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AL A AENRBAFTATERNY G A E R ST E e R E LR R

TEINE 0 PlRPRTRE A A G T uER D A RIT L R - SR FER
r mterferon beta-la i* % %% %% &> ] % fingolimod ¢ interferon beta-1a 7 & %
WORCETRIE 5 o B S 6 (T A 2 AUSR PF o natalizumab v F S P % F &0 15
P Rp MS &P Frz. - A% & natalizumab 5 # i fingolimod ¥ natalizumab
ER I CF S

= -@f%‘?}i«ﬁ’ilp‘__ EAR N B e ’*’LZ}ELT%Z: o
R T 2

=4
NS

11\

fu

22 interferon beta-1a 4p **

® TRANSFORMS %% 1 p 2006 # 57 1 2007 # 9 » & 18 BR % %7
2 - Bp > B L (double-dummy study) » REHS 4 % 1202 BT R ¢ Y 3
CRE - e ERRAl 2 5B A g (relapsing - remitting multiple
sclerosis) s 4 > X & p AR S 125 F 5 & 0.5 F i (AY FHE & &) IR
fingolimod & & ¥ #| & % 30 s e ep ;1 %f interferon beta-la > 7 Mfa? e
Jo At * interferon beta & glatiramer acetate m),% Ao

® O ELfondpihs ERE S o ®* fingolimod fE R F IR AR T R B i
¥% 14 (P<0.001) -

B Fingolimod, 0.5 mg % : 0.16 (95%CI % 0.12 1 0.21) -
B 3w 033(95%Cl- 0263 042)

® & Gxdptk

B MRI g% — &37 (& 5iT) # ~ 0 T2 5 o %% fingolimod 7o 2
Byt izstHze-

B AR (progression of disability) %> i * fingolimod % + 4§ % &2 R
AEFHLIR -

B  TRANSFORMS study z af ¥ 487 7 5 % 2 R & &< 9~p /2 % interferon
beta-la % (months 0-12) %A :x 3 v R 0.5 % 5. fingolimod & (13-24
months) > & 45 2 & 4p ¥ % < 30% (& P B E 4R 5 5 0.70, 95% C1 0.49
to 1.00, p=0.049) -

2/51




101BTDO1001 Gilenya

MEBZAFESERY ©
__J Center For Drug Evaluation

%)

EIE ¥
B e ag g4 fingolimod 0.5 mg s 7.0% ~ *+ 3% % 5.8% -

B 5 {345 McDonagh # 4 )k sadd < kw0 5 IR interferon vt A 5§
% eripyrexia ~ influenza-like illness ~ 2 Myalgia ; @ # & * interferon » |
3 P A #2 % o alanine aminotransferase 2 3 % o

7 natalizumab #p +¢

® [Tl % (Del Santo ¥ A3 2011 #3F £ 7 M AR F E 1232 § A
it i (relapsing remitting multiple sclerosis) ,r«},% U s 4 472 (network
meta-analysis ) \* # & B s % &2 Frrct fee Ao r 010 BREIS A T T P
§IE L BB L R R AT 0 ¥ B @ 42 tinterferon beta-1b > interferon
beta-1a £2 glatiramer - & % #4737 > 2 fingolimod £ interferon S-l1a(i.m.) 2
BAVEAY, BT AL L oondptRd 5 - B R g 20 5 (no relapse at
1year) - % %2 3L & 5t + patalizumab *t - & p & % 4 453 & coh *& v (hazard
ratio) = 0.93 (95% C10.82 to 1.07) > BMELR

R ANE T E A S ANELSPTERT BRT -

~ RERBA IR DR R & Fingolimod j » iR iR E E # * A dc i 136~285 4 o

EREY R -EIFRHL2B R~ HT ERAcT X257 x,@m ° ”“‘”ﬁiﬁm DMT
e At Fingolimod B~k m & 74 ¢ * > P|3E iz Fingolimod % — & 2_ P73+
0.72 g~ > %7 # E?Jzz-fﬁrz? 7o i A T PR A ]m&w* GEE: RIAN:
WAELIGROB A S 2 LR ﬁbem\i N2 2 R RE o

2x %”
1.40

2o AARFESED D EFRS LPES (FF5) 2R [14]
ARV GE | FYE LD | FTE 2 %% & 3 %% 5 4
e
= 2 H 1
== | Gilenya ZRS/TI Betaferon Tysabri Copaxone
N Interferon | Interferon natalizumab, glatiramer
i = > | Fingolimod beta-1a, beta-1b, 0.25 300ma/15mL
17 & 0.5mg g acetate
22/44 mcg | mg/mL / vial
A A g Y E:
A A S P T T T 2 54 3] 2 54 ]
g xR Y
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ATC

5 LO4AA27 LO3ABO7 LO3ABO08 LO4AA23 LO3AX13
R R TF
Al 5 A
B g T
2 BEE R o %
(L S S
oA R
(secondary ' e
wmo Al s prog_ressive interferon-beta ?;E ?ﬂ s
4 t}‘ AR o) s mUItlpl.e . < | & glatiramer SIS ;&
oot |82 g | g | SRR opaaren <
ma | L RES] g x eE | RATEEI e g g
ﬁiﬁﬁ:*ﬁ AE B o4 H- w5 B A ’;}ﬁ'lél_ﬁi"«'}iffﬁi
BERE ) T AR | TRBL | LR
(Clinically
Isolated
Syndrome) %
VI e I
JE rﬁ[,i; B ¥
Mg H LR
R ed: L
8.2.3.3.7 #* %
gr‘%é i Eapda | Eep e R S X el
S T S S B _ . AL E o
"‘tli@ T LA " P aAd rEAAH Copaxone %
.7 ' # " i B g
= 8.2.3.2. 8234 P .,
8.2.3.1 (5 ) ) ) £ e I
(ZER v %) LR ) T % e R
;jtic °
2,545/22
e : meg 1994 #1025 Jco00 < ivial | 1,063 =/20mg
o 3,127/44 | mg
mcg
. . d .
7 H &z Ji B T M 0.0625mg/dose | B 300r.ng " | 20mg/dose » £
% A | F= meg/dose | T | FROME R
Frr | 05mgs TR | o 4 T F T L . pER

0.25mg/dose
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i AT L et
K A% &P - = A3 | EREL1R HrwiFr- =X & x 1 %
= 27,916 = (1
— _ a #F & £ _ _
“E* e 37,524 ~ : i = 75,000 ~ 29,764 =~
" 0.25mg/dose

2L 5

Al

*E B 28 X3

CFEXAREFGEF )L R RTASEITRAAIITATE > QAL S BT ER O A7
sl ikdy s FERAREASEY DB RBAIRTATE > P L A2 £ 8 ERGL RO RE P

2 ikPy e

* = -@Fg)?ﬁi#ifﬁl’ ‘7 BaER
ik BT HaE R
CADTH (4c £+ ) | =iz p # 1 2011#11" 16F
ek LB RESFEL R € (CDEC) 2 3% #fingolimod ¢ » &
W F N n R R ET T E R R E A2 F A
(relapsing remitting multiple sclerosis) 5
i. % 5@ * i 3 - - A 2 interferon-beta 2 glatiramer
acetate ;> f & T 2 F] B H & oy & 2 @ 4
interferon-beta% glatiramer acetatesis 4 o
i, # - PG oA A 024 4w (disabling
relapses) °
ii. o = {8 2 2 J=#P> (magnetic resonance imaging, MRI)
RoijAprt > B RT2H U BLH P B 4o T >
J1i 4 3 5 % 2 (gadolinium-enhancing lesion) -
A AR REFFEALR R SRR A L BT A S
i& 1+ fingolimod; > % -
i B E {8 & BAR® S (average annual relaose) "
& ;% 12 50%;
ii. SAMA RS L, FEA AL K
(Expanded Disability Status Scale, EDSS) = ** 5o
PBAC () FFp #2011 & 3
Registration Status : authority required
g R SF A g - R
(monotherapy) :

wu
Ut
=
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FARAR AL DN AT A & GBS A GE R
SAMA gl AR A SR o PR RINE ([2V) ¥R
##&F (MRI) B3 2 2% p I (% Lo bl & ﬁi%?é'n‘é;’&i
A 2R ERFRERED)

L < L EHF Z i ¥ AF % = #c (The authority will be
limited to the maximum quantity and number of repeats indicated
in the schedule) -

PR FERYNL FF A pEF R E - FE (Continuing
treatment, as monotherapy) :

1.

it hcha JRE R & A5 (T (not show continuing
progression of disability) » 2 j ¢ $* ipf £ @‘} ¥ his 2 wf
5‘{: Ir‘i o

ST 3 S EN SRR T =3

NICE (& &)

12012 %27 08pa > EBRNICE & agizsim @ o

zx : CADTH % Canadian Agency for Drugs and Technologies in Health méﬁ’é, ;

PBAC % Pharmaceutical Benefits Advisory Committee méﬁ’é, ;

NICE 3 National Institute for Health and Clinical Excellence mﬂﬁ”ﬁ, °
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[#4 & 05 % i) F%}%‘ﬁi;}i«;r_‘ 47 2,

FLEBRL MR AFELLRY cFEPH TR

FLxApH: AE 101 &£ 3 9 2 p
FE KRR RS SRS FR PR RIAESHAL ST
IR R “i’mg}%‘ R AT R S oo R R Roenik B ARAL © ?;@‘ﬁﬁ?ﬂ:,a
Er A r PSR RGOS 5 HATT PR PR TR EANER - S
é*—éi‘ém~£beﬁﬁmf%%ﬁﬁﬁﬁﬂ’%@mAf%wﬁﬁﬂ
o (FERBER L) £ Aot FAE o MR RF e LB FR R (1T
ARG ) ST N2 ATFR PR R IR R ka o b 42
BPAEIP X[ RBEEATEHRL (NTHIAFEL ) R 2ANREFGET
JEFREEL AL Y DR A R OB B L RAT T N AL F
Bt AY GrE R BBk e

AL RER LR FRPRTRERH A FER LR RESS
Mtk FERBAFPRBRMEERNFRF &G  HRIILE FThiE L2 8
B AR R BT AR oo ¥ AL L Tk 2o 4T A A
TETESE L EE R CS F PR ST SE RN H1 oV § A

- S BRISRRR

5 ']é‘_ﬁ i :};1 (multiple sclerosis, MS) 3 Bt p 8 AL E 2 F 4 49 54
Br B (2 3R ARA S e d A i k) Ghpn [7,8] 0 2 g7 Tt
ﬁﬁﬁév@%@ PR RS REETA05 4 0 2 952508 A ek S B
A ivge [6,6] Ad * v A7 » EF LT dp- Il?;,}l’iaw (& § 2 b p &3t
2:1)[5,6]c S A M pAFH A EES A > - L5 20040/ P IR S B A
PRk 0 G s R A P B L T 4T 5% [8] o § A i
L %)85% 5 1 4 1+ (relapsing form) &% 5 4] i (Trrelapsing - remitting course)
[10, 11] » L dgers b s & > G ¥72 (540102208 B > ¢ F1& 14 (F (acute
attacks) & # # 3 X &+ 7 ¥ M i g (transition to secondary progressive
multiple sclerosis) @ 132 A B % (disability) > & ¥ g ¢ #4481 [10, 12,
13] -

-

S PA LR TOBE R FIT A foAT A R 4ﬁﬂ%4@4iﬂ%¢
Mo e Py g2 gt RF 7] SHMA L - BEHAE S 6
B 0 T A Ak T B ) ahlymphocytes # £ 1 i Tk R B e F AR
(blood-brain barrier, BBB) » i ® & » ¥ {54 i§ & sLendgiy fk  (target putative
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myelin antigens) - i = 3 X - &g s 4 (demyelination) ~ A 5 4 R 35§
(neuroaxonal injury) ~ % 2} % B s ¥e 3 4 (astrogliosis) » ™ % # {5 A FiT 0
7 J5 (ultimately neurodegeneration) [14] » i&@ 514 & fE ek st » 4oddd 51 X
(optic neuritis) ~ P% 7% 1& & [ % (oculomotor disturbances) ~ 4L 4 & 2 ~ 7 = > # %7
4 B (incomplete transverse myelitis) ~ = % & 4 (limb weakness) ~ = % g
# % (limb sensory loss) ~ % fx % #& (gait ataxia) - 2 (paraparesis) fek &
(fatigue) % T 5 # &L ik [7] -

SEMHECRELR KR ODOERE LA i 1% 4 i (disease modifying therapy,

DMT) » # 3= [15] :

