
PoEMWRRL > L2 EF (p=0.18) > belimumab 10 mg/kg ‘e fr% /& #) ke ik 35
3% 27 FHE % A AEE Fp A RBos TR R4 +[2]] - van
Vollenhoven 2012 7= 3 4-#+ BLISS-52 = BLISS-76 = 78 % 3 ¥ fe/k % e 7 H ¥
B CEHEAY 0 BEHT SRIF BFEERRREGT M kp & wmIRMN1E
FoarEFELE UG R RREFF RSO SR F RS > kP F ERNE P R D
belimumab 1 mg/kg 2 ~ belimumab 10 mg/kg % ~ % & 2SRl F 5 & A 5
36.8% ~ 51.9% ~ 24.3% (p<0.05) [23] -

%+ Navarra201l FZ iz % F » % I - &R TR R

Belimumab 10 mg/kg Placebo

Georg;;e;g:ical (n=290) (n=287) Belimumab 10 mg/kg vs Placebo
n/N (%) n/N (%) Odds ratio (95% ClI) P value

Asia-Pacific 59/119 (50) 42/109 (39) 1.57 (0.93~2.66) 0.0942
Latin America 85/140 (61) 71/145 (49) 1.61 (1.01~2.58) 0.0469
Eastern Europe 23/31 (74) 12/33 (36) 5.03 (1.72~14.70) 0.0032

2). 1 Eins Rk
a~ & 523k » SELENA-SLEDAI A $icjit > 4 & iy 4 A vt

Furie 2011 = Navarra 2011 3#2 7 belimumab 10 mg/kg &%+ % & 23 i
£ mlla‘a A # 52 ¥ pF>SELENA-SLEDAI 4 #)c . > 7 gt 4 4 ( ;ﬁ—b}% L= )o

438 125 0% (p=091) MardfhhhsdRhePad i 5

Mantel-Haenszel 7] 2 »c s o8 A 490 3 4 2 % & 5+ belimumab 10 mg/kg #(52.6% )
I 2 4 5 SELENA-SLEDAI st F kg g3 % a2 (407%) 0 2% 50 4
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1.62 (95% Cl: 1.28~2.05) , p<0.0001) -
b~ & 24pF > ¥R (PGA) T o4 I

¥ 3 Navarra 2011 % 2 belimumab 10 mg/kg & (-0.50 £ 0.04 4 ) &g ¥+
& @A (-0.35+0.04 4 ) 55 e PGA T35 fic (p=00003) (342 4
€ _ ) °

g0 125 86% (p=0008)> W7 Fithted R%2Fj3AEFI g
generic inverse variance “&i#&éif@;%ﬁ;‘ 370 B8 % % Bt belimumab 10 mg/kg
Y PGA A ficinT o v A F A @At (p=063): BHHRF Y
(L - ~ P Reh %T%T%? ;g‘ s BEF M) WA AL E {2 > belimumab 10 mg/kg
wfe% [AE T e A ik B 5 -0.49 §0-0.44[27] -

\r:s T

C~ % 24 ¥ > SF-36 FHEEN A E 4224 a (physical component
summary, PCS) #h-T 35 5 4~ #ic

;45 Furie 2011 FéEﬁ Navarra 2011 :#2 57 belimumab 2 %] v % & o '

40 125 0% (p=0.83)> A7 s p ik o 322k 2 B & B 12> %5 generic
inverse variance ¥ T TR A 47 0 AL E % % Ko belimumab 10 mg/kg BB e
PCS miicinT o ¥ X Ae s (p=093); &FpmpY i3 (- &
PRBLA|FTATE 2y pxBE F M) WP AL & 18 > belimumab 10 mg/kg ok JA e
& B B 4e e T 38 % 3.41 v 3.5[27] -

d~ Fsk "+ £ X prednisone 7.5 mg/day 1 * m?a Ao sk 3 40 ¥ P 52 2
7 prednisone < & R R0 10 2500% 4p g h AR KA 7.5
mg/day e A vt

# # Furie 2011 5% 2« Navarra 2011 %% = belimumab10 mg/kg je %]t #i%
Balesii ELE GFEo 42— )-

4 124 0% (p =076) &7 wxﬁw* B Rk TER T g
Mantel-Haenszel & T_»c g 558 & 70 5 & % % &+ belimumab 10 mg/kg = ( 18. 6%)
i# 3 m}}% Ab FEEE L A e (12.3%) 5 o 2B 5 1.59(95% CI: 1.03~2.47,
p=0.04)-

