105CDR04011_Signifor LAR (2)
C\ MB L FERLHY
__J Center For Drug Evaluation
By K& T E B3 648 20/40/60 = 5. (Signifor LAR
20mg ~ 40mg ~ 60mg powder and solvent for suspension
for injection % 3 5-78)
PR

FELH A r A REEREGLHERT-BFLE T Eﬁ#i#%g

B Signifor LAR 20mg - S pasireotide
40mg ~ 60mg powder and
solvent for suspension for
injection % 3 %78

EHhF CEBFER NG NP
FEUTEETR | cHRERSF AT
7 AR Pasireotide LAR 20mg ~ 40mg ~ 60mg powder and solvent for

suspension for injection

ARWMFT R R | HEE B B0/ RERI IR 2 Y - R
2 # (somatostatin analogue) s #5241 7 2 2. Bxdie < g & 4 B

=
B
FREFLA 2GR | HEIHF B Eo/f 2R ISR 2 Y - AR
R R iz 4= (somatostatin analogue) iy ¥4 7 2 2. Bhie & g 4 B
=
f
I T T
E R AR Pasireotide 40 mg & 60 mg =+ 28 % 1 =t » #“p I b
EREPTFLTHR LRBAIRTRTE
YL mESEYIE
EiELEE A8 [ Larss (> BELTES
@ A B M7 - Z& £ 5 SIGNIFOR solution for injection in ampoule® » &

TR R o i RUES AV ’%—Aé*r%% fe o

BRI AR R

REwP
-~ R & AR Y S84 0 A %Y §-% 5 pasireotide (HO1CBO5) I+ & HO1CB

8SIGNIFOR solution for injection in ampoule » if # »% 755 & 2 352 5™ Lf8 £ A9t ¢ 322 gt £ jiF
*av e R (%% (Cushing's disease) £ iﬁ °
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somatostatin and analogues » * & i% < & i Z 5. & 3£  somatostatin (HO1CBO1) ~
octreotide (HO1CBO02) ~ lanreotide (HO1CB03) - @ octreotide % lanreotide &2 # ¢ 3%
S EEVCRZ AT A5k ik octreotide 2 lanreotide i Vit et & o

S ARFRPHERERLBHER AR
N I LT ESS NS T OF

441 pasireotide * % Btzhie & o chjp ¥ 28 X > MRS 0 1 & 4295 Gadelha
MR ** 2014 # 3 £ ** Lancet Diabetes Endocrinol z. PAOLA %5 » %35 &
SR PP 2 R 3WTRAER  FHRD 5T fRE2/A7 FAE & 2T
pasireotide ¥ % %Pk % octreotide 2 lanreotide ** 541 7 2 2 J5f Bz e <
JEAVREATEIE 2 o R RINA 5 SR 24 1% 18 0 fs ¥ PR = (active control)
& AER >4 v g4 o &% 40mg pasireotide > 15% B % (95% CI 7.5 to
26.5,p=0.0006) & 7= >4 it ;;';ﬁtjg #%;60mg pasireotide = >20% i % (95% CI
11.1t0 31.8, p<0.0001) F F] % > 24 i 24P £ -

e ® BF RLehpl T 5 F 5 4% > 40mg pasireotide e 4§ 33% 0 60mg
pasireotide (=3 31% - LR G 14%% 4 F & 4% 5 HE AR <01 40mg
pasireotide ‘25 4 5 21% - 60mg pasireotide 2.5 26% > FL¥H &k e 8% -

B FRGE @AM FET BT

C A ARE IERFIALHAILHASERIRP L EF LR o

N P Al
e Jﬁﬁ ?? fo h g~ GRS T R (2017~2021 & ) 5 15~40 m ki *
g s }i&?ﬁ" <~ 5514005 ~2 43008 ~F - BRFTEERF EFEG
Z_ somatostatin #g i 47 & »x;3 &+# 4] > ¢ 35 Sandostatin LAR® 40 mg
Somatuline Autogel® 120 mg> % - # % % 7 £ chp4 a8 85 5 380 3 ~ 1 1,100
q AR o
ARV SERF AT AL BRKE AL RP RS g A B ELG 7
FETM PR ASERY ARRERFRAIAMEIERE o F AR~ iF
% > € B-i% Sandostatin LAR® 2 Somatuline Autogel® 2_ % 3-cfi-3 = > 2017
#£1 2021 # B bR 86 5 900 g 1 2,500 § 2 B o ek TR EF AR SR
m%&ﬁiﬁu%?’ﬁiﬁ%ﬁﬁﬂfﬁﬁﬁﬁﬁﬁﬁi’ﬂﬁﬁﬁﬁ%g
RN R IR e £ & e

144
R
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Somatuline Autogel
prolonged release

(R Signifor LAR Sandostatin LAR solution for injection
in pre-filled syringe

‘ Pasireotide 20/40/60 : Lanreotide acetate

- N\ [ 4 EL

R mg Octreotide 20/30 mg 60/90/120 mg

A e %

£ v b))

£ it b4

£ 2t s 2]

WHO/ATC
P HO1CBO05 HO01CBO02 HO01CBO3
HERE RF &l
Bk RE LR
i et N i ao | IO S B AR 2 | O AR
L | BT - AR | IR ~ e
ENE-I 0 = " | & dopamine iF* F[ | & dopamine ¥ * |
w4~ (somatostatin | |, ., . b b ] s s enl s
¥ R . ER A VRS U REE al I St e Rl
analogue) ;& ¥ #1 # R AR E
SRR T T SO A& AR
&
¥ AU | F LR S AR 2
R B s £ dopamine ¥ * F#|F | & dopamine iT * &R
i ' ERe IF ST L R et UF A s D
=% *x B *
60 mg : 25,943 ~
o 20 mg : 36,228 =

B =% =4 @

30 mg - 48,430 ~

90 mg - 39,678 ~
120 mg - 48,321 ~

R -

A7 4o &£ 5 40mg > =

A 4B 5 20 mg #

e bt - A o

A7 4o B E 5 60 mg =

o i s Al o f

HE 7 mi—ﬁémﬁi% AT BRI B | AT R
= Y- HE-FAZIA0Omg | HE > TAE I 120
RN mg & w i3 sf- = o
T A FE R EEl BT
& Az s £ EH 936228 1 | H U EH K 25043 &
=4 " ~48,430 =~ ~48,321 ~

B SERTD GV

LB R
( head-to-head comparison )

£ R4

3/37




105CDR04011_Signifor LAR (2)

(indirect comparison )

FER B IR AR R

m"“r-r'

12 "fqﬁﬂﬂ‘/r}%‘iﬁ 513E i;m‘“‘

B T EFF P

PEEFRRAAEHRABLRATE P A AL S BERRT RO A RS P L R FF
BERTA A B BT RBLIRTATE > QIR P 53 BT LRI R P 2 kg e
= A& %r};ﬁ:;fiiig‘ifa’ RO R RE
xR BATYE ik
CADTH/pCODR
= l 3 T 3&/_]_ o
(3£ %) I3ARM105&# 5% 3pakhaEFi
PBAC (&) PBAC *+ 2 | 104 & 11 7 =2 » 223 {c{* pasireotide » - $f 12
B AMEREXH 6 PrE (somatostatin) #g v (SSA)
(4w octreotide LAR 30 mg ¢ lanreotide ATG 120 mg # # - #& )
m,r}%‘ Fﬁ}%‘ STk }‘@Z &mﬂi;%ﬂﬂ' Y EE'%JF’X 5 ]F:_;\ U 2 fﬁf)%f‘/zt ;é
* (Under Section 100 [Highly Specialised Drugs Program]) ; % 5
XAehTiad Lk 28325 meg/llo ® IGF-1 843131
¥oEL Lo
NICE (#®) AR5 E5% 3p 2 haFAae

ix : CADTH 3 Canadian Agency for Drugs and Technologies in Health 4 £ + # 5. %

Zalod E}ig i kSl L L - A2
pCODR & pan-Canadian Oncology Drug Review 4t £ + %8 % 1 & o 3% fp 2 % ﬁvﬁﬁ ¢

=8 > 3 2010 & =
23 % CADTH ehg iv & > 4 & § §37 G ATBES iRk BIp 2 » A2

PBAC % Pharmaceutical Benefits Advisory Committee % &% 359 £ R ¢ m‘ﬁ B

NICE % National Institute for Health and Care Excellence B #i& & TR E & 4287 7 2 méﬁ’é,
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[ 5% ik £ i 872 54 20/40/60 % 5] F o fL 40521 4 2

FLEBA CHEE A FES %Y FEARER L
L2 EpH: 4@ 105 £ 6 ¢ 1 p

G KR L RS PR PR ’&é%é\%§ﬁ SRS
o IR G LR TR R S o 1 A R B ARAL o B L
%z@?ﬁwﬁ@@ﬁﬁﬁﬁﬁ%m"\’%%§g%%ﬁ@ﬁ%£*+@ﬁ
%°%¢*~%¥‘EW‘Eﬁbﬁﬁﬁm?%%ﬁﬂ%%%’M@kAf%w
Ao (T RAEARY ) X FELARTIINA o HVERA v FLARTIT
LB R F (T ALRE R ) SR N2 %%%ﬁﬁﬁdéﬁﬁk’ﬁkﬂk
TE kS RA2BP AR RIFRBEGITREL (NTHEAEL ) RS
TARBEREGFRESEAPFL 54> IR F LB B2 BRI T ©
FAEWHEANFELZ EHEPR AR

