111CDR07042_Entyvio
P E A3 %’&M@v‘ =
F R PP A AT T

7 & & * Entyvio 108mg Solution for Injection

# 7 Vedolizumab

EA

1. * % % 5.2 A vedolizumab I ° fE i %4 i T 420%

LSRR B K R
PSR R R BR F R U0 (T LE R )E R
vedolizumab # 5= & 2. T 4 T 3 5% 0 preE igiii—vedohzumab 2o A 1
SRR b - EFH IS E(110F L 116 %) > FHdep = £ 1o
2. HATpAEE A %sgg"gpgl,sgé (1T A ?ow)e 3R | 106 # 4% vedolizumab
FET T Bt A ]ﬁ“”"’f{f}%ﬁi:}i’—"'—xpé}’f — > Fm o PRI RUAT LR A R
740 4 & K Tvedolizumab A T L SFR % 2N S LB SUE ORISR M-
3 AL endp F&?“? #EAL 0 2 HF vedolizumab * »tFF 115 L& S VR

2

RHAE M T TENMFTEAS TSR BT EREY -

9
3. iﬂglz«@q112ﬁ3ﬂ%&%%”agpﬂ*m\ ¥ "?r’%‘r%rz,Té’ﬁ LR
j‘?’*‘*;“? A AR L E U 2 Sk 42 0 @ Entyvio %5"\ Tf?lf‘;]
iR » Entyvio® & F i3 543 A 14 4 4 B LATHBR LG o ks 63k

FR 5

ZAaPER AR 112& 05" 31p

ES RANSEREYN
e S

- AR FRPHER ERL SR

7 B vedolizumab A T 1 S| * 3t A F| %L 64| ﬁis?lﬁ BRIk TR
j3 }@}I% A2 P LR R LR F§)§‘7fiﬂ;:t s :FL«.V/L\}\ % 5 ' B vedolizumab #
LB AL H 2N SR B E R ep 2 A 2R

(-) 4t £+ CADTH : %t > 7% ¢ vedolizumab #% #% ;3 &% 7] 4p 3T o
(=) i# PBAC : 2 2 vedolizumab # #% i1 8+ 3| chbe | & & 247 5 A#H L > 3 K
1% i 2o £ % vedolizumab & 75 ¥ 4L T LSt - S 108 mg 2 & N I -
=% 300 mg -
) FENICE: #3 x® 111 & 77 11 p it » & & vedolizumab & T /3 &3] 4| 4p
FERAFEL o
(z) B @ FR e LR (ERt  SMC): F1= 4 vedolizumab # 7% 2 34| 3] *
BRSNS o M M E AR R A TR R s 3R
% .

(

fu

S AREHRORE % 2

1/57


string.RX
string.PrimaryDic

111CDR07042_Entyvio
MBS
FRAHEE R A

(- ) Vedolizumab £ T /A &t&| AR BT R p S ER TP LR X R R
& VISIBLE 1 2 VISIBLE 2 > 4 %483t vedolizumab A T j3 &7 &2 % gl & * > f
BRSPS LB U R RS IR m’fﬁ*ﬁ’/%‘ S TR AR N 5

(=) # ¢ &5EF Rty LA VISIBLE | 3#5% 5 = BF3#% > ¢ 7 vedolizumab £ 7 /1
4% 2~ vedolizumab # 7% 3 S48 e 2 & A B éé‘i%?&? To2E2k et ke sk
vedolizumab = A& 4| cH4& R L R > R REHRBEH TS 2R Fl X E TRk Rt
PIAP T GRmBdp R TN 2 £ 3) %ﬁi’f A SR e BB 2 AR
(10.4% vs. 1.9%) -

(2) AscBE g™ w > d 303 £ vedolizumab g T 3 BHA| 22 52 0% 3 BER enE dR 0t BGE
ST > % ¥ %4 PBAC #=f 42 ¢ 11 VISIBLE 2 325 £ GEMINI 2 35 i& (7
@ﬁw@m&%-§W%ﬁ’w%ﬁﬁﬁﬁm$?&*“%%%%zﬁiﬂ’
e ¥ & 12 % vedolizumab & fAH A g 2c: £ 2 ARG B T e

2Rk

EAAMCR 2 RP M ERT B 5 WEREEL R FR TR R LD
RS AR

(-) %515% PREE ¥ L B 4:iE > vedolizumab & T 3 45| A ",% 3 a‘%fi—'i—«'f,ii X -
Rz oh o s TLE Y D F R AT R LR

(=) :[Iia * @]&ﬁ%éi#ﬁﬂi? vedolizaumb A& T3 EHFE A g Lo A R R FIVE T Al oD
SR A T AT R RSP R A R L e
CENSEE

. M N S

‘v £ ~ CADTH~ 2+ PBAC % gttjf SMC 327 if % o' £ T i1 & vedolizumab
WRAFFREH LR XA KSR A% 1»‘}5]‘?&!;},4 oo F R HZT i3
Fg ﬁ% ;E—_'LE °

(=) * c it &

1~ 4r £+ CADTH &7 i% it % i vedolizumab A 7 j3 843 3] * >0 418 20,5 5% &
mmmmb%ﬁﬁﬁzé‘%ém%ﬁﬁﬁﬁwmﬁxm6§4€§éﬁﬁﬁ%
Hokom Ao B E R e 35 (1) & vedolizumab # 1% L 843 s "f S (2)
vedolizumab A T X &H&| B oA * 03 EHP 3% % vedolizumab # % L B4R (S 0 IR
@%F@ﬁ%ﬂ'(ﬂvwwwmmiTﬁ%ngﬁzﬁ“B”¢#6&Q
g pe A E o S ANTR 204 > vedolizumab A T i3 s+ ¢ ICER AZ B RE 1 12 S
F Ao /QALY » FIp =R B ¥ 2 B & A2k E ¥ vedolizumab A T I b4E] 4p 3t

2/57



-
1

111CDR07042_Entyvio
B A FER A%
FRPHFGELA AT

B2 WM rip o ocBE Rt LAFERRTBE G 2 W o

/27" PBAC #£ 3% vedolizumab £ T 318t p » B3¢ 3 £ RFH Y N s
oo BATERINA CRPUEREME ALY TR 2 E(F A K T B
v 1 vedolizumab # P% i1 B4 e 4 355271 5 13 = > vedolizumab A T L b g 4
BB 52 Seha ko B AN B MR ALY VRS S 0 PBAC 23
vedolizumab A T L&tk ~ Bt o
wa%#ﬁlr@wﬁﬁﬁSMQ:mmgapwdw@gwﬂﬁ
vedolizumab ;5 f ¥4 @ L)% &% H  TNF alpha #r#4| & & F R 7+ & X 09 B
TERFHFEEF LS A/pA o Y EARE GASERP G o

) A AR

4v £ ~ CADTH & ;i(ﬁ % % % 4 vedolizumab SC * ¢ B 2 € B & K<
BB A L iER e 3 02 vedolizumab % 3 8+ H| en S i 3 3N S IS
vedolizumab A T L &4H T g 304 L vedolizumab ## %3 s4H| (S 0 DR
SR K Rt 4 5 vedolizumab 4 T LEPH SRR ALY ¥ A FALB R F Y 0L
SRR R B o P ARL AP S AT ST ERFHEI S
&k o 35 vedolizumab A T I A 4p 3T vedolizumab # PR 3 g4 E]
adalimumab -~ infliximab fv ustekinumab * *t¢ B 3 &€ B E# i B < g+ 4 i
AenfadF LR od Pt vedolizumab A T 1 g4 m))% A Z R % vedolizumab
BRI AA SR FIMRPF I EAFEF AT AN T
vedolizumab & T i &HH| i n R = A~ 0 Tt CADTH ﬁi—”fé Finpp o i
B A P o d 3 Vedolizumab SC g3t H 8 4 4 G & chdp ¥ 22 & 4 FE T
B Bl G 7@ A #F Vedolizumab SC * &inf @ BT €& B Cp el # 3
WHE AP ARE LR

B PBAC @ 5815 & & A 4587 7 1 s % » PBAC 2% 3% vedolizumab & T ji
AN ER BN AT -
ﬁw?%ﬁﬁlmL(ﬁﬁWSWDEMC%ﬁpﬁi}dﬂTﬂ%
vedolizumab ;5% ¥+ @ %L 5% & H @ TNF alpha #r4)# & & Bt # @£ e B
TERBEELBESES A/ B B ARE QAR S

~ IR

(- ) k4 2 AR A 1138 A B4 Entyvio® A T L SPH AL ~ B e 8

(5) AP R E 2B PG

m?%%%Hii%ﬂw’ﬁ%i%éﬁﬁ’%%?ﬁEmMﬁiT*%W”ﬂ
Entyvio®$s %t s D) & R EF £ % - & £ 29m@m $IE3L B I
T?ﬁlg"l‘k‘&‘rﬁ'&&&"? PR RS D R e d Pl R HRREE
MPAFE R 05 % - & 2280 § = %Iﬁ3M53m°

.

T AL AR (1) RS

3/57



111CDR07042_Entyvio

% £ Entyvio®& T LA T BRI G inf # &0 Entyvio®* R e
;.* M A FR i s Entyvio® A TR SRR~ B 1S s 5 B & B AT
; 2) AEERBEPIRPREREREY AL gRELGRTY
" 'H’*%%’ﬁﬁ%'l TR RAEAEETLY o

E)iﬁéi%%%%#ﬁaﬁi%ﬁ%?ﬁzaﬁ%@,ﬁgiﬁ;ﬁ@,%%

¥-2 En‘[yvio®);t'r 38+ 7] 2 Entyvio®F v% ;1 8 3 : 3
ﬁ4Wﬂ%’#%$%1§§'
VIR RE AR A AR

=
5B
N\

\

N

Al
v l—:«

*

“‘3%
ET
1S
!
i)
9,

o
3”)5

EERFESL FSEH ERE {2 MBREITER

AEEARMI2 &£ 37 BEE RIERE €RERT &£ Entyvio B 4L 2 £ > ¥
3 A éi‘HF’f “r3% 41 Entyvio® 4 T i1 S| i % 4 ®& 412,359 ~ ~Entyvio®# #% /1
B e R o AL AR 112 £ 4 7 42 Entyvio™# 5% 1 st A 4] F £ 53,421 &
2 Entyvio®ﬁ T s A E 2 12359 A 0 Bk B~ % Entyvio®# ¢k i1 B‘qu*-ﬂ A { #7R4
BT 5 B A kT # Entyvio®g T i B4 A E RER &5 - FX 040 B~

5
i“iﬁo93ﬁiuﬁf%ﬁﬁﬁgﬁmw%NWﬁ%;%a‘—&&goosaii
FIEEYE 010 R~ FFRAA R AP WUN HREEFMMBPEL Y- 284

T EH 4 0.03 B A

]
S
8]

&
(]
s
g

4/57



* % # % vedolizumab (Entyvio) = % /R i* ¥ R348 > 3
(intravenous, IV)£2 & T ;3 &3 (subcutaneous, SC)= F&H 4|% - p o »

PR HFTRBRD AR AR T AR E A o T R R
JE ) Fl FF’ E‘J&

R EEE TR 20 -0 S RTINPIFRLY ) S SR
BRich F s - @i atd AR g4 ki

(-) " BRI ERBERF S L(ulcerative colitis, UC) -
() ® B £ AR BMELHE < E(Crohn’s disease, CD) °

111CDR07042_Entyvio

B0 bt |
B R g e
<+ (TNF)

+

&AL T

RIFE  WLARTIN &R B (0T A ) B3 R H I 2 R

T % vedolizumab # 7% j3 s4H] o

PABE A FEEA%Y (0T JAEAY )b & 2017 & A0 R

W & 30 0 444 vedolizumab # PR L SR * TR R LB S SRR T F R

ﬁugeﬁfplf;,r%3’Jm*ﬁq\Pﬁ)%yfi.ﬁ:’J‘-" R
BRGFAER S NE 8 L BERLIRRITEARTR PR 2B

A SES T FRELERG T UL (T R R
i vedolizumab & T L 843 5 [p pF > 77 3R - vedolizumab I kg
do- ERHHIAE(I0EA 163 EHERNLBARTS D

=

e |

,2
£y
3

5

6" ipz2 X

[P

%fré‘é?- l«]{ ;\ o

iR ER
mlﬁ )%‘%i ’

< 3—-{1\?’2\ 1o

AR w2017 & B AT ERR N R FRL - > ¢ vedolizumab
2 B SPRI A B A TSR AT RS L LR R oA o
A FEG A LR 5N 0 1 & RE Tvedolizumab A L SR TR 5
BB AR - A AR ETA L2 8F [ vedolizumab
FREHEES BB AN EDRBAER M T D H M ATEASTR

Atk RS GRS

PO ERFERLLAREBDEC

ERBITZBHIES

R 74 1 iE > [4]

8.2.4.7

Adalimumab (4= Humira) ~ infliximab (4- Remicade) - vedolizumab (+4- Entyvio) -

@ hw M R # K LA (European Medicines Agency,

(U.S Food & Drug Administration, FDA) p # # 4% /& %
PABPURSL B FT e o 24 m%&%%ﬁﬂ
Reie > & F % ¥R 3% K L (pouchitis)iv &  [3]

EMA)#74% 8 20 g T 3 %) 3
syringes)£? 3f 3L "L i 84 5 (pre -filled pen)& #f[1] o 2 E] & r?ré.é.fr' FRE AR ﬁ v PRE TS U

S [2] -

(pre-filled

C R LM
3 By ERR

fo (FDAY7 708 4p I [2] © % % 5% T4 (EMA)# % s i

P AEEREAEESAMLN G o F T ARSI LRGP SR s z DAt BRI IEY O AER G

Pt g ERATS L 2 B HR TR 5(202237 Pl pR)

ARBEFTRY > sl

5/57

EEEHRTN F -



111CDR07042_Entyvio

R T2

i iE 2

7 2 [4]

ustekinumab (4- Stelara) * »% 5. 5 <

TE e

21

8.2.4.7.1
F oAt A A ;‘;:)gf%‘m,,\

1.~3.