1. Interferon beta : 4 3 interferon beta-la (*~f /L 8+2 & 7 ;3 6445 %) {rinterferon
beta-1b (X T 18+ %) > se H & 1 8 A PP Fx > 2 ¢ 5 interferon beta®
v e T e e 2 5 d 0 B0 T-cell# & 1 fon ¥ KA (BBB)
(reducing T-cell migration across the blood-brain barrier) [15, 16] -

2. Glatiramer acetate : A T i bt % > VA F T st A & @ 7 2 5o F R
(alteration of T-cell activation and differentiation) [15, 16] -

3. B ke # (immunosuppressive agent) @ 4rmitoxantrone x % = A4 3 %
#E+2px (DNA) #r41# (inhibiting DNA repair through topoisomerase Il) » # 12
fe #rDNAHE = foiz 42 [15, 16] -

4. H k ¥ %8 (monoclonal antibody) : natalizumab£2 v & Ik & & ‘mPe 3% & &

(cellular adhesion molecule) s a 4% & % (a4-integrin) % & » 124 «
4-integrin &7 & F B2} chw ¢ e 4L F 4~ F -1 (vascular cell adhesion
molecule-1, VCAM-1) 2z 2 3 i£% » 8 & 3 F]pt 7 § 480 ERMAEN R

W@ ks [15, 16]

& ¢ 3 % & fingolimod - ~ & 5 FTY720 - H it & ;L 5 4 &
sphingosine-1-phosphate (S1P) #p iz [10] » % immunomodulators [16] o © PR 2
fingolimod+ =5 S1IP< %8¢ 2 4B iv* (7 S1Py, S1P3, S1P,% S1Ps) [10] > toitk =
2 5 fingolimod iF 5 = zk F SIPX %8 # & 3@ ch= 54 » 7 ¢ lymphocytes
0~ B (sequestered in the lymph node)[10]- % #* i > i = 3k bm¥e 335 1 ¥
Al 5k sud o3l de end Bga) 17 ¥ [10] o

SR 3 oy BN sl b E S I - ;f g ¢ (American Academy of
Neurology) e &2 3% £ A ¢ (Therapeutics and Technology Assessment
Subcommittee) p #1d *tE A F oA FEBBFEE DG AR DL KRR 2 E
FOo TRk i e pni® e B A A Y o (61 7 134#) F ik ip 8 F A dp
#% (surrogate measures) fr& # % it (long-term disability) =R B |+ v 28 2 i
Ho A 00 A § B R R o RIER AE R B R ART Ap
&8 (disease activity) ¥ 4 %[ d feik K & (G4 0 £ (T35 (the annualized
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attack rate) ~ I| % 1=t 4R 3 AP A ~ & AR BER N LY B o8 F) foRiRE B
(magnetic resonance imaging, MRI) (&4 > & 3§ 5 J5 & (gadolinium-enhancing
lesions) ~ A7 4} SR T2H 3 S 5L e B ~ & £ B A Jz) k=i [17,18] ;5 & i B
R ¥ P E A B K REL (expanded disability status scale - EDSS » 0-10
B RBGR AT GEE) SRR ARER S FIMRI TSR AT R
(T2 5 3 5 0 £) [17-19] -

S AR RESNARLEPRR
1L ARPpm e EEREAT* R FA I FPA R ATCAER/E LAY FE 5

w2 %40 e cDMT) s R % 55 = 48> T interferon beta-la (LO3ABOQ7) -~ interferon
beta-1b (LO3ABO08) ~ glatiramer acetate (LO3AX13) % natalizumab (LO4AA23) ;

WHATCA #5452 FA %357 f g 240 = [1-3]:
= FP 5B A g SDMT SR # 5 [1-3]
Interferon Interferon i
AN Natalizumab, Glatiramer
= 77 | beta-la, beta-1b, 0.25 | 300mg/15mL
17 & ) acetate
22/44 mcg | mg/mL [ vial
A Al
. R pER Gl pER Gl pER Gl
g OR
ATC
i LO3ABO7 LO3AB08 LO4AA23 LO3AX13
e wE S F
R R E ot g o
. '? ) B interferon-beta "R
i & oI T e _ Copaxone * »*
U e e o | 2 glatiramer 5| o,
=] iﬁ} MR Y| R e (AR VAR B0 Sl
BE st ot RERLEE  npgage

305 5 AT

A e gp AR

_‘}j_:;}'}ii&o ;"'{\io

2. WMEFRRRFET TEREHRTE AT AAWH, 1823 5 g
Jeive R # &5 (91411 ~ 92/3/1 ~ 92/12/1 ~ 93/3/1 ~ 94/10/1 ~ 96/7/1 ~ 97/8/1) » -

fif 43 4] % g A (o (secondary progressive multiple sclerosis) 4k 3 <E 5
2 BE R o34 H - fsk ek (Clinically Isolated Syndrome) &% 2 % % #4 i &
G o THER EI S 5 BA g
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A [2] -

3. »¥ 3% & fingolimod ATC 7§ = LOAAA27 (LO4AA Selective
immunosuppressants) » £ & ¥ -2 2 ATC g+ I Fp ke 2 iEike B H#E 53
natalizumab (L0O4AA23) [1-3] -

4. Fingolimod £ interferon beta-1a 7 E %" #hig i 4 %4 7 (TRANSFORMS)
[20] -

fi

CRcER R (FYRTERL)

A3 4 1 & 4% CADTH -~ PBAC %2 NICE \Tﬁ}%‘ﬁi:}i’@’iﬁ 4 E R R
FkL & 4 2 Cochrane/PubMed 4p Bf }“‘L PUIBfRL R F R PR RS H
ZREDPOAPMIERAL B -

% i wE PP

CADTH (4 £+ ) 2011 # 11 * 16 p [21] -

PBAC (;£:) 2011 & 3 ¥ [22]

NICE (# ) 32012227 08p > #FFENICE I &it 7325 @ [23]
Hi Cochrane/PubMed e & % -

(- )CADTH (4 £ = ) [21]

FEE Py 2011 & 11 % 16 p
ok B REFFEL R ¢ (CDEC) 3% #fingolimodip » M5 i » * 38755

P ET AT iR R B E iR 2 5 A L e (relapsing remitting multiple
sclerosis) /I% [21] :
I %5 * 1 0 - A 2 interferon-beta% glatiramer acetate;s & »c g F]

L # & &% i % interferon-beta glatiramer acetatesfup 4 o

i, - &P AR A =t 24w (disabling relapses) -

iii. & %152 =P (magnetic resonance imaging, MRI) #i4p > # 1
T2£§1 % %,i«},ia PR OH A D IR A R }I% +
(gadolinium-enhancing lesion) -

A B REFFALL R ERE A T AR

fingolimod’ 5 & [21] :
i. w & (5T 3aE B4R 5 (average annual relapse rate) b &2 iE

10/51
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50%;
ii. 5 A gk RS A, BB A B KR R4 #ic (expanded disability
status scale, EDSS) « *t5 o

2HeEd [21]

1. 3% TRANSFORMSf&-k # 5% ¢ % - 4 A € 32 5 fingolimod {-interferon
beta-la £ 3 4p iz ehofy o xg.;g fingolimod . & R 42 % F frd s A 8> o £ 3
ezt b %ﬁ—?mr{—} T RABLBRAETI A P ABRBRIEEAAM L EST
g R oo

2. Fingolimod»tiE &z & & & chE B ¥R 7 * ($30,992) #glatiramer ($15,704) ~
interferon beta-1a ($18,928 & $23,036) % interferon beta-lb ($18,096) % -

3. £ f 7 j&p > @4 (patient group input) #r# & hF K FHA L ER &
FrerisfiE & (the need for additional treatment options in MS) -

it§ (Of Note)

10 ¢ %P HE k@S (clinical evidence) 15 > £ B ¢35 i "8 K
I ¥ interferon products 4p % s % T 0 ¥ 3 J 48 08 [ aE 3k (increase the
likelihood of a recommendation with less restrictive criteria) [21] -

FR [21]

Fingolimodg e 4 % 4 0 35 7 % 08 3 3] 2 5 4 1L 1 fz-vﬁﬁ
Al - iR o 0t TRk &M% 1T (clinical exacerbations) e & & £ i 4 3@
# i 031+ (delay the progression of physical dlsablllty) o nm‘f;%c £ & fFd e
3% > fingolimod— ki * >R L inF miE X o mae2 F g I A
(Fingolimod is generally recommended in MS patients who have had an inadequate
response to, or are unable to tolerate, one or more therapies for MS) -

CDEC: & ¥ £ Common Drug Review (CDR) #t#t #eenf il ¢ 4& [21] :

1. Fingolimod 7 ## 5 «1 k stitw kg 4 47 (a systematic review of double-blind
RCTs of fingolimod);

2. HRP L BP GRS T Mot

3. > B8 (patient group-submitted information) # 225 < Ap B 2 & & RAL

Tk 3R 5

AR AR 70 A BAMHRFEERL A g & A
gk 7 % (TRANSFOMS 2 FREEDOMS) - TRANSFORMS:# % (N=1,292)
woge A f8 A £ «nfingolimod (& p 0.5 mgs 1.25 mg) % - ¥ - =t vep L
interferon beta-1a 30 mcg .12 " s 2. »c £ B ; FREEDOMS:#5% (N=1,272)

/51
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fs fa A £ ofingolimod (& p 0.5 mgset1.25 mg) % = & .24 7 {52 i
2 [21] -

AR BETD - WA RTRR 2% (TRANSFOMS2 FREEDOMS) » #7ik »
FIzpmt tBRRg*Ns et it FLeDMTinhBELL AT & " E
(treatment naive or previously treated) ; #4g % 3384 (relapses) ¢ 35+ — & 45 %
- kA RS 2 EDSSA B i 2h01 5.52 B 25 4 [21] -

BBk Y s A EH AH - & onT 00 S B2 T ISEDSSA He 4P 2 -
89%3 * % + TRANSFORMS3#5% » 81%3 * % # FREEDOMS:#5% [21] «

CDR=*t i Sufh w g & 5 ¢ T & g »cdp & (outcomes) @ & & 4 % F
(annualized relapse rate) ~ & & % s 4 v &) (percentage of relapse-free patients)
7 P A2 K (disability) ~ & 3~ 2% &5 2 MRUE e (R74 = 2 T23H] 3% 30 U iy
v) o 2 TRANSFORMS 2 FREEDOMS ¥ 2_ i & J »zdg #% (primary outcome) % &
& B4R % F (annualised relapse rate) [21] -

%% (Efficacy) [21]

1. A& R4 FIne > fingolimodi ¥ <> interferon beta-la;s % (0.16 versus
0.33) = fingolimod#g ¥ <>+ % 4 /» % (0.18 versus 0.40) - & TRANSFORMS
% FREEDOMS:#5% ® » K F E B H LA T2 5 B {3 L EF ¥ SR L85
% (treatment-experienced and treatment naive subgroups) 5 4 HE 5 k4
e mARH g At BIF8A » B TRANSFORMS:E5% @ » & fingolimod. s
k¢ % % *vinterferon beta-la /% (83% versus 69%); #FREEDOMS: =% » >
£ fingolimodis F % *t 8= < & (placebo) 5% (70% versus 46%) [21];

2. % MSFC (multiple sclerosis functional composite) fz-scoreszz & +F » 3%
fingolimod ;> % —‘ﬁ kg ¥ % >vinterferon beta-la 22 % & 2 ; ¥ b > &%
fingolimod i % cHEDSS 4 fieenic & A ¥ 5 X A e a4 | § &
MSFCsiz-scoresic & 2 EDSS /A #ieeiea £ 304 » 2 305 Bt B L9k 5
% % @ (clinical meaningful) [21] -

3. Fingolimod e s + @ & 7 5 & B 0t GIRE ¥ § > % FH e (88% versus 81%);
e { fingolimod ¥ interferon beta-1a #p# i & £ 8 (94% versus 92%) [21] -

4. tfingolimod iz frinterferon beta-la e 4 57 Mg frd F&F HL R
[21] -

5. #p#>rinterferon beta-la » ﬁng0|im0d,f‘=f'_«"ﬁ§ ABLETIRTA = 2 T2H 383 %,{:}?a o2
# 4r (new or newly enlarged T2 lesions) =% ¥ j& > (1.7 versus 2.6 >
P=0.004) ; »FREEDOMS:&5% # - 4p g+ % 4 - fingolimod 25 4 BL%Z T A7
A 2 AT < T2 58 T BU W o Bk ¥R 0 (2.5 versus 9.8 0 P<0.001)
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[21] -

F 2z e [21]

1. Fingolimod 0.5 mg= interferon beta-lazt % & #|4pt » #F 4 pE * 2 F RE
(serious adverse events) & F1&|iT* @ &k jof 0t G| T & S P kg F £
LI