AL RER LR FRAREG LR H AR ERTTL R RS
Eako B F LRI GRS R RIAE TR L2 H G S AN
BR AT BTN AR o T AL L TRR RS TR AR E R

EREESRGIEE S I SR S RS S5 SR ECLY &
—;?g o

- A RISR R

Ao Tk

B i < oe (acromegaly) & A 5 mf%’%ﬁm*“EM°ﬂﬁ§i£
(growth hormone » GH) = ium E 3k ° ¢ Paci B N R0 LU
AH A ARl Ay FH L FF4EE AFE g%u:P AR BT R
HiSP € FERBEBw L4 L F 00} s 4 AL ¥ B AR A W eniE 2 B
St fed EF T[]

R E

IR &0 yie A og B (7 5 iﬁg Pﬁ4ﬂim&na£3£g§
A v s ¥ ﬂiiﬂ3i4lj‘_m7ﬁ—:)’j‘:,;;| ’ % *); 800 % g)ti',%w"‘ffiﬁ’l‘}?ﬁ’k , &
#4597 260 ff'_é’f”l%ﬁ'-‘]}% #[1] -

o
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g Al rikgy 5 308 A3 < o &P A2 gk BB 5 (amenorrhea) o P T
Ty a A% AR FAEREZRY FRATFPNGLE F 2R TS
-1(insulin-like growth factor 1 - IGF-1)4z:& & # & - & 4 & % Jk & -] ** 0.4ng/mL >
IGF-1 sk R & % > #E“,éf Sexdse ko o 4 K E kR <3 04ng/mL 0 IGF-1 k&
B tvimd L FdrdEs%k o AL F kAR )Y Ing/mL o #”% T e S F 2K
2B R 194 3 Ang/mL 3T & i chd TR S o

EIE - SEY -3 A

;;4% T RieReha & p g 4] GH kR <Ing/mL ~ IGF-1 GE B fAp & ¥ 0
o mﬁ?’ﬁ - »:)’i:))";:,:}i;}l— ~ R 'c:(.«;],i B E 0 R 5 B M5 = (premature

mortality)[1] - & & &5 = ,Md Gebpl gl ind R R BRI S
BEES I o Y218 43T X Mg (macroadenoma) i A 0 F SR TG e R

_L—Frl-fg-’ ;\:[1]0

SRR PR § 1 A

£ SRy

Ljeis 4 KA kAL IngldL s IGF-1 i 5| & d i wlpfes & ¥ FF 2 v IRY
Fwtiiipls 2 £ ek hoiigb<Oang/mL 3 S ekl F R A B 20 R EA ¢
PRA § AEmI Rl 2 £ ek B m<Ing/dl G gl A4 B 297 i 19T AR
Wit 1l S A

Wb o R

@ S s a o o o 10 #1555 50%F 4 fE[2] 0 2 R T ALK (XY B
R BYE B4R B i B SRR S o inh D E 15X 50%F & f7 0 R AR
AETR 05 8 o fad FARA SR AF[L] o s ek iR B
ERIGH  IGF-1 kR & ¥} « 2 RIFH § &R0 0 Apavig  FES
iR BARE A R LR PR SR [3] 0 2 RFF gk M s
PR BT B S R [3]

BEick
B s FR T 2 W n R o é‘f?r‘%ié:)%‘ gREE L E (1) F T RX R E
(Dopamine Agonist) ~ (2)%8,;% % X %8¢ iv 4~ (Somatostatin Receptor Ligands » SRL)

% ()4 & Z x4 #H (GH- receptor antagonist) & > & gL IT hots o

(1) % = =% $4 8 »cZ (dopamine agonist) :
Cabergoline f= bromocriptine &_% = ¥ §8 R0 % 300 R Wrd i < po i Jﬂ"
S5 T PRE R o L& F 2. bromocriptine 4t #-8%:ia 4 IGF-1 ER
FPAREE LT > FEER YV 0 F R E R E o Cabergoline s &y E# 22
§ o R AE-2 MoRE o & % 11 175mg AR 400% s < € * AT sk
B oo At gmped Ko [IGF-1 ¢+ 2 2z % b > ¥ 2 somatostatin #5 & * % 2 o
[2]- % * 7 44 IGF-1 )k & + = GH 4 ixi % cabergoline ¥ & #f 24 % %4~ 4
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*EEEE]c HRRMRF XM ISR F B B AETEMRE N
K004 e PR ¥ [3]

(2) %87% % < %84F 02 4~ (Somatostatin Receptor Ligands > SRL) 5 1 & J5% » % - &
SRL # %% octreotide {- lanreotide » ¥ SSTR2 X # & F & B M Arit - $3
e 4 iR E MR B E G E[4]  Win E £ «?‘*é‘ﬁru#ﬂ(SRL)m Ty B
#;% % £ 4 37 7] (somatostatin receptor subtype) 4 # 2 % & B B o TRk & A T
TERIRAAL -SRL pk ik e R 1B GHER F B2 )= F
W] o % IGF-1 417 T pk SRLAERIEL 5 6% 18 { £[1] - 45 2
£ RREE 004 (SRL) G ‘s Al frk »a B WA > Ercd] BB L Boig (B  E R Ap ¥
i ® o EorxAlh& 0 jist- S[1] - % - & & »23] octreotide LAR 4r lanreotide
LAR © J&£ 1% % B FDA 78 % 0 5iafie & g g5 4 12 3 e *’9‘»%'}9"1%‘ FEH &
BRI DR R E[4] e AV HES
pasireotide 2 % 2 " Hr 2 XM WHFCRL)E S » 1 5 £ X8 5 P 2 &
& » ¥7 octreotide #p+- » A ¥ ’3‘-5% %1%~ SSTR5 ~ SSTR1 ~ SSTR3 e §8 78
fed B o 35 SSTR2 % #8{r 4 iK[4] o d *t5zgie L o B ﬁﬁbt’ o deowm X Y
® B £ I SSTR2 > SSTRS X 173 B » ~ & P"’rﬂiﬁ;\%ﬁpr’ﬂ“’*’%—sk
B SSTR2 £ ML 2 7 F[4] -

(3) £ & % = $dr+4]&|(GH-receptor antagonist) > pegvisomant = * f84 £ 2 & & (s
Af B AEREMS £ F X WiEUR > K5 pegvisomant E3% IGF-1 kA& T
%o GHER o & ¢ IGF-1ER S RIESiSRF & [1] 7 # IGF-1ikR

TFEE o 2 SRLF B ERF > A 5T 2R R X R 004 (SRL) I pE
& *[3] -

8 # % (somatostatin) fe 3l

E R ARAREY - i | EJE somatostatin #f FEFuld e N D3k B somatostatin & £ o
Fp A A2 304 L - Somatostatin #E ¥ & # cabergoline £ pegvisomant f =
—'g ERVE R HE R F fi * ¥ somatostatin #f 5 = > [£4% > pegvisomant ¥ B~
i somatostatin #f 2 5% [3] -

ST AR A BT R ERAR o TR RE B F e g e
[1] - B kAR 2 £ %2 IGF-1 %i@g\:um;}rﬁ%iﬁgg\zﬁ FE L 0 H R Iiﬁ%a‘%
g > s Fa > e % AR B LRI [1] -

AR E RN AR PR

=NR

k¥ G-# 5 pasireotide LAR -t B fiFd w B R 2 L
A5 ATC

(WHO Collaborating Center for Drug Statistics Methodology) [5] @ % 34 ¥/ 4
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code 75 = HO1CBO5 » &>t #4 £ % 2 H %7 iv % = [ Somatostatin and analogues | °
* HOICB AT 23 T2 &R @ ike Lif r i ;ﬁ‘*;’g;‘% ATC %
M T RS AP I 20 % 5 ¢ 4% somatostatin (HOLCBO1) -~ octreotide (HO1CBO02) %
lanreotide (HO1CBO03) -

VLR R e %R e MY somatostatin AFE Rz Ap M L R BT &
5.4 Sandostatin #g 2 5.4 1 4L (defitéE— ) o

Fﬁ%%ﬁ@ﬂ%%%%%”;%’F% f%$ﬁ‘ﬂ#%?“ 2579
W e (B E) A T T o £3[6]0 £ 3 3EMERZ PTG
B n @ § TR Ak o 2 ARERLF AT IR S B2 BEE (R 2)

2z BARXEREGPITIARE 2 B 5[6]

s
pbe
o
D

T+

BT ot | A7 i | EmFY

N04BCO1 JE S RO MEE 1.25MG 4ot At A {81 R
Bromocriptine | & fﬁf’”#ﬁ%%*f}i . 2.5MG 2 gm0 A A KB e

R S T
Slde2 0 S gk

e RN SO

cal BN B,i;,ﬂﬁ S
AR R o in Ry B
3 OBLHEY
H01CB02 (midgut) & & “,45 . 20 MG
Octreotide R 2 2R %% B R 30 MG
A2 A A
(well-differentiated)
SRR O A
X,

p

\\\?ir

—‘,‘;KIT s —

-n\

TR B Lo

o3 R . . ..|60MG

HO1CBO3 i+ s

Lanreotide (CARCINOID o MG |5
TUMOURS):ie | 190 MG

\\\?{r

’:";KIT S —
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= RREREE (52 RrfL)