3). % rPoaEid

#3576 1¥ e Furie 2011 :#2 & 52 i¥ < Navarra 2011 385k » L 3F sk L w2 B
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AATRBRFAFED AL AR RAEF E TR AT 2 EAR R
AE Y F A eE A S 763k 52 ke 4 F R ealE -

52 ¥ e Navarra 2011 2% 5 9 5= &6 > 3 b 2 % FAle ~ 2 08 24
& belimumab 1 mg/kg & - 4 &4 2 % belimumab 10 mg/kg ‘& ; belimumab =3 3
b5 = FIER %076 & ch Furie 2011 32% = § 3 |5~ 02 B 2 & belimumab
1mg/kg & > 1 &% 4 % belimumab 10 mg/kg & 5 (53 % 2270 % & B - Furie 2011
% belimumab 10 mg/kg je &5 % 3 ) belimumab 3 2 1 6| E lw %2 g 3 o0
¥R 4 (cytomegalovirus infection ) » ,\gﬁ'@fﬁ,* B LR ts e o

%4 Furie 2011 3#2 ¢ Navarra 2011 :#5 > belimumab .B’m“ RAes
B mﬁiﬁyﬁﬁ & @aTF R 4 oFurie 2011 5% belimumab 1 mg/kg i ~belimumab
10 mg/kg & ~ % B A 2 4 E&éfr/z&@‘gﬁﬂ,: K }@m@ FixB % 0.7% - 1.5%
v 0.7% > 23 > AdEacF w4 (anaphylaxis) EGE ICIE SR SR 2
F 0% 1< Furie 2011 3# 5 belimumab 1 mg/kg 2% 4 4 @u]@ifzﬁ B HP 258
A gHoRMEY 1 B3R F i & belimumab 7 B - Navarra 2011 322 &% 1
=% ;1 %+ belimumab 1 %% 4 3 BIEE B AT F (anaphylactoid reactions)> # ¥ 1 b
¥ 4 f belimumab 10 mg/kg ‘e

). st

van Vollenhoven 2012[23]¥ Manzi 2012 #= 3 [25] ¢ € 2% (BLISS-76 &
BLISS-52) 3+ & 33 & p cnE S 24747 7F o

Furie 2011 #% (819 + ) v Navarra 2011 ;#% (865 * ) =hitps ¢ # 5 1,684

4 o van Vollenhoven 2012 #= 3 4 % ff%fﬁ%@}?ﬁ AEFEE SRR P
% kg ot A s gk SELENA-SLEDAI » #3510 » —%,z ks 10 2 '*FT » belimumab 10
mg/kg e &g F vt % FA e 3 #B o SRI % B v janti-dSDNA = 30 IU/mL(Fs )
+ v+ anti-dsDNA < 30 IU/mL 4 - belimumab 10 mg/kg (e &7 ¥ v+ % &l e 3
SRl 25 5k ;5 M C3 4 *"dﬁ e BN B AT F » belimumab 10 mg/kg e &g %+t
X R e RF SR B ;K C4 %’M@"g LR BB AT R Fl > belimumab 10
mg/kg PR A e R SRIZER G R SRRl A G R

s 4 > belimumab 10 mg/kg je &g 51t % A2 g 25 B v o SRR E L
T 42 7.5 mo/day ~ H_F & * FUR B E R LA prd A R 2 8258 belimumab 10
mo/kg e %% A ek 5 [23] o

van Vollenhoven 2012 7= 3 i& - # 444 A7 48 ¥ anti-dSDNA F5 |41 876 ==t
*’5’:%:}}% Ak @}}% A #en52.0%) 27 52 FFHSRIF R F A 470 B x ko 305
4 errbelimumab 10 mg/kg s (51.5%) & ¥+ 287 * % @Al (31.7%) 7 &
% SRl F % - p /] 0.001; A 47 52 ik pF SF-36 F4 &3 4 & % PCS

29/48



101BTD12008_Benlysta

e A BT i 0 &or belimumab 10 mg/kg = (297 4 » Tioce A #k i 4.76

+059 » ) BF v FHe (287 4 > Tioer o dics 3192 0.61 &~ ) M4 5

shlsom e p E¥> 0015 %% 4% prednisone 7.5 mg/day 14}t e 4 o

belimumab 10 mg/kg ‘e 2 % & 2 & 5 195 A v 173 % » Aok 3 40 ¥ 5] 52 &

2_ ¥ prednisone 3% 5 #] § 1L & Bk R 0 3 0 25% % 4p F A B 4>t 7.5 mg/day

Ji 4 ve F 45 0 % BT belimumab 10 mg/kg = (18.5%) i A F vt & A e
(12.1%) % »p & 5 0.15[23] -

van Vollenhoven 2012 #= 7 4-%+ SELENA-SLEDAI score = 10 =k *%#( 877
A ik 38 4 #r152.1% ) belimumab 10 mg/kg e( 63.2% )& % +* % & #| 2(44.3%)
4 W B OSRIF % o p E-]* 0.001[23] - EHAF ¥ HF (= ~ Bp § 5%
FRUE X 2MHRARRTF)EP SFF 107 o 4 %4 Navarra 2011 7@k 3%
P (R A fen 12.37%) 0 o % m ¢ &~ belimumab 1 mg/kg ‘& ~ belimumab 10
mo/kg & ~ X A e il 5 42 4 ~30 A =35 4 o