2. Fingolimod 0.5 mgie 2 4 % 2 5 B ¥ i+ a0t &) & ¥ - *tinterferon beta-la’e
(86% versus 92% - P=0.009) - interferon beta-1a ‘e » &g/ g ek (flu-like
iliness) # % 2 (37% versus 4%) - & FREEDOMS:#5% @ - fingolimod (.57 %
FRFitgd et galer abgF L3 (94% versus 93% > P=0.30) -

3. %TRANSFORMS:#5% ¥ - § A 4% 1.25 mg fingolimod =i 4 5 i i 12
4 B % (herpes infection) « 4 | ¢ k- P¥ 343 2 # 2 fingolimodip M e if &%
2R ¢ #e s FE (¢ 45 atrioventricular block2 B 5 B) 2 9F 4
Ao

A WAE e, & (Patient Input Information) [21]

1. 38 MHA [ R A E LRI T R AT R LR B~ 7 A_FIER ~ 35
4 23R4 B~ A+ (numbness) £ f1F (tingling) ~ % 5§ ~ R AR R &
W o

2. i Adp e enip g (interferon products - glatirame % natalizumab) # % 2
BIIE® > o350 A bf? f ~ R E~FFHEE e &R 7 o G F SERIT
PEAPFRRLIR 0 A ARG N R EY g hin R EF hY o
B h B T bR ARG AW %ngﬁﬁﬁwia']i (compliance) =] iF* o

3. it HES- BUrIRIBFHEAC ok BT F 2% 2 5a k24 F 5T
AR B E R AR S R A Rt e TR o

(=) PBAC (G2) [22]

¥ p 20112037

1. Registration Status : authority required
Fingolimodz_ if g ™ * » 4R 2 % f2 302 % % 144 i* & (relapsing-remitting
multiple sclerosis, RRMS) #d=4~% £ 475 (initial and continuing treatment)
ZFTH A DR TS E P F L S A SF R g A
JESI A2 2o % e 4R % o (Fingolimod was TGA registered on 1 February 2011 for the
treatment of relapsing remitting multiple sclerosis and secondary progressive multiple
sclerosis with superimposed relapses to delay the progression of physical disability
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and reduce the frequency of relapse.) [22]

2. VRE
PBAC fr & 12 v @ ;1 & 2 interferon beta-la 3 2 & * #& % % & (main

comparator)- ¥ ¢t »natalizumab 3 = & +* # % & (secondary comparators) [22]-

3. TRA R
fpt A iEF Y 0 # 35— B fingolimod interferon beta-laz. & 4% v“ $i g 4%
ARy (2 B BT 7)) (TRANSFORMS) » 2 fingolimod & = /& &) 2. & £
VoS A T 7 (2 2 R OHsm 1) (FREEDOMS) [22] -
@ 11 FREEDOMS (fingolimod vs placebo) #5 & % * *t & #Ffingolimod -~
interferon beta-1b % natalizumabz_ FF #* $#[22] -

4. TRAEERREE [22]
B 4 ez 7t fingolimod 2 interferon beta-laz. & 4% b e 488 4 7%F7 3
(TRANSFORMS)

4.1 # B4 ¥ (aggregate annualized relapse rate, ARR)
& TRANSFORMS 2k ¥ » # R4 % 5 3 i & «hfpk B »cdp ¥ (primary
outcome) > i & fx & p %4 v pRfingolimod 0.5 mg#? & & Hp %5 — =2 v
2 %+IFN beta-la30meg > %123 * v 7 R > & wehE B F 5 FZ 4o
42 [22] :

4.2 A TRANSFORMS:z: 5 ¢ - fingolimod# interferon beta-laz. & & 44 % ¥ [22]

Fingolimod interferon beta-1 a
Fingolimod 0.5mg
# p v jJRO.5mg 30 mcg/i
vs. INF beta-1a
N=429 N=431

Modified ITT population (Primary outcome)

Number of
75 129 -
relapses
Adjusted ARR 0.16 0.33
P<0.001
(95% C1) (0.122100.212) | (0.262t0 0.417)

TRANSFORMS i 5 h1=x % 3 A 47 Al 7 » B £ 187 4 H 4o i A R
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(- Ep A4 i) ¢ o fingolimod interferon beta-latp it » # '
MERMRFF (ARR)» 2 &4 S #HEFLE [22 -

42 T3 rEEsA B & B %, (3 months confirmed disability progression ) [22]
B Xt T3 " FEEA A B E | 26 BMITTR A a7 2 i e
BENFLARF FLAEFELIT LS 0 A Y 3% &fingolimod &
interferon beta-la 4p'* &% - E ¥ @i F £ 8 » & &7 g3 fingolimod
Foie TR AR B B E[22]

43 2 ¥ EgLF [22]:
Fingolimod 0.5mg : 86%
Interferon beta-1a : 91.6%
431 F]% A% #a 4 a3y 200 Ffingolimod e 7 [22]
Fingolimod 0.5 mg/day : 10.5%
Interferon beta-1a : 4.6%
432 3 A ¢4 =x1.25 mg fingolimod i 4 7N R iR R i FR% 0 AERL0S
mg fingolimod # interferon beta-lazrus 4 e BEBEI G - R p[22]

i a 3 > PBACK & fqp #% »x#% 4 (comparative effectiveness) » fingolimod
z_f »xigvinterferon beta-1a > @ * fingolimod£? interferon beta-1af 3 4p i 2. % >
14 (similar safety profile) [22] -

5. #3% ¥ B yEd (Recommendation and Reasons) [22]
PBACF & 2T 52 » fingolimodv 12 *2#* >+ H - j5%[22] »
1. 2b% v g p4 05 F enfi-/o ™ (not intended for use as add-on therapy)
2. * Bimld A gL 7}4?5 EF k™ (should not be limited to Neurologists) e
3. PBAC:nz ¢ & i A & A7 i f B F AR T 3k 3 fingolimod s gy
m oY BT e e (switching) 4] o

6. HHPEFHE VL HRES
(7 4Lk * FREEDOMS 2 AFFIRM#5% > 1 % F# (F 42 £ b R4 &
(common comparator)) #. % 3| natalizumab ‘* fingolimod # & & 4 % %
(aggregate annualised relapse rate, ARR) #& <> 2 PBAC:L & iz Bk & ¥
PBEFBREBD e pnig k [22]

Rm oo fRA il E 4 fnatalizumab{rfingolimodsié % > * FREEDOMS 2
AFFIRM s ® & ul sy ¢ %3 4 B 4 0 BT it Roeni & 82 529
& 2 i vend $[22) ¢
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7. PBAC ## [22]:
Restriction : authority required

70 N FEEA 2 S F A g B - Fi2  (monotherapy) [22] :

L o mAGRpFEADE LA 2 0HET 0 A A GF RS 3 A 1
FAlARZ A NP o ARHRINE (&) Y EEREEE (MRI) 242 2%
P (Cpeioedt b PRFRUR L 2R T B FRREY) o

2. "l L EBHE E B> ¢ AF % =0 B (The authority will be limited to the
maximum quantity and number of repeats indicated in the schedule) -

72 F W BERAL FF MM i Y HE - B2 (Continuing treatment, as
monotherapy) [22] :

1L gt Ak W PRER R R YA B % 7 (not show continuing progression of
disability) > . 5 * $fetip & F f FoRlLE At o

2. Rl L FHEZ o ¢ AESH

(= )NICE (# &) [23]

32012 # 2% 08 p ik s BRI NICE L1552 ™% % R ¢ (The Appraisal
Committee) 4w s » & AT Aid2FRER > P ivE a7k (i
progress) [23] -

1T AR £ kg & NICE 323 % B ¢ :=% fingolimod * » T4 4 % f374)2 % # %

FOEgm A ) 2% 2 =42 (The second appraisal consultation document)

(2011 & 12 * ) [23] »

L A #HRelpad BlE ERAFERIZ FHF A L aEE (rapidly
evolving severe relapsing-remitting multiple sclerosis, RES RRMS) » {245 NICE
technology appraisal guidance 127 - natalizumab %% B X i# 2. € B 4R % ¥ 34
2 5B EEFARARG B - SR M ERAES PEFY R ARE
fingolimod £ natalizumab & * 3%t % @- AdEFHagnt | A 470 13k NICE
* 1741 fingolimod Jis i # v b 32 4 73k o

I 332 ZL R LR 3] BROATEFOFTHRY > B E % E 5 fingolimod A&
R 2. % 535V ok E ¥ a- 304 o T Tiee 322 beta interferon 5 o
PR - ERF I RN F A A2 FREEAEANRT —¥127 ¥ EA
g &%, (Population1b) » F]pt » 3%k 4 R § Ak W4 HERFTA 2 P 1%
*% (*r Population 1b) 3% * fingolimod o ¥ #F » 33k 4 A € ZRE 2
JB 5o~ 22 H i betainterferon % B i L R E gt R o

N33k £ R € 4 £ 7 % B 45 05 v % v o 3% (mixed treatment
comparison, MTC) ; H & & & &' #&2 %5 (in the absence of direct evidence)
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ST SRR T HRER DR o d W ERRRLEF LG AP ALA DR
B2 (heterogeneity) » ¥ & 47 ¢ X E e - I FEBHR IR hER > &
fingolimod ## We# 525 v F%E R 2v0 & 5 7t > TRANSFORMS #5%
22 FREEDOMS &5 entg 7 4 % &2 3= fingolimod en# 5357 %3 ¢ o
B AL o
IV.3=3k 4 B € Flet it T 70 8% G Bl g ERA2 S g A
AT X fmgollmod m}%—’" L E % Avonex (interferon beta-1la) = % &
A5 F BRI o A ﬁ ¢ I & : FREEDOMS 325 & 71 > p >
@ﬁfl fingolimod + & “ 4R # ¥ 232 % #F A A A R AR A E D
vk s 2 B> TRANSFORMS 2% ¢ > 22 Avonex 4p+* » fingolimod #F#% it
BELEZ W HT REFRE -

Fingolimod & M2 #F 535 v @R * 2 e 2 1T A %¥E > ¢ gl 29§ 5
i# * igbeta interferon;s R 16 » HIEFF L + (high dlsease activity) » &2~ 4
oprE B2 ERAFERA I“*»E‘a' e H (RES RRMS) - % & 2
W2 ERBFEMRA L A EF (RES RRMS) T HE 1EPN G 2=
2oLk g i o 12 0 mﬁrbivg 58 J’% 4 (gadolinium-enhancing
lesions) & £ % =t MRI4p +* TZI,% P BB e o

Faah v R AT

Fingolimod has a marketing authorisation as a single disease-modifying therapy in

highly active relapsing-remitting multiple sclerosis for the following groups :

I.  Adults with high disease activity despite treatment with a beta interferon.
These patients may be defined as ‘those who have failed to respond to a full
and adequate course (normally at least one year of treatment) of
beta-interferon. Patients should have had at least one relapse in the previous
year while on therapy, and have at least nine T2-hyperintense lesions in
cranial  magneticresonance  imaging (MRI) or at least one
gadolinium-enhancing lesion. A “non-responder” could also be defined as a
patient with an unchanged or increased relapse rate or ongoing severe relapses,
as compared to the previous year’.

ii.  Adults with rapidly evolving severe relapsing—remitting multiple sclerosis
defined by two or more disabling relapses in 1 year, and with one or more
gadolinium-enhancing lesions on brain MRI or a significant increase in T2
lesion load as compared to a previous recent MRI .

a4

FRhteiEd NICE=RL R 2427 P MR rRY pAme g T
%3

i.  Population 1a, "ste X A|FFFink  fn- #1055 - 2%

\a«‘

10

17/51



101BTDO1001 Gilenya

(consisting of people with highly active relapsing—remitting multiple sclerosis
with at least one relapse in the previous year while on treatment with beta
interferon and at least nine T2-hyperintense lesions on a brain MRI or at least
one gadolinium-enhancing lesion)

ii.  Population1b, M8z e & ¢ A|FEF 08k > PR - E4F F A B
Foa b §RERIRE SR 5 BA g

(consisting of people with highly active relapsing—remitting multiple sclerosis
whose relapse rates have remained unchanged or have increased compared
with the previous year despite treatment with beta interferon)

iii. Population 2, T—- #p g4 F=x% 10 Fz 4 53T AN E
(MRI) 322 ¢ 3 ~*423F - &2 gadolinium-enhancing lesion ¢ 4p i3t 2
w 2. MRI :%*R?,TZ lesion &2 & 3 4v

(consisting of people with defined by two or more disabling relapses in 1 year,
and with one or more gadolinium-enhancing lesions on a brain MRI or a
significant increase in T2 lesion load compared with a previous recent MRI.)