*4F4 1 & %% CADTH/pCODR-PBAC % NICE 2 %%ﬁiﬁ’l‘—npﬂi—é e
REREZFTHCRFTEH AL FREPR TR EREE S
Cochrane/PubMed/Embase 4p B < j - /B f2 2 & 3R 4 7P R 2 5 H 23R
2 p AR TR L % e

* i WL
CADTH/pCODR
T 2 1 -& L 4 " /"‘fj{,‘,’— o
(4 k) % 2016 # 5 E‘J_E#F'"f
PBAC (:£) 42015 # 11 8 22 o
NICE (# /) 32016 #5% 4p ik hEFH-
gyt SMC (e W) ¥ 14 = 4% 20 2015 & 5 7 4 o

Cochrane/PubMed/Embase s = & % -
EHRERELTA

i : SMC % Scottish Medicines Consortium g 1% jif % 5% R § NEEH o
(- YCADTH/pCODR (4 £ % )

12016#57 4p Fhm Y rE R T TSGR 7 i fo/d gk RS £ s
Ko~ ¥ - FAMPrE 55 004 (somatostatin analogue) e B 34 7 L 20 BB < g
SARE AN FRPHTREL

4e £ ~ CADTH>t2015# 1% 21p =% & @ Fﬁ—j&? # %> T Cushing Disease | #n% i
FE o

(= )PBAC (&) [7]

PBAC »+ 2015 # 11 7 2 3&{c§* pasireotide» &4+ 1 & < 2R A £ 42X H © 4

$r2 (somatostatin ) #g 12 4= (SSA )( 4 : octreotide LAR 30 mg # lanreotide ATG
120mg H ¢ - &) crin e PR sk B3 im%—%““ﬁéﬂ"k—* » 2 B
i i * (Uunder Section 100 [Highly Specialised Drugs Program]) ; % 5 4 ¢h-&
P4 L E 33 25megll s ® IGF-1E <13 ¥ & 2o
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B PBAC 3% pasireotide 12 & "% M ka4 F1 * A &d 0% B o B
VAol AZ o

B PBAC iR P|ERi{7 A»c? & 47 A g (v pasireotide 4p > 4 e &
ST E R BEER O FIP R A AE ] LA E AT A T
AES TP iz T ETR T E R AT BRI B R
% F L 4p e @ pasireotide 40 mg & 60 mg -+ 28 % — =t » % ¥7 octreotide 30
mg £ lanreotide 120 mg # 28 % — & efrck fp g o

Clinical place for the proposed therapy

® LN p A - EF LA ALY K A RERY kR AR
B Ml o Wb g § BEPERE Y b o F R BARE L T
B E WP H A by o TAFE e X g B E S H iR
ho% £ gk %5 7 0 PR 4r3 (somatostatin) #E 4 (SSA) - Rk
& B R LR 2 5% e Octreotide LAR {r lanreotide ATG 8 &_f £+ ¢ 7
% PBS A * 2 v (%5 Medie X g% — A2 91SSA -

® A % &M%t pasireotide LAR 4% 214 o B-H % 2075 L AR B 2Rk
HE &% 2 SSA (octreotide LAR 30 mg £ lanreotide ATG 120 mg # # -
) hip R PR ook o3 Rehsagie A R 0 (TS5 B 2 MU 2R - ESC
Tl o TRk A TRk e

R
® PBAC i % octreotide LAR 30 mg 2 lanreotide ATG 120mg 7 ¥ st gt fie %
rt{" o

IR ERA R

ARRIp- PRI R IPREFERKR ZFERD DL fEIAT BAE L T

7| pasireotide £2 & 1% P& % octreotide 2 lanreotide »t 3417 2 J5 g By e <

R R & 2 o Y 198 fn 4 L X H - Jp % & #c 3] 30mg octreotide

& 120mg lanreotide ;5% = B ® 0+ > i A A w1101 A% R £ 2] 40mg

pasireotide & »x %] ~ 60mg pasireotide =\ 4¥ 4§ 12 octreotide # lanreotide ;5% °

Comparative effectiveness (# =)

® i Lg% dpik (primary efficacy outcome) EiE Bl 24 it ipHI( A& G
24 ¥ pE 4 K prd kA 25 megll o P ok o & $ R 15 0 IGF-1 w
FIEF KT dup Aot b o A fEH £ 50 pasireotide LAR s p 0 E )% 2
A g glem A v Bl R P IREEE OB RE

® oY < 304 e pasireotide LAR R 38 B R AR ¥R 5 TR %

(40mg % :-80.95%:60 mg & :-70.27% ) @ /& ¥R 2 8 dﬂz B % 50% o
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%3R5 % B pasireotide LAR ‘e p > &% 24 ¥ PErE B M A R 0 £ 3 25% 0
IIJ%/\ vL 'uu‘}’;’fi%;[—grgff‘i]“}ﬂifﬁ@ B o

B BT Ao CRB CRF PR ER CRERY A4
Lo ) HuR b 3 G 0 - AR oo pasireotide LAR 22iE M HER R E 2 B D
ARFLE DD Lo Ry A BRI, o 2R ST (0
o < B* ACroQol £ A RITF ) BT T s e 24 Sp RN AR
23 i1 CESCRE THPHRPTRRI ERFTF Wik

Fow fnR 24 % pF o0 4 & Bl % B3Z (Proportion of patients achieving
complete biochemical control by Week 24 [full analysis set]) [7]

Odds Ratio vs.
Trial C2402 n/N (%) 95% CI for % | active control
[95% CI]

P value vs.
active control 2

Pasireotide 10/65

[7.36-26.48] |16.63[3.32,»]|  <0.0001
LAR 40mg (15.4%)

Pasireotide

13/65 (20%) |[11.10-31.77] |23.03 [4.72, =] <0.0001
LAR 60mg
Active control | 0/68 (0.0%) | [0.00-5.28] NA NA

# 3x : biochemical control = mean growth hormone concentration <2.5mcg/L and normalised
IGF-1 concentration ; * The p value was one-sided and calculated using stratified exact

logistic regression ; Abbreviations: CI, confidence intervals; NA, not applicable

Comparative harms

WY FUHREATEFOFN LT EE R ARM A AF 2 e
pasireotide LAR & - % C2402 535 » % 3.~ m * % pasireotide ,p),%: KN
A EREY Lerip 2 LE P L3 AP ME
(hyperglycaemia-related events){=*L /5 - % ¥ % pasireotide &= p F]72 2 F i
WMendolr > A7 BEY 3 6BR0|Ed F o dEpbE LT3 o
pLIE e %i-ic;;% IIEE MR e g RS AEA A AT EF) LB A
Ak R PR FERI V6B cESCRFEREZFEFIN A 2 g
A48y PBS M TR R SR B o
Pre-Sub-Committee Response (PSCR) %5 fojp 4 w2 v R AL 7 ¥
Eobde it BRI A L 2 S50 B EILG S ‘ﬂkﬁlﬁfi e 4
A i * pasireotide r’v’v&—g PRE e
PSCR it - ﬁﬁ*’%%%iﬁﬁﬂﬁﬁ%%§¢@ﬁﬁéi%§ﬁ&%°
ESCiusfé * HRER A Aakine e A 2 ipi k5%
X3 A& FR A GFRERF AL @ % pasireotide hfis
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® ESC~ iniszidminptip i i (£ 2 SUnd) 7 G~ SRR R 2 &Y
TR QTRPuLahFR) Vi BEFLT AE 2 43z PBS %H Y chgf 4
Bk o

Benefits/harms

Bf >+ pasireotide LAR 40 mg - 60 mg . C2402 5535 1124 3F ) » AP 15
pe % &= (octreotide LAR 30 mg 2 lanreotide ATG 120 mg) «rip %t ¥ ik f 2
(Benefits/harms) » 4 & 4o T -

# I 4% & pasireotide LAR % octreotide LAR/lanreotide ATG a4 & e ® /& 3
(Benefits/harms)

Event rate/100

Trial Pasireotide Active OR patients/24wks RD
ria
LAR control (95% CI) Active (95% CI)
Pasireotide
control
104 F e

Complete biochemical control (GH <2.5mcg/L and normalisation of sex- and age-adjusted IGF-1

at 24 weeks
C2402 16.63
10/65 0/68 15.4 0 NR
40mg (3.32, «])
C2402 23.03
13/65 0/68 20 0 NR
60mg (4.72, )
Harms
Event rate/100 patients/24wks
Pasireotide Active OR RD
Active
LAR control (95% CI) Pasireotide (95% ClI)
control
RS
C2402
21/63 4/66 33.3 6.1
40mg
NR NR
C2402
18/62 4/66 29.0 6.1
60mg
5
C2402
12/63 3/66 NR 19.0 4.5 NR

40mg
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Event rate/100

Trial Pasireotide | Active OR patients/24wks RD
ria

LAR control (95% CI) Active (95% CI)