%2 d
e

4.F vl B2 s 1

(1) 4»=x i *
Vedolizumab 12 6 ¥ (i * #
)

SR ST S S Ul

i

I S TS P}E%,—g’ig'e'g%—‘}éé-ﬁﬁ'ié? ’
Ez%{;ﬁ%?{i’fiftﬂé? iéii‘f
LiEH@EY o

A R - AR

(1) A==xi&
Vedolizumab 12 6 i’t(f% 3 L) 2D
F;;%'/r'l%l; R 3T ‘l‘ﬁéy\;ﬁ%

FREfRZAE S S EY R . ;?;
Hgpripcy o RN GEE R gL P
BH > R — FAEAEFLERY o

(2) g r ¥

Vedolizumab 5 & 16 1¥ (¢ * # 7% /1 3 2 H)
A 24 (R FRI B3 H) K 6F
AL F 24 (R Y AT S 12 A E 16

V(i LT B 8 R - SRR v
Fav- BTG RE IR G RE R

(DAlﬁﬁﬁfV*@ﬁ»y€%§”°jﬁ
¥ 3 vedolizumab 4 16 & (i¢ * # 7% 1 5§ 2
A 24 (it 7 L3 A A2
: B 16 F (i A

TL 8 )R 1 -

2) wyg i H
Vedolizumab Z & 16 (i * 2 &&= 24

WE( 3 AR - % o PR T - %

)%‘fi re & %Kf)v\"}; Pk ﬁ;’gﬂ;—L CDAI % #c
;quz _%g'#!t —_;._‘fg"}} OE-:’TCE"%:%_

vedolizumab 2 16 ¥ (7 * 2 &) 24 (i
* 3 &) E Lo

(3) MR A2

Vedolizumab ## 7% ;

(3) WAz
Vedolizumab ;¢ % 46 ¥ & * 8 H|(F »cdF
I54%F)e

4813 g@fﬁ%q\wrfz
Qﬂ /ﬂ !L gﬂi;ﬁé”%
2.; 2av'$§f+,ﬂf<71§? o

. G\’\nf Sk AT LI
(1);&‘«;:1@

s (T 43_

(azathioprine, 6 -mercaptopurine, methotrexate) 7 4" i f 42 i -

% pF o ¥ )fﬁ;;;%ib_{ﬁ,f—%l °

(2) 5. F& < g & 5-aminosalicylic acid % 4 &r(sulfasalazme
6-mercaptopurine, methotrexate) > 4 i 42~ B ? >
=100 % °

(3) . &% £ & S5-aminosalicylic acid # #» 4r(sulfasalazine,

SEEL Gt SR ETAERL -
5-aminosalicylic acid 2 4 (sulfasalazine, mesalamine, balsalazide) ~ #f F1f% ~

G BEEG AL o
LN
TR v AR R I}%P‘(CDAI>300)‘\‘)§ 4 ﬁ;?fé‘f#"&:‘

Ry RS

mesalamme balsalazide) ~ % FIf% ~ % & & #r |4 (azathioprine,
S RO P R A S RERRE R £ 2 CDAI
Fripl A

mesalamine, balsalazide) ~ #f ¥} ~ 2 L& | (azathioprine,

6-mercaptopurine, methotrexate)=v 4 s > (230 — E PN FISBE S p2 BFEREL - R(F) L 2 L0k E CDAI=

IOOJF‘,‘ o

6/57




111CDR07042_Entyvio

7 2 [4]

1T

I1l. Vedolizumab : & ]+ »
®A %’?Qﬁ%lii 300mg i

g 8 A

$0-2-6
t;fﬁi%

CE '??'J

I
.

I1l. Vedolizumab : B A} > % 0~2+6 iF
%A BRI 300mg 75 R o
B2 8EE 8 LA aEHE
300mg > TSI Y 46 1 (B
R BM oI S4%) TR E
22 s o

+

:1

8.2.4.9

Golimumab (4= Simponi)~adalimumab (4= Humira)-infliximab (4= Remicade)-vedolizumab
(4 Entyvio) -~ tofacitinib (4 Xeljanz) * **F 5 {25 % {Lis R 304

8.2.4.9.1
F AN A AR A

% €
1~3. w

4 v v gl 1t

@) =7 i
Vedolizumab 12 6 1¥(i& * $ 9% 1 & 3 & 5
) 0 B 2 PE (i AL 6 2 M 5 0T

(1) 4= 3
Vedolizumab 12 6 iE (i * 3 &[) 5 2 o

(2) @i e » %

Q) s X

ey I3l T ;ar—r :
Loas g i b g

2-}%-“173_"%5*%/5&1?% °

SREPETL A AP B P LT AERL -

(1) BpEpeTaEeE:
Lo ARF gt L Gt (Z53#g)-

1. % 5-aminosalicylic acid % # (4r sulfasalazine ~

mesalamine g

“ balsalazide) ~ %8 F|fi% ~ % & % 23 & |(4- azathioprine

& 6-mercaptopurine) 4 o &R p 2 e o fiokiE 6B 1) & $ S-aminosalicylic acid

B LARNEHAL JEEL BT o

I1l. Mayo score=9 4 * Mayo Endoscopic subscore =2 ~ (% #"a B 7 R 2 X &L > p 37§

By
(2 4145%@‘%’”;%1%1“*‘“%"4 PR ET A &
L prARGETHE r;'w“%«o

Iy 3t r« mEE A G L Rl B
NI 30 e nlR oy MR A% R R o

IV. Mayo Score 5 12 & » 54F Ffg > & £ #7%1

;!*ﬂ*—\.a 3.4 B

\»;,H:\'-“:&.o

1 ¥4 (4o methylprednisolone 40-60mg/day % )it /o 5 = &

7/57



111CDR07042_Entyvio

EERB LA E

7 2 [4]

% — X § * =% $ Partial Mayo Score =
FoRE24FFTLE TR A2
F* =i > % F Mayo Score= 6 ~ >
- ﬁ e
g ™ o Golimumab ~ adalimumab -
tofacitinib % ustekinumab 445 @ * 12 24 i¥
2 = % *oInfliximab ¥4 & * > 12 24 3% (i@
¥ 3A)E 16 (R * 2A)E 1 % 52 o
Vedolizumab Z & 163 (i¢ * %“?”«"‘*ﬁ L% 23?']

Mayo Endoscopic subscore= 1 4 =

% - X 4§ * = Partial Mayo Score 3
o bk 24FFTEAFHIEL - o H =
F* =% > % Mayo Score< 6 4 >
Mayo Endoscopic subscore< 1 4~ > ¥ # ¢
e * o Golimumab - adalimumab -
tofacitinib 2 ustekinumab 45 @& * 12 24 i¥
2 =% % *2 o Vedolizumab £? infliximab %4
5 124 F(ir 3 A)E 16 F (i 2

IR

5. BB LS 542 KJ%‘:FE

(1-2)

(3) vedolizumab:

4 % — # 300mg c B F (& F - A
300mg > % = ¥ 2 % = A& 300mg > 1T 5

—

[EEEE- % S SRS AR SO E = R
300mg > 2 7452 110 (R * # L

s =

Y oy

T 5 %

HH 028

16.4)) > 75 2z

SN
*Z_ %

(~0) %

(1)~(2) %

(3) vedolizumab:

A" % — A& 300mg > it?é %3 = A 300mg »
kE J RS- % o

ESR R PR < ,sEL%?Lréf'J:é‘_ 300mg > % %
FHF I 46 (e * &) iFa =
(4~(5) %

¥z

6.
Vedolizumab #* *%

o 110 %0 @ % 4
[(ER LY
Eingp 116 G > (6 % 45551 st 2

Bl AT A 56 RS L FL 0 FIRA
W3R FRERE o R R
#(H ¢ 5 5-aminosalicylic acid # 3+ ~ 4§ 7]
f% ~ 2 /ev L ”’#J’ﬁ" |[EOPARES/ S I R
380 )R A H

3 & 16 &) & vedolizumab 3 7%

’i—o
Ff

6.

Vedolizumab ;5% 46 F(i¢ * 8 &) » & Jf
IR ERALE 3 B R FRARE
kA= @ B (H P 4 S-aminosalicylic
acid Z3 ~ SFHPE ~ 2 /2 LA PrH Lo
e BFAZEI B )L Y e

8/57




111CDR07042_Entyvio

SN R
LR FR A PR R AL 4 R [5410]
(1) CADTH/pCODR(*t £ +)

2022 &# 7 % 11 p i+ » & CADTH F % > 4 » M 4t5F “vedolizumab” >
LEE0ETHR NG LA FRAMRLF AL T E 5 2 2[5, 6]
74248 31 vedolizumab * R (% Ko A e 0 2 T[7, 8] F #L4E 3 * »
iré%&%&m,r%ouT:}z—g‘_%ﬁf{gg FEY B AT AAM D

T

Vedolizumab & & /3 s43|9% 3+ 30 14 2% SR

A £ R g
BHPRFEERERE" 2 RSB LT ER

(@) % > %22 vedolizumab # #% 1 s34 4p 1T o

(b) Vedolizumab g T ;3 S48 3] W4 i #* 2 ¢ X FRK T SRR s
$ioR 2 ETRA F Jis(clinical response) F ©

(C) Vedolizumab A i #+#]4| chid 42 % * (drug plan cost) © # F 42k
Bave BHP TR LA F o R o

B. 2 HILd (it A)

@) - TG - ST A IR T BB TRk 2% (VISIBLE 1 study) 3
% 52 3F ek 474 % o7 0 vedolizumab £ T3 b ek LR
RIS & o & 54 5 %% pITE T 2(46.2% vs. 143% -
95% CI 19.7% to 45.0% » P<0.001) ; ® #F 4§ £ 7| % fZ e ?‘;:éi—*ﬁ W)
7r g B (64.2% vs. 28.6% » 95% CI121.2% to 50.9% » P<0.001) ; < &
—‘ﬁ 2B &R % i 4 12 vedolizumab A T L S4E] e ek TR

(P<0.001) °

827X 5 VISIBLE 1 8% & 2b3k 3+ % i%ﬁf% » vedolizumab # *% /3 s
A g A T AR A NERLE > R BREE AT A BX R
F TR & R AT (A N2 X Eﬁ?‘ mApt) e

9 & FARH VLA A RHE LY S g o
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(b) Vedolizumab A T ;L B3| 8 i * 3T 5 o gL AT B L
# Fin 2 TRk F Ju(clinical response)

(c) Vedolizumab & T i &3] 4] 3R A2 F * (drug plan cost) » 7 {74 iE
Bﬁéﬁﬁﬂﬂi&%ﬁi%ﬂwﬁﬁ*&@ﬁo

B. #23RILd (Freita)

(@ - FEER ~ AR XA R R4 5% (VISIBLE 2 study) &3
B % 52 W enk 47 % % B om o vedolizumab A T B4 B e §
X 1?3 FiE ] 3 f2(48.0% vs. 34.3%°95%CI 3.8% to 23.7%° P=0.008) °
)»é WA ERABENER A DD W6 Fha BARRRER
Fa s “ r & A 300mg vedolizumab ## 7% /1 &4:% T fk & RiEE o
(b) &ﬁﬁ%*ﬁﬁﬁﬁgﬁﬁ’?%”ﬁwwmmmmﬁﬁﬁiﬁi
Balfed @ 885 fisg @ £ RS P (active) S 12 S 4 f0AR
HRhred AR o & §_ Ek%"p\)\pﬂmg%‘rr}\/,} }5 5 ik Bl
MR R AT SE T 7 f8:E (robust)

C. 1HELEBM(ERMHGFE)

(@ ZR €3 MIBAT RV RIBE AT ISR AR 5 R
A VISIBLE2 WY A RETEREFE AT AR
S T R 6 E AN - RS -

(b) LRS- BRI P o M vedolizumab & T j3 &3 A 05K R

PR B frd 2R ET A Lo

(c) i R AR BEARFF & vedolizumab cHZEI2 i % 4k » 1 &
FHBERT e B E R RETREE > HHB RS
FEIeRE AR BT PBET LERKRE SR E T A
I o

D. s+ &% 2[10]

CADTH # 3| FH# 1L & hp i = % B %% Crohn’s and Colitis Canada ° %
EHBERPF M % 22018 & 5 6 PHRL R 2P £ At

¥ Vedolizumab A T it 5437 fete £ < ¥ e} B ¥ i sk 57 For the treatment of adult patients with moderately to
severely active Crohn disease.” °
' & 4z infliximab, golimumab, adalimumab, tofacitinib 12 % ustekinumab % % & -
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T1FEISF AR 2019 & 0 PIERXAZE S F i Es o g 4
RRAEAEE FEHE L5 A2 22020 & 6 0 i 7 iR
£ 11z 21 =8 % vedolizumab ;5 a’ﬂi]‘é%ﬁz:}ﬁa = s e A

@ & T R

P B o L R A 5T
CHNIE I P S - RS R e
Fom#LAFET AL

Floc e S pid S A F ARG A AR Rk o B Rlp 4 DR
* f;;]rg}‘fv » 1B A ﬁv:jﬁa‘}\'{,g o “iﬁffﬁﬁ“?i%‘ o lﬂ#ﬁ}{% 2 ﬁ,’{, rﬂ{ J’%
m R R P iTend BEAREGRR Y AL R

(b) = % HE&Dick LR

B s F R - R ok i A f 38k 4 Bl AR
3 AE A B 0 A F 0 FE

(2) PBAC(G#:)[11-15]

2022 # 7 % 11 p » & PBAC F % > 4 » M43 “vedolizumab” » + f&
BALFRE A u 5 2014 & 5 2020 & B 22 4 3[11-14] § KB HRIF 2
Hd 02020 & AT 0 A A TILHAANZ B HF o T RELRE
AP O BRZFT AP TR