3. %< R ¢ (The Appraisal Committee) hg & :

. 3=3& % A € ¢ % fingolimod 2 f& & & = # »c ¥ (clinical and cost
effectiveness) > wAFILF 2 ApB FTAL s HL ER 3¢ 3 1 23 REAEANRE
¥f2A2 5w A g (highly active relapsmg-remltting multiple sclerosis )
S ER T SRV fﬁiﬁﬁ A~ H &L ergenk & ¥ L R ¥ fingolimod s A7
,:Hv_??’l%oﬁi&mﬁlklg—(NHS)p/&m LS U PR 4

I & %'\(patlent experts) # o1 : FF M CE G- B A HH SRR
i *’%*-“f}l% ZPAFERELEETEIE L 6 78 - & REFH R AR

e 4 oende & lf’;[* ¥R 3 mHRIIFEERE (emotional wellbeing)

g;fgs PR T G gt FR R 2 7 - ¢ fingolimod F i R F

X ﬁfzﬁ’ﬂﬁ;rW%%’ﬁmﬁ&%éiﬁ%%?%

. f=5& & % < B (clinical specialists) # 77 4R % % 242 7 % A g2 o

7 B o B E R0 @ (S % Bt R g enst i B g & (the number and
severity of relapses and by disability) - 12 % 7 5 4 3 &4 5 B = 4 Jlipre |4 5
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& 1A 1 JE (secondary progressive multiple sclerosis) {s #rig = ek A (2%
R AR o

V. @ e bopiasd Bl ERARAFEMRAL FF A EE (RES
RRMS) » 24 NICE technology appraisal guidance 127 > natalizumab %% & it
B2 ERGFERAL S F A R FARG B - SR E S HA R LR
FEARZERA :fga—ﬁ (without rapidly evolvmg severe disease) > ¥ 5Ky
% beta interferon  glatiramer acetate -

V. ?"?i;i Age &% flngollmod AREERAZ FEMA RISk T £
FAETREALT o RL A EBIR OB A ’ﬁip&ﬁm?&b‘r CENERES
T AR fiéfu beta interferon £ glatiramer acetate ;% {4 & /ﬁwp
Mim 3 g A (high disease activity) » % #fek & ¥4 | v ¢ & g e *
fingolimod F % % - R& L (oM B2 TR B FE AR ™RE R € 27 »
d 3P e A Y o fingolimod #-+ L opmARs B R iE 2 &R AR R
25 E A R L R A2 F o Eﬁg%t\‘#"f;\ Bt iR B AR E
fingolimod ¢ natalizumab & #* >t gt xﬁﬁ A EEE b i A 45 0 115k NICE
w A 1741 fingolimod i i # 3t b 2532 4 waE iRk o

VI 7522 B¢ piRAh B ¥4 F 2 4 % Fuesr & ¢ fingolimod - Ak 4 2
Vo Do R REAFHTARFL LT AF 0 T AE K RF R REE D
- g A B RGom 4 e fingolimod Jn R (8 A MR o AR M 3 2R

4. f2h2xE (Clinical effectiveness)

I R A R AT BRUTEF TR B % &3 fingolimod 2. #
SV AT E R - R4 > 7 TEe e 2% beta interferon o o AR
WA ERFF A RAF A A2 REEARE A 5 A
ERF  (Population1b) o 3#ik%& /L& FIF R NemaZd 5o
% 5 fingolimod f&/k i85 P Boi & ch=x %3 o Fpt - R4 f € LR
f“%%m;: Flz_p %% (% Population 1b) 2=z & * fingolimod - 3%
1 R ¢ 77L& 3 Rt base-case analysis 4 47 ¢ > 14— f& beta interferon
& &) (Avonex) 2 fingolimod &7t » A& 3 H & {PRE R o E o iF
k2% A € %7 > Avonex £ Rebif 5 NHS s si? & ¥ B = beta interferon

% #| - Evidence Review Group (ERG) % > 4-%F2L % beta interferon 7 i# »c
F ATRILRE dhup A % #4779 3 R ¥ - 46 beta interferon 1% 5 44 P&

KR A ngﬁ ERG RN Z AR TG R B EAFLERE
FIpb gt R Y R T AR L AP [ Avonex vt RZRGE T3 i
3 528 % NICE tadiizieip ik > < 5 » 2 H s betainterferon 2 s
EE =T e - PER-SILE R

I =% £ A € © & HEF R TE 2 ~ & fingolimod &4 »c £ (clinical
effectiveness) Aphf 2 Fdp e 7L 4 » T AL P ERDTARP S IF Tk 2
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o GAEHBRFERAZ IEHA M ES £ 4o 4 3= fingolimod &
Z @A S ® 7 24 B0 ks > (FREEDOMS 5k ) » M 2
fingolimod 2 beta interferon-la (Avonex ) A ~ @ * 12 B 7 cof 2282 % >
£ (TRANSFORMS #%% ) - % £ i ¢ /L & ¥ FREEDOMS ;éf%?fi’
TRANSFORMS #5747 7 % ¥ » g F < 3¢ fingolimod 2 % &35 7 7
i E —‘k s FIE MR R RS RGBS EH IR B BB T %%%ii
= %*1 cERG wiTR L A § 27 BRI BHEEFLFTHLR
el B LI RREHY L X EHF YR > % (not mutually
exclusive) o 3=k & | € © AR I > ZEGT B BRGE- AR & SHET
FI¥EFE 2 g 4 {7t Population 1b ¢ A fe oAt BiliE 2 £ R ¥ fF
A2 5 A fi—’ﬁ ( 7= 7 Population 1b a‘r“,frf #+ & Population 2 # L%—"Ff )
2R @ > A $& i Population 1a £¢ Population 2 2. » #7-3%3& % R € 32 % 1345 NICE
technology appraisal 127 3% natalizumab # i * 423 Bl i# 2 £ R4
FERAZ FFBA R (Z R & 2 F# 7P 7 Population 2) - F|pt
natalizumab #-1% 2 p 52 ¥ iR & o
Hl. =& £ A € % & 7 R 40 % it ;Y (mixed treatment
comparison, MTC) ; H# & & ¥ " 2 # 5 (in the absence of direct evidence)
R TR T HRERF Rk o B2 ERG v kL R € AT 0 &
Bk BFE G 4p g A& R F 2 (heterogeneity) » ® A 477 X Eivw - I8
Bk TR % > &2 fingolimod eh& N3F T HEEE R per L5 M
TRANSFORMS :#£% ¥ FREEDOMS :#2% g 4 # &= fingolimod
B EFV EEE Y gy oot o

=3

V. &4 ﬁ g FIH A T e T B T 0 B ’:ﬁ* BREAI2 5 F A
JERH AP 0 &% fingolimod -;;4,1,%%:j PR Avonex £ F A E B 5 i etk
o il pF
e

V. #3%1F ¢ " F i : FREEDOMS #Z 47 > 4p#>r =% |# > fingolimod +
BORFERA L S F A R L A AR S 6] R
TRANSFORMS 3z ¢ - 22 Avonex #pt+t - fingolimod #f# it #2 & 4c £ 2.
AR - T %Firév;‘f-?‘"i R&#7 wH#ELH gILh (European
Medicines Agency) @ %]zt % f2/k Fin%;ﬁdfg? # Pt fingolimod »t & 5.2F

FRFTV R EOLERE S &«rﬁzﬂlf—fﬁsm:k EEE - REG Froke
VI 32k A R 6 T R T AL %%@T’%ﬁﬁﬁéﬁﬂmﬁ

,,':_

oo R B RV EATTE }*a%. ® R FE I o fingolimod & ¥ #e
HAF s o

VIL 3232 % B ¢ © ¢ % FREEDOMS & TRANSFORMSFé%E =Ty i e P

FHIpiE i3t o 377R L R ¢ /L1 7] » FREEDOMS £ ¢ #& = fingolimod

N AR F SR b H/Fi i }j‘z}}% A Y ABEL%ET] EQ-S5D £ £ A

AR ARG Tt P EF2L %M A & TRANSFORMS 3#5% ¥ 4%
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fingolimod = Avonex ipf ¥ - R Z I EEPM 2 E LT > 6 (M
PRIMUS-QoL & # i* % ) f' 5 scd > R AEHF -
WHAEFLARwFRLAAEA T o RAPABRETT R X R EE RS
FEA o - WA om0 ¥ S AR

VI3 4 B € et di ™ 7] %3 : FREEDOMS :£% £2 TRANSFORMS #%% ¢
LRI AEHFORENMAZSTEAEL OV ITRALY ERZR
% > e fingolimod ¥4 & Ap b 2 B S F 2 B2 B1vy FR 5 -

(2)4 &

A 3R 4 * 2 3F Cochrane/PubMed T+ FAL E 2 = (Z 8P 4o
HFix i

21T 5] PICOS %5 0F iF i o THOF B LAY GFATEL A IEET 21
¥ (population) ~ i > i (intervention ) ~ % »c ¥ & & (comparator ) ~  »<ip]

¥ 4p 1% (outcome) 2 77 3 3k 3+ = 2 (study design) - H 40 if i Fm 4o

Population PorEEE R R A g A E R 4

F “,f i% i+ patients with primary progressive MS

Intervention v PR ¢ * fingolimod

Comparator Glatiramer acetate (20 mg daily by subcutaneous
route) ~ Interferon beta-la (at least 44 mcg by
subcutaneous route 3 times per week or 30 mcg by
intramuscular route weekly) ~ Interferon beta-1b
(at 250 mcg by subcutaneous route every other
day) -~ Natalizumab (300 mg intravenously every 4

weeks) % & &

Outcome - & o4 2 vt 5 (norelapse at 1 year)

Study design randomized controlled trials ~ double blind
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i pe + it 2 PICOS > i i Cochrane/PubMed % ~ )]?e?ﬁ:ii » 5t X ®101# 02"
01p - 312 (fingolimod and relapsing—remitting multiple sclerosis and randomized
controlled trials)b e MEFEFIF - L83 - ALy Z P REFEFR [;J%
(¢ 45 : FREEDOMS:#5[24] 2 TRANSFORMS:#5%[20]) 2 TRANSFORMS:# 5%
2_aE WO iEE [20, 25] 0 ¥ b o Del Santo® 4 £ 4t B E 22 F ¥ HA LR
(relapsing remitting multiple sclerosis) 7o % = T % 3 & & 47% | (network

meta-analysis ) ' i % 5k 52 Bost i [26] 0 ¥ oob o B EE 2L
McDonagh M. % % 12 & %o Q‘f—‘%‘?"/éﬁfﬁ"‘v  $Ftfingolimod e H s 58 5 8 A

CRE R RS X »Lm, 3020114 5 2 [35] > AABE 2 JER AR 40T

1. FREEDOMS study (D2301) [24]

P B EY CE SR B X AHER RS Z PIREFR L
% 5 BT3B Y PN AR X iE T e beta interferon £ glatiramer acetateis % > & ¥ &
B iT61 7 ) A ¥ X = P natalizumabi s R e A s k3 (MRI) &k ¢
Bt > 6B ~ 5123 7 %248 7 &4 o 1 R oedp ik (the primary end
point) 5 # A& fR 3 & (annualized relapse rate) - € & «h=x & % »cdp % (a secondary
end point) 2 TzF A A K133 7 (o | (the time to disability progression)
RN LR H B 3B Y SHEDSSH AW e 1 (AHEDSSE 5.5:h%
;é%‘ig $0.54) -

B3 [24]

® EurY mRci3Tjk (E&FRG1TI55/K)

® JepmmEm e indcs6.74; AWEDSSA i ik 20
o

it 2w X EH B DMTE S 2 v F 4w 5

«  Fingolimod 1.25 mg: 60.4% (259/429)

*  Fingolimod 0.5 mg: 57.4% (244/425)

o & A E:59.6% (249/418)

£ % fingolimod /5 e ;éiﬂz  HERABFIPHEMAELTANMNE (£
I) e BRI E A e #&%fingolimod;r«%ﬁ“ PEuE "33 mEAR EL
W g2 B (27)[24] -

® & (“fingolimod"[Supplementary Concept] OR "fingolimod"[All Fields]) AND ("multiple sclerosis,
relapsing-remitting”"[MeSH Terms] OR ("multiple"[All Fields] AND "sclerosis"[All Fields] AND
"relapsing-remitting"[All Fields]) OR ‘"relapsing-remitting multiple sclerosis"[All Fields] OR
("relapsing"[All Fields] AND "remitting"[All Fields] AND "multiple"[All Fields] AND "sclerosis"[All
Fields]) OR "relapsing remitting multiple sclerosis"[All Fields]) AND (“"randomized controlled
trial"[Publication Type] OR "randomized controlled trials as topic"[MeSH Terms] OR "randomized
controlled trials"[All Fields] OR "randomised controlled trials"[All Fields]) & fingolimod and
relapsing—remitting multiple sclerosis and meta-analysis.
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(Clinical and MRI End point, According to study Group)