Pasireotide
control

C2402

16/62 3/66 25.8 4.5
60mg
U]
C2402

7/63 1/66 111 15
40mg

NR NR

C2402

12/62 1/66 194 15
60mg

Abbreviations: GH, growth hormone; IGF-1, insulin-like growth factor-1; RD, risk difference; OR,

odds ratio; wks, weeks

BATPRY GFRRNSDE RS F 100 PR ARE 24 FPFP AR
pasireotide LAR 40 mg ;5% > @ 254 % octreotide LAR 30 mg & lanreotide ATG 120

mg 7o B
e §FFNMNIS LR FER R 2 ] e
e I LRAFLLRATFINER DG LHBEEH o
e EFHMNU LR FRRERAT I E R OMIR o
o EFHNHOLEAFH L GRAT FINESAULR

ESCapdi» F R * 3371 nd 7 ¥ 2o PIF T FME afop T3 kg
S H M e PER-E L R R iﬁ/)é\‘,w 20 ~ ‘l’ﬁ:fj\f}iﬁm; 2 1]5/)5\-,1 13 @ *Ligehi
A2 1le

= 100 & B ﬂ ik 24 F ek & H P 42 pasireotide LAR 60 mg iR 0 @ 2E
£ % octreotide LAR 30 mg # lanreotide ATG 120 mg /5% B+ -

© EFHNAN2 LARFEI R 2L g 0
¢ FFHNANWBLRFHLERATFANERSDFLBT L
s gt H2 ‘éﬁﬁﬁf‘éﬁ SRRAT FEE S AR o

e §FHMHNI LREH L ERATFINERDER -

ESCHy s i * B3risenid LF fen 2E SN2 L F 2o § i S8 H
FHED B MLT MR 18 2 R 15 @

o

PBAC Outcome
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® PBAC *" 2015 & 11 7 3 jc " pasireotide » 44 1B~ R A E &2 2 &
f2 % (somatostatin ) zg o2 4 (SSA )(octreotide LAR 30 mg & lanreotide ATG
120mg # ¢ 148) chinf PRk oh Rhsagie A g kg 0 PR F 24
% & * (Uunder Section 100 [Highly Specialised Drugs Program]) -

® PBAC:u i > d »F pasireotide :)%‘;‘* FRF AT o F R EA L
Z m #2148 (written authority ) =i i * 2 % 3§ § 2. 0 > %%'L”* #- pasireotide
Nt RVT L F 2AER AR EERHER T H s SSAFERE R
Kenf H 7 hipf g i g - PBAC R F AT RARTU Y F A
ke PBAC A& I & PBAC 70 en'w Jis 8 :}F] L SV L 21 B3 B A =33
TMW“’ i g ANIMAET ARG EF A BT g5 0 £ PBAC #Hit v &
E e

® PBAC:IuF ESCenT g A (2R a4 i prd| Ashi2 By @ * sty
PR%E e AaE 2 P fed & & B 2 octreotide {+ lanreotide 2 = e R
FE il LR anEH o

® PBAC /i ¥4 %4 51— 58t f& pasireotide &2 octreotide {v lanreotide 12 4%
VBTG RSB 0 3 2 4 IR pasireotide i A2 L e 40t bR § T
EIS o

® PBAC LR IZ2FE&TEMTH iphEl BBy 1 L5 o703 5%
P RFERE (243%) 917 ,kg_; eI EE o

® PBAC/LIg I 7* 2F /% & pasireotide e B & 2. B % F > ¥ 2ulF ESC

| d VR HREOL A B ERT REHBEST SR

Re T U AR ¥R ) FIpt A A E 28 4 b pasireotide &k

ﬁv:s;a: o

L& I ¥ §F 71> pasireotide % iz (¥ R E &) HF & B {obE
[}is’;éi FihE o g P pasireotide & A H s SSA a4 pTis T A R 2
MFpx i OfRE B oo

® PBAC ini "AR#T M I SSA Jn BT AR kR o g ER ook
Fle® pPRL - TRREHEERG A T L TE

® PBACIEgIEREFS A 247 AFE I pa5|reot|de AR BT ¥R eh
PRE G BEER PR A RS AW E ST A w T RS
P i T E R E RN 2 BT BRITFESERKT AR
pasireotide 40 mg & 60 mg = 28 = — =t » %7 octreotide 30 mg  lanreotide
120mg -+ 28 = — X Gk 4P E o

4

l-ﬂ-t
‘f“’

-

\:\\

T 7"_'!1“\
W

e
fﬂ

M o~ =X
E=t

<l

l“" o™
|\

°
-
o)
>
@]

(Z)NICE (& R)
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12016 %57 4p kb AR FRFRTETH

o

FiWEF LR ¢ (SMC) »+ 2015 £ 5 7 I & {c§* pasireotide * * 557
ROEJR A B EE AR S i e 0 2 2 i somatostatin #7 % 54y

ﬁ;l]] vk}i]ﬁa/( o

Summary of evidence on comparative efficacy [8]

C2402 (PAOLA) & % = HP'gipT (7335 » i A FH 5 & A B < gl
ZELEE ﬁ » 12 5-point 2 hour mean GH concentration + »*+ 2.5micrograms/L >
IGF-1 k& x>t 13 R & B MRl FLB L ¥ B2 "o p A FHFEFE i
* octreotide 30mg ¢ lanretoide 120mg £ & 12 F - i * 4 £ F X R iEIUH|
£ dopamine agonist » & {TEFEPFE B E T D 8F U F o A LG SR
72 40mg 2 60mg-Ft A g A 4 4 2 octreodide 30mg lanreotide 120mg 75 % °

A EBBATP IR An 24 ¥ pFiE A 4 1 324 P & Mean GH concentration -|:
*+ 2.5 microgrmas/L > IGF-1 i & § & efs A vt ] 40mg pasireotide 5 15%
¢ Z 1% > 60mg paristeoide ‘2§ 20%p 4 i o & ordp iR ¢ in g 24
% > GH concentration -J- >+ 2.5 microgrmas/L > IGF-1 :£ i+ % & % "% & g
| 25% 4 b g A B e

Pasireotide
Pasireotide 40mg wiehERE
60mg
Number Randomized 65 65 68

Proportion of patients achieving normalization of IGF-1 at 24 weeks

Absolute difference 25% 26% 0%
. 95% CI: 16 to
\ersus active control 95% CI: 1510 37%
38%
(95% CI), p-value P=0.0006 P<0.0001

Proportion of patients achieving GH concentration <2.5micrograms/L 24 weeks
Absolute difference 22% 30% 13%
\ersus active control 95% CI: 6.3 to 95% CI: 13 to 44
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37%
(95% ClI), p-value P=0.0024 P=0.0001
Proportion with tumour volume reduction >25% at 24 weeks

% (n/N) 18% 11% 1.5%

B < 2 &R (BpoR B ) S o A0 A (k) 0 4 s (I fE) 0 #
R| & - =t - Pasireotide 5 4 > 84 ke F ERFFP LR o 8 R
4 %% % (Health- related quality of Life) 7 e+ 4 & & 2 B ¥ oL i

pasireotide 60mg oH A e

=%
B
¥
L

PSR I ) o pasireotide Jeop 4 %24 ¥ i 2 il p ¥R 0 ® ¥ pasireotide 40mg
é%%'t—"ﬁ i S S 40mg * i ﬁ'——'%‘ e B ik & (open-lable) i {7 3 60mg °
FEERERA > B24 % Ed gl P R v # * pasireotide 40mg 0 e 3 B
PRAEA AP RE TS AL pa5|reot|de60mg e ° Interium analysis
I 83% L i 28 B i&f ¥ 3 25 > pasireotide 40mg %5 22%: 5 4 iE Ak
pasireotide 60mg %] ¢ § 42%p5 4 E 0 B EPR et 21%05 4 ik T
pasireotide 40mg /5% °

Summary of evidence on comparative Safety [8]
Wk C2402 4 3 04 - =3 A F 24 4 A pasireotide 40mg 2 5 92%:p

A > pasireotide 60mg % 86% - active control group = 74% -

Pasireotide Pasireotide

BAARM A AF 2R R 40mg 60mg Active control
B o b 33% 29% 6.1%
%%f]\}]% 19% 26% 4.5%
=] 11% 19% 12%
Choleithiasis 9.5% 11% 12%
RO 5 4.8% 6.5% 0%
5% (alopecia) 1.6% 6.5% 0%
"2 (abodominal pain) 6.3% 4.8% 0%
Pasireotide 40mg Pasireotide 60mg active control

Treatment related
grade 3/4 diabetes

0 3.2% 0
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Pasireotide 40mg | Pasireotide 60mg active control

Treatment related
grade 3/4 11 8.1 0
hyperglycemia

£ 6 AT AFEEFL KL 0 @ & pasireotide 40mg %] 2 i o

Summary of clinical effectiveness issues

® Pasireotide 2 % ¥ i & » 2 5 (second-line medical) * 5 4 i i% 1
somatostatin ;g5 2. % & ; pasireotide {+ & SMC ¥ iy #7k F 8 A 5 0% 6]
22 AR EMAGR T R in T A e B o

® SMC i Tk & 7o 5 pasireotide § Tk + ehig# o

® Pasireotide ¢ & i A& 4% 5d jFI09ep J2 64— = > octretide & 28
p ;v* FIRAUR b - =t o lanreotide & 28 p d SFFRA T /L& 5 pegvisomant