Manzi 2012 = 3 » 15 52 ¥ ¥ SELENA-SLEDAI score ¢ BILAG & % F % #
e L ) 0 5 % BEor belimumab 10 mglkg kg ¥t & FALE G g S s 4 A
BILAG £ 4 svp # dafrdbie g § % % > 12 2 SELENA-SLEDAI score £ 4 ek
WA e A B BB sLL[25] -
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Furie 2011[8, 22]

Navarra 2011]9, 21]

Pooled data[23, 25, 27]

Belimumab Belimumab Placebo Belimumab Belimumab Placebo Belimumab 10 mg/kg Belimumab Placebo

Belimumab 10 mg/kg vs Placebo

Endpoint 1 mg/kg 10 mg/kg N=275 1mg/kg 10mg/kg N =287 vs Placebo 10 mg/kg N =562
N =271 N =273 N =288 N =290 OR | N =563 MD OR |
©@s%cry P VA ©5%CI)  (95%chy P VA
PRIMARY ENDPOINT
110 118 92 148 167 125 1.83 285 217 1.64
SRI t k 52, n(% 0.0006 12.0% <0.001
response atweek 52,00 40.6) (432)1  (335) (51.4)§  (57.6)  (43.6) (1.30~2.59) (506)  (38.6) | (129-2.08)
MAJOR SECONDARY ENDPOINT
106 105 89
SRI response at week 76, n(%
P W OO 391) (385  (324)
SELENA-SLEDAI
reduction > 4 ointsS:to\r;eek 52 116 127 o1 153 169 132 L7l 0.0024 29 229 11.90% 162 <0.0001
. 5 0 o
(%) =P © o (42.8) (465)¥ (35.3) (53.1)&  (58.3) (46.0) (1.21~2.41) (52.6) (40.7) (1.28~2.05)
0
Mean change in physician's
-0.49+ -0.35+ -0.15¢ -0.05
lobal k -0.47+0.04 -0.44z0. -0.39+£0.04 -0.50£0.04 . -0.4 -0.44 .
global assessment score at wee 0 0.0 0 0.03 0.04 0.39+£0.04 -0.50+0.0 004  (-0.23~0.07) 0.0003 0.49 0 (-0.24, 0.15) 0.63
24, mean+SE
Change in SF-36v2 PCS score at 3.35% 3.26+ +0.08¢ -0.05
3.78£0.46  3.21+0.43 3.39+0.53 3.34+0.55 0.887 3.41 3.5 0.93
week 24, mean+SE 0.51 054  (-1.00~1.15) (-1.03~0.94)
P i >25%
rednisone reduced by 2 25% to 5, 4 21/120  16/126 42/204  38/204 23192 175 50/324  39/318 1.59
< 7.5 mg/day during weeks 0.0526 0.04
(19.2) (17.5) (12.7)  (20.6)% (18.6) (12.0) (0.99~3.08) (18.6) (12.3) (1.03~2.47)

40-52, n/N(%)

OR: odds ratio; MD: mean difference; Cl: confidence interval; § p < 0.05 versus placebo; § p = 0.0129 versus placebo; ¥ P < 0.01 versus placebo; & p =0.0189 versus

placebo; & treatment difference; § p=0.0252 versus placebo.
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(I)ZRFRELFTH

RMFERTHEZ (L - #P REAIFFTE L B F ) WP Benlysta’
AR A RAR L 4 b obelimumab £ H ¥ AR LR cn % 0 L
FEE R OOTE R &

BB i h A PR (5o R 2 R B S W TRA BRI Y riv s s L
15 ek wmrafﬁ 3;5;?1;@?1}%{,:_47; FaEd x ”’LF—% AIRA
LLL;;;A,\v);J;;[rgf’ﬁgp\ FefEET ALY () ]

R s e (s RPFUAEHENE T 2URARRTHR) § 640
ST Ll BEFEY 107 g 4 8 4o BLISS-52 3 0 4P w%*»vi““f
R LR F chbelimumab # 6 4 § E - o 2 o @R E hSRIE i
Foo ol hRE H B B AR MR B TR R Y R A
he o Fep By g (o)