A BpHRZ2P D

BB B &3 $(Pharmaceutical Benefits Scheme, PBS) @ fz§t
vedolizumab # %73 &A1 » ¥ RS X E L KE S Rick 0 ¢ 7
¥ % 3% %5 % (initial treatment) 2 & 3% ;5 % (continuing treatment) & %
oo

R 4 312 3% PBS fcdt vedolizumab & T i1 4A[ 2] 0 % 41642
FE IR A BIFR 2 (F A - o 4 T 18 vedolizumab 108 mg >
[108 mg q2w]) » ¥ 23k 4 e iR (8 > & 12 3% K - = > 4ok 4
R F R AR B

"G TG PG AR
N S AL A R ALY S .
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Rp RS Y 55 vedolizumab #7% 1 &f(F 8 - =t > Fr% 18t
vedolizumab 300mg > [300mg q8w])° » ¥ ¥ fL > F i ¥R F K
B F R R LB R e A R o AT L A
[108mg q2w]ep $ % e 2 Ap % 2 M & TR > 3 % 30§ PR3 SR )
[300mg q8w] °

FEEE R

PBAC £ fl § LRSI FRMED £ 2 5o & 4 B S
B o

?5 B RESEE AR 4:iE > vedolizumab A Té’“ﬂf‘;‘] ",ért 7 i;ri—:}{;«, A p
J B e Wzt > 4 F Fﬁ}é‘l‘m %Jiiﬁ'l%‘j?* o

:IIia = B 4% Crohn's and Colitis Australia % £ £ 3z ;“ vedolizaumb A T ;1
WA O R LR RFIG T Rk R S T LA F G
gﬁ_—f‘]%l’%ﬁ-i /é', ’ ﬂ_:l;ﬁ ff;sﬁ /‘z‘l IF,E "kflj’-m’ri‘ﬁ o

1R gz 2d

AR gAW T EIEd »  E jod vedolizumab £ T L BPH] 0 * 3 ER
MBS S e o Eimis 1 E 2 doriak- [15] o

(@) T RS m A Bt S A DM R o F O AT

FNEE SR T8 g R
() ffis BT AL :
W R o

%“%%EA%L@ % % FAL(VISIBLE 1 385) > 1 2 * %%
e X Ak 9 TR0 VISIBLE 2 3#5% #2 GEMINI 2 %%

AR EVR) Y < RE T 0 vedolizumab R T 3 EHE| A 0k IR

B R B A AP AT o

B gL 2t

FH#FTHE T > vedolizumab A T S| 22 0% T 6] A
FHEES WL Nl hEFL 2B AT W S L
Z R i Ao i % LTS g 4 F RS g B G o

KRS

FFEIRT B2 IR (8 B LR A E 8ISk X o
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() Vedolizumab A& T /L ¢ & 3] chF * A 3B

F#9% 3 &A] A (cost
minimization)? » & 2_ = & 3% F I—n;. AV m;ijpé oo

(3) NICE (& ®)[16, 17]

2022 # 7 % 11 p » 2 NICE F % - 4&» M 4E3F “vedolizumab” » £ j&
BIR2EF 827 > 5 24016, 17]224 32015 & cnFf 5 B F2F 4
(TA342[16] & TA352[17]) A B $R 31 vedolizumab * %t E R 44 55 "}J% A e
I J\:}i.})’;‘a A e noR o

A3 > NICE ¢ 24 2 ¢ R F &2 ¥ 24313 vedolizumab A T /3 &f
A B P ESET REERE R R

e
)

(4) SMC (& ) [18-21]

2022 # 7% 12 p > & SMC F % > 4~ B 4E5F “vedolizumab” » + JE ¥
IB3EFTH B > BEGFRAPMAIFELF SEFTHR > ¢ 7 2:5'[18 1915
L 4£ 31 vedolizumab * *+F 5 {2 % K i A iR 0 2 220, 21] F AR *
SRRSO A e 0 1 LR Y 2 8 2 % K L (pouchitis) s A is B

B %% % & vedolizumab * iR g% W adR 4 0 A B & 2015 £ 5
12020 £ 8 7 o s & (»3Ti % ik vedolizumab * 3t R FE g erdRE 2
\“v'J"20154’17’3‘9%202()«/&8’92\%0—’5—'&’rqil 2020 & 22 iR 2

v & 3% vedolizumab £ T R A NS BRES

A B F B B R % i ¥ (National Health Service, NHS) ¢ %
vedolizumab # 7% i1 843 3] o % SO MR LB SR S Ein gy 0 R
i¥ % /n4%(abbreviated submission process) & ik £ T L& A b H R K o

% | ¢ F & <" vedolizumab A‘f AR R 0 N FR R LB
e o SRR R RE o LA R F L AR R G A #E % (Patient
Access Scheme) & & ' i » & {78 & 7’\‘9:;; BEE I & RARE o

(5) FFLi& FRALHFRERFREE R

% 2RI > 5% £+ CADTH - /¥ PBAC £ ¥ B NICE % .3 -
-4t vedolizumab A T L s H A F R M ERFT R E -

P g o»em £ 5 vedolizumab [ A T 3 843 3] 108mg q2w] vs [ 7% i1 &% 3] 300mg q8w] °
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22 AELRFRPHFRERAMTHRE

4t £ % CADTH £ PBAC # ® NICE
20151V ity L 20141V o lEssm
s pae | T F 20161V 5 I2 = 2 20151V 7 55 & 20151V i 125 &
o [2020 SC R S S K 20151V s by S 20151V s b S
2021 SC B < 2020 SC F o IH " Lk R
B
A 2 /7 AR IV SC ¥ @ hmlctd] | IVE SC R eH » @i hmicyd] | p o8 IVE-

B2 NE DV T BHPERE | ) S RAZEHE IV A #
W > W N IV F S | BooB B SC 108mg 2w vs. IV | & & F 4t

CHif& & P WA F i 4o @ 2 o SC e | 300mg q8w) © BAG MAF R 2 0 B | (St H B A Lk %; >
i b &f?ﬂ;-‘lﬁfﬁi%‘f oA EFRERFL | A fé * &z&zg.é . ;,;ak PR | EAGERT E LSRR
A B A o XL 2 IVAEIR -
;
A A/ A% IVESC el a3 k84 | IVESC YL 2 8 hA8 4] | P o ELed IVE.
LEFH
CxiE R B ENER AR o BB NEE AR o (FREW» % eMPFRGETL A~ #
S AN T ek R H )
GEMINI 1 study
IV |4 GEMINI 2 & 3 study S =
g 22 golimumab % % 5.2 FF 50t
VISIBLE 1 study VISIBLE 1 study hETH
SC #| 3] VISIBLE 2 study VISIBLE 2 study

& golimumab RHR2 PR |SCEIVEFAFZ R
AR AL Boe s g R R L iR E 2B (G AR AR LK) R P 1280 P bR R R R R AR - WA PAEREN s L 7 A iR B
PE RT (AR E R I% Rk R/ LR R ‘ﬁ) 4 SR #r%ffs* AR 12 B0 B pEe IR MRS RRE T ﬁf?s«;’;\wq & * vedolizumab ;5% © 4-
% A iR g;&m&%,r& BedF 12 B3R5 - % AR R R RRRAEOU] ¥ REFRE R IV R Aok §EBHRER 0 B OF 1280555 %0 0
FERAE K1 € 2 & 3 (clinical aPPrOPriate) SAeR A 12 B pemR R 2R PR R R E AR R it vedolizumab i o (AR 2 SC i U R)
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T AR AN
(1) #F- %

A3F 2 % & Cochrane Library/PubMed/Embase T + F AL 2. > % &
el

11T 5] PICOS fA % HOF fE 12 » TioF 8 & kit RATH L IR T 2
T A ¥ (population ) ~ /5% = 72 (intervention ) ~ % > ¥+ & & ( comparator ) ~
Kok £ 40 (outcome ) % F7 3 -2 2 2 (study design) » H 3F if 2 &
I2 4o T

: K EiE R M LR Y A EE A
Population [A] BPoriEE DR EEE LN E R
PR aE e E L
o R D SURR R E o 4
ﬁ%&ﬁ:@ig%AE%A

Population [B]

Intervention vedolizumab A T I &4
Comparator AX
Outcome A

Study design A3k

% pe + it 2. PICOS » i% i Cochrane Library/PubMed/Embase % < JF*J% o
B> 32022 &# 7% 14 p % 15 p 2k > 12 (vedolizumab)¥ (subcutaneous) = i
L MAETEFIOF  OF K Lris o o

) x5
A. Cochrane Library

2022 # 7 * 14 p & Cochrane Library % 7 - % & E*sf?éi %’5
"vedolizumab"¥? “subcutaneous”{s > £ ¥ 63 LFH - ¢ 7 1
Cochrane Review 27 62 4 fe/k 385 58 < IF”% o

EERMEFLERAL LR 3R 7 7 2 hiReER
(VISIBLE 1 # VISIBLE 2)11 % | j feieidB 2 b A X34 & 175
LI TS ,»}; 5};;,531‘7}%;}%_@ ,&aﬁk%’;\zwkfggs_%,}ﬁ:ﬁ,4+ﬁ};:|]1—\4
FAORAFIZALIEEARR AP TR R F Y
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ROEHBATLAL B o SRR L R S AR 30T
3 e [ﬁkqa b a &t "t vedolizumab AT LR AR A eh B

TN P
B. PubMed

2022 # 7 % 14 p i+ & PubMed # F > % & B4 F “vedolizumab” &
“subcutaneous” > ¥ 'VEIT 5 & P g A e gkl R EE I3 EFHR
¢ 7 TELWwRERE? J*%(Rewew)'l 26 L TRMk RS/ A RGREREE
}]?% (Clinical Trlal/Randomlzed Controlled Trial) ©

Wﬁﬁ%ﬁﬁﬁﬁpw’v%p»gmpﬂougﬁ%i,é—ﬁ
Cochrane Library & % % £ 4f JF'{ » 112 CADTH é®is 3p 2

C. Embase

2022 # 7 * 15 p 1+ & Embase 7 - %2 & i 425 “vedolizumab”
#2”subcutaneous” » # *LE 2019 £ 3 2022 & B 4 che ko Kk
7103 £ FHL -

SHEERERERAC P 1HREFY ﬁ‘,‘ﬁd}%?‘}%‘%oii#“‘fi ’
¢ 7 ¥2 Cochrane Library ~ PubMed #% % % € 47 % AR T A% @

B TFFHRRE= );JQJ}E“;:'E N

LA R A 4L Tvedolizumab A T XS] MR R p 2 SR
”’w}i;‘a:),%u 22022 & 7 " 14 p 2 15 p i+ » & Cochrane Library ~ PubMed ¥
Embase % & + F# £ » @3/\ B 4= F “vedolizumab”¥? “subcutaneous”{s » £ &
®179 £FH  CHEBLFTHPEHERLERE > 20 4 ;;uv[;& ¢z 3
h[22-24]% 5 Fé*fﬁ#mémwgbl (PSR E S/ A0 S B
};{5[26-30]/5g FTEHECRANFALEFFFLT DAL \’? o e F 2

AL AFRIARM TR R B I REFFEATLAL R

i & % vedolizumab # 9% 1 s 2 & 4 Fo WA faFT g o

5L J‘éf@‘?fi:}i/f—lv i%‘m\,‘r HFRFLAPRHED > A2 F 14 " vedolizumab A T i 4] * Kok v LR N
B S 15 N pie ) P B §Rk % 5 VISIBLE 1 2 VISIBLE2 & 38 © 3% 78 3#8k A B 52018 & 8 7 FF¥7 2019 & 5 7
BRa o ANREAEFLOPFERGF L P FXH2 A F AR > § Cochrane Libraryjfzii@;?ztJ v o BB TRk
S A B 0% gwp%g*wmr T i kL PubMed * Embase & %3 FHUEL ¥ POF 3 Rl
?»‘l*l;%’sf%\'ﬂgfn - EE S R N EE R j‘ﬁ"} FER o (X F 5 5I§T§-&Fé5§mmﬁfﬁﬁ %2018 # 1 2019 # /& »
STl e [F‘%ﬂi‘%ﬂfﬁerk %517 5 # 2 2019 # 2 {4 - PubMed ¥ Embase 573k % # 1% f > & PubMed i & k54

B 3k g BJ® 0 & Embase A B F) & 20193_—’[ 2022 #ehe PR ke E 1038 571 R v - WHEERR
- 5o~ 2018 & I 2019 & 3 £ = [;%)O’;_Eﬁgﬁ BB iE i T HEH 116 £ “‘f—f; » N TR A “‘f' ¥ Cochrane
Library crd0 & % % 3 P AEeng s> SR oh 5 » 1EE?ﬁ'ﬂ&if§ﬁi§’f°é&m FRTPLFH I % 2 L2
—ﬁﬁfﬁﬁlf’%’%%ﬁfé&%*ﬁ?g%lﬂ“
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TR BT A S TRERRAM O U E TR Rk

B fry A BIAER

A tREERAD B 2 Rt
d o~ T 7 NP EY 23] 0 Bk vedolizumab A T L S AN ER

% neni AT 5 VISIBLE 1 3% * * % # L g s o0 &
L VISIBLE2 3% o M T A P#E BRI R 4T pr chF TR LB LT o

e
lﬂ

=
k=
Ze
1

Vedolizumab A T i1 5[5 % 2 2 % 5% [22, 23]

VISIBLE 1 3#5 (NCT02611830) % — #7 ~ # i #€(double-dummy) ~ 5~
s SRR w2 2 iRk iR o Ep 2015 F 12 7 18 p X 2018 £ 8
P21 2Tk 29 BRRED 141 BT ERY LT BRD DLIRE
vedolizumab A F i1 sH| 0 G ¢ £ R~ ER R (active)L R R T R A
MR A IR

HHARR O ER 18 D 80 K kY ER  EHILEFIES X
B9 (3)0 0 s At g A PR L e fRE % -
B~ LA §H A PR TS (anti-TNF) & S5 p 2 ¢ » 3
BnF A R S FRASR R kL Ler .