Fingolimod Fingolimod s
X A .
1.25mg 0.5mg P i
(N=418)

(N=429) (N=425)
A& Forndp ik
ERGHE S
(Annualized 0.16 0.18 0.40 <0.001
relapse rate (0.13t00.19) | (0.15t00.22) | (0.34t0 0.47) '
over 24 mo)
R AP B 2 = & oedp & (Relapse-related secondary end points)
X IR
AR R 74.7+2.2 70.442.3 45.6+2.5 (40.7 <0.001
B (70.4 t0 78.9) (66.0 to 74.8) to 50.6) '
(95% CI)
FF24m
w2 g
L

i 0.38 (0.30to 0.48 (0.39 to
Hazard ratio 0.48) 0.61) - <0.001
for fingolimod ' '
vs. placebo
(95% CI)*
A EMLE (R F i)
7P & A
F (3@ 83.4+1.9 82.3+1.9 75.9+2.2 (71.7 0.01
AR E (79.7 t0 87.1) (78.6 10 86.1) to 80.2) '
R %)
}% Bé; LU
Hazard ratio
i ) 0.68 (0.50 to 0.70 (0.52 to
for fingolimod - 0.02
0.93) 0.96)

vs. placebo
(95% ClI) °
EDSS score at 24 month
Mean -0.03+0.88 0.00+0.88 0.13+£0.94 0.002

¢ P values were calculated with the use of the Cox proportional-hazards model with
adjustment for study group, country, the EDSS score at baseline, and age.
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Median 00 (3.0 to 0.0 (-3.0 to
0.0 (-3.0t0 4.0)

(range) 3.5) 3.5)
MSFC z score at 24 month
Mean 0.01+0.40 0.03+0.39 -0.06+0.57 0.02 (1.25mg

_ vs placebo)
Median 005 (24 to| 007 (-21 to -0.01(-3.8 to 0.01(0.5mg
(range) 1.3) 1.2) 5.5) vs placeho)

2. TRANSFORMS study [20]

$t % p 200657 22007#97 » AI8B R T 5 ¢ w2 - BR ~ BERAY
(double-dummy study), SEt% 4 /%1292 $ 3T € F 3 0 B - = hfR B 2]
2_ % A i e (relapsing - remitting multiple scler05|s) Bt BEXEpAEL
1.25% 5. £ 0.5% 5 e pRfingolimod & & i 4| & 2 304k 5o 9 vp ;I &finterferon
beta-1a -

3 & Foxdp ik (primary end point) & &% 121 * g > &4 4F 5 (annualized

relapse rate) -

= & g »zdp ¥ (secondary end points)

o RIE_AL2B 0 P BET2hEPELFER R (MRD) i - H 03782 2 -
SRR 3

e MZE I CEFIB Y oA A E Y HA, (progression of disability that was
sustained for at least 3 months) -

21 3 > A eniE & [20]

18255/ ~Fa b S M P ¥~ ¥ % & McDonald %% 7 % X 4%
E Y5 IERE ’f'ms' PREZBAT AEF YN h A ER Y AR s
SR RE X2 at WAk s & (EDSS) 502554 RPN -

2.2 :]ék'ﬁ: £ [20]
B TREE A R 30R o A AR BRI R (corticosteroid) B TR
(relapse)  ~ &L %~ 5 saok i (macular edema) ~ 458 fL & ] A % g o
23 R 2L W PR AW W ¢ ¥ Eansée [20]
F 2@ ey of & * interferon beta gt glatiramer acetate » 7 TR % L i
(Previous recent therapy with either any type of interferon beta or glatiramer
acetate was not a criterion for exclusion) -

2.4 Fraxfok 2L $71 & 5 modified intention-to-treat cohort °

Modified intention-to-treat cohort » & 4% %773 i 4 AR A RES T D -

BT EF2LHE o
25 % (£-)[20]:

7 1153 imgp 4 (89%) == 1 A7 F o
251 i & Foxdpih [20]
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ERFF (&)

«  Fingolimod, 1.25mg & : 0.20 (95% % # % & [CI] - 0.16 1 0.26) >

*  Fingolimod, 0.5mg % : 0.16 (95%CIl % 0.12 3 0.21) -

e FHEE: 033(95%Cl-0.26 1 0.42)

& * Fingolimod & 4f 3 F 3% A 4p 3t -+ 34 w Bg ¥ % 1 (<0.001)

25.2 & & Fprxdp ik [20]

e MRIHEF &% i h 2k (£-)
ART (R EiT) B T2 i Y ¥ o #& % fingolimod 5% 2k B F 23
FHRZ e

« s piEE (progression of disability) $%i» » & * fingolimod 2 + 3 % w2 &

AEFHELIE -

253 7 A EF 4 ;WL (£ M)

Fingolimod, 1.25 mg f: % i & gt 4 5 % k4% (disseminated prlmary
varicella zoster) fr¥ & g7 .ﬁp—* 5% ¢ (herpes simplex encephalitis) = H i %
TLE 0% fingolimod &> F A ARSI B HAL S R EES R
B E B BoF ok L E R STt B % (elevated liver-enzyme levels)
( 4 ,\) o

o

x

\

254 %#% [20]:

i * fingolimod & iTm ¢ @ 2 PR # - K #F A FFPA R
(relapsing - remitting multiple sclerosis) J5 4 #p#3t+ 3 % =20 & Q% F 2 MRI
BT % B Pk o @ st 8B (progression of disability) %> o i ¥
fingolimod 2 * % w2 Fak¥i+ 12 [20]-

EA I NP 2 A (Baseline Characteristics of the Patients) [20]

Fingolimod Interferon Beta-1a
1.25mg (N =426) | 0.5mg (N =431) (N =435)
Demographic characteristics ( Age)
Mean 35.818.4 36.7+8.8 36.0+8.3
Median (range) 36 (18 - 54) 37 (18 - 55) 36 (18 - 55)

Clinical characteristics

Interval from onset of symptoms to randomization

Mean 7.316.0 7.516.2 7.416.3
Median (range) 6 (0-33) 6 (0-34) 6 (0 - 40)
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Treatment history

EDSS score
Mean 2.21+1.31 2.24+1.33 2.19+1.26
Median (range) 2.0 (0-5.5) 2.0 (0-5.5) 2.0 (0-5.5)
Any therapy —
249 (58.5) 238 (55.2) 245 (56.3)
no. (%)
Any interferon
209 (49.1) 219 (50.8) 207 (47.6)
beta
Glatiramer
67 (15.7) 57 (13.2) 67 (15.4)
acetate
Natalizumab 3(0.7) 4(0.9) 1(0.2)

= Tk %2 B FE S (12 Months) [20]

. . . Interferon
End Point Fingolimod P Value
Beta-1a
Fingolimod, | Fingolimod,

1.25 mg, 0.5 mg,

1.25mg 0.5 mg (N
(N =431) VS. VS.

(N =420) = 429)

Interferon Interferon

Beta-1a Beta-1a

ER Y R

£ RRE

B

ﬁ : 0.20(0.16 | 0.16 (0.12 | 0.33(0.26

(Annualized <0.001 <0.001
to 0.26) to 0.21) t0 0.42)

relapse rate

over 24 mo)
Patients
with no 79.8(75.9 | 82.6(79.0 | 69.3(64.8
. <0.001 <0.001
confirmed to 83.7) to 86.3) to 73.8)
relapse

MRI outcome (New or enlarged lesions on T2-weighted images)

Mean 1.5+2.7 1.743.9 2.615.8 <0.001 0.004
Median

(range)

Disability (Patients with no confirmed disability progression %) (95% CI)

1(0t026) | 0(0to38) | 1(0to63)
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93.3(90.9 | 94.1(91.8 | 92.1(89.4
t0 95.8) t0 96.3) t0 94.7)
Change from baseline in EDSS score
(-0.11) +  (-0.08) £
Mean 0.01+0.78
0.90 0.79
Median 0(-30to 0(-30to | 0(-20to
(range) 5.0) 2.5) 3.0)
Change from baseline in MSFC z score
(-0.03) +
Mean 0.0840.46 | 0.04+0.42
0.48
Median 0.06 0.20 (-0.01)
(-1.90 (-2.10 (-5.30to
(range)
to 3.60) to 4.70) 1.70)
N BE RFE 24 5 [20]
End Point Fingolimod

1.25 mg (N = 420)

Any serious event 45 (10.7)
Death 2 (0.5)
Cardiovascular disorder

Bradycardia or

. : 10 (2.4)
sinus bradycardia
Atrioventricular block
Second degree 3(0.7)
First degree 2 (0.5)
Infection

Appendicitis 2 (0.5)

Herpes virus
o 3(0.7)
infection
Neoplasm

Basal-cell

2 (0.5)

carcinoma

30 (7.0)

0

2 (0.5)

1(0.2)
1(0.2)

1(0.2)

3(0.7)
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0.50 0.25
0.02 0.06
<0.001 0.02

Interferon Beta-1a
(N =431)

0.5mg (N =429)

25 (5.8)
0

2 (0.5)

1(0.2)

1(0.2)
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Melanoma 0 3(0.7) 0
(including in situ) '

Breast cancer

. o 2 (0.5) 2 (0.5) 0
(including in situ)
Respiratory

disorder
Dyspnea 2 (0.5) 0 0

3. TRANSFORMS study 2z # {25 [25]
pt % 2t @ TRANSFORMS study » 77 7 BLZHp 5121 # 4t W 3 241 & > &
A &g 3o 1 ginterferon beta-late chgs 4 £ £ AT A IR R X & pAE
1.25% 5. & 0.5% 5 v JRfingolimod - J »zdp ¥ (efficacy endpoint) 5 & 4g %
(annualized relapse rate) » 7 5 & & (progression of disability) » % 7 & x J=:2
(MRI) 34 -
31 %% [25]:
71027 (92%) A e rwE W Y 2 R BFLmF R 0 29 0 8821
(86%) % = 24monthssriys B8 ¥ o
311 4% F (£4)[25]
e R A X vup j1btinterferon beta-la 2 (months 0-12) Az i ¢ PR 05 % &
fingolimod % (13-24 months) > & 47 % 5 4p ¥+ % i< 30% (= B8P ¥ & 4R 3 3
% 0.70, 95% C1 0.49 to 1.00, p=0.049) -
R A3 vep jibt interferon beta-la = (months 0-12) A i v PR 1.25 % 5
fingolimod % (13-24 months) > & 45 % 5 49 ¥+ % X 36% (= B8P BF & 4R 3 3
% 0.64, 95% C1 0.43 to 0.94, p=0.024) -

312 PEE R & (MRI) #4h8 % [25]

«  AT24fEPEEEE G (MRl) & ° R *4& 2 9op /i &finterferon beta-1a
2 (03121 %) i v pR125%F 5 £ 0.5% 5 2 fingolimodis (133 247
D) B DATE A 2 FR Op BB T EF R (R4) -
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44 TRABPEE R GIEZ (extension ITT population) [25]
Ju & vep o3 stinterferon
beta-lai (0X 121 *) :x i *

PR1.25% 5. 2405% 5.2

fingolimod
Interferon Interferon
0.5mg
beta-lato 0.5 beta-lato 1.25 i )
. . . . fingolimod
mg fingolimod | mg fingolimod (n=356)
(n=167) (n=174) -
Tk 2x4p & (Clinical outcomes)
Total number of confirmed relapses
Year before
234 244 534
enrolment
Months 0-12 80 70 71
Months 13-24 52 41 65
& B4 3 (Estimated annualised relapse rate) (95% CI)
0.31 0.29 0.12
0x 121 *
(0.22-0.43) (0.20-0.40) (0.08-0.17)
0.22 0.18 0.11
133 241 *
(0.15-0.31) (0.12-0.27) (0.08-0.16)
p value 0.049 0.024 0.80
Pt &3 (MRI) 32
Number of new or enlarged T2 lesions
Patients without new or enlarged T2 lesions
0x 121 * 64 (49%) 57 (41%) 171 (56%)
133 241 * 86 (66%0) 82 (59%) 186 (61%)
p value 0.002 0.002 0.16

101BTDO1001 Gilenya

## 4 * fingolimod; > % ‘e

1.25mg
fingolimod
(n=330)

495

78
55

0.15
(0.10-0.21)

0.11
(0.08-0.16)

0.12

125 (47%)
162 (60%)
0.0005

4. Treatments for relapsing-remitting multiple sclerosis : summarising current

information by network meta-analysis [26]

Del Santo % 4 »+2011# 4 £ 7 B &~ ¥4 % % f23]1 2 7 % 44 g (relapsing
remitting multiple sclerosis) o7 2 T4 % % & & 472 | (network meta-analysis )

WOBRCE o B 2 o vt i [26] e
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41 = 1;% A
2 T “multiple sclerosis” AND “relapsing remitting” AND interferon OR
glatiramer OR natalizumab OR fingolimod,combined with the limitation :
“randomised controlled trial” ; % i 4& 5 >*PubMed version of MEDLINE & {7 < }I%
42 STV REAF RS
« Interferon beta-1b (at 250 mcg by subcutaneous route every other day),
« Interferon beta-1a (at least 44 mcg by subcutaneous route 3 times per week or
30 mcg by intramuscular route weekly),
«  Glatiramer (20 mg daily by subcutaneous route),
« Natalizumab (300 mg intravenously every 4 weeks) or
«  Fingolimod (0.5 mg orally once daily).