T A2 A E ’L_?g/,%'%ikﬁaﬂgvrli'rﬁkff BT RkEp AT A

® o & iy L4 LE X@\J]% ARb o B parsireotide 27 E M PR e
MEARL 2L FHIGFLIER G 7 175 PRI < e L 257 = 3
TR

® pRFT YRR Mgk W& A K FRAR )T Imicrogram/L fo ¥ it 2
IGF-1 0k & 5 #e & if 2 ipf B 1% o F 151§k %4 17 (post hoc analysis) 4 #
it £ g2 £ % kB concentration -] ** Imicrogram/L &+ % i 2. IGF-1 % /5%
PG AL TR 2c 5 P > 7 0 7 pasireotide 60mg i Bg F i+ £ 8 o

Summary of Patient and Public involvement

O TSI HIA L2 M g2 BRG U ¥ - FOH 4 s pasireotide *ﬁ}ﬁa
A3 BV AR iE 58 0 pasireotide A F MiE § A £ o Bz A R4
BRERALLFET -

® dpECTILG i pasireotide it U R Ll o ¥ E B L %%%"’ *f
Hp A2 RAEE ) -

2. TF FARARBE 2 x
(1) #&F>:2

A 3R 4 * 2 3F Cochrane/PubMed/Embase 7 + Tl 2 & 2 P 4o !
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T3] PICOS #MidoF i » T HF B L A RITELGIERT 25 4
¥ (population) ~ ;5% > ;2 (intervention) ~ & »t4f P& 5 (comparator ) ~ F »Tip)
ik (outcome) % #= 3 &+ > 2 (study design) > H 3F if 2 L2 4o o

Population SON R DA A s Koy

Intervention Pasireotide

Comparator A%

Outcome Fplrrdityd (&5 2432 L3k

B -] 2.5 meg/L) AL B o PR A R

i N LT ER

Study design TS ARG RS kS )I% R

% pe t it 2 PICOS - i% i Cochrane/PubMed/Embase % ~ ;;&?fi& » %+ 2016
#4720 p » 11 (Pasireotide and randomized ) ‘i i B4R F 1B (THEFHE 5 3H ok
L s -

() & =%

ss

s d Cochrane Database of Systematic review # 3§ < /]?e AT - A
Somatostatin analogues, dopamine agonist or growth hormone antagonists for
pituitary adenoma-induced acromegaly 5 B 3% i &~ & < L];Je 2015 & 11 * = #w
ERE=a N - - B )I?eﬁg’q o & PubMed 4= EMBASE F# & 12  if 2. PICOS
BiF [ﬁ%iﬁ%ﬁ&- 143 % é}ﬁ‘}eﬁp\ »EHRREY B AEFEA )E%i fFiE o 17
108 & élf’%iifﬂ‘%ﬁﬁ %ﬁ@i%éﬁﬁﬁ"@ﬁﬂ‘?ﬁf’%fiiélﬁk PR 3R
fmpit o £ BE & Aofd

Pasireotide versus continued treatment with octreotide or lanreotide in
patients with inadequately controlled acromegaly (PAOLA) : a randomized,
phase 3 trial [9]

5 Gadelha MR =% 2014 = % # »% Lancet Diabetes Endocrinol 2. PAOLA
WS EHRL IR P25 3DTRAREK P DL T E2AT RREZ
pasireotide ¥ #4 4F P % octreotide 2 lanreotide *t 41 7 2 2_ 5 Bz e

¢ ("pasireotide”[Supplementary Concept] OR "pasireotide"[All Fields]) AND ("random
allocation"[MeSH Terms] OR (“random"[All Fields] AND "allocation"[All Fields]) OR "random
allocation"[All Fields] OR "randomized"[All Fields])
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AR RS A R o 3k 108 o 4 G R L H - AR & 22d) 30mg
octreotide & 120mg lanreotide ;=% 6 I * 12+ > It w111 Ak :
» 4| 40mg pasireotide (n=65) ~ & »z %] 60mg pasireotide (n=65) £ 3 4 12
octreotide & lanreotide ;% (n=68) -

AR ForedpthrioR 24P ER R 22 P (LR 8 FFL Lk
B[ 25meg/l > P kR foE de e (8 IGF-1 w B F kT ) dhup
A L 1’;.] o

CR !

o 24 316 o B4R e (active control) @ A E TR 24 V4dl P R
40mg pasireotide % + 5 15% (95% Cl 7.5 t0 26.5, p=0.0006 )if 3| = 2 4 i
r#] P #% > 60mg pasireotide 23 20% (95% CI 11.1 to 31.8, p<0.0001) £ 3
A it ok ¥ L@ T 5 % o 4 > 40mg pasireotide
4§ 33% - 60mg pasireotide 25 31% - F{E 4t e 14%% 2 F &
¥ o Ao e0liA; 40mg  pasireotide 2 4§ 21% - 60mg pasireotide e
26% > FEER e 8% o

#7 Bgom pasireotide #4p >t & Hp i@ * octreotide # lanreotide 7 # i HiR/k
’f»; ad :3 Po T LR S B 4R IAR2 g s T AR DRSS W Oh -]
(somatostatin) Z &F-3r 4] 3 22 TSR i IE o

Pasireotide Versus Octreotide in Acromegaly: A Head-to-head Superiority
Study[10]

PR - PR S RS B RS A% P h L R pasireotide g v
B> octreotide- p* FEH & » 358 A K Ip KL AT S EH A (Y FF
MRS GH R R B SUg/LIGF-1 B f E)ep ¢ § BX BT i Adk
Xy B Y f*/aé PR R K PR -4 ﬂ;jus‘ﬂ (de novo pituitary adenoma) - 176
z i% P % pasireotide LAR 40mg & * ji&f— =t » 182 {4 j% F] octreotide
20mg & * jist 1=t o L‘/pl%?ﬁ SBY 25 TRV ikypd tF RIS ISR
FE o L RRpodpth s F BisREN Y Ao 1230 A2 il p R
(Biochemical control) GH <2.5ug/L > IGF-1 &+ % (normal) st &) o

S

3 % % &1 > pasireotide LAR %] 4p 3t octreotide LAR e %]sE = 4 1 35
#let b &g F B pasireotide LAR %] {r octreotide LAR 2 %] 4 %[if = &
¥ it IGF-1 vt 5] 5 38.6% > 23.6% ; pasireotide LAR ‘%] 4 octreotide LAR ‘e
B iE = GH<2.5ug/L 5 +- &) 5 48.3% > 51.6% -

% o FEAP B ¥ 2 pasireotide LAR ‘= %|#% octreotide LAR &%) 5 -

)&

g

% ¢ pasireotide 4p #2*% octreotide 7 # if sk »x & > pasireotide 7 75 B

19/37



105CDR04011_Signifor LAR (2)

® Pasireotide LAR maintains inhibition of GH and IGF-1in patients with
acromegaly for up to 25 months: results from blinded extension phase of a
randomized, double-blind,multicenter, Phase 3 study [11]
W R - mpEN s - B HRES% 0 5 ColaoA E A7 7 [10]2 af
MiES A & P i 7 fFpasireotide i f £ i 26 B P chEE ok 2 & 2o
R S
%3 120 g A = uE W SESR 0 T4 4 X pasireotide jp B 0 46 i X
octreotide o » ipdy % 25 B ¥ PF o ffondpiRits o E DR 24 i)
ip % (GH <2.5ug/L - IGF-1 & %) - pasireotide LAR = %] {r octreotide LAR
EuE g2 b A B 5 48.6%% 45.7% 0 i = IGF-1<1 LLN =t &) »
pasireotide LAR ‘2 %4 Octreotide LAR ‘=% 5 60.8% % 52.2% o j¥3#% —
Fied % 26 B 7 > B 5 BB M Ak 4501 20%04 b e 4 vt 5> pasireotide LAR
s w|4r octreotide LAR %] 4 & 74.7% % 71.6% -
BB o BEAR B 7 L F 20t 5304 pasireotide LAR e u 62.9% 4 3 2
Bl iT* - octreotide LAR %] 25% 5 * 3 2 BT ® -
|
% %X pasireotide LAR 7% > B % GH 2 IGF-1 kR v #F§asF: > 25
i 7 re 1 > pasireotide LAR 2 % 2+ % £ 3| somatostatin £ % -2 {45 > i
EZRSH AR BIETERR -

(Z)EHRF R ELTH

5%ﬂuﬁ2m0349m5ﬁ1%4%@ a2 RS
#EFHM L% L ER pasireotide 2 ¢ # 2 aﬁﬁi R rcB T > 2 TRhk gk o
TR AR Rfpe 4 R% C2402 &**’%I}Ly iy Er IS LR A
C2305 &H%F & W 45 % 8 505 2 297 & Ifr_ﬁ.'*z?f”c IR AR o BFIEATIR L N S
EIRCWOR P o

BRI B

5

E 4 RN\ e
5 Pl Al

1. Rz

& &%k ¥ % 5 pasireotide (HO1CBOS) 4 HO1CB somatostatin and analogues -

¥ iR % &5 3£ somatostatin (HO1CBO1) ~octreotide (HO1CBO02) ~ lanreotide
(HO1CBO3) - @ octreotide # lanreotide &7 & ¥ & &5 B & o2 77 » A% "
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s 1£ 3% octreotide % lanreotide % ¥ it e 2k %4 5
21@%%%&%%&%1$H@§%9:

2.1 PBAC »* 2015 # 11 » =3k <" pasireotide £ 4+ & ~ Zx AL /X H & 1
#r% (somatostatin ) #g 12 3= (SSA )(4r:octreotide LAR 30 mg ¢ lanreotide ATG
120mg # ¢ - &) sk R sk A Rersiagse Lo B X ko T L% 2 M
i 1 * (Uunder Section 100 [Highly Specialised Drugs Program]) ; % ;5 + T
A L3583 25meglly ® IGF-1 <13 ® ¥ B To

B PBAC i£3% pasireotide § 12 /&% i Rk5f 48 Flig * A5/ F ok B o Y
WRoR AL 3
B PBAC/iZPIER:EFA A»c* 45> &g (L pasireotide 4p #3t $HpR &
AR BEEE S FGRE R Ak P AP E S s e A X
A¥EEFY R EFERAMEST N TR BT BRTREEFER
% 7 L 4p Ie < pasireotide 40 mg & 60 mg # 28 = - =t > 7% ¥* octreotide 30
mg £ lanreotide 120 mg & 28 %= — =t &% 4p g °
22 i WEF L | § (SMC) *+ 2015 & 5 7 [ & Jc§* pasireotide * 3y
AR A B E TR SEREY & H = somatostatin #f £ 537
FIAHF2 A e
3. ARHHR & 2
441 pasireotide * T 3czdie < o 31 & 1345 Gadelha MR =+t 2014 & 3 £ 5t
Lancet Diabetes Endocrinol 22 PAOLA #% » %@ % = s W~ 57 w2 % 3
W TRsk i > 7% P hE 0 2247 A & 23] pasireotide & E R 2
octreotide £ lanreotide *™ 37417 22 5 Bl e X gk e % 2 o BE
¢ 198 o A =X H - 5% & »cF) 30mg octreotide & 120mg lanreotide 7y
K 6B 2 a4 s DL AR & »23) 40mg pasireotide (n=65) ~
»x %] 60mg pasireotide (n= 65)&:}3.3%?11 octreotide £t lanreotide /5 % (n—68)
AR Fporedpihs o R 24P FR 22 ] (Las 24802 LR
JeR )T 2.5meg/l 0 B Rt ufrE R (5N G- w B R ¥ KT ) e 4
W) e
s
iR 24 1 {8 0 B ¥R e (activecontrol) & A E R >4 iV k4P
40mg pasireotide e A 3 15% (95% CI 7.5 t0 26.5, p=0.0006 )£ 3| = > 2 it
¥r#1 P ¥ :60mg pasireotide %3 20% (95% CI 11.1 to 31.8, p<0.0001) £ 3| =
Ec RN At TR
e Y RF Lenplivr 2§ o 48 > 40mg pasireotide fpm A5 33% 0 60mg
pasireotide ‘2§ 31% » Fit¥tpR e 14%% 2 3 & 4 5 #op oA 40mg
pasireotide ‘5 4 3 21% > 60mg pasireotide 3 26% - F {4t e 8% -

Ll
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)
=

b
# 7 & or pasireotide #p#*t & #p ¢ * octreotide £ lanreotide 7 #&if Rk
LT LR X B g5l 4e 2 skalae E%A@wﬁ—ﬁi£%%ﬁ

)9;47: ' 5 PR
s dL e
VL2 FTip R BT o

(somatostatin) % &4z %
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REE D ASHAC LA SRR FR L F LAY

A4F £ 1 & 44 CADTH/pCODR-PBAC % NICE 2 ¥ f 3= 4F & 2 &
RIS *+,4&@$ﬁUfW FRAHL TR Z gL 2
CRD/INAHTA/Cochrane/PubMed/Embase #p i < /F*Je » B fEL R %5)% TR E
%i%ﬁ@ﬁapﬁﬁiﬁipié%o

* ik FL P

CADTH/pCODR * 2016 #5% 2p A& F R HTR ¥4

(g 4)

PBAC (/&) #2015 # 11 7 > Z ket o

NICE (¥R ) 2016 #£5" 2p AR FRPHEFRHFS

Bl FRFEER [ SMC (BRIW) FRFHFGHRL D4 F 0 2015 & 5

2 P8P R e
THFHE CRD/INAHTA/Cochrane/PubMed/Embase i3 & % o
BEFRELTH | &

3x : CRD % Centre for Reviews and Dissemination, University of York, England.ﬁv&%,’.@, °

INAHTA % International Network of Agencies for Health Technology Assessment iz 8 -
1. CADTH/pCODR (4t £ *)

12016 # 5% 2pi > AFJE4 £+ CADTH -4 pasireotide & »c# 8.1
s+#| (long-acting release - ff A LAR) it {72 Ff f##3= R4 & -

2. PBAC (;&:) [7]
BB AR TR 4

A
PBAC) * 2015 & 11 # =2
i &

S0 R e E e K o

¢ ( Pharmaceutical Benefits Advisory Committee,
- i» pasreotide LAR 2 3= 4 & - £ 3X foft A 5
(1) T B % w & * octreotide LAR 30 mg &
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lanreotide ATG 120 mg ik % fz 5 (2) s R et 352 & ek § %+ 25meg/L >
IGF-1 3%‘:«’:—%’; 1.3 %Jl ,#: I/,E"__!' ' o

R # - ek 522 B somatostatin #7 iu 4+ (@ 32 octreotide LAR 30

mg % lanreotide ATG 120 mg) # % & & 4 47 (cost-minimisation analysis ) » & #X

BB ERAAZDEF %S B HBEL FAARFDE XM e HE

(equi-effective doses ) R %< C2402 f@/ #% : pasireotide LAR 40 mg/60 mg -+
28 = ;1 &+— =t ;octreotide LAR 30 mg ¢ lanreotide ATG 120 mg =+ 28 % ;i &4- =

g 1"53#; 2014 & octreotide LAR 30 mg % lanreotide ATG 120 mg =i * & 4¢
A S o aTE Vg C2402 TRAHEEHkKT 0 FIR RE S ERE L
B AR PR "§L 7}%%‘%#’”7\«]]% BB 2 Medicare FALE I E T F o 42
%%%iﬁi%&ﬁio

PBAC # 4t & I eng AT R 3 o 1 ™ Sghiess

(1) PABC uk i 1% % A B A 47 o Flh B4 08 B4 5 & (quality
adjusted life year » 4 QALY) el #pr B3 » & A S A i sk
QALY % m A ¥ B2 5 -

(2) PBAC:L: P ai 2 I 34356 B0 & S R cndp o 2B £ 0 T R
Bk B dfp e o pe Bl £ 5 C2402 Tk ik i ¥ HIE LW § e

(3) PBAC 33 53§ RSN D L SR PR RS b

A RBIE S ER AL F R R Op B 3 & - PBAC ig-
WL h o R TR M B R R SEAT T A Bl A i S SRR R O 2 R S
m?}%%?’ o

3. NICE (# &)

#322016#57 2p 2 AFEERRTESE % R4 A8 7 I (National
Institute for Health and Care Excellence » 1 ™ i £ NICE ) 4% & 5% 858w £
2 F R AT SR

4 B FHPHEE R
(1) SMC (@&t i) [8]

Bt i SMC #2015 # 5 * 8 p % = pasireotide LAR &= 5 3F 4 » ¥ 1£3%
% i §* pasireotide LAR * =+t g ;2 £ jisfr 4] » & H &+ somatostatin &7 iz 4= & i §
ESEY SasE s LR B F A
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BT B - A At 47 (cost-utility analysis) t fE 0 F i - =X
pasireotide LAR % H {= somatostatin #g iz 4> ( # 3% octreotide LAR % lanreotide
ATG) * & jiris mrce # i somatostatin 47 004 o R 33413 & ks ie <
B o mpeE 2 87 2 H0A] (Markov model) » B3k s &8 ~ 03] 15 A Wi * A
s B i somatostatin £ 004 s R B P SRER ISR F R 0 WA E AR hiE B R

ATV

S

(1) pR&#EZSHEETLED 2 2F b (long-term full response) » 5 & 7 a4+ J
Ao o NS Y ALK (AP g% Z SULR S pegvisomant) o

(2) FmEE gy 4] (inadequate response ) » s & 7 B3 R A indfy o & Lk
S SR

(B) BREFRL S -SSR E HHEFRFIRT AR & D% - sk F
FIRT R T ’\I-B"T/r'fé‘

(4) PRI IR S IEF LD = 2 F & (long-term full response ) » ¥ & F £
BXioh o

6 -

BE Y TRk o o Bicdy 0 A -2 B 4 somatostatin # 4 3 1995 C2402 TRk i@
B > pegvisomant B34y #t q&a s SIS oR YR R = SRR R 2 Y B4
e p A2 [;k o »x*  (utility) #dz R 5 F1* AcroQOL physical dimension mapping
N5 fikgg C2402 TRAk Sk E 2 Bp @ FON AT E - WAlR S F
< wege (cardiomyopathy ) ~ #7247 % 2 25 Jis2 fooe* (disutilities) -
= & ¢ 3% pasireotide ~ octreotide LAR - lanreotide ATG % pegvisomant 1% % ~ 2z
AR E Y CERISRF B R R BAIER Y R L pEaUSKR Y o A
175 % &g o1 o pasireotide LAR ‘tA=¥ i > & A § 2141 w432 # 4 037 B
QALYs > & 34— i QALY /f 5 75,855 # 4% o A B A 177 » FHH RIS
H {5 somatostatin #g i/ 4~ 4x + pegvisomat & & 5K 0 A 178 % BT A Hans dxqﬁ@.
HREM P oxkx it o Vb st B AT 0 2 L EE ] s A B &
FE = A~ s pegvisomant & ¥ 2 & ZEF HI AT RS G RF DA R o