L%y 0 FEE 2 % & ;énﬂr‘{ A w1 A o B & (open-label) e
vedolizumab 300mg # 7 %L 51T S A Hiof c 2% F 603 > HE% 3 F b
HIE ;;k—?;,z ’ ’F\T#g;fé [RENE R i YA 9P BFe  E ol P AR -‘Iﬁii‘f«%‘i fRER S

A BB FF ok EsnR o 1 2:1 GRS A R T

vedolizumab 108mg A T ;3 &3 e (&# 2 /5% 1 =) ~ vedolizumab 300mg #
L A e (F 8 ik ie k1 X)) F A Yo

XA SHYAFRT F RD ST R A2 SRR 52 HR
Bord A B EDER o ABERDL B RO RS o BB E 52 P £
R D R BV o X R gt e 35 R N ARG T AR £ v
Bl Tk F enEF FHGREY 63 % 521 fRh ERrF GRS
6D % S2I)EREE AL R AAMG R T HITE A G F o0

S &z 5Ei§__fm§ii¢{g¢'}$"l FRHE LA A A A o

FHEFHRDOFTY o BLMIA 0 F P AZERS BR RS Ao

dER ERE PSS LR & S o Mayo score R A SR 61 1242 F @ 2 o B MR A SR DL K
(subscore) * *+ H 3+ 2 4 o

#7 evedolizumab A T 3SR 0 R L] 4 BT ¥ (bioavailability) ik % b e T s E i R 5
[vedolizumab 108mg A T i 43 & 2 i %3 1 =] vs. [vedolizumab 300mg #% 7% ;3 543 & 8 ¥ &3 1 =]

i E T RO E G L3 0 Mayo score 3 i A o) BRI 24 0 @ T 0 40 33 30 P (subscore) chil u A o)
WA e
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FE R E R % 2P E R FE AR AR

KB NS A4 0 4 & 44 vedolizumab A i btie g % A AL % &
ﬁ%%%ﬂﬁﬁﬂ%ovwmmmm%mﬁ%@@ﬁi@@@ﬁw@’ﬁ%

# & P i@ (nominal P values)ie @58 2 A 17 F Mgt 3 N ERE

£ H 0 2= &R dpthehdiyt o 47 £k 1F § (hierarchical approach)i& {7 o 7= %
FAANL R God Rol ok BAREAFHFLE RliEr K2
},‘?‘A{#ﬂﬁ;/}’f‘r HEEIEN & Ijﬁ’]@— L YT AR RIS K B R > R W - 3
Apthd e L R E DRI HFRE > 4 g T - Adpikos B4 E&iﬂ“

RERF ARH A BRRL A ER R Ry r 3B IR H Y
F 353 £ (92.2%) % = gt f ’bf;’iéi“ﬁﬁ c 1Bk ¥ 601 0 3 215 fi(56.1%)§:€$"ﬁ
BFRHIORF F B BEBERAT 05 S ARBIEH LR G 6 A HIS
il F AR NP A R b d R G 216 ERBH R MK
FiohIFE - gt X Féj‘ﬁﬁt“{ﬁﬁk\ 7% % vedolizumab £ T i &t e 106 £ -
% W2 56 A ~ vedolizumab # "% L stH| e 54 A o LREBHRE 52 iF 0 £ 3

M#%U”M@ﬁ%%ﬁ%$$&’éngmmmmRTE%wﬁnﬂ%
(77 *)~=% R# %2 37.5% (21 *)~vedolizumab $ "% i s+ % 75.9% (41 * ) o

bl SR B AT AR O o ] & R Ly ok
B0 40 fo ~ AR H R T AGE AN R 50 B4 0 e AR RS L
B(Z42)5 8 & » 4gif~ *‘%j%ﬁ%”iﬁ i ¥
EA AR Y ARD SRR LRKF O EH R AR 42%-

A2 G R Rondp il A 3o R A 7 0 216 iR AR
P e Fé"fqz » BiRER S 52 X PITRA ¥ f2a0 6] 0 A 8] 5 vedolizumab A
T A 46.2% ~ vedolizumab # 7% g4H B 42.6% ~ X A e 14.3% o
Vedolizumab A F ;3 &4 e 2 & JA| e i A R 5 32.3% (95%CI 19.7% to
45.0% > P<0.001) > £ B P35 g% - T & B '-"Iifﬁ &3R4 > vedolizumab A

TAAle TN ARBET AR 6t B 02 TRRR F A B
nd IR W BRI R F R R B 5 13(P<0.001) ©

X % ;éﬁ ARFREFTERREYDELG U ”% )Fﬁf’v“ ¥ (Inflammatory Bowel Disease Questionnaire, IBDQ) ~ &' 2 i & f
EQ-SD K % ~ 1 i¥4 & 4 2 FHREN ¥ -FF %% LA (Work Productivity and Activity Impairment, WPAI-UC)
% .
& Fpordg TSR TR R L A N AREEDT AP0l £ St ) s TRk R i I TRk 8 R endt L
RPFFAEHRY FRAROEIFIE RO G E o BRI R IR T AR AR 0 R AR DHE
Thk 5 Rt B (% i 3755 Mayo score 3% i) ~ ™ ¥ i 4F #d-v (fecal calprotectin) ® & Bl 5 % L Himad ke
(biomarker) 2 RHI ‘2 %% & 4p #(Geboes Score and Robarts Histopathology Index):® iz )’;f, LN «F‘« BRFOFRE
RRpHErRFHT 0 CRLE TR ABES SR § 329% 0 TRLELAIHR IR Y E 3% X RFF L R%
KL «T&» WIS F1 oK F b 38.9% °

<

~N
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WHEY 523k Z R e Vedolizumab SC % | Vedolizumab IV % vedolizumab SC Vedolizumab SC vs. vedolizumab IV
vs. & & RR (95%CI) RD (95%CT)
A& foredp iR
Tk i 30 b 1.09 (0.75 to 1.57) 0.04 (-0.13 to 0.20)
14.3 (6.4 to 26.2) 46.2 (36.5 to 56.2) 42.6 (29.2 to 56.8) P<0.001
P=0.67 P=0.66
= & pcdp ik
P ARG T AN £ b 1.05 (0.78 to 1.42) 0.03 (-0.13 t0 0.19)
21.4 (11.6 to 34.4) 56.6 (46.6 to 66.2) 53.7 (39.6 to 67.4) P<0.001
P=0.73 P=0.73
Tk F st e b 0.89 (0.71 to 1.10) -0.08 (-0.23 to 0.07)
28.6 (17.3 t0 42.2) 64.2 (54.3 t0 73.2) 72.2 (584 to 83.5) P<0.001
P=0.29 P=0.29
Telk 23 ol ) 0.91 (0.43t0 1.91) -0.02 (-0.14 to 0.10)
5.4 (1.1 to 14.9) 15.1 (8.9 to 23.4) 16.7 (7.9 to 29.3) P=0.076
P=0.80 P=0.80
K & A ERE R b 1.01 (0.45 to 2.29) 0.00 (-0.23 to 0.24)
8.3 (1.0 to0 27.0) 28.9 (16.4 to 44.3) 28.6 (11.3 t0 52.2) P=0.067 P_0.98 P_0.98
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PAERZEAFELZASR? O
Fol AR LA TR

Bp 2PmEA  AES A S RE O AT E B S Ry R
FiEx Ao 3 BE P ROEFEY Rt E)  JFIE AR
REEF AL 10.6% (23 ) e FF PR IR B R 1.9% (@4 A) e

WEMAZFERET LFE 4oL T“K =i a7 & Jis(hypersensitivity)~ & | 76 7%

SRR G R 0 W AR 2 G % ’é‘*‘k FRENEFAE S G "ﬁ”mlﬁi
(progressive multifocal leukoencephalopathy, PML) v R E A S o
vedolizumab & 2 4 &3 & > MG ahE APIT o ",% AT ER G R 2
A B F E(10.4% vs. 1.9%) o

L P AT EFEX F?‘imk\’ﬁ v & }i 49 A B~ BB ER pf?%‘/r’% ’
2»w%%W+£%m%yﬁ@ ﬂ%%ﬁmi;bﬁﬁﬁ;ﬁ%&moi
ﬁ%%SZQ’M%MmmwwmmmﬂTﬁ%%mﬁﬁﬁi~N%QMD
FRA DL ZEETITRAE[E A BL R 20% (95%CI-27.9 to 61.8%) ° =
h g 0 P AR d e 2R A ApIT

ey

Foo %G o 945 5 6 2019 & T 2020 & FFH £ eRTif £ A 4RAE R A PR
fRFIT 48T

(@) 2 - &Fe1ivd 34 3™5([26,27]

Vermeire ¥ * % 2019 & % B3 % J5 § ¥ ¢ (American Gastroenterological
Association, AGA)= %7 3 ¢ 4 & > T R4 L2555 (IBDQ)ew=f &
% > vedolizumab # = % f\;i"‘ﬁ A 2L ¥ (baseline) I 3#&% % 52 ik ehd & E
TR (f EFEEMR)PER > P E AT FRE A E S 3 (P<0.001) ;
fESKY O IR 2T BRI T oA EET IR
BafFpizrs W™ FE 1 977 o a2 FESET EQ-SD B Ega
T4 A4 2 EHREN 5 (WPALUC) A= %% » RI&E LS5 £ o

TSR - Ko
(b) g iRl F]1+ [28]

&4+ VISIBLE 1 3% 7 > if E00 K PP &% 2 Al vediolizumab # 7%

& A e vedolizumab SC ‘= vedolizumab IV ‘&
FHEEY LpiR L 32.1% 14.2% 11.1%
B FE 19.6% 10.4% 18.5%
R 10.7% 8.5% 0

g o FA e 10 4

~ vedolizumab & T ;3 &4 % 10 4

~ vedolizumab # % /L &3 %2 2 A o
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AR FEE R
PR LR AT

ST 0 R Y 6 HEER ALTRRF BIE RS 0 B3 § 3 Al
vedolizumab # %% ;3 & » ¥ A% % 14 FEFFG 0 FE2S DT UIER
2 A B 3R IpR ATV Gy F]F e

Sandborn % 4 #2020 & £ B3 % 5% 5 § (AGA)HH 34 ¢ & B BT

EATEREA g~ 383 mEREEY 143 NRKY 6 AL
FRBEEER S % 3 # vedolizumab #7% 3 6 o ip it £ 3 - 5
14 3FpF > 5 79.7%%i Fliek F RIEE o v H s St % EE AR ;é—“ﬁm
AAFR L sk R RO G T A R F S

224

® Placebo

208 4 Vedolizumab SC
Vedolizumab IV
192 4
176 4
160

144 4

Mean IBDQ Total SCore

128 1

112 -

96

Week 0 Week 6 Week 30 Week 52
Bl 1~ IBQD I % 44 G5 % 03k 3 § 52 1 % 11)[27]
(C) infy @ Wi £ S H=I5R[29]

NCT02620046 325[31]% — 5B 5 ¢ o ~ 2B 46 ~ 25840 %« T 7
A2 TR RSk o Rk P e G FEh o vedolizumab A UL SR AR
HARfr R R R R AR R LR R p AR B p i
fRenfio L Rsk B 2016 # 40 BB deo £ 38K R p A0 ¥ %22 VISIBLE

1 3#% &« VISIBLE 2 Fé‘ﬁé;ddm[’% CIE A 2023 & 50 B o gl
£~ T46 iR o

Sandborn * 4 % 2020 # £ R HHFHE (AGA)TF L > TR

- AP Fé—‘ﬁ B SNV E AL %% 52 3% 2 VISIBLE 1 3% & VISIBLE 2 ;é%;iﬁ P RQ) kT KT 6%

P AT £ RARE 0 @ 24 5 34 vedolizumab # %L e 0 RS S 14 R ITRA £ RREY () bt

BT ABLES TR FHRF SRR LSRR F()FQFLFH 0 F 204 % vedolizumab i EA R I

%(3):»%. w o JM #4¥ 1 = hvedolizumab 4 T LS 4ok 2R AR 1 4 0 ISR 4 RR(RIRE
R Tdi%“«fﬂ)mh?‘ﬁ N :UIGEEROE R GO B o e e/ o
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P EE A f%%ﬁ RN
FRPHEFRIRLAM 2 TAH

VISIBLE 1 #£ ¥ ;88 ch% % o

VISIBLE 1 #5% % [&#&| e ch= ;é‘v—*ﬁ’ R R S2FanEk T P AL &%
% vedolizumab ;5 R 46 ¥ 215 > ¥ 11iE ~ 4 ¥ 225 (open-label extension,
VISIBLE OLE) > # 2 i¥ # X vedolizumab £ F /31 & 1 =x - ¥ ¢} » VISIBLE
1 Fek% AR e Fé‘—*‘ P AR PSR REENFRR Y Fo42 % $ (rescue
medication)® $#% % 7 $7IRZ%® > & T OUE 4o~ 4 W OREG o

W RIS TRR SR M TRRF BT -

VISIBLE 1 #% % @& 2+ 5 56 =% ;é"ﬁ B P20 = (36%) % B
Wk o ¢ WTESR R éi‘—*z ?60% 5§ TIES A0 K R BFH
FHUAREFL TS & 65%))%/‘?L TR

R F 24k i AR S Ao

F 49T 0 B R SR R & VISIBLE 1 3% i 3 (4 47 4
B9 Ao B TRE E R D B Y 0 52.6%  FE LI F 24
¥ TRAE A S G oA adEE o ok R E & VISIBLE 1 3% 7 > &%
YBT3 Ry 0 W R R E RS AY 05 94%3 ¥ 24 &5
54.2% ; R i xﬁwh BlE ARG D A o A BT > MIEL R