L

L@'

BT 3 R ME RFL F 25 (Haute Autorité de santé®, HAS) [28]
2012 &2 gk RE R € (Transparency Committee) = 3F 2 » Z4F 2
FroxzEPp L & Kk p BLISS-52 {r BLISS-76 k& H 3L g A7k % » i Ag
LA %42 fhg > (modest efficacy ) > 17 2 Benlysta® 4% £ % »t e i e R
?oARA &k uSLE}?r,‘ Acrip M Bicdpo R B R F cnk 2B AR oA FE TN
Fl G Benlysta B senec L 42 & (L'amélioration du service médical rendu,
ASMR™; 3 3% Improvement of Medical Benefit) 5 % IV & minor» .45 £ 3 i
B ERES A E[28] AR G REPT AR R RS £
23k 2 £ 15 L =5 [29]-HAS =1 35 4 4-4F BLISS-52 v BLISS-76 :#% ® % & }?i
Bl mE SRl R F 4k DB 0 BEOTT B 43 [29] ¢

Belimumab Placebo Belimumab 10 mg/kg vs Placebo

10 mg/kg Difference p value
SELENA SLEDAI =10 (52% of total number*) 296 298

SRI responders, % 63.2 44.3 18.9 <0.0001
Corticosteroids use and low C3/C4 (56% of total number*) 327 309

SRI responders, % 53.0 324 21.1 < 0.0001
Low C3/C4 and presence of anti-ds DNA autoantibodies 305 287

(52% of total number*)
SRI responders, % 51.5 31.7 19.8 < 0.0001

*: total number in placebo group + belimumab 10 mg/kg group

% Haute Autorité de santé # ¥ French National Authority for Health » = = %> 2004 # 8 # -

®®" ASMR I: major innovation; ASMR I1: important improvement; ASMR I11: significant improvement;
ASMR IV: minor improvement; ASMR V: no improvement.
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B R ARG B

1 L RAPMTRR Al 4p3) ~ 2 ¥ P07 i g ~ frATCA 8148 > § 2 ARP P
B NSk > P e R 2 B 5> 0 2 belimumabini & SE S A
PR TR RS SR ] o A p A R R Y ¢ PSLEIS fr i 1T
ekt E (¢ ZHHABA it B ELA ol B R EE R ) L 4o}
7 fe H| £ crbelimumab & 8% F#)iE (70t o & A ¢ o 3= Benlysta® & i § 2
R “;[2;'\ ¥ o

2. 4t £~ CADTH>*2012% 47" 25p i3k % v]’zi‘ °

3. = WENICE#2012%4* 27 p = ffinal appraisal determination » /4% % = & g >
eyt % 3 2013#& ~ % 2p ok At Y 42 (appeal ) iE 47 o

4. BRI WSMC (2012837 2 ff enF i f1 337 B4R 2 Ak 7 42 % Benlysta® i¢ *
BERTE R Rl PRI

5. 12012#12726p 1+ 4 & ;RWPBACZ Ap M L H =R IR L -

6. CADTH ~ NICE ~ SMC % £ belimumab s »c v dft fr % > & 5 194
BLISS-52 (Navarra 2011 ) 4-BLISS-76 (Furie 2011) % 3# RCTseni % -
SR EE IR AV SR F kY JRIEF A o - 5 LBSLO2
¥ 28 RCTs (Wallace 2009) # 1% 5 g scz@dpad v o

7. Wallace 2009 ~ Furie 2011f-Navarra 2011 = 55 RCTs; * 3 & £ “,45 3 RERET
sg;;; ﬁr,— BOERE MY fRA % ,bga%m}% A o

® \Wallace 2009:#5% j » ch4dQi-p5 4 1 & % p % R 4 £ < 959 B /5
¢ w s Furie 201138 5% o~ e71819 ii:,ﬁa SR B U = A
Ea B4 55190 K 7013613 0% ¢ < 0 Navarra 20113 5% 3 » ¢
865 4 A & Rk p T E s LF I L # F 213 K Fer00 B iR
P TR HEERN AR R GRS BRI

® Wallace 2009:# 5% =734 %% 2 % belimumab 1 mg/kg ~ 4 mg/kg ~ £ 10 mg/kg
bR AR A 4E % & * cnSLE;: f 4p B % 5 > Furie 20114-Navarra
20113# 5k e ok 2 % belimumab 1 mg/kgt 10 mglkg#r + & 5 4 A 4%
g ¥ SLE S Ap B 2 5, = M RCTSen4 pB 2 ) 5 % F# 4+ & f)?i A
RAfERR Y GSLESRAPMES (T HHELEHE)-