SMC 325 » AT R F 11T 14

(1) SMC x5 pegvisomant crofy saficdy k p B4 o A m g oA 35 27 5
FA7 784« SMC & 3 5 14562 F R PR T pegvisomant § +*
}";\r‘g REZL FafickEsk o

(2 MPEXBRLEF S B FRipFENRT2F 2 B ip it g adF o
Firek cSMC % FGRs ARiEEZ ¢ A F LT PRI LY THAFER
% > SMC & %"Tp,g,‘a *ET AR R F TSR (s @RISR 0 B TR A
EFEFLF AR FILORFEBHRET & 7 & Fad ok 2P (stopping rule)
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Z_ACRE B~ 17 0 & % i incremental cost-effectiveness ratio (ICER) 3 4c
36,000 & 43/QALY o FERX * FinRvxk € EPFE T "% > ICER P € 54 &
19,000 % 42 /QALY

LR g A ASHRITHIE o pet 2 AR E SMC FoRt 2 ik
2o F S SMC FREX AFAGAREG PRI AT At L8
SMC & 3% Jodh a3t m ik ] e H 1 somatostatin g i 4= & = 3 s Ry e

,{f%ﬂw =< [i]];;'% o
5. ©F FHLEApBE v‘zi%

(1) #F-2

"+

~3F 2 * 48 %F CRD/INAHTA/Cochrane/PubMed/Embase & + 34 B 2. = 2
HP 4o o

>

2T 5| PICOS s 40 F 14 THOF 5 & AR RATE L A F LT L 4
¥ (population) ~ i > i (intervention ) ~ % »c ¥ & & (comparator ) ~ % % i
24tk (outcome) % #7733+ 2 ;2 (study design) > H 3#F if & FIZ 4o

Population Acromegaly

Intervention ‘pasireotide’ OR ‘Signifor LAR’

Comparator A KT

Outcome Quality of life estimates, cost estimates, ICER

Study design Cost-consequence analysis, cost-benefit analysis,
cost-effectiveness analysis, cost-utility analysis,
cost studies

i% pe i 2. PICOS » % i CRD/INAHTA/Cochrane/PubMed/Embase % < RF
FLE > 2016 # 5 * 3 p > 12 acromegaly ~ pasireotide 12 2 cost i B 4EF &
FHOE > HOF FoE G A e o

Q) &%

é“fq‘t?—éii%‘:}!t d1z2_ A~ % % 2 pasireotide LAR ¥ A FE AR L FHA T
2 X AICEAITA D AICE Ao T ohiF - £ Hahl 5 2 22015 £ 4 » 3 i&
P2 B R R (health care payer) BLEEAR (7 chsv & »c & 47[12] - #7

26/37



105CDR04011_Signifor LAR (2)

% P 0%t f& pasireotide LAR £ pegvisomant+somatostatin #g 02 4+ ( § -
PEG+SSA) * Air#l7? L eubshiv < & il A oxE o

EHAT BT X AR LA REE R g g his 0 AP EF L 30
£ o RSk 42 QALY ~ £ A2 ICER - S 5 2 R K jirc® 248 5 1)
A0 0 1 C2402 Ak 35k < s BT S BB E MR £ g2 $ 4RI Auria 4
P FALR® 066 ok &K = 74 (patient level data)e #7 3 5 % BT B A 5
pasireotide LAR +* 4= PEG+SSA > 7 Az 3§ 100,000 %~ > * Hf 4 0.19 B 24 /F £ 2
0.02 # QALYs - #.ts » i3’ pasireotide LAR &S * * /o Wb ™e « fops
BAFE S Asien

6. EHFMELA L FAFI]TAH

ERE A EANEL 2 T ;:J;gﬁf;w/;% o

A AR REMBEE

(<) Ao f 3

1245 2016 & Burton % % 4 4 @ gdp & 0 2008 & 1 2012 & [ 2% £ R ety
swkﬁ’fifﬁﬁﬁ—'-@“& 126 4 2 86 A P ik pl i & L g A 774 4 3 747
AR[18] 0 WAt A2 2R FHREA Y WG - K Chiou % % > 2016 4 4 ehw jinfs
B3 [14] 0 e dp 1978 & 3 2012 40K & Fis 1285 ke App b o T
YRR S 151106 & Ay RS s AT AL EE - L E2 FESFANG
94.8% ~ 91.4%% 90.1% > P Ag <> 2 R R f 75 F (p<0.05) ¥ ¢ » &3p 4
REFERTRET F A RENERS T E TSN AR E - S sy
~ g 8% (ICD-9-CM ¥aff 253.0x) s &4 (#dpx 08 %0 18 &) 5 b ik
4 2008 # 598 4 2 3 2013 # 1012 X - H AR F &L U T oE L 46
Ao L iE 61% o

~ kiZ R ¥ 5=~ pasireotide & WHO ATC/DDD Index 2016 % #5[5] >
HO1CBO5 - 4 "HO1CB : Somatostatin and analogues | #f > ~ & %5 ¢ F iT% {8
%4 3 somatostatin ~ octreotide - lanreotide % vapreotide ¥ AE S A o Bow it iR
c kik ¥ A 5-fe 5 pasireotide = 4 chd T I s4AA] 0 ¢ 45 0.3 mg/mL ~ 0.6 mg/mL
2 09mmL #=HE » B Hif ok » Do A2 X T A £ st
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Y U RS A 5&% E'ﬁ’ Jo ¥ ths m R GRAIRE %&:}%‘ ES AN
FEMMSFT A 5 R[I5] 0 v ek TR Ak B AGEA Y R
F o mr‘%iﬁ ¢ ¥ bromocriptine » 2 & & & f J somatostatin #g i e 2 & 2
octreotide {- lanreotide - Bromocriptine % — v JR % = *=ii»c&| ; octreotide » %] 7§
A TSR 2 £ s3] 0 @ lanreotide W £ vk ST AR 0 4o A 4R

= A Pasireotide Octreotide Lanreotide
B & & | Signifor® Sandostatin® Sandostatin Somatuline
LAR® Autogel®
HF - SRLIE R | - SLVE R et £ ATiE A ) SRS E R Y
Cih 0.3 mg/mL 0.1 mg/mL 20 mg 60 mg
0.6 mg/mL 30 mg 90 mg
0.9 mg/mL 120 mg

AR | YIS R E AR | B SR adaUR 2 2 dopamine 1T AR 2 d ] & A
[/g_z/‘;,‘} =T ;}g@’r_{;,,-{f gﬁa,tiv%w—k;}fr_,gg—‘ﬁ o

LR U iﬁv
r'}?
ﬁ%%°

\
¥
e

’zx

*~ % % 7 octreotide LAR 4 lanreotide ATG § 34 {7 & #+* # (head-to-head
comparison ) z_ ffk ¥R E%[9, 10] > F ATkt 5 5 e x gt & oo i
& Fif > 32305 octreotide LAR fe lanreotide ATG 3 # it ehpr ih 4% o

(Z )33 58

ERF R AP RS T E P (2017~2021 £ ) X5 15~40 g B R
PR AREREZET NG 14005 2 4300 5 AR o BRTFERRG
X 2. somatostatin #g i 47 £ sTiE sA| ] 0 # 35 Sandostatin LAR® 40 mg %
Somatuline Autogel® 120mg - % - #3 % 7 # M RFEH 5 3808 ~ 1 1,100
g/

Lf;i—%‘%sq* fhi B ER IR A 54T
1. AETRkd

(1) ZHRETEAZY DHNLGFr B GARBRE LR T -
somatostatin #f i/ 4= ip R 3413 L2 BT g A A K -
2 ﬁ:;i;—;f Bk A S » iRE e  Bg Bk Sandostatm LAR® 40 mg %
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Somatuline Autogel® 120 mg z_ # 3 -

2. PHRFEH IZEEFNBATFTREIRL 2 IAVESFHLTHRERT
Sandostatin LAR® 20 mg %2 Somatuline Autogel® 120 mg # & 4 & & - d
Sandostatin LAR® 20 mg 7 3 H & if g (#4565 ~ % ~ L) AR~ B
B TN A ) 0 R R 80%hr B S i g o
145 2 Jg&:}ﬂ 11 58.6%¢=11 Sandostatin LAR® 20 mg 4= * £ 5 40 mg o & i@ ¥
[16]> 2 & & & 5 &, ¢ * 13 %(F 28 % %5 47— &) #a 5 2017 & 2 2021
Eihh 2 BRI A B S 140 4 3 200 4 o