SO BEARAT ARG L L E s T AFAT LR EFAFTRAZ o

% 4~ VISIBLE OLE #5 & %
%+ VISIBLE 1 325 4 # % ¢ %7 VISIBLE 1 325 4
Q2W SC vedolizumab QW SC vedolizumab
Pk E (n=20) (n=32)
FYA | TRREE | RARFR | A¥AE | TRAR¥ERE | REFR
(1) n(%)(95%CI) | n(%)(95%CI) (%) n(%)(95%C) | n(%)(95%CI)
» 10(52.6) 15(78.9) 3094
% 0% 19 32 O 0
[28.9,75.6] | [54.4,93.9] [2.0,25.0]
2(6.3 10(31.3
% 13 - - -- 32 (63 G13)
[0.8,20.8] | [16.1,50.0]
11(57.9 14(73.7
%21 19 (57.9) (73.7) - - -
[33.5,79.7] | [48.8,90.9]
¥ 4% 17 12(70.6) 13(76.5) 32 13(40.6) 20(62.5)

i gh A A de vedolizumab Jp R PPE R A 1S AS 2R e
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M L B ER AR
FRPBEGE LA ATH

% & % = VISIBLE 1 ;é'%%*‘ﬁ #% % ¢ %1 VISIBLE 1 ;1#56}*%]‘
Q2W SC vedolizumab QW SC vedolizumab
R (n=20) (n=32)
At Ak | TRAERR | REFRE | AYik | REER | REFR
(%) n(%)(95%CD) | n(%)(95%CI) (%) n(%)95%CI) | n(%)(95%CI)
[44.0,89.7] | [50.1,93.2] [23.7,59.4] | [43.7,78.9]
. 9(69.2) 11(84.6) 16(51.6 22(71.0
¥ 8% 13 31 : (71.0)
[38.6,90.9] | [54.6,98.1] [33.1,69.8] | [52.0,85.8]
» 6(75.0) 7(87.5) 19(67.9 21(75.0
16 & 8 28 (©79) (7>9)
[34.9,96.8] | [47.3,99.7] [47.6,84.1] | [55.1,89.3]
6(85.7) 6(85.7) 13(54.2 16(66.7
¥ 24 % 7 24 (54.2) (66.7)
[42.1,99.6] | [42.1,99.6] [32.8,74.4] | [44.7,84.4]
(d) &2 < [30]

B VISIBLE 1 325% ¢ > 5 {84 X34 aid% » 6 AP AL TR F BiFg -
H 58 % 3 A vedolizumab ## 7% ;1 6418 » A% S 14 FPFE I 0RFF RE
M5 {8 kR = 4o~ 2 © 3RS (VISIBLE OLE, NCT02620046) » 4% # 2 i¥ -

=% envedolizumab & T X SR o

VISIBLE 1 3#% ¢ VISIBLE OLE #5% ¢ § & # L3 X M B ik >
\wﬁﬂ)*VBHEEI#%wﬁé%ﬁﬁ%ﬁ’ui(bVEBLEOHhé%ﬁY
Jﬁii@}g—ﬁ;lb PSR E g“{ 2&9‘»1/1‘&’T1’k”:ﬁ"*$ﬁ~1/1k’f1”ﬁ

Ch i g Sese
FHERREF BF -

& VISIBLE OLE 5 P#i& 7 > 225 dp ¢ 36700 4 2

2
<
=

Sandborn %

X
BEXAARE

2020 £ £ W3 F RS (AGA) 3 § & - T IRIVA
B TR

e Y ok E 54 ;+£»f§;wgg » Hod 5 52% 5 T s TiaEE 39 Koo fe
/%% H = F% ’\('I fﬂ)ﬂ*fa& 74 &> 76%m[]%/ %/\@L)—‘i 43% & #Q‘A#mpﬁ
,)g*;i:gz; ¥+ (anti-TNF) % &5 % 4 pz o

BN RRELHE DL EE Y G 27.1%(13/48 *)

A s 16
Floek ERERE SR H"EFFHFEFTEBTE > TEHRY A8

ff 29 4 2 K vedolizumab & T ;3 &HH| %) 2 $5 8 * £ G
WipIE P AT EE A éﬁi?éjﬂ" ) q"'(l)ﬁ [ Ege X e T B r*“;/)‘ﬁ
x .,

A

P B (DR r B2 e iRk
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B R 4R

4 10.8% (4/37 R)E K R TRA F 1R o T £ A 45

%@éA*%%

5 ¥75% o
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R AR e AR

# 5~ VISIBLE 1 % ¥ VISIBLE OLE #% — &£ # 2 % ;é—“ﬁ’ SEZAR IR

OLE Q2W/WQ (n=33) VISIBLE 1 7% % Rz (n=21) T EREAEA A F (054)
L2 Al | TRARER | RASR | A | TREEMR = L ik TR ¥ 2 =
n(%) n(%) n(%) n(%) (%) n(%)

F0% | 32 5(15.6) 13(40.6) 21 0 0 53 5(9.4) 13(24.5)
8% | 29 4(13.8) 14(48.3) 21 7(33.3) 10(47.6) 50 11(22.0) 24(48.0)
163 | 27 6(22.2) 11(40.7) 21 7(33.3) 10(47.6) 48 1327.1) 21(43.8)
$243% | 26 6(23.1) 12(46.2) 18 5(27.8) 7(38.9) 44 11(25.0) 19(43.2)
$32% | 25 6(24.0) 8(32.0) 18 3(16.7) 422.2) 43 9(20.9) 12(27.9)
%483 | 21 2(9.5) 4(19.0) 16 2(12.5) 2(12.5) 37 4(10.8) 6(16.2)

Vedolizumab & 7 ;3 543 * 3% 5015 S ie R [24]

VISIBLE 2 :#& (NCT02611817) 5 — FR ~ "84 % K RN G ]

€

B~

2 5
;‘éi‘vvri

%}iﬁrj

BRI BYIp AR 18T BOK e B =3B P £ R

B RS - L
ﬁ*rmﬁ@z & AR o

300mg # 7% 1

B RE S 4 i 3 vedolizumab A T

BT R 21

3R %
= B Fy ‘z#ﬁ FAR S BN k=8N A ”(enhanced clinical response) ~ & & * #f 7]

i 7Tk £ 8 5

% 52 1% >

ER N S

"o éﬁﬁﬁ R R

EF

1 T ARG A 47 0

¥ 52 ¥ pF CDAI 4 #<150 -
”‘“%;;&‘%%0&4 ¥ 52%
‘L%aw)-pik‘ﬂ ERRS Fé‘%}ﬁ

,Ju—t MTF A AR

T

SRLHA S f P AR

"T_‘\:' 'lJFJ ’]‘E‘ i ‘ﬁ‘?’fi\“

FEEZ BRI

p% é{_’gﬂ ‘fr'/i\‘ «}”m”ﬁ

% ;?-"‘ CDALI (CD Activity Index)» #jg > =100 A vt 5] o
=X PR%}‘ r—lﬁ%/r@‘

’_.Lpi*‘%}‘}v 52

FPE O ETREEEY ARSI AR

e
fg ¥] 3

H?

—=

£

&

e

=¥ ‘?};& WS o0 1% P enhAa B vedolizumab £ T X BR3P £
AR A TR o AR 2015 & 12 0 3
ES59 R ATk 30 BRERN6 BTk R ST oo

2019

TR

E P

AR O0FE S 2 OB ERMEE E TS vedolizumab
Bl o 3% 61 E3Thac ko kG F R Bl 21
e | ‘9(4 ARCINE R 7 ol B T g o

2% 1o 2 pw & & 7 (rank-order)

PR S B B RS B TR RS
B ot AERERT MR ERTRAER

PER | S ERE Y X E K (full analysis set) ; b4 2RI $
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AR FEISRIEE > L 644 g o H Y o § 412 (64%) ek
B d 60X EITRAF B - A 5 20 fiﬁgfs—gf i kFERG ETF
TR EANEWA R F IS XBEF R EINF BRE L EIEBAL
o TR BB A FERL G 410 R E‘ﬁ'ﬁ’?ﬁt ;ﬁ}k?;,,\ /%% A % (vedolizumab &
- /3._3/1"3‘-?'] 275 A s 2 RAR R 135 4 ) o H » vedolizumab & T l}’Tg‘f'J QE,_,’;
107 * ~ & &2 61 A &% ¢ $rRs:mM o

A ,zjg;e—gmfgmﬂ—' FRAPEM e A g A pRE A2 - PR R
PN

PR AR EHE AR

B % 52 P ER % A n vedolizumab £ T LA 48.0% X EE - &
BAes 343%% ?;#—*‘ F IRk B EEE(A13.7% > 95% CI 3.8 to 23.7% °
=0.008) - 7 B A7 ehE & froxdptk TTREF B 0 A BARAENTHF
£3 (Vedohzumab AT ER] e 52.0% vs. X A e 44.8% 0 P=0.167) 5 #112
e Rt AL BFA BARML R PO

HP% 2= naP d e LRApiT o 2 REE 2 Gl -
B. %%+ A #ich < J1[25]

Bergqvist % A % 2022 & e g EaTy 0 FR-FHE- P w2z mpk
(prospective) ~ LA MAT T o S EFH LSS L E RS T A G Al
Kz PR B d vedolizumab ## 7% 1 s3] A dE 5 £ TR ERIA {8 0 AT I0 R
s B p s \%ﬁ%ﬂ!?\;}?s&ﬁg‘_‘ ‘%%iar@,m%;uo

R T erg i Skane + Fgl‘?c," 7o 2 & A~ 2020 12 7 3 2021 #
6 R é’-p/ﬁ/%%r} ‘”% SN 3 ”\Iﬁa“‘%/’a\“* CRYER ERay
%(inflammatory bowel disease unclasmﬁed):}?r; A LLF? Fed: % vedolizumab #
RIS RAS MIFISR o T AR AR BRI MR 2 AT

Ay RREI Y | BRRE S R # H (safety analysis set) °

A ERFELL Y EERDOR T Y v/rf?‘ﬂ T o

n n%(l)fti’é % 5% B > vedolizumab 2§ & % R IR B 75 (24.0% vs. 15.7%) 1 (A - * % R A IE %
X B PR 3 Y F]F 5 5% (vedolizumab 2 61.1% vs. % A & 53, O%) °

OX & * X FE TR ¥ 323 vedolizumab £ 45.3% vs. & A 2 182% 5 A ¥ B X B FUERM S TS F gk ;;kiﬂ‘ 2gl=3
Ff 4 f2 % vedolizumab 2 48.6% vs. % /F;’P?WI 2 42.9% -
IHEHRY 2% Fé—’“ L ? E A vedolizumab 2§ 73.5% % @H G 76.1%:H P > B 2REL B b An B L ) o
vedolizumab 2 19.3% ~ % & 14.9% ; F13 2 F & ¢ $7285 L 5] » vedolizumab 2 4.0% ~ % @ H| 2 82% - £ & #
2 & % (serious adverse events, SAE)&% 4 1t ] » vedolizumab 2 8.4% ~ % &l 2 10.4% ; SAE £2 355 % 1~ 4p B et ) »
A w5 1.5%; F] SAE ¥ 785 <t &) > vedolizumab = 1.8% ~ % & & 3.7% - ;éjff BeE B &4 et ) > vedolizumab
2 1.5% > % A e 4.5% -

W EAPFEARLFTUHAZFFREF UL ARG Bl G S%up L AR RSP RS HA
A AT g SN A R A(32] -

Toipdtn A A Y © Fe i =3 A vedolizumab # PR LSS 0 1 Q#Ufﬁ/zﬁ f7ie A L b K SEEEB R R
3”;{ ‘-‘/ﬂ/fﬁﬁgfj —t‘f\m péﬂvjﬁﬂ

26/57



111CDR07042_Entyvio

%@mAfgwﬁﬁﬁw
Fg;%g‘,fiji;f_u 24 AT

Bl il o BHA PRI ERIGORE SR DIEER L e 2Rk
PR LR A FRRS QIR ER LY o FIFEARE A R R E
dE 2 A TAA ] R T T EHEER 6B

ARG B A TIAME 6 B o g 4 L AT (fecal
calprotectin)jk & o =t & =13 1p i OB 2 1S (1):}%;“3 F R b en
iR 1];3, B R gt 1 (2))1_ # C-F Ji& 3¢ (C-Reactive Protein, CRP)
gt ;3 AR 2E:L 5 (42 /én—- TR (5)F &R K (drug
persistence)t ] & % 78 o

PR RS AT 89t A 0 & § Al Y L 4 2 48 AR S
B A oA &»RTH%%7w’b;&»f“ﬂ%m%mﬁﬁﬁw
B0 261 B 7 (IQR 9.5 t0 52.9) 5 § 41t G 4nT(48%% 52%) o  10.1%:h
B4 (6 RIS R A 3 AR R A )RR E A T ]

fEas  LEFrudpthantigd > TR B Rt Pk THFRY Ik
REF G R RGO IS 0 L R A RER R L R
CFIEdv ~2 S Faimeiit £ c GHOBY & 1261 B> 54
P G ] S R g 4 95.5% (85/89) + RTE S 4 88.5%
(69/78) « % R F i cg 4 HF F B AT (5 nfRARIT 5§ 1.2% 4

Btk UL ABE 3 UF o g 405 R i KL (96.4%) -
LA L B R ER T Y H K 15% -

3. ZERFRELTH

BMEATREIDP DI EBNHE SFRAE > T T2k #fe ' vedolizumab
108mg & L EHAIF] o F AN FF AR LB S R A Ve g0 4E e
% #-P W vedolizumab # 5% i e e o d - EFRH I A E o