® \Wallace 2009:#5% s & [k FF R 5 523%F - Furie 20113 % chi &[5 P
R % 761t > Navarra 20113;;&5%;&:’1‘1 e PR S 52 o

® \Wallace 2009 % ch i & Fredpth L=k p ARB I 24F B
SELENA-SLEDAI ~ gz;w:-’agmp b B A B2 HP R R - S TehpE R
Furie 2011¢2 Navarra 2011335 e & F »odp ¥ 0 455 Jp 4 £ 523F pF
FISRIF i > 7n &2 s gkt » SELENA-SLEDAI A dicips 244 (5)
Mk, %EW?&%J—I; AL F B (M2 k034 ) F 1 BILAGHp
BTt BY REATERALAS A AT RBRA B R
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7 ALELAE o
8. = 3B RCTs:ehidsk % % » W4g 4xbelimumab 10 mg/kg iz &2 % &) %t fcnis
B,
® Wallace 20093 5% 4+ ¥+belimumab 10 mg/kgie & = F#l e i & X & F
reipikt e R P A E TR P HEF LR - Wallace 2009;?:%56%3% 24
&£ oz W EEMerrill 2012%8 7 7 2 F 2 ok 2 LE RS EE T 2
FEFREAAE R L F RART o R FF A AT R ARG
RASFARH BFFALNFALFELMEH ~ Pt R L SR
'ﬁl’* ~ RS o §?2ﬁFT&I%Fé5éEi“K4ﬁﬂFP“ P B EFABHI = Kb
BO 1o F 5 BElmieia (0 L7 a2 Ap b e
® Furie 2011{-Navarra 201135 * H o & ficgp & 17 601 & foocdphir €
£ B J gtk BT
a~ ot Ab2pFiE DSRIE®F B Fahi & F '*-3::};, #% > Furie 20114r
Navarra 20113# 5 <-belimumab 10 mo/kg.e & & ¥ v % & 25 &
B ASRIF s o d 20125 0% (p = 054) » B o 3 4t 1o 385
z B & R F 1 S Mantel-Haenszel B T 2c i fic st 4 ’}’? AL E KR
7+ belimumab 10 mg/kg % (50.6% ) “SRIF & & 8 ¥ 5 3% [ # 2
(38.8% ) =% &+ (odds ratio, OR) % 1.64 > 95% (B e
(confidence interval, Cl ) 4 *+1.29% 2.08 (p <0.0001) - Furie 2011
Hk T6F ch= B R f*;:#;, & 2 % B ot belimumab 10 mg/kg ‘e
(385%) e#SRIF BRI & AEF WX FH e (324%) 3 > %5
%1.31 (95% CI: 0.92~1.87,p=0.1323) -
b~ #A52:% pFSELENA-SLEDAI % #cp - 44 r"ﬁj,ia AH At &R I#F]
& > % % &1 Furie 20114-Navarra 201132 =sbelimumab 10 mg/kg
By A G RS m[’% % 52:% pFSELENA-SLEDAI 4 # 1
BE LA o d 1P50% (p=091) Ao t“ﬁa‘ﬁ%@rt» B
z B & R F o S Mantel-Haenszel B T 22 s ficst ~ 47 > L& S 5 &
7+ belimumab 10 mg/kg e (52.6% ) I -* > 44 SELENA-SLEDAI
LBt FEEFLT A2 (40.7%) 0 25 51.62 (95% Cl:
1.28~2.05) ,p<0.0001) -
C B24W P FETAMER (PGA)T o 4 ek & okt 0 B E
k257 ¥ 7 Navarra 20113# 5 s-belimumab 10 mg/kgie (-0.50 + 0.04
A BEE v B# e (-0.35+£0.044 ) L 5 cAPGAT ¥4 ik (p
:oooos)o d 32175 86% (p=0.008) > & 4 41k (B ;252
7 B B E T Sgeneric inverse variance'E i s st A 47 0 L8
.‘.5% %z o1 belimumab 10 mg/kg e iz > PGA A #icin T 150 3 1 5 B ¥
o FAae s (p=0.63)-
d~ %2433 PrSF-36 PCS-T 3o:c § 42 Hroen=t & Jy vty 1% - BT %
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Furie 2011:# 5% =% Navarra 2011:# 5 sibelimumab e %] vt #i % & e
TRIEEALR -
e~ F#% 7 < prednisone 7.5 mg/dayrs b e 4 0 feindfy 3 403 £152
¥ 2_ FFprednisoneds: = &) B L EBh R 0 3 0 25% % 4 E A E W
*7.5 mg/day g 4 4t F A 45 0 & % BT & # Furie 20113 5% &
Navarra 20113;#5 crbelimumabl0 mg/kg e & vt & /&) ey i 5
MF AR - d2P50% (p=076) A7 4tk 2% 2 B &
B F > 5 Mantel-Haenszel 7] 2 s 058 2 47 > 5L 8 B % B o7
belimumab 10 mg/kgie (18.6%) i Ty 4 vt 5 kg ¥ v & A e
(12.3%) % » 28 51.59 (95% CI: 1.03~2.47,p=0.04) -
Mg a3 G o & 3 T63F crFurie 2011325 2 52:% rNavarra 2011385 »
AL W FAAEE KR EATLE L LT PR RPIEFE S AR
TF RSN R AR G g L 5 T6 523 i 2 K R eh
A% - Furie 20113 Zbelimumab 10 mg/kgie s 2 15| E ¥ g5 4 hip 8 {4 g