43 %%

myor FL0BIEW A AT Y 0 L BEEE LR ER R Y
F# ¢ 4% ¢ interferon beta-1b - interferon beta-la#? glatiramerz. & %+ &= 37 > %
fingolimod# interferon beta-1a (i.m.) z 2 &y ®F7 7 (& ), @ 75 F7F 2 f 7%
ity A - EP @A F 205 (norelapse at 1 year) [26] -

L
=R
r‘ﬁ
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oL or T

Rt

A

Jacobs et
al.[27] (1996)

PRISMS
Study
Group [28]
(1998)

The IFNB
Multiple
Sclerosis
Study
Group [29]
(1993)

Bornstein et
al. [30] (1987)

Comi et
al.[31] (2001)

Cadavid et
al.[32] (2009)

Mikol et
al.[33] (2000)

Polman et al.
[34] (2006)

Cohen et
al.[20] (2010)

Kappos et al.
[24] (2010)

ORI
A

Interferon A
-1a (i.m.) vs.
placebo

Interferon A
-la (s.c.) vs.
placebo

Interferon A
-1b vs.
placebo

Glatiramer vs.
placebo
Glatiramer vs.
placebo
Interferon A
-1b vs.
glatiramer
Interferon A
-la(s.c.) vs.
glatiramer
Natalizumab
vs. placebo
Fingolimod
vs. interferon
B-la (i.m.)
Fingolimod
vs. placebo

AT 2o BER [26]

Relapse-free rate

Treatment

70/158 (44%)

83/184 (45%)

87/207 (42%)

18/25 (72%)

66/119 (55%)

26136 (72%)

289/386
(75%)

483/627
(77%)

354/429
(82%)

344/425
(81%)

31/

Control

51/143 (36%)

41/187 (22%)

61/209 (29%)

6/23 (26%)

59/120 (49%)

28/39 (72%)

272/378
(72%)

176/315
(56%)

302/431
(70%)

263/418
(63%)

101BTDO1001 Gilenya

Hazard ratio

(95% Cl)

1.24
(0.94-1.65)

2.06
(1.50-2.82)c

1.44
(1.10-1.88)

2.76
(1.33-5.73)

1.13
(0.88-1.44)

1.01
(0.76-1.33

1.04
(0.96-1.13)e

1.38
(1.24-1.53)

1.18
(1.09-1.27)

1.29
(1.18-1.40)
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4.3. 14 R £ &84 s relapse-free rate at 12 months:

The HR values for the other indirect comparisons:

«  Fingolimod versus natalizumab : 0.93 (95% CI1 0.82 to 1.07)

«  Fingolimod versus glatiramer : 1.23 (95% CI 1.10 to 1.34)

i# * Fingolimod#? natalizumab ¢ glatiramerfp #z » A75% % 121 * pF > relapse-free
ratesm kg % £ 8 o

5. ¥ 2|t

McDonagh M.% % 12k siih = gew e 58 4F 3tfingolimod 2 3 # i 5 4
MR g B2k % > Mt o 7302011 & 3 & [35] 0 v fmRoenE B 45
glatiramer acetate - interferon beta-1a - interferon beta-1b ~ mitoxantrone ~ natalizumab
2 %A E oF R ¢ 35 Ovid MEDLINE® (1996-week 4 December 2010),
Ovid MEDLINE® In-Process & Other Non-Indexed Citations (November 08, 2010),
the Cochrane Database of Systematic Reviews® (4th Quarter, 2010), the Cochrane
Central Register of Controlled Trials® (4th Quarter, 2010), and Database of Abstracts
of Reviews of Effects (DARE) % US Food and Drug Administration Center for Drug
Evaluation and Research website -
51 %%
L3 11K ﬂ,%i AP R IV 0 kIR & DTRR FE&K (F 8 X A
Interferon beta-1a® 4t #2) > % % B2 40 % - - [35]:

% - - Fingolimod + & & 2 fepk#7 § #7434 7 L F ©* FF32 [35]

Fingolimod 0.5 Interferon
F AR mg once daily beta-1a 30 mcg
(%) once weekly (%o)

Relative risk
(95% CI)

. . . Interferon vs.
rlinterferon & 2 & K 3 WL

fingolimod
Pyrexia 4.2 17.9 4.26 (2.62 t0 6.97)
Influenza-like 10.55
) 35 36.9
illness (6.39t0 17.57)
Myalgia 33 10.2 3.13 (1.76 to 5.59)

] ) Fingolimod vs.
refingolimod 4 % g 384 9

interferon
Increased alanine

. 6.5 1.9 3.52 (1.66 to 7.50)
aminotransferase
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5.2 B#% # (Indirect evidence)

52.1 ¥ ¢t > McDonagh M. %

L 2¥ % BFDA% > fingolimodz. & # 2% & » %
ZRAEDRRETT RS

gL 4L - [35]:

# -+ = SAEs with incidence > 3/1000, and with incidence higher with fingolimod
1.25mg/day or 0.5mg/day than with placebo [35]

Fingolimod Fingolimod Interferon
1.25mgonce | 0.5mgonce beta-1a Placebo
daily n (%) daily n (%) n (%) n (%)
N=511
N=943 N=854 N=431

Cardiac disorders 23 (2.4) 10(12) 1(02) 4(08)
(%)
Nervous  system |16 1.9) 12 (1.4) 3(0.7) 5 (1.0)
disorders (%)
Infections and 18 (1.9) 8 (0.9) 6 (1.4) 8 (1.6)
infestations (%)
Neoplasms benign,
malignant and
unspecified 9(1.0) 14 (1.6) 2 (0.5) 12 (2.3)
(incl cysts and
polyps)
Investigations
(incl fiver enzymes 9(1.0) 6 (0.7) 1(0.2) 1(0.2)
abnormality or
hepatobiliary)
Eye disorders
(incl macular 7(0.7) 2(0.2) 0 1(0.2)
edema)
Blood and
lymphatic system 3(0.3) 1(0.1) 0 0

disorders
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522 5+ it * fingolimods » ¥]7 2 F # @ @y 20t 5 (£ +=2)[35] -

# -+ = Most frequent (> 2/1000 and more frequent with fingolimod than with
placebo) discontinuations due to adverse events in controlled MS clinical studies
[35]

Fingolimod Fingolimod
1.25mgonce | 0.5mgonce Interferon Placebo
daily (%) daily (%) beta-1a N=511
N=431
N=943 N=854
Any AE
leading to
11.9 7.0 3.9 7.0
study drug
discontinuation
Liver-related
. L 4.1 3.4 1.6 0.6
investigations
Cardiac
. 1.3 0.1 0.2 0.0
disorders
Eye Disorders 1.6 0.2 0.2 0.4
Infections and
0.7 0.2 0.0 0.4

infestations

523 £ 3 RFDA &% B fingolimodz i & chfpk = 7 S % IR [35] : § o
k% (macular edema) 2z 3 % E M A 3 B E R % K E A M
(dose-dependent increase) [35] » ® F]d G Rk A7 7 % % F 424 1 fingolimod
g A end AE 2 A BFA ARY B AHE DR (LFDAZ Z i HE) 0 @
. p iz * e Efingolimod 0.5 mg once daily® A # A Fapd 7 2%
i Fpt o £ MFDAGL S tfingolimoden &% 2 B304 » T & { § R Rk
=% [35,36] °

gt 4L
E > % ﬁi‘ii‘lp .JP

1 % £+ % 3 EHHALE ¢ (CDEC) »020114# 117 5 » 2 % #fingolimod
KNI

11 2 p k@ & T o093 i $f23 2 58 A it g (relapsing
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remitting multiple sclerosis) s +
oW & * F T 0 — A 2 interferon-beta% glatiramer acetate;y f & st ¥
L & & &% i % interferon-beta glatiramer acetatesfugs £ -
&p\*,a BRIk AR o
¢ (MRI) B2 ifAn vt > 3 TRT2H 55 3L B0 WL BTH| 4o &0
i’ 1 irL i@{ 5 J (gadolinium-enhancing lesion) -
12 E%zégisfga x «kmé T A EE i R B 0 fingolimodis B
e A #E{3F R FEF (average annual relapse) " & i iE 50%;
. oA gk s & 0 B A B R~ B (EDSS) £ 35 e

=i
|

L]
o o
ﬂ
w,

2%
1o 2o
S

2. 2 PBAC %+%p # 5 2011 & 03 * - registration status 3 authority required >

2.1 * MR ERRA 2 S E B Y e H - o E

211 A Fap 7 Fad_ > Ik EEAES AH SERIRG S FHEH
Sldez % S F o Pl iein g (/&) ¥ W dR#%EF (MRI) #ikz L%
#F (“,%/ﬁwﬁiés FFFRUB A AR 7 7 ARIRER)

212 Flr B FHE % o> P E I

22 * MR B R 2 S F M e E - i

221 At EATIRERETRFIAAG T 2o A MR R G B F i At

S o
222 A B EFHE % o> P R E I

3. 12012 &2 08 pa > ERNICE L5 2= TRE R €3is & &
T s 2. TRk o

31 424 & NICE : =% % f €= fingolimod * »* M4 2 s 242 5 314

AR 4 % ¥ - KR IEL (The second appraisal consultation document) >

oA SRl pasy BlEdz ERAFEMFIN2 FF A gF (RES
RRMS) » +33% NICE technology appraisal guidance 127 > natalizumab %% & it
w2 ERRFERIZ PR ﬂ%ﬁ.%ﬁm - BURriE o BT ER A
#F 2 27 A4k i fingolimod £ natalizumab i * %yt 35 £ S a0t o A
#fr » 115 NICE & & 1% 4! fingolimod & i@ # >t gt 332 ek -

1. =% R g/__,&,;l ERATiEF T > B HE %L fingolimod &
1_35] FEFV AL E EE - A > T Diee 322 beta interferon 5% o
#Bﬁi%:&a"“ﬁﬁ]}\'—r: A g FE D A2 3 RBEINRY
fqe &, (Populationlb) » Flut » =3k % | § i3k ﬁ*!ciﬁé%mp 1" p %ﬂ
et (“!r' Population 1b) 3@ * fingolimod - ¥ #t » 33K 4 A ¢ 2R B R
& o~ 5 H s betainterferon 2 & i L #F MR 2 gt ik o

L334 B € 74 &7 FREE 4 5% % v i (mixed treatment
comparison, MTC) ; # & & ® 4% 2 745 (in the absence of direct evidence)
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ST SRR T HRER DR o d W ERRRLEF LG AP ALA DR
B2 (heterogeneity) » ¥ & 47 ¢ X E e - I FEBHR IR hER > &
fingolimod 3 W& R2Fr v %3 % >vv £ 5 ¢t > TRANSFORMS 5%
22 FREEDOMS &5 entg 7 4 % &2 3= fingolimod en# 5357 %3 ¢ o
B AL o
V35322 B ¢ Flot el T 70830 - G Bl 0 AT SR S PA L
JE A ¢ o4& fingolimod ,p)%‘—"‘ W #ex Avonex g\ & & | —*Fff_js K egp
F o3zt B € "k & : FREEDOMS #5: & 71 > 4p 4>t % 4| - fingolimod
FOROCRFEMRAUZ S HELA R E A AR ARR AL B 7
TRANSFORMS &% *® » &2 Avonex 4ptt > fingolimod ¥+ % &t A2 & 4v & 2 ¢ 5
TAMEFRE-