FH A AR RF AEF TN CREERIGERIAM DT ETH
¢ 7 vedolizumab & T i g4FH| iR Bk < }}?\‘(VISIBLE 1 & VISIBLE 2) ~
vedolizumab ## "% ;1 &3] citR o 385k []%(GEMINI 1 & GEMINI 2) ~ GEMINI
1 :35% o %% ;é—‘ﬂk =t EFE AL 7% % (FF 3T € 4F & )~ v & vedolizumab £ £t
B Bl BT RS Up A e BN mp A e R hE R ik
$3(EVOLVE study) ~ i gi3# Bl 4 4 vedolizumab # % /L S48 5 A T L b
R 12 i i 5% § (TRAVELESS study) ¥ 5 f < & »

ssssss 7 ¢ 3 3% ] vedolizumab A T L e A2 PA Y L& 2 biist- = o
- SRR 12 B
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=T J- -l- > J‘\ = 1l
f%%ﬁ—p LA AT
LR e A S L SEE RS R A S R

CEPT SR frenip o JEE R P Rm oA i Rk B
o AT R AR DR T EE T RTA P R MR

%

fu

~

%
—F*mk—

J

B 5| k3 0 44 vedolizumab % 5.4 o ik ARd - E M LA E a0
BB RENTETHLE R EVOLVE % > o8- d Rp L2 s
WO E2ZpFr Ry cxBATREEER LA EFHIRTO AR
(REUER R LICN L T SRR FOEY & IR T RN S S R -
¥ 0 v # vedolizumab vt’#‘n‘ﬁﬁ B i F|F E Rt A LR o Bow o
vedolizumab A T L 4R LR SR 2w I R A IRE Z P IRA
W RERPEE Y ;3 52 % om L TOLSEA| A0S IE sk 2 o B AR - 2R
4wt 325 (VISIBLE OLE) » B 3 & A $ I N4 4756 % 5 4 -

AW AEFA TR E 5 Tvedolizumab 108mg & T L &bH 3] > * 3R
EH LB LB CRR ek B VR BHEREP o AP RS
"vedolizumab % 546 eni o fed - EIFH I A £ | LI RAL > H pie s
Poid 2 J S B BOFH IR o L A A A APM TR uEARY o N PE fE

4T gtjg F‘X’P\% °
(1) A"

A He[33-36]T Rk 45 51 5 A B AR 0T 2 5 ALY N Y
KRN Y R LR

B. MK gpeE 2y g (European Crohn’s and Colitis

Organisation, ECCO) %2018 # % - WA T [37] B A S

# & TRAk ?E'FF A Ny = ”’}‘Lﬁﬁlﬁi]ﬁi e E I ﬁ#?é ’ éﬁ Kp &

W‘Eﬁpﬁﬂm'ﬁﬁr% B ok R EE 4@ B R is
20~ 6E 7 PR B el FRENTHE ?#‘i"

@
F
E

%ﬁ@%@4ﬁ£%kﬁﬁﬁ%%mU@1kﬁgﬁwﬁ%%%ﬁ
b & 22 32 F (risk/benefit ratio) o & 4%+ vedolizumab £ ustekinumab

BEE PG BT RERE LRSS R R AR TR

WO RERHRAEGEE R Y FOoOHEHB LAD SRS IVEBRS; FFERERE Y 0L 0 L Bl hF R
%’@./Z‘Nﬁk"\"ﬁ}%' /r)%‘}i (191%4"{*—%0
WORBEREFTRY AN THREME NIRRT ESLEARE AP URRRARL A E o ERERF R

vedolizumab % 4225 % 5 B & o
Wz % S-amino-salicylates(SASA) ~ 4 % 3 & #(immunomodulators) ~ # = L #| (4ot tER 3 TS B4 B F 5
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HBFER G
Fg;%,fiji«f_ 37 24T TR

C. #W®1i %% ¢ (British Society of Gastroenterology) &+ 2019 3 #
= A LS R R e R [38] ¢ o B KT ﬁu P A B
B FIF ER B ENI RN FFER LA N LR

FATH L 4 WA craEk s PAEZFFERTHY o

(2) 5+ R &g

A. Eriksson & A [39]4.2017 &4 £ %73 > L & § - FIH L g &
% S #(Swedish National Quality Registry for Inflammatory Bowel
Disease, SWIBREG) » = i* % & 45 & ?5 FeAz i 6,200 =X 4 $ 4
ww%%%ﬁﬁﬁﬁ@@<ﬁ£%ﬁ%&ﬁ’a%nﬂ

vedolizumab =& Hp J5 R = »

E’Iﬁiﬂ"“ﬁ?ﬁﬁ.ﬁ'—? AR 265 AV @ %}%IJ}“’”’; 92 4 ~ 5
%N 147 A o B BEEFER (P =#k) 5 17 B ? (IQR 14 t0 20 7 )F‘i‘
T A2%chups 4 P #7 vedolizumab ;5% o ¢ ¥rin R FlF 44 L
X R E (66%) « ik B (23%) 2 1 R FI(11%) o g 4 @‘
$ % i5 — & (l-year continuation rate)st b » AR HL 8% XA
65% ~ i BN JE 5 61% ©

B. ik%?*"ﬂ%% vedolizumab 75 3 B i 504 3 i 4 0 ok i £t
TR H 2 Bde o Martin % A [40] & 2020 # 3 4G9ty > win
.p_nt_/,,\ 1752 B21 B 2 sfk F Beo95 g L 3 8 o £ 030 2017
E17"22019&F 4" 358260 2+ 2 vedolizumab ;5
FoL¥ ApmERI 3B U EF R AL AT RN
T > 9 EF vedolizumab iR 5 EE K YA Y A *‘w:l““ (L S
¥i o B fRIE L& % vedolizumab {8 0 s 4 B BRIk R 0 2

o % AR H 15 S # vedolizumab i SELE 2R E o

A5 e 8 3T R RS Up A 8 S8 R N 4 0 25% 5 9
Mo E & (P m8k) 5 32.5 & (IQR 27.3 to 42.4)° 4 +7 & ¥ (baseline)
AU 3% 58% k4 AR R AR B

CORF REFTAY - SR 4 E vedolizumab #%IL S RE E F w R TG fg‘f?ﬂ) s [ER
f%féi,—"k.%iﬂ”?»%ﬁvm#l b ESR PGS o A R RIS R o RN 60% A A L AR G SR o 1R
AR RPN B I L A 274 B A GERHLES 14T ) o o 2 4 ¢ T0T%F R A L 4 8 50.4% 5 1
R R0 AR s 50 vedolzumal i 5 Rk RIS E R 5 58
B2 RHEAGRERAESSBY o

W dp % vedolizumab ml%*fm,% Ao

74 *1}“ }?3 A rr:,r,)%‘ Q % 'f&)& WwE U] Igiﬁwﬁ%%;' _I:F]:* jég:}';‘ ekt 'I}II ]; 86.2% - ;}%5{‘ @ES@ 2 7§ et '/}]J '; 50% e

@ g )% A f &b vedolizumab 2 15 » X B dndhf H @ 3nhE R LR H'J%‘ﬂ‘/{f%?h\*tf ° }]% LT ERE] T
AR R A FFE RER RSN

WO gt 4 s 0 8T%H 45 B LA H A O1% Y B B SR TS E B (60%=2 ) ¢
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M@mAfﬁwﬁﬁﬂw
Fﬁ)%,fijj;’l‘., 24 AT

vedolizumab 75 epF FF (¢ =8k) 5 14.5 % * (IQR 8.2 to 21.5) ; }
T2%ps A FE 8 HFIRLS | K 28%F 4 HIKITH 1

BB (P 8112 B 7 (IQR5.810 17.2)2 FF » § 64%J% * o)
R ARH o B % vedolizumab & > B p AR 3 PR EF (Y )5 13.2
® 7 (IQR 10.8 to 15.6) °

Kuo % % [41]% 2021 ## 4 - Fwimfdsm§ > FRSASH 4 &
HERKCF B R 2017 # 10 7 3 2021 # 5 7 @ 237 4% vedolizumab
R (E 8 HIRLEE | ) £ R LS L ¢ el - L
o b T I0E #L 465 s § A B 1 818% A F X iR A
FEALR o BY 19 p A R A L ESLR 0 28 FRRG i
WA A R o

teif b vedolizumab i £ 0 F 58.9%(11/19)ehs 4 L5 i
¥ 60T PR B S 42.1% (8/19)0 B F 12 1B 1 pEAR L B
% 52.6% (10/19)° % * vedolizumab 1 » 7 51 5 1% SopF | 5 5.8
B oo

ke sk o
PR e ES

S e PP I B R K L R R LT A
o i 2 4 ﬁ,]ﬁgm?é‘bﬁvr]f‘a“i «Ffi‘#&iié’@‘?gﬁ?};@*’ s
7 s FL»FQ'_A“};EP' L" Hﬁbfﬁ L_'/)s \:%'J/r')%‘g?l HUE R
?éi#f‘ﬁiﬁ*mﬁ*”k"“ PR R A TR AE A
R EE(F FAAIHIA S L W) R F BTES &

RO E PEFHEENLFREF RGP
Ef‘a L5 12 “top-down” FE 5N [42](F 18 ~‘step up”fiesl) 0 AL 4
FRA R 218 1 % LA FIE RS ES D FRS
FRITE I A O RF T DI TR f ek o B H G B §
3 B iR AR[43]

Bk 4 G WA E SRR LY A R ok E o
LA R RS TR S R en 4 10 A e § R [44-40)50 8 A e w
AT A EES A WUH SR % o ¢ 45 [vedolizumab
gy

2
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7 RE FEHERIEY “K o

F ot B EEE L AP vedolizumab # R4S end R Aed - E PR A E
PHERMEOAHFERLEFOTR  FM g ko SHREF TR HF S TR
fel K@M NR A ot &3 P AR 3 FRITHE A Rl S R BFL
CECE N N IR A SRR U A PR o \Tiﬂ)wglgaknﬂ 2
FREBE)OMTIMFERFREL IRETHERD  REF L WA
L=

4. BohRH
(1) te st rc gpst s > pami

Lk %7 7 A 4L Tvedolizumab A T I EPHF TR RS LR
%ﬁm%yﬁaaﬁg % p VISIBLE 1 3% 2 VISIBLE 2 3% o i3 5
kS E BLN K drk 6 S A o

4 6~ VISIBLE | :#5% ¥ VISIBLE2 5% £ 2L\ % f B 4

VISIBLE 1 35 VISIBLE 2 35
N Bp ~fEss s SRS R | B s TR e s X A
RS Z I RF R W2 ¥ = B Rs %
7 vedolizumab A TLEPH AL ¢ £ | Bk ¥ vedolizumab A TLEH AL Y E
WP o B~ Bl Aty op A AR | R BRI SR s A AR
PER 2 E 351 I E I

E 181 80 ekt £ EBE
B 6 B (%) Ed 183 80K P z3 B Y £
FPEBEF LIS 6 B (F)L iy

TR L2 ¢ NERE IR e
SRR AADEHS R | G “

EEES) N \ TETEAR - LA S A/ SR
PELEET LTS PN

Fovkis kA 2t o

EiESKY 0 E S 2 FHEL 1A
vedolizumab 300mg % 7% ;3. &4 1% 5 2 &5
B IR%HY 6% LiIERHBERT F
Wk E P T3 o 00 20l ot GINEREA iR
vedolizumab 108mg A T i & & &
(Q2W) ~ vedolizumab 300mg # #% ;i b
A (Q8W) & % R i 3 F s 3 25 5

BREEF 0OFEY 2% FHER 1A
vedolizumab 300mg % 7% /i & 2 5 3% Hop
Foo L% 6% SRR F
Mot 2 F o 0 il B A R
vedolizumab 108mg A& T /L &3] = (Q2W)
RN GEIICENE R SEE -t VR G
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410 EHe X Mo f DX B E o ER Y
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48.0%% 3 F ~ & A 343%L EH
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k . H P Tk 8 B (A 13.7% 0 95% CI 3.8
Jil;i Brxgaeani LR s 323% (95%
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S
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_ . AMAPIT  TRHF 2% LR FEF
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E cAo IR ‘ﬁ%ﬁ’f A BT G BB 2 L SN
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5 F &(10.4% vs. 1.9%)
k@ B 5 1.5%; ] SAE ¢ ¥ridsk
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. TR A e ;é—'ﬁ ~20% (2/10)% &
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IR R b B SR EV A S ERL I
T AU
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#4F % 1 & %4 CADTH/pCODRPBAC % NICE 2 ¥ 44325 45 % 2 2
BERELTHRFRE LS FRPHTG AL

% i FL P

CADTH/pCODR FHESS LApMRARS > 22020 57 o2 o
(e k<) AN RAPMIERIRL > 2021 £ 10 22

PBAC (i£) BRI L2 R R 2020 & 11 0 2 o

NICE (#®) 32022# 7% 22p 0k AHEARMTRES -

B Foh e SMC(@kﬁsw)FﬁMiﬁ ERAEL 12020 7P 22 A
o PIEHAREL (FFEES LR S g) -

1. CADTH/pCODR (4t £ + )
(1). Vedolizumab & T i s3] 4] * *tif g &5 L

‘v £+ CADTH £ %+ & %4 R ¢ (the CADTH Canadian Drug Expert
Committee> 14 T f§ # CDEC )** 2020 # 5 7 s = ciojp oy % L L H3T R R 2 [6]
FRG IR % vedolizumab A TR BHE| A H 24 d A5 & infliximab Fy sk
B? i~ Aok F Bl aEax Y RIERBFEETFEY LR A -