™ A4
4

g

(
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ZRELALHILLHERRNBN 2 FF ERETY
(z) B8 gAsEizRE

~3R 2 3 & 2+ CADTH -~ PBAC 2 NICE 2 %@gi,ﬁt’f—.pgp e, 553—‘;; ®
CERE - SIS - SV BE Fﬁ;%,fij;t e ﬁi&iﬁ 2 8 Cochrane/PubMed/Embase
#gﬁ,@o[‘km[ﬁ*ﬁ’* Q?%ﬁi;}i TR ., LHERE P DA AREFTT S -

* ik FLp Y

CADTH (#4c £+ ) 2012 # 4 * 25 pEix 2 1’(?‘ °

PBAC (;&#) 2012 # 12 % 26 p 2k B | F AL o

NICE (# &) Belimumab % NICE & ¥ — # 4 3= (single technology

appraisal, STA) = ;Y& » & 2012 # 4 * 27 p NICE
o i ehg X 3= 22 5k (final appraisal determination) # =
JE e kTR 2013 £ 2 pak AT 4R
(appeal ) &E#% -
A Fop =i  SMC(FIEW) 2012 & 3 ¥ = if HF BRI R
R A-2% % 42 & Benlysta® (belimumab) # * »t g&ts i ch
Rd#4 i+ (National Health Service, NHS) »
Cochrane/PubMed/Embase & 2 % o

B2 FH | RRE -

4y

G | &=h

Eﬂ‘\‘
ke | =l
e

3x : CRD % Centre for Reviews and Dissemination, University of York, England.ﬁv&%,’.@, °
1. CADTH (4 £+ )

ek S EH L RL R €(CDEC) % 2012 & 4 » 25 p #-belimumab ¥ %% F
#4522t (CDR) an®k 2% o » 7 Lég‘i’;»]’zf belimumab o 7 22 3% Jc§* i 7]
¢ 3% CDEC 33 % belimumab chfpsk B3 ¥ 2 P rx > 2 FlipAk 5 7 P/ d &2
i ¥ B 2= belimumab s= 2227 - CDEC 3 i belimumab 3 r A A gt
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(incremental cost-effectiveness ratio » 1 = #§ £ ICER &) & " ff iR 2 s 4755 %
(*H4e— B QALY Z & 5 1vp 112883 4 %) & F -

TR B R b R

BT Y Y 29 2R — ot belimumab & B AR S (F 45T A iE
— f&ie% tprednisone & H s e 3 & 5~ FUR B % & - NSAIDS ~ 2 i e 5 dr ]
) AR S PR Ak S R G R P (9 25 & )o AR T
g C1056 2 C1057 = B f&k 8% * & :}é.:}]% A g gk belimumab s 2% o
A-RHEA] Y Bk 4L belimumab SR dis 4 0 F TR B2 R E IR R Btk
% > % SELENA-SLEDAI & #iefidie =2 o f 224~ Adc it 0 4 A > Q72 3550
R ﬁ%k% {F}%Jfﬂ?mlﬁi&ﬂsffﬁéﬁ-/\/r%ﬁxmg L E oo Ok ) BRI A
17 % 6 % jg e i (Toronto Lupus Cohort) % -2 i1t ~ B F 3§ ~ 4 AfE &
P r ®F A ALK o R A ekt % B o belimumab & B4R 5B
H i %ﬁ‘%-_%m«)%‘A H4e— B QALY F 7 -7 112,883 4’3 (F ICER &) &
Tk fra it mE s BEEM X AF AT EFREE T BAE DTN o bldodd
belimumab %+ F F 4 5§ 2 7= I g sczEdp 2 belimumab $ 5 s & 1 cn ) F2 5
AP FE (TRAk@E%? 0 A 76 3FPF 4 & belimumab e 29488 57 B 2 B chp i
T A APEF AR ) 2 AR B Y  ~ CL056 2 CL057 Tk 5k i
PR AHBEFZEFAF LTSRS T 0 ICER BV it § 46
180,000 ¢ %2 o