4. Fingolimod = % i & % = H sk Bk < k¢ (¢ 4% : FREEDOMS 3#5% £
TRANSFORMS ##2%) 2 TRANSFORMS &5 2. 4 ¥ M4 285% o
4.1 FREEDOMS study (D2301)
PR BRSNS X EAEREDS Z DA AR P
% 5 BiT 3 B Y PN A L TP betainterferon 2 glatiramer acetate 5 0
P ABITO6 B Y N AT X TP natalizumab 5 R S 4o
411 2%
o E#LY o 3Tk (E 4 F 5 172 55%%)
o fem PR Y mds 6.7#; AYEDSSA #? 8520
s A zm L EE B DMTE F2 1t Foa w5
»  Fingolimod 1.25 mg: 60.4% (259/429)
»  Fingolimod 0.5 mg: 57.4% (244/425)
o & A ®:59.6% (249/418)
4111 # fingolimod ipfrent id4 » B2 RAHE FP MR FH e
(P<0.001) -
»  Fingolimod 1.25 mg: 0.16 (0.13 to 0.19)
»  Fingolimod 0.5 mg: 0.18 (0.15 to 0.22)
e % [#:0.40 (0.34t00.47)
4.1.1.2 4p ot % JAle > #e < fingolimod io i § 7 P A ut M3 B A
B ECBG g 4 R (P=0.01) >
«  Fingolimod 1.25 mg: 83.4+1.9 (79.7 to 87.1)
«  Fingolimod 0.5 mg: 82.3+1. 9 (78.6 to 86.1)
o & & 75.942.2 (71.7 t0 80.2)
4.2 TRANSFORMS study
Bt 5 p 200657 2200797 » A18BR T 5 ¢ w2z - BR - BERRAY
(double-dummy study) » S8 4~ %1292 B i € 3 0 ARH - KD R

36/51



101BTDO1001 Gilenya

Al2. % MA i e (relapsing - remitting multiple sclerosis) I S
¥ 5125% 5.0 05% 5 eov PRfingolimod & & 1% & & 5 304 su evup 1 b4
interferon beta-la > 7 KT Z2_w ey oo &_f * interferon betazt glatiramer acetate
rﬂ]]% A
421 3 & Fpocdpths £ S 0 @& % fingolimod f+# 4 5 5 304 4p gt + #2
w2k ¥R (<0.001) -
«  Fingolimod, 1.25mg % : 0.20 (95% % # % & [CI] > 0.16 £ 0.26) -
«  Fingolimod, 0.5 mg ‘= : 0.16 (95%CI % 0.12 % 0.21) >
«  F3#E¥®1033(95%Cl-0.26 1 0.42)
422 = & Jpredpth
4221MRI kg 2% L34 H %
o BAT (R 5iT) S 0 T2 i o 2 fingolimod Jo o e Y BE ¥ T
BXFHEZ e
4222 7 p & (progression of disability) %> » i¢ * Fingolimod * + #£ % *. 2
FalxiLdo
43 @ % TRANSFORMS study z 2 ® 457y » H 2 % 3 R A3 vep j3 o
interferon beta-la % (months 0-12) #:c i v PR 0.5 % 5 fingolimod 7 (13-24
months) » & 44 3 F Ap ¥% 1€ 30% (& P R ERF F v 5 070, 95% CI 0.49 to
1.00, p=0.049) -

5. Del Santo% 4 »:2011% 2% % 7 B &- ¥R 3 ¥ f2 412 % 2 LA * ¢ (relapsing
remitting multiple sclerosis) 7o T 4 % %0 & & 452 (network meta-analysis )
“@p@m%%w oot e o PI0BEW A RFT LY 0 S AL BE

XA 2 HRR Ty 0 ¥ iR @ 35 ¢ interferon beta-1b s interferon beta-1a
_ki’glatlramerag &y a7 7 0 2 fingolimod 2 interferon 5-la (i.m.) 2 & &
AL, m T A R redptRy 5 - E o @2t & (no relapse at 1
year) o Pt oz B HF I VR A2 P PFaE g 2 v F (relapse-free rate
at 12 months) » i * fingolimod¥? natalizumab £« glatiramerfp iz & %8 % £ £ - (H
Bk *& vt % tfingolimod * natalizumab:0.93 (95% CI 0.82 to 1.07); fingolimod *
glatiramer : 1.23 (95% CI 1.10 to 1.34) )

6. fLEEZT >MEIL > 2 KFDA*2010£9 7 %* /& v pRfingolimod 0.5mg -
FFDA & % B fingolimodz 2 & chfek i~ 7 B % F R ¢ &§ -k (macular
edema) 2z 7 2 F EMA L A E ik iF HH 4 (dose dependent increase) - £ &
FDAR % Fld G ek A7 1 % % F 4L 8 7 o fingolimod 4 2 ch% 2§ i 4

B4 AR ZARE DR CEFDAZZ @ * HE) > a AP wiERE Y n
#| £ fingolimod 0.5 mg once dailyw A % ILE F i 2 X 2 > F)pt » £ R
FDAZ% 5 fefingolimod:hE 5% 2304 » mF & { 5 ehFR kTR -
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I EREEEE (53 RrAREL)

*3p 4 1 & %4 CADTH » PBAC 2 NICE 2 i f1 3342 2 B #& &
?‘\i;lzﬁkﬁ'*l-ﬁf)ﬁﬁi;}il,; w2 B HERE BT A AR R

% i FL P
CADTH (+4c £+ ) | 2011/11/16

PBAC (;&#) 2011/03

NICE (& &) Y o Tp3t 2012 & 40 2 GiER SR
SMC (## i) TP o, TR 2012 £ 30 O TR SR
His PubMed : = 4325 <~ gt-

(- ) CADTH (4 £+ ) [21]

CADTH ** 2011 & 11 * «= R 4p4 ¢ > 5% < fingolimod * *+ & & = 7

w¢7ﬁﬁffm’§ﬁﬁﬂﬁ@A

(1) r interferon-beta 2% glitiramer = & ¥ if & K #2070 F & 500 & F 35 F 5 ek
Br2 gt oo

(2 #-FF A2 AR PERT -

() AT AR 0 AABRBHL T2 HUMEH A AT IR LB
gadolinium 3§ 5 5 &

CADTH £ 3% fingolimod z_ i2 % pF{84cT™
(1) mEmTiomE RAAFSF > b4 A BE > &2 5" 1> 50% o
(2) EDSS 4 #c+ > 5.0 -

BEATER S 6 0 RFEHT- B At 2470 4 &t g fingolimod £
interferon beta-1a * *t T 7| 4F I = AN
(D) Jp* B 7 Fdsti(active)te 3 8 23] 58 AT o o
2 I+ ¥t interferon beta-1a /% & F J& °

WAl Fondp ks & i Bt 2 #4445 o fingolimod 2 »xficdy 2 & J
FREEDOM 2 & 7 - interferon 2 frocficdp 2 & e - BAL AT 8% o g5 4
miWWFI%WXB—ﬁﬂmﬁﬁm’i*b@‘mHBSﬁE“E%Ai%
i 4 issE FR)%“”* G kA TRIBUTEAZ o & A3 B2 75 5 & &
5% -

R 2~ 7% % B o1« fingolimod £ interferon 4p it » >t B & 4R 2 ¥ 27 4
B EE AR S E - BETRE 2 FEEF S - 16,135 4o ;2% interferon
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o R E K 7@;1153 Ao R R - BETREAZZEG 44136 4 o
CADTH 325 e 2~ 173 & 34 ¢ fingolimod & & H %%’r‘% (4
& H i interferon) # best supportive care +* #2 » H & 5 83| - B &1
% % 1= 48,698-337,381 4v it o gt ok BaFE A AT IR * 2 Sl B R AR ’ﬁrEDSS
2k ehd &t @ s fingolimod g5 2c % % o CADTH 35 @ #4472 %
B3R B ﬁ H o P Y EH s )y PR ICER B R €8 TRPFRR
22172 % (%> 100,000 4c B/QALY ) -
i FRERER S G o fingolimod fZ iz HE T hE R EF (30,992 4
%) 7 natalizumab (33,020 4¢ %% ) 4p 6 » f2 1t glitiramer (15,704 4c % )~ interferon
beta-1la (18,928-23,036 4 't ) % interferon beta-1b (18,096 4c %) %k eg o

o glltlramer

(=) PBAC (i) [22]

PBAC ** 2011 & 3 7 &g £ ¢ » 22 3% Jcf* fingolimod 2 ¥ — /2 * 040 3 &
[E I e ® = B

BB RN EARTG S ST L4 vup i1 542 interferon beta-la
(Avonex) - fingolimod = % £ ¥ - B QALY % % i~ 45,000-75,000 ;£ % o a7 & &
ﬁﬁﬁ:+m}ma%xﬁﬁﬁﬂﬂﬁﬁ“ﬁﬁﬁ%Wu}fWWZE“i5ﬁ’
fingolimod % % & % - & QALY » 5§ & % % 1= 105,000-200,000 ;£ %: - ¥ ¢ » k5 ide
ek IRCAIR P ITIMG R A F R B e

BB AYFEBERRS FT > RIEEIZICERET B o RPF L5
7 ICER &8 i% ek 4o
) e

(1) 2T RABLFRAFSLT IR TRAL JE (WiSed R 2 RE

(2 AT RAFHRB A Tl REF AL 2 FR/ER/EEAPREELT 2|
jﬂ%o

(B) A% AL DMT i = 2 2 & & s "% i< (disutility) -

(4) Lvgastz Zplg 5 A8 E AT Jg fingolimod v PR 3% & i/ e
dok FSEIL R g g o

6)%@%ﬁ%ﬁ%%%“ﬁﬁﬁ7?“°

(6) R * AT TLAFF  FFPHA M REESLATR I FEIRE S

gL F -
(7) BB PREF § SRR A A e o
(8) Bk SPMS ez i AJL R ¥ 22 RRMS i 2 3 i AJZ g * A -

PBAC 35 R 2 G/ BAlY 3 B BR VA2 &4 > ¥ Vit ¥R ICER &

MG o PBAC 325 BN Y 4 & 2 FE 2 alizde™ @
1) ?#PBAEES LR &% ABCRZ F 7533 vd F7 A4 X X PBS
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# i % fingolimod = 4 ¥ o & # 5 4 (HEDSS A#H B3 F o
(2) ARk oY BB Bk RS 2 o AR Y LF A o
(3) ipHk e W Fangr I A PETIR T A g s DMTs o
(4) RMSS 22 SPMS & * 4p i erfp 5 5 o
(5) Bk natalizumab ¢ fingolimod ;o chip % F4p b 3 8 F & 3§ o

PBAC ¥R 7 2 ST G aiFihic™ &
(1) ZABAP > B gk @ ¥ I (high treatment discontinuation rates)® st # if
(2) % BXKTH g A & % fingolimod ¥ 5 — s - £ 3| secondary progressive
MS (SPMS ) & EDSS + *t 5> | ICER & 5 3 4r 2 75,000-105,000 ;£ % -
(3) % 2 E&F e &%+ Fisk (2005)% « 7§ » B ICER @7 7 3 4 2
45,000-75,000 ;% -
(4) & &A% i r & DMTs i = 2_»c* ' i (disutility)z. 8255 > B ICER #3f
r‘i‘g 4\:4 75,000-105,000 ;%% °

FEN T T OPBACIL G A#H A 170 ICER B3 > &2 Fig»](i\ °
k@ > PBAC 3n i fingolimod «H# W % M7 e d® b it o3 /2 TR 3E o $0
fingolimod %3 » ¥ #& < 7 ICER & # [ = 15,000-45,000 ;2% / QALY -

Rt 2011 & 3 7 2 g3k fe 0 "% 147 fingolimod 2 # W » F]p¢ » PBAC A&
FF 4R he &2k g vt b (cost-effectiveness ratio) o 2 &t fingolimod -

(=z) NICE (&)

NICE % fingolimod 735 & Aig (7@ »3f2-30 2012 # 4 7 2 5 B B3R
2

NICE #2011 & 11 # 30 p ** 324 7 o f# p w1 # fingolimod 54~ % 3= iz
S%[B7]-NICEZ f €325 & & hlghly active relapsmg-remlttlng multiple sclerosis
J * o NICE B w1y EaEik @ * fingolimod » %] 5 vt 42 NHS 5 75 (4 beta
interferons) @m % - fingolimod % NHS v &2 1 & & AscF (CDE 3x: R *t
NICE ¥ 33 ¢ 7 #& ! Patient Access Scheme (PAS) » PAS p % & 2§ 374 » it
g i) e

(z) #is f%ﬁﬁﬁr@%
1~ SMC (##)
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SMC #t fingolimod c2®=5 i+ At i@ » ¥p3+30 2012 # 3 7 12 p o> w35
5,

it

() 2

AIE 4 ST H0F PubMed ® 3 FALRE 2 2 2P 4o o
1 fox i
2T 3| PICOS s 40F F 14 THOF 5 & h ¥ GRATE R A E T 2L 4

¥ (population) ~ i > /£ (intervention ) ~ % »c ¥ & & (comparator ) ~ & % i
£ 45 1% (outcome) % #7 % K 3-8 = & (study design) » # F0&F if i a2 4o !