LN 1 //Z- 2 £ T
LiEREe 32

*  ZBvedolizumab#¥ 7% 1 S4&| el 1 3 SN o

e Vedolizumab & = ;L 5] i * 33 4 3 X vedolizumab#F % 1 BA| 18 0 )
Wik F Beip 4 e

e Vedolizumab g T X &3] H% 7 7 iy vt it B E 2 RAF

SEC TR F RE £ P CR

Vedolizumab A ™ j2 543 4] 5 7 108 mg/0.68 L e H =t 3| § 7f L o3 chgt &b
¥R AT 0% * 83 = vedolizumab 300 mg ##% ;3 818 » B 4nF 23R T
&t % - & vedolizumab 108 mg > ¥ i # 5 Fp e A F £ & 2 8225 4 o
FREEERED & HEASF @Y 2 = vedolizumab # 4% 3 S| ] chE § 4
25,501 4c % > S EdsE R E R 2 E & 21,385 4ok o
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Ao B ARYEE Y SR TNF-a sl aid f i Hirg sy m s > @7
- f&4 4 @ &|(adalimumab ~ infliximab # 4~ 4p 12 % ~ golimumab ~ vedolizumab #*
#%;2 543~ vedolizumab A T XS4 W SN R o AT HOA A E S Ak
KA > #2287 2 B tm A R S Aoy o

HEFED S FEF rgp A B B R (Gl T FEEISR)
AR A A AR EN R G R n 4 o R ~ BT A 03
ik B R ,’*J.%(V' &rfﬁ'arﬁﬂ ey F ) ﬁFF"’}ﬁq TiahgiEd s
Aok F R AL ERSNFF B 8D évrat,g-/;w SR e B Rk
LRSS ieX el ﬁ‘ff’l“* B RER AT kA ﬁﬁrmf%‘ Hige » pris B g & 2
HERS g P ik Bk o S S RYP s A R R A TS B 0 B0
Bk EREERETHA TV @2

A4k 2 4P E Bt #ovedolizumab g T L SR & H s 4 b 8RR
Py BB L - 9 Byt (NMA) > * 1137 vedolizumab A T i3 7] c4p
R WAIBR 7 b BSR EE & p oo @S A ffo ERE ALY B
WAL R eHERL o

CADTH 45 4 VR e A ST E G T AT )

o AREPROREEY KR R T RO AR RS (v i
REHA G I A REKRE T B

o o ANAPER s R R @ 1% 3 14 (probabilistic) sHICER % &

o LRTEAHS XA “ﬁ% ustekinumab % tofacitinib °

o WA BaRE LR NG R RS FAJIY 2 F -

R §:}§‘§;&1|%ﬁﬂ',;\é‘aﬁﬁiétikﬁjﬁ?ﬁ%@'ﬁ?°

o HABXKHMERLNASLIMAY FEELFENF I

CADTH £ #7372 A% o 47> A H[FTER AR * 2 § 5@ * TNF-0 #i
F|A o A ok F R % SR - RS R BRI R U e dE AR B
UL R E R AL S E SRS R e TR > X ¥ BrEaE R
LB o ENRF TR R T 2 423 CADTH & #isx %14 (deterministic) £
4% o CADTH shfkd# %k 6247 &A% 8 TNF-a $4udldp 4 ¢ o 4
#3t tofacitinib > vedolizumab A T i3 b4 H| 4] e sk £ F B * B o tofacitinib
E G HEE AR TNF-o #4ud|cops 4 @ o 400 tofacitinib @ vedolizumab

35/57



111CDR07042_Entyvio
~ Pt .
%@éA*%%ﬁ%ﬂm
¥R AP AF
AT ILIRI L g 4 F e B L
year, QALY) % % =% 1,152,959 4e 7 o

=
—d
I
=
|
o
W
~
/@)
c
o
=
=
<
o
&
o
172}
“
(@]
[oN
&

CADTH #: * 3 hfF £ 0 Bl (NMA) » & 32 37 2 e NMA & 2 8
bR AT 0 F] 0 i 298 CADTH A 452 % o

=f

P E &R Y 0 vedolizumab A T i 8+ & o ICER 42 i Ff ¥ £
(w1lhngness-to-pay) 5 8 4 /QALY gained » F]¢t = 15 vedolizumab & T i &4

PrEET R E SR E  vedolizumab £ T L SRy £ & R E R L 25501 4
B %EP i¢ * cfivedolizumab #FFRLSGHF * ) K EACE R EF L 21,385
etk #Rm o & & 0 infliximab 2 3~ 4p IIJ%ZW’J'FT 2 );{%Z'QF"” 15,776 4e % 5 =x
E42 5 13,804 4c’ 5 vedolizumab A T i g4 Ap it H @ 4 B 8] F egp ¥R ot
#IpF KX 4F vedolizumab A T L STHH T B H i 4 4 WA o

(2). Vedolizumabg ™ ;3 &4#H| A # 3¢ B T € B ALK R

‘v £+ CADTH %”47»_% < B € (CDEC)* 2021 # 1 % =% 5uM < g 4p B 3%
+[8] > kT 1% % H vedolizumab SC * »v¢ B 1 € R FEF 15 <k

A o

CADTH F R & i it & 35 ¢

*  Zvedolizumab## 7% j1 b+&| cnis i 2 N5

e Vedolizumab & T /2 83| & iv * 303 E H) 3 % vedolizumab# 7% j3 &H&] 18 > )
WiokFE B m]ﬁs A

*  Vedolizumab & T ;L StH| e A2 F ¥ 2 FACHE P P TSR R 4 bl H|
¢ %P*f # &13-%2

PARL T AR E A AHE AT ERBFHERIT A A 3= vedolizumab
AP L B R 4R #3T vedolizumab #F #% Vi &+ | ~ adalimumab ~ infliximab fr
ustekinumab * *t¢ B T £ B EH LB Vg A i AN ISR 0 o ARG
RRF R R AT

Vedolizumab g T ;i #473| e fi:f"ﬁ A xE i %’P‘f = & B *" adalimumab
fr infliximab # %~ 4p 17 % (Renflexis ) > > ustekinumab - ¢ ** 3% vedolizumab
191 TSP s 4 2 F L3R vedolizumab # PR JL SP A Az e ISR 0 FI R R 3

FAFEEF L AT MG F o vedolizumab A T L SR ISR S A 0 Fpt
CADTH 55—?% iy e R RS A P ] vedolizumab A L S4A] %
- & o = A 4p >t ustekinumab & 8 10,425 4c % Ap 3t infliximab 4 3 4p 2
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% (Renflexis) 3§ 4r 10,544 4o ¥t o

CADTH 7 2016 # % % 7 vedolizumab # #% 1 &3] I 22 3R Jc{* ehik * L

% vedolizumab #P% 3 & F a0 S A A RAZEH @ 2 P EAH DB D A o

vedolizumab # "% /3 & cHi £ 7 & ' 1 40% 0 A ac & infliximab 2 4~ 4p i &

(Renflexis) i 448 % © Fl > vedolizumab A T i 4|7 & 47 v % § 4 7
¢ % vedolizumab # "% ;L 8] 3 v 37 h et & o

Vedolizumab A T /i 8¢H] g & £ )ii%‘?‘%" 26320 4ot A EAERET G
21,458 4c % > @ infliximab 2 7 4p 02 E g £ & R § 15776 4o —»4}{1
12,862 4 it » Vedolizumab SC Ap # >t H s 4 5 G & crdp ¥ s & 7 mr T > Ft
XF F A ¥ Vedolizumab SC * Ainf? RIER K pARRRHE 2
A EE R

2. PBAC (;&#)

B ERLGEE B € (Pharmaceutical Benefits Advisory Committee » 12
T HACPBAC)E2020 # 11 ' € Fen B 4F & ¢ i (Public Summary Document )
[14] » 2234 1 vedolizumab & T i ¢ ] * 20 ¢ 1 £ B P E % X s
BE LR SRR A

B v PBAC # % - B = A& & 47 (cost-minimization analysis > CMA ) »
AR 235 4 % * vedolizumab # 7% /1 115 ~ 3 ¥ vedolizumab A T jL & * 3%
BEISF A AN~ LvE 0 £ F vedolizumab #F4% 1 84 AL SRR 0 @
B Mo A 4 47 A3 vedolizumab A T i S+4p i3t vedolizumab ## 4% 3 845 e 7 R
»xih? % 44 7 fi(non-inferiority claim)m i& {7 4p B A7 3 o

#* VISIBLE 1 ~ VISIBLE 2 4= GEMINI = 3 e 3% > B 356 % 2%t
> £ (equi-effective dose) : & & ¥ vedolizumab £ T ;i & 108 mg Jr;r; &R
vedolizumab # 7% ;1 %+ 300 mg - PBAC 3 & I'| §k 335 ch/adF # & *K EBEA
¥ A T /18 vedolizumab 108 mg & & N 3 # 7% ;1 & vedolizumab 300 mg > FH L

- 10 BBk g i

Fiﬁﬁ,i i A AT 02 EITGPER LY (3 F dEA IR Y )
RiLBfengn A e 13 S0 LTI e A g1 6 52 = 5 PBAC b5
:g ERNT AT AN RS AL 372 A RSB 5 &
2,
P

7 B %5:1,%‘/5@_%_ * o R 3K vedolizumab # 7% L 5142 3E 30 A 480 3T
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A
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32022E& 70 22p 0 AAERMITREFL
4. H FRFHTR L
(1) SMC (@&t i)

it #+ £ i ¢ (the Scottish Medicines Consortium, SMC) ** 2020 & 7
LI Fa’$ B 3R [19,21]0 2 &7 iF 26 A T 18 vedolizumab 5 30 8 55
Ry 2 TNF alpha#r4|# & F & 7 a0 R 1€ R TR LR RE R
aﬁ%@wm@%‘memmmWngF@Ezﬁkmﬂ&iéﬁm%ﬁn
RAEF AR B0 AR EAGER R F o PR ANF R
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1. Tk @ % ¥ a0 A4F 2435 Entyvio®d TR T NG oK B BB
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Product Information -  Entyvio. European Medicines Agency.
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TREATMENT OF ADULT PATIENTS WITH MODERATE TO SEVERE
ULCERATIVE COLITIS

The following information applies to the prescribing under the Pharmaceutical
Benefits Scheme (PBS) of adalimumab, golimumab, infliximab, tofacitinib and
vedolizumab for adult patients with ulcerative colitis. Patients are eligible for
PBS-subsidised treatment with either adalimumab, golimumab, infliximab, tofacitinib

or vedolizumab at any one time.

From 1 July 2021, under the PBS, all adult patients will be able to commence a
treatment cycle where they may trial PBS-subsidised biological medicine® without
having to experience a disease flare when swapping to one of the alternate agents.
Under these arrangements, within a single treatment cycle, a patient may continue to
receive long-term treatment with a PBS subsidised biological medicine while they

continue to show a response to therapy.

A patient who received PBS-subsidised biological medicine treatment prior to 1 July
2021 is considered to start their first cycle as of 1 July 2021. Within the same
treatment cycle, a patient cannot trial and fail?, or cease to respond to, the same
PBS-subsidised biological medicine more than once. Once a patient has either failed
or ceased to respond to treatment 3 times, they are deemed to have completed a
treatment cycle and they must have, at a minimum, a 5-year break in PBS-subsidised
therapy before they are eligible to commence the next cycle. The 5-year break is
measured from the date of the last approval for PBS-subsidised biological medicine
treatment in the most recent cycle to the date of the first application for initial

treatment with a PBS-subsidised biological medicine under the new treatment cycle.

A patient who has failed fewer than 3 trials of a biological medicine in a treatment

! Where the term 'biological medicine' appears in the following notes and restrictions, it refers to the tumour necrosis factor
(TNF) alfa antagonists (adalimumab, golimumab, infliximab), the alphta-4 beta-7 integrin inhibitor (vedolizumab) and the
Janus kinase (JAK) inhibitor (tofacitinib).

2 Serious adverse reaction of a severity resulting in the necessity for permanent withdrawal of treatment, including serious
infusion or injection related reactions, Steven's Johnson Syndrome, development of a demyelinating lesion, progressive
multifocal leukoencephalopathy and malignancy related to treatment with the biological medicine, is not considered as a
treatment failure.
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cycle and who has a break in therapy of less than 5 years may commence a further
course of treatment within the same treatment cycle under the Initial 2 treatment

restriction.

A patient who has failed fewer than 3 trials of a biological medicine in a treatment
cycle and who has a break in therapy of more than 5 years, may commence a new

treatment cycle under the Initial 3 treatment restrictions.

There is no limit to the number of treatment cycles a patient may undertake in their

1. Initial treatment.
Applications for initial treatment should be made where:

(1) an adult patient has not received prior PBS-subsidised biological medicine

treatment and wishes to commence such therapy (Initial 1 - New patient ); or

(2) an adult patient has received prior PBS-subsidised biological medicine therapy
(initial or continuing) and wishes to trial an alternate medicine (Initial 2 - Change
or Recommencement of treatment after a break in biological medicine therapy of

less than 5 years) [further details are under 'Swapping therapy' below]; or

(3) an adult patient wishes to recommence treatment with a specific biological
medicine following a break in PBS-subsidised therapy of less than 5 years with
the same agent (Initial 2 - Change or Recommencement of treatment after a

break in biological medicine therapy of less than 5 years); or

(4) an adult patient wishes to recommence treatment with a biological medicine
following a break in PBS-subsidised therapy of more than 5 years (Initial 3 -
recommencement of treatment after a break in biological medicine of more than

5 years).

Treatment authorisations under Initial 1, Initial 2 and Initial 3 will be limited to
provide for a maximum of 16 weeks of therapy for adalimumab and tofacitinib, 14

weeks of therapy for golimumab, infliximab and vedolizumab.

A patient must be assessed for response to a course of initial PBS-subsidised
treatment following a minimum of 12 weeks of treatment for adalimumab or

infliximab subcutaneous form or vedolizumab subcutaneous form, a minimum of 8
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weeks for tofacitinib, and up to 12 weeks after the first dose (6 weeks following the
third dose) for golimumab, infliximab intravenous form or vedolizumab intravenous

form.

Infliximab subcutaneous form only:

Initial treatment to subcutaneous form of infliximab should be permitted after
administration of at least 2 initial intravenous infusions of infliximab. A maximum
quantity and number of repeats to provide for weeks 6, 8, 10, 12, 14 and 16 will be

authorised.