BRI Bt £ S Y i bellmumab & rstea A 5 1,201 31,478
e (U522 TE 64X T/ A IFEE ) B EX RS &R S A A
B %) 5 18,018 4e it 3 22,176 4c it 2 15,616 4c % T 19,219 4c W o

B AEREAY £ 2 B BRI D

(1) ii—éé’r?ffﬂii i fﬁfh‘fl%m]ﬁﬂ 2 8 B3
B R R OR 2 R R *H?a‘ Lkl -ér%%*m

'H woa QR end T T g A BRI

(2) i * 471 > * prednisone g ¥ i gé_iﬁ;f{r_m’ﬁ’r? » B4 gg,;;;m,,,
Ao BT OB el B X 02T A § 1 B3 m X #1720 prednisone
g # .-% Fork Moo

3) i 4 BAE: 5 % belimumab /o chis 2k S (32 9% 1 64) 2 & i 52 Hax 8k
e 5 — 2 6o A TR AR B AT R0 B PR B R
Hg RLRF AT ARG AR FEDT S QRT R LE TS

2. PBAC (;&#)
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302012 & 12 " 26 PR T ARABRBENELSLEHFHLE € (PBAC)
belimumab %% 7 #1[13] -

3. NICE (# &)

FRBATIER 2 TR LA T (NICE) » 2012 & 4 0 27 p 2 G %
belimumab i€ 5 A 453k T % F & A dt (anti-ds DNA H e iS4t 4)
P W LA 02 b ST U 8 L 2 4 iR (add-on therapy)
b B SR AR LT L“%m‘ »+¢ 44 (appeal) # 427 [14] -

T R R Y F MGANER SR e

121.50 #4% > 12 65-76 2 7 e 4 @ 3 o

S

Belimumab 400 mg % 120 mg ¢ % & ¥ K« ?‘ﬂ-f%i%%,/»\ LG 405 w43 Z
=
PREE L RTERARN B G AR R R

Lo E R E?i"‘ﬁ?),%‘ K %“’x‘rh‘
CAELAN

= % (patient access schemes, PAS )» 3 i- % 1 3740 F "FAT4c g R R BT £ % >
ERELING AL PASRE ARV T3 k0 2 323 5 NHS & & 7 anfs
FCp e

L_rm—g Y Fe 2P YRR 7 - it g belimumab & BRI (8 R A

~ NSAIDs ~ % FIfif & . B e8] ) ApFOT R E LR el & &K AT 245 o
r,\ *EATH 3200 35%IF L ATIT B ‘}rﬁ’%”im E SNy LA o S R e 2y (T
48 48 ~ anti-ds DNA 15 1) eh2 S firnph s 4 > AR L1 & kp g
BB TRsk R h EH A T o Lﬁ\%s— “ % 3 micro-simulation £33 ;¢ Mg 4 g
Ao~ AL S A DR FAGOEE (pr 1287 F FF df %
BOSZ2 BES B3 5% F x4 o f Mo A hAREH M 24 G
g vx B O ~ 52 3% pF en SELENA-SLEDAI 4 # % (v ~ 2 2 407 5y
SELENA-SLEDAI » #ictsc* el 2 > 1 opa r}jﬁlﬁm,r}%‘%\%iﬁ 7% o
W KT BLISS Tk 7 g o B3t ¢ A A 4 T B 4 B 24 kP g AR B R
ek 0 drdk A E iR 7 SELENA-SLEDAI ~ #icsgiv KiE 4 &2 > B3 iz
Fogtd @ g fronk ehp A RIY HBRE E G 8%ehyp 4 g FIE # R Fla k&
st @ w4]% % B John Hopkins + %47 5 shF #122 * SELENA-SLEDAI 4 #ic$f
BEAEG LY ME > T4 BLISS 7 1 &2 # K John Hopkins & i chup 4 # 4 i
3D e A ERTA# G ET R BLISS A 0 A BTG &
e AT A RIB P 2 PR o WA INHS Sk & LB R R 2l
it RRRES AR BTG AF o I S FFHC B R R E
RS T rﬂF%)%‘ poRAS om0 A 7 5% % B or i@ % belimumab fs A a8
B i onm A 3 RSB RF M Bty Mg/ 2 BY
Wb g o Biss Fla B F s o
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LR g}f}&'ﬁé’ a7 IE T 0T B3R 0 B T