Population B~ 0% 2 @ multiple sclerosis

ﬁ%@ﬁ:%aﬁ

Intervention fingolimod

Comparator AX

Outcome cost ( & economic)

Study design AT

2. FH {uz

% pe + it 2. PICOS> i% i PubMed % éﬁ%ﬁﬁ:ﬂ&’%? AE101 #2214 p >
R4S T (("multiple sclerosis"[MeSH Terms] OR ("multiple"[All Fields] AND
"sclerosis"[All Fields]) OR "multiple sclerosis"[All Fields]) AND
("economics"[Subheading] OR "economics"[All Fields] OR "cost"[All Fields] OR
"costs and cost analysis"[MeSH Terms] OR (“costs"[All Fields] AND "cost"[All
Fields] AND "analysis"[All Fields]) OR "costs and cost analysis"[All Fields])) AND
("fingolimod"[Supplementary Concept] OR "fingolimod"[All Fields]) ; i& 7% » £
% JE- & fingolimod 2- = A s F » 47[38] » A b-H ph B4 & 4o o

A E R 70 1 &g fingolimod (05mg TR > - % - ) 22
natalizumab (300mg IV » & w ¥ - = ) * 3+ 3 3] MS % - Sisfins ko o
LA RsfNesE @i aE - 2 AHp ¢ 3 FF (fingolimod #
£ 28 %f > 3,688 ~ % £ ; natalizumab # £ 3,076 ~ % £ )~ ## # (natalizumab
FXAHF LB AL E)TRIFE MSHRIZF T 0 2 ¢ FRIER LR
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* oo Fandn i TMS 4 % o foclicdh & p AFFIRM 2 FREEDOMS fik 3#
oo dAMESYTL TEBL - T MSHRF > TE R T ) ER

A o A # T min ¥ % 0 natalizumab & 86,461 ~ % £ -
fingolimod % 98,748 ~ % £ - # % natalizumab ,r)%‘df B E T et 0.74 == MS
%% > &% fingolimod ;r),%:*r‘v E I Eps 059 =k MS 43 o = A2 F o7k
% &1 @ natalizumab +t fingolimod it gt (= A i > scdk i ) o H » acp B
AATREET CRREL AHF CTRFE MSHEIEE  E S A fd H A
7.4 % 42 ¥ (robust, natalizumab +* fingolimod i+ % ) ; W3 g B ~ 478 %
BT g F @A - =X MS 4R % 2 willingness-to-pay & & 5 0 ~ % £ p¥->natalizumab
FE X AT s EF 5 95.1% -

7 "] 2 (1) fingolimod ¢ natalizumab 2 3 E 4% ¢ # 3%k chdicdy 5 (2)% »<
datRir TMS4# 5 > @2t TA &R | (disability progression) ; (3)#:k MS
e TPRER & R G 100% 5 (A)F A E B EH g2y * oo

Lt #f MS 4% e padp ik b natalizumab + fingolimod - i
(AN R Tk AT ) o

T ‘ﬂﬁ}iiﬁ.*'ﬁ—

B Y gfingolimod 3 RALAIATATEE » £ 4 R § i3k 7
f| fingolimod ¥ &7+ RAIE A - 2 FHH 54 & o
¥4 B €43 fingolimod 7 B3t & 1 #737% » o CDE 23k 2 t1 i %% &4c

® Fingolimod 2 @/ ¥ i & — &ipf B 1 223k 4 interferon beta-1a % & +% 1§ %
< & %% fingolimod £ interferon beta-1a 3 & 4% " #cnfefk 385 o

® Fingolimod 2 f@fk = & 5 = & f BF 0 At iR T o natalizumab ¥ iF G -
TP Sy & o B ow B ) MS P FE2 - SUsdy 5 natalizumab o 2 A o
fingolimod £ natalizumab 4 3% #GE% > & 2 300 RGE5% o
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PRy N R NN ﬁv&‘u‘;‘iﬁtﬁ%ﬁ‘?
OB 2 AR T X e )
B AL AT 42 4 ek om[39] -

101BTDO1001 Gilenya

\?)’K{E:E:}P’:, AP E A A»wE o

D177 # (2007 % 2011 & ) Wp
= 781~868-~930~976 2 1,063 *

Chang & « wAERIN MS 4 (1993 # 3 2001 # ) efehk #ac[40] » 2 w
MR F M L ep 2 T5 = MS s 4 > T35 s # 4 5 35.6512.6 & > 9 ~

Wil 44 (9
W MS 762.7% > 2 &5
25 59.7%) o ¢ 7t > MS g 4

14 4 » % 61 4 )

L MS e742.1%) > ® % -

' MS T 0 E AR 5 5 54.1% (7 ARA S F
& MS 4% 3
F B k% &G % g (comorbidity) - 1945 Kang #

BERE (5

LR SRR TABEAAL] S MS A A MS gt RF RGBT

% & om b @ B (OR=26.9, 95% CI=10.3-70.3) -
% # % A s (OR=6.6, 95% Cl=4.0-11.0) -
Cl=2.8-8.7) ~ #F b ;B {- M & ¥ (OR=4.8, 95% CI=2.9-8.1) + % R &1 7

C1=5.3-8.9)

(OR=4.8, 95% Cl=2.8-8.3) -

£ # 5 (OR=6.9, 95%
# & (OR=4.9, 95%

TIEER Y

LA R B A - M sk 2 R (3
He 57% % 2 B3 A (-lir'

BERELA) 33208 % £2(3K 1994 &)
',T%'é#‘*}g&skﬂx T BRIk 65%[38] o SR e X
2. DMT /% % ﬁaﬂwﬁ*’ (M 28=38) §34c™ 4 > L DMT Jofz & 2

gww\)

¥ % % 28,000~38,000 ~ -

tﬁx H

B & & | Rebif Betaferon Copaxone Tysabri

4 4 /| Interferon interferon beta-1b, : natalizumab,

53 beta-1a, 22/44 0.25mg/mL glatiramer 300mg/15mL

mcg

i m w | 2,545 ~/22 meg 1994 %/0.25m 1,063 =~ 75,000 ~

% 3,127 ~/44 mcg ' ' g /20mg /vial

W g g | Mmegdose |7 DOPONS O | 20mgdose | - < 300mg
. . i U ’ - @ e 1B SF A o

i LRER G} AT ATAS | FRBE R
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s -

};‘fi *iF 3= irf«—l% & X 1= F 7 iF- X
v 27,916 ~ (12 fdE &
- ” 37,524 ~ % 0.25mg/dose *+ 29,764 ~ 75,000 ~
%)

*&F B2 128 Xy

3%?3.31390,3‘5’%%%"’% ﬁ?ETEFlngollmod% HL2B R/~ %7 ﬁiﬂ;ﬁi

fz Fingolimod =+ &

|ngoI|mod K DA l-‘*'—ff‘xf]‘ gB’\P« DMT \‘/p«)%‘p U
FMAEE > 5 - 29072/~ %1 ER4HT N

d}-rl

140 g~ -

COE#R:GMPFLAFBIELE  FTHARFE B FEERET R -

B # - $ e 1 d 2 Fingolimod % ¢ PRA|A] > ARG H DMT 5% o

Fingolimod ¥ ic ~ g3 = & ch* B LAF > o P Bbe sl Z i T p 5 Adestin
}%m]ﬁ; A BRI I RF TR RF E RAEL IS MS I+ % 420

A

» H ¥ 5% ¢ ¥ Fingolimod o » & i /@ £ AT4 2 5% (21 4 ) o gt

e s CDE i 23z 2 Fae iy > L HIE R Fig-CDE p & @ [ &3
e B% P AR ISR T AdgRieR, (%21 4) > & & Fingolimod 2. % %
4 51,900 > F L“a\ﬁfﬁa& ARAFTR ISR Rt IR FATH 2 E M EE (&

-
-—

2.

]—LA /.){)'@ )

L WG B

‘v £ 5 CADTH 2 j#2;4 PBAC 7 # ¥ & 3 {c§* Fingolimod » fe & /A= =

# 0 @ HTA ‘=50 % TFingolimod * 4 3 {2 MS A AT R E A A

L R o F T R TEM S K1 Fingolimod i 2 > i@ PBAC
AL A R E ot BT 2R feft fingolimod 5 B T4 £ < A A AT

- S p) WA e

FRNICEanEz mAaieim? o« Po NICE AR F RN G H TS5

% highly active relapsing-remitting multiple sclerosis ;5 * > B EIREE-BES e N

~=\ F_L
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* fingolimod> #] 5 +* 4= NHS 3% 7% (4w beta interferons )@ =% - fingolimod
& NHS m& 2 3 & & A% o

LM HEE S 5 CDERE RFLZTERESRET & o Buf 3¢ & Fingolimod
PrREEEN B ERY AfL 136285 X EREFR - £3E Y 1.23
B %I EHAT 257 g~ o %;"ﬂiﬁuﬁ DMT ;5% 4% Fingolimod 2~
Nmoa g rTJE"’ * o PIIE e Flngollmod - B2 TR H072 R~ ¥ T
E 2 A7t X 1.40 a0 81 R & Fingolimod v PRA| | a3 Ay
Foap s P AR ISR g 2 TR eI € H Ao pA AR B o
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8.2.3. 54 MA iy isk # 5 (91/4/1~92/3/1 ~ 92/12/1 ~ 93/3/1 ~
94/10/1 ~ 96/7/1 ~ 97/8/1)
8.2.3.1. Interferon beta-la (4~ Rebif Micrograms) : (91/4/1 ~
97/8/1 ~ 100/10/1)

1 A% 3043 A S8 g o

2. A=k g * gL T E W% F - (100/10/1)

3. F i * AR A & 8 B (neuromyelitis optica,
NMO) - # # : (100/10/1)

(1) F 4# 52 ¥ REH 1% o
(2) MILT A 200 b ok
I A REERE <38
il NMO-IgG or Aquaporin-4 48 5 14+
i GRS B L S PP L EDERE o
8.2.3.2. Interferon beta-1b (4~ Betaferon 8MIU) : (92/3/1 ~

92/12/1 ~ 93/3/1 ~ 97/8/1 ~ 99/10/1 ~ 100/10/1)

1o mr Bt (53] 5 3 m L g o TEIE 5 2 B E
Bk *pEF 28FEn% 5 - (100/10/1) -

2. "EMFEA S EMA g TS 2 RER A7
xRrPESFTEEWE S - (100/10/1) -

3. %4 H - 925 (Clinically Isolated
Syndrome ) #% 2 % 3 1A i }fgm)]% Boo@r T H
&7 A (99710 /1)

1) FEFnFarasrr .

(2) *4d :sgj:;fﬂ%iéﬂ i h oV G R n R L
2 B 11+ MS-like Jﬁad\if‘%\bi MRI 8% » M FEzn
& Clinical Isolated Syndrome (CIS) -

4. 7 if * SARA S A BLY (neuromyelitis optica,

NMO) » # 4% : (100/10/1)
(1) F 44 o2 ¥ REH 1% o
(2) BT A 2480 ok
| *EERP A3
it NMO-1gG or Aquaporin-4 88 15 4
i "GMEBIRE T B L 5 F B LR ETRE
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8.2.3.3. Glatiramer acetate (+— Copaxone injection) : (94/10/1 ~

97/8/1)

L 4R A § o M Y o Copaxone * SR b 4R g
3R s A SRR o

8.2.3.4.Natalizumab (4= Tysabri) (100/5/1) :

1. *2# ** interferon-beta # glatiramer ;5 & »c2 42 3 4] %

CREL RIS 2 A

2. witie R BT A g FTWRALFEF 2 (F) 1
bk A TR PO T A ;

I

(1) =&#HEP (MR

N
)

4‘: o
(2) 2331 B4 ¥ 5 4 (gadolinium-enhancing
lesions) -

3. Jh B F 5 PeA 54 B (neuromyelitis optica) 2 & 55 % &L
# T4z = & & = & (=3 vertebral bodies) 12+ > 7 7 i
* oo
4, W T3 g B Cp#E A A KR wEs £ | (Expanded
Disability Status Scale ; EDSS) /]- %+ 5.5 Hier o
S.ASEwFAPALSRY - FEPELATY o PR Y
# &L (neuromyelitis optica) s & © j™ %ﬁ P s L2 o
Lo hEERRE R IEEHS TRFE A
*aJs J (Progressive multifocal leukoencephalopathy ; PML)
2. &% S PMLR7>FF » P9kt % 5 g2 o
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