Vedolizumab subcutaneous form only:

initial treatment to subcutaneous form of vedolizumab should be permitted after
administration of at least 2 of the 3 initial intravenous infusions of vedolizumab.
Where two initial doses of vedolizumab (at weeks 0 and 2) is administered via
intravenous infusion, initial treatment with subcutaneous form will commence at
week 6. A maximum quantity and number of repeats to provide for weeks 6, 8, 10, 12,
14 and 16 will be authorised. Where three initial doses of vedolizumab (at weeks 0, 2
and 6) is administered via intravenous infusion, initial treatment with subcutaneous
form will commence at week 14 (8 weeks after the third dose). A maximum quantity

to provide for weeks 14 and 16 will be authorised.
2. Continuing treatment.

Following the completion of an initial treatment course with a specific biological
medicine, a patient may qualify to receive up to 24 weeks of continuing treatment
with that drug providing they have demonstrated an adequate response to treatment.
The patient remains eligible to receive continuing biological medicine treatment with
the same drug in courses of up to 24 weeks providing they continue to sustain the

response.

It is recommended that a patient is reviewed for response following a minimum of 12
weeks of therapy and no later than 4 weeks from the completion of the most recent

course of treatment.

Adalimumab and infliximab only:

For the first continuing treatment course of PBS-subsidised biological medicine

treatment, it is recommended that a patient is reviewed for response following a
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minimum of 12 weeks of therapy and no later than 4 weeks from the completion of
the most recent course of treatment under the Initial 1, Initial 2 or Initial 3 treatment

restrictions.

For the second and subsequent continuing courses of PBS-subsidised biological
medicine treatment, it is recommended that an assessment of a patient's response is
conducted following a minimum of 12 weeks of therapy and no later than 4 weeks

from the completion of the most recent course of treatment.

Infliximab patients:

A patient may swap between the intravenous and subcutaneous forms of infliximab at
any time under the continuing treatment restrictions provided the patient has

demonstrated adequate response to treatment with infliximab.

Vedolizumab patients:

A patient may swap between the intravenous and subcutaneous forms of vedolizumab
at any time under the continuing treatment restrictions provided the patient has

demonstrated adequate response to treatment with vedolizumab.
3. Swapping therapy.

Once initial treatment with the first PBS-subsidised biological medicine treatment is
approved, a patient may swap to an alternate biological medicine treatment within the
same treatment cycle without having to requalify with respect to the indices of disease
severity (i.e. Mayo clinic score or partial Mayo clinic score), or the prior

corticosteroid therapy and immunosuppressive therapy.

A patient may trial an alternate biological medicine treatment at any time, regardless
of whether they are receiving therapy (initial or continuing) at the time of the
application. However, they cannot swap to a particular biological medicine if they
have failed to respond to prior treatment with that drug once within the same
treatment cycle.

To ensure a patient receives the maximum treatment opportunities allowed under
these arrangements, it is important that they are assessed for response to every course
of treatment.

A patient who is not able to complete a minimum of 12 weeks of an initial treatment
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course (except tofacitinib) will be deemed to have failed treatment with that agent,
unless they have experienced a serious adverse reaction of a severity necessitating

permanent treatment withdrawal.
4. Recommencement of treatment after a 5-year break in PBS-subsidised therapy.

A patient who wishes to trial a second or subsequent treatment cycle following a
break in PBS-subsidised biological medicine therapy of at least 5 years, must
requalify under Initial 3 treatment restriction and meet the relevant criteria with

respect to the scores of disease severity.

TREATMENT OF ADULT PATIENTS WITH SEVERE CROHN DISEASE

The following information applies to the prescribing under the Pharmaceutical
Benefits Scheme (PBS) of the biological medicines for adult patients with severe
Crohn disease. Where the term 'biological medicine' appears in the following notes
and restrictions, it refers to the tumour necrosis factor (TNF) alfa-antagonists
(adalimumab and infliximab), the alpha-4 beta-7 integrin inhibitor (vedolizumab) and

the human IgG1lkappa monoclonal antibody (ustekinumab).

Patients are eligible for PBS-subsidised treatment with only 1 of the above

PBS-subsidised biological medicines at any one time.

From 1 September 2017, under the PBS, all patients will be able to commence a
treatment cycle where they may trial PBS-subsidised a biological medicine without
having to experience a disease flare when swapping to the alternate agent. Under
these arrangements, within a single treatment cycle, a patient may continue to receive
long-term treatment with a biological medicine while they continue to show a

response to therapy.

Within the same treatment cycle, a patient cannot trial and fail, or cease to respond to,

the same PBS-subsidised biological medicine more than once.

Once a patient has either failed or ceased to respond to treatment for this condition 3
times, they are deemed to have completed a treatment cycle and they must have, at a
minimum, a 5-year break in PBS-subsidised biological medicine therapy for this
condition before they are eligible to commence the next cycle. The 5-year break is
measured from the date of the last approval for PBS-subsidised biological medicine

treatment in the most recent cycle to the date of the first application for initial
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treatment with a biological medicine under the new treatment cycle.

A patient who has failed fewer than 3 trials of biological medicine therapy in a
treatment cycle and who has a break in therapy of less than 5 years, may commence a

further course of treatment within the same treatment cycle.

A patient who has failed fewer than 3 trials of biological medicine therapy in a
treatment cycle and who has a break in therapy of more than 5 years, may commence

a new treatment cycle.

There is no limit to the number of treatment cycles a patient may undertake in their

1. How to prescribe PBS-subsidised adalimumab, infliximab, vedolizumab or

ustekinumab therapy after 1 September 2017.
(1) Initial treatment.
Applications for initial treatment should be made where:

A. a patient has received no prior PBS-subsidised biological medicine treatment in
this treatment cycle and wishes to commence such therapy Initial 1 (new patient);

or

B. a patient has received prior PBS-subsidised (initial or continuing) biological
medicine and wishes to trial an alternate agent - Initial 2 (change or
recommencement of treatment after a break in therapy of less than 5 years)
[further details are under 'Swapping therapy' below]; or

C. a patient wishes to recommence treatment with a specific biological medicine
following a break in PBS-subsidised therapy with that agent - Initial 2 (change or

recommencement of treatment after a break in therapy of less than 5 years); or

D. a patient wishes to recommence treatment with a biological medicine following a
break in PBS-subsidised therapy of more than 5 years - Initial 3
(recommencement of treatment after a break in biological medicine of more than

5 years).

From 1 September 2017, a patient must be assessed for response to any course of

initial PBS-subsidised treatment following a minimum of 12 weeks of therapy and no
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later than 4 weeks from the date that course was ceased for adalimumab or infliximab
subcutaneous form or ustekinumab or vedolizumab subcutaneous form, and up to 12
weeks after the first dose (6 weeks following the third dose) for infliximab

intravenous form or vedolizumab intravenous form.

Where a response assessment is not conducted within these timeframes, the patient
will be deemed to have failed to respond to treatment with that biological medicine
unless the patient has experienced a serious adverse reaction of a severity resulting in

the necessity for permanent withdrawal of treatment.

Infliximab subcutaneous form only:

Initial treatment to subcutaneous form of infliximab should be permitted after
administration of at least 2 initial intravenous infusions of infliximab. A maximum
quantity and number of repeats to provide for weeks 6, 8, 10, 12, 14 and 16 will be

authorised.

Ustekinumab only:

Two completed authority prescriptions should be submitted with every initial
application for this drug. One prescription should be written under S100 (Highly
Specialised Drugs) for a weight-based loading dose, containing a quantity of up to 4
vials of 130 mg and no repeats. The second prescription should be written under S85
(General) for the subsequent first dose, containing a quantity of 2 vials of 45 mg and

no repeats.

Vedolizumab subcutaneous form only:

Initial treatment to subcutaneous form of vedolizumab should be permitted after
administration of at least 2 of the 3 initial intravenous infusions of vedolizumab.
Where two initial doses of vedolizumab (at weeks 0 and 2) is administered via
intravenous infusion, initial treatment with subcutanecous form will commence at
week 6. A maximum quantity and number of repeats to provide for weeks 6, §, 10, 12,
14 and 16 will be authorised. Where three initial doses of vedolizumab (at weeks 0, 2
and 6) is administered via intravenous infusion, initial treatment with subcutaneous
form will commence at week 14 (8 weeks after the third dose). A maximum quantity

to provide for weeks 14 and 16 will be authorised.

(2) Continuing treatment.
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Following the completion of an initial treatment course with a biological medicine, a
patient may qualify to receive up to 24 weeks of continuing treatment with that drug
providing they have demonstrated an adequate response to treatment. The patient
remains eligible to receive continuing treatment with the same drug in courses of up

to 24 weeks providing they continue to sustain the response.

It is recommended that a patient be reviewed in the 4 weeks prior to completing their

current course of treatment to ensure uninterrupted supply of treatment.

A patient must be assessed for response to a course of continuing therapy, and the
assessment must be conducted within 4 weeks of the last dose. Where a response
assessment is not conducted within the required timeframe, the patient will be deemed
to have failed to respond to treatment with that biological medicine, unless the patient
has experienced a serious adverse reaction of a severity resulting in the necessity for

permanent withdrawal of treatment.

Infliximab patients:

A patient may swap between the intravenous and subcutaneous forms of infliximab at
any time under the continuing treatment restrictions provided the patient has

demonstrated adequate response to treatment with infliximab.

Vedolizumab patients:

A patient may swap between intravenous and subcutaneous forms of vedolizumab at
any time under the continuing treatment restrictions provided the patient has

demonstrated adequate response to treatment with vedolizumab.

Adalimumab and infliximab intravenous form only:

Following the completion of an initial treatment course with a specific biological
medicine, a patient remains eligible to receive up to 24 weeks per course of
continuing treatment under the First continuing treatment and Subsequent continuing

treatment restrictions with that drug providing they continue to sustain the response.

It is recommended that a patient is reviewed for response following a minimum of 12
weeks of therapy and no later than 4 weeks from the completion of the most recent

course of treatment.

2. Swapping therapy.
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Once initial treatment with the first PBS-subsidised biological medicine therapy is
approved, a patient may swap if eligible to the alternate biological medicine within
the same treatment cycle without having to requalify with respect to the indices of
disease severity (i.e. Crohn Disease Activity Index (CDAI) Score, confirmation of
Crohn disease), or the prior conventional therapies of corticosteroid therapy and

immunosuppressive therapy.

A patient may trial an alternate biological medicine at any time, regardless of whether
they are receiving therapy (initial or continuing) with a biological medicine at the
time of the application. However, they cannot swap to a particular biological medicine
if they have failed to respond to prior treatment with that drug once within the same

treatment cycle.

To ensure a patient receives the maximum treatment opportunities allowed under
these arrangements, it is important that they are assessed for response to every course

of treatment, within the timeframes specified in the relevant restriction.

A patient who is not able to complete an initial treatment course for a biological

medicine will be deemed to have failed treatment with that

biological medicine unless the patient has experienced a serious adverse reaction of a

severity resulting in the necessity for permanent withdrawal of treatment.
3. Baseline measurements to determine response.

A response to treatment is to be determined by comparison of current disease activity
measurements relative to the baseline measurements of the CDAI or evidence of
intestinal inflammation submitted with the first authority application for a biological

medicine.

However, prescribers may provide new baseline measurements any time that an initial
treatment authority application is submitted within a treatment cycle and the
eligibility for continuing treatment must be assessed according to these revised

baseline measurements.

To ensure consistency in determining response, the same indices of disease severity
used to establish baseline must be used to assess response to all subsequent

treatments.

4. Recommencement of treatment after a 5-year break in PBS-subsidised therapy.
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A patient who wishes to recommence treatment following a break in PBS-subsidised
biological medicine therapy of at least 5 years, must requalify for initial treatment
with respect to the indices of disease severity under the Initial 3 restriction. A re-trial
of systemic therapy is not required.
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Cochrane Library 20220714  #1  vedolizumab 485
1800-2022 #2  subcutaneous 34,520

#3  #land#2 63

Search: ((vedolizumab) OR (entyvio)) AND (subcutaneous)
PubMed 20220714 Filters: Full text, Clinical Trial, Meta-Analysis, Randomized
1950-2022 Controlled Trial, Review, Systematic Review, in the last 5 years

13

(("vedolizumab"[Supplementary Concept] OR "vedolizumab"[All
Fields] OR ("vedolizumab"[Supplementary Concept] OR
"vedolizumab"[All Fields] OR ‘"entyvio"[All Fields])) AND
("subcutaneous"[All Fields] OR "subcutaneously"[All Fields] OR
"subcutanous"[All  Fields])) ~AND  ((y_5[Filter]) AND
(clinicaltrial[Filter] OR meta-analysis[Filter] OR
randomizedcontrolledtrial[Filter] OR review[Filter] OR

systematicreview[Filter]) AND (fft[Filter]))

Search: (vedolizumab) AND (subcutaneous) Filters: Full text,
Review, Systematic Review, in the last 5 years 7
(("vedolizumab"[Supplementary Concept] OR "vedolizumab"[All
Fields]) AND ("subcutaneous"[All Fields] OR
"subcutaneously"[ All Fields] OR "subcutanous"[All Fields])) AND
((y_S[Filter]) AND (review[Filter] OR systematicreview[Filter])

AND (fft[Filter]))

Search: (vedolizumab) AND (subcutaneous) Filters: Full text, 6
Clinical Trial, Randomized Controlled Trial, in the last 5 years

(("vedolizumab"[Supplementary Concept] OR "vedolizumab"[All
Fields]) AND ("subcutaneous"[All Fields] OR
"subcutaneously"[ All Fields] OR "subcutanous"[All Fields])) AND
((y_5S[Filter]) AND (clinicaltrial[Filter] OR

randomizedcontrolledtrial[Filter]) AND (fft[Filter]))

Embase 20220715 #1  (‘vedolizumab'/exp OR 'vedolizumab') AND subcutaneous 103

1950-2022 AND (2019:py OR 2020:py OR 2021:py OR 2022:py)
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