(D) £ B g5 P Bl o ocifp L 2% hiviz At Bt s 40
TIRT s £ 2R @ 0 v % B John HopkKins £ i #7iE 2 i B AR RIS
?ii@ﬁﬁ"-‘ﬁp‘ ACEFRERIRR 0 A0V i € Fl e = BEF AT MRS F ok
P B R RN o

(2) £ F ¢:ns ﬁ@r;—g? i M%7 belimumab eh? &7 5 F ’5*1 % &7 ICER & »
AR gns b - RGBT SRR Y R RIRE LR
R

(3) AT B3k #F belimumab § sk i 4 § 11 F & 8%t ik & o H 4
A ME AL 8T 3R belimumab js R o & R g 3R 5 0 B RS T TRk
AR P RS kB R R 6 ES T L | gmA T
BT LA R ARGy o FU AP R T G B LR R RIT R -

(4) #5558 ¢ B Bk belimumab g »av 0 3 BF¥T e T 2 0 (e gt B R L
FHRAF L3R O I F e RE T K —belimumab g o
#£% £ B > belimumab 4p 3t 8 ¢ * 4228755 o0 ICER (& #3844 o

(B) #5t P e A Sk p BB A R HRF TR FS A FERI - R4
TEAREWAMPAOLF T AME T FlE S R L BEG F L TF kb

b ,
> 3
7 o

9;,{;

-

Feéa o RFpFEFTHEFR ) 2 (ERG) 447> £ | €335 belimumab
fogt H e * B L 0 ICER &4 55 QALY 61,200 #43 » @ &p » PAS
s BERICER BT "% » iR - &7V &KX D ICER & -

¥ebo £ B € 774 belimumab A $3% rituximab s Aax F 4 7R (734 0
Pl WRFIEABRETZESLG FP TR A PAS 2T 0 £ £ ARG
belimumab #p #&*% rituximab §_& & A»c 5 agug & o

4 A FRPHEG 2R
(1) SMC (E&# )

FRICWEF LR € (SMC) >+ 2012 & 3 * = H 4 belimumab * g+ i
B 7d# 2 PRar (NHS) %k 5% > A3k 72 42 & - SMC 32 % belimumab Higs
WAL RZELZEF R X RPFOTRDDEFRTEE AL PR

M Fpt SMC & a‘a;%»jz? belimumab -

AR 0Y e 2 ¢ 3R 0 - ot g belimumab & ARG (¢ AR A
&‘mNm‘ﬁﬂﬁiw&%%%)W@*ﬂﬁ$%*$*ﬁ*ﬁﬁ’ﬁ%
EHUE G o8 FF oA m S ESR (TG~ anti-ds DNA B 1) e
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SELENA-SLEDAI 2 % (7 ) 10 At enx 2 opaid JaJp A REEE
TS SRR WO P e AE 4 4T K belimumab B K - ¢ 6 0
ﬁ%i”—w I #RNICE et 4p e > gt 7 £ ¥t o

BEARRB AN B AR R A drdocyp A e agie S & (PAS) > e
¥] SMC £ {4 ¥ A =% belimumab ¢ * » F|pt 2% PAS & {8 ¥ A ’é_,@kﬁ‘« % o
tA L e PAS iR T o R ene At A 475 S B & ¢ * belimumab 4p
FOTH e ® LR 0 ICER & 5 5 QALY 44,516 3 43( 7 i 4r 0.72 QALY
T4 p 31,909 més ) o

B e 47 ¢ i belimumab £ rituximab vt i > B = i idp
SERT o W Feh koo A o R XA T 34 belimumab £ rltuxmab iE
7R o Belimumab % - &£ 2 ¥ - E e aish FF AR5 9,072-
10,773 & 43 2 8,424-10,004 & 43 » & rituximab 1275 b BRMER & L g Vi (F

8 & EDER P L 3,492-6,985 # 4 o

SMC %5 BiF ¥ belimumab & 8 fhig # £ &L K 78 %2 2 et
B KPS oL PR S geritA ahg R AR g;{l]“}o FUAR LS
s BIRRF T ¢ 4ETRERm i A 412 £ FE S E 2 B op & BT e
L 2 30 = N VLI R A= S N s B g4 *}#* PSR EVAR LR B i & e

b » SMC 3% 5 rituximab 8225 2 £ § % 3% 2 B4 o ok chif o o L
T (T 5 belimumab 0t i i E 0 R a AR E R ESA Y T ARFDE N
S FERERGO R A EBER S F LG AR fen 0 Flt SMC LG A 1T
v SRR o
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