3. R A Ak R 145 2007 & Colao ¥ 4 4 4w pk b g v
[16] > & % BE = 56 r-ikzyse & IfE)?? B g =X i@ * octreotide LAR T if Hi 24
B2 s, H 1111(197%),]?3%m41Ll@ F¥ ’]‘%—g"g‘]w’}éjéﬁ:ﬂ'ﬁ;‘
% 19.7% % somatostatin &g iz 4w 5 R 4] 2 20 ff'l P ERIERF R D
AEDHEFF O REVARY AT <&ﬂﬁl5ﬂim‘°

4, MBS ARIZBRERY UL £ R fj'_:)l‘;‘;& ®r 13 A2E (F 28
X 54T — &) 2017 £ 3 2021 & Fehh B R EY 95 1,400 § &~ 3 4,300
B oFAERrEERLH 2 ;i;fg B3k ~ & ¢ P~ Sandostatin LAR® 40
mg % Somatuline Autogel® 120 mg =3 ™ > 2017 & 3 2021 & & chpd 5287
BH5L38F~1 11008 ~/F -

KR B HRD OB e

1. z?@idbtmﬁ B A B T A E R A I o AR

(D) M»*2E2TRALE > EFAERFETDLL A7 FHLER
somatostatin #g 1247 ;5 iy 41 F E s 0 P n IRk L v %A P B §
* somatostatin g i 0 f%g ERZTE T PEY

(2) % 3ns » 5 ¢ P~k o0 Sandostatin LAR® 40 mg # Somatuline Autogel®
120 mg A~ 5 G 7 B e U in Rk S g aE R A B E - KA 2RE T
ARPERAHE2Z AT P B ARGEREAFE R oo

Bl > AFFA DL ART AN THE L 5 0 LR
Sandostatin LAR® % Somatuline Autogel® 2_ # 3k 5 £ 32 o

3. PREEA @Y AR AHc] AT
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1) = ;i;ﬂﬁ 2 Sandostatin LAR® % Somatuline Autogel® 7 ¥ 3 4%/ S i
g ez ik~ A £ (Sandostatin LAR® 40 mg 2 Somatuline Autogel® 120
mg) B A&enp 2% > T MB2h e Vb M Sy g isn
d @@ (& 35 Sandostatin LAR® 20 mg 4% £ 5 40 mg @ * 2. A vt~
Sandostatin LAR® # s %Lzhie g b2 F A ) @ @ PR X g 7

R -

(2) Somatostatin #g i Jo R drAl A L2 B D A TRE B RO L 0 &7 %
e < & % Sandostatin LAR® 2 Somatuline Autogel® 2. 15 » 7o #5241
Pt B1X) G 20% 0 R E Bk 19.7%4p 2 A g R AL -

4, AREHCERER G ERERF AR E TR AFELIY D
%775 (1CD-9 CM &% 253.0X ) & % 5.4k (F- 1% 25 18 (7 i (- F AL R A 47 2% 2008
#3 2013 # /¥ & * - somatostatin #g iv4» (& 45 octreotide LAR v
lanreotide ATG = 4 2. 538 )jnfy crikedir L g & A (Ed# 4 308 530 18 )
k90 4 2 200 4 - ik y; somatostatin 47 0244 s R ] 2 Lt B 2 23R
—?51;1 TASEH §Fo3um 2017 #3 2021 #2 A % A8k 5 3543 90
Az %*@féﬁé—*‘ T HaA TRt A Hce LA EE ii:ﬁr,—,é,.— £ 13 H|
%E’mﬂ&¢2w1&m A ERES 95 3600 <1 9,800

;E!T;b% B o

5. MBRELITIE A EH > EEEE € P~ Sandostatin LAR® 2 Somatuline
Autogel® z_ % i ™ - 2017 &£ 3 2021 & e 95 900 § 1
2500 gz B o AL BE SRR ERKDILE RF)E AT LR
ERHE R RE S o T b FRbate i g o AEL R s AR
LREFHALERMMLF A BEIHBRERG Y R B T
.]:J; °

rb L AR RS ERF AT AN BRR R LA P I g A
iz & 2 3 A FERZ M o FRAER N EERLHE g P~ X Sandostatin LAR® %
Somatuline Autogel® z_ # -5 T » 2017 & 1 2021 & ek i * L #icX 3
3543 90 A2 X908 3 25008 2 F e ¥ebo B E
BIP R Tp 8 AL L 0 2 RS 2 A R R E MBS
7 ARETE
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SRR B

1 2Ry A®RERET AR+ 2ok 247 -

2. # (PBAC) % JHfF (SMC) § 22 M & 52 2R 42 » 7 $ 2h%
H »]*(iu o

(1) i## (PBAC):PBAC 2 icit & &% » ¢ & * H i somatostatin #f i 4 &
+ 1= 2% A £ (¢ 3£ octreotide LAR 30 mg ¢ lanreotide ATG 120 mg) ik 22 %
gl S LU fﬁiffﬁ & 1T 5 B 2 MUSR o PBAC L5 R BE M A S
KAl o Fl A & R R Ao 2 ﬁl%mf%““°

(2) &R (SMC): rﬂﬂ‘rrff* £ SMC ehZF s * Zixit » SMC b L322 & & &
EAGTER Y 3RS ARTE c SMC Rt A & ¥ @iz £ gl o
somatostatin #f i 4= & % F 2cisf L T L g R o

3. MBEF 5 AFLRIERF AN SIS BERE AL EP LA i3
= A&]Pﬂiqﬁ PREE M AL LS EITEEE AT E R lﬁ’—f/‘rj (&7
EpoR* A5 35439042 Bosga a8 s 900 3 12,500
Az BV ELEREPMRARE FAEL 200 FHEE R R T
BEREL R REEAE -
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45

Vb
FridRzan

TN IAER2 @ R

(=) FIRpHRE - EFFpERy 3 2d pAiFridss Fae s

Beh T < Eofs 4 ® % 2 octreotide ~ lanreotide (4 Sandostatin ~ Somatuline
%) 153w B > ¥ octreotide (4r Sandostatin ¥)7F B & F w44
(93/12/1) - Lanreotide inj 30 mg (4 Somatuline) # =t ;i 5f¥ g 1%
(88/6/1) » octreotide LAR (4r Sandostatin LAR Microspheres for Inj.) &
ZasFREe & (89/7/1) -

Octreotide & »x3] i 64HI & 536 i jo
5.4.4.0ctreotide & »x%] ;1 4% (4r Sandostatin LAR Microspheres for

Injection) : (89/7/1 ~102/1/1 ~ 104/4/1)

1. % 7 2 b SRy % 8 dopamine 1% Ay i 3 4] BTt ie < g & o

200 BTG HAMEAL Y R ARk - (102/1/1)

&%%&?%#@%mmwwééﬁﬁﬁﬁﬁﬁgaa@&1W1&ﬂ%
4 (well-differentiated) &% & p & /6)%;%?{ - (104/4/1)

A ZETHFRPALRY  EXY G- EL WRELEE Y FP
B @ g 2 (104/4/1)

TR S 1 HIl 2@&-—}%&5 » B s 20mg B RP) 0 F RLETE
RFRw & 5 %300k Lt % 3MAEH > L8001 30 mg 5 R A =
TAHFERE F o FERTRELER Y L BWHEF w0
A% - (104/4/1)
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T 300
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Cochrane 2016.04.15

Acromegaly

1

PubMed
1950-2016

2016.04.16

#1 acromegaly[MeSH Terms]
OR "acromegaly"[All Fields]

#2"pasireotide"[Supplementary

Concept] OR "pasireotide"[All
Fields]

#3"growth hormone"[MeSH
Terms] OR (“growth"[All
Fields] AND "hormone"[All
Fields]) OR "growth
hormone"[All Fields]

#4 insulin-like[All Fields]
AND ("Growth"[Journal] OR
"growth"[All Fields]) AND
factor[All Fields] AND 1[All
Fields]

#5 randomized controlled
trial[Publication Type] OR
"randomized controlled trials
as topic"[MeSH Terms] OR
"randomized controlled
trial"[All Fields] OR
"randomised controlled
trial"[All Fields]

#1 And #2

9367

349

114580

36258

521245

79

EMBASE 2016.04.17

#1'acromegaly'/exp OR
‘acromegaly'
#2'pasireotide'/exp OR
'pasireotide’

#3Growth Hormone
#4insulin AND like AND
growth AND factor AND 1

#1 and #2 and #3 and #4

12387

1056

92056
46406
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search strategy

143 Citations obtained by the
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v

v

25 Citations excluded by duplicates

titles and abstracts

108 Citation were reviewed by

A 4

A 4

105 Articles were excluded:

Non-clinical studies
Other intervention of
interest is used

Other

Ascertainment of IGF-1
or GH is not included

3 Studies met the eligibility criteria

Bl- ~ iR e )l?% & iE
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D AR RIE L b

TR B p BE 4 3 ¥ e
PubMed 2016/5/3 #1 (Acromegaly) 1

#2 (“pasireotide” OR “Signifor LAR”)

#3 (“Cost-consequence analysis” OR
“cost-benefit analysis” OR
“cost-effectiveness analysis” OR
“cost-utility analysis” OR “economic

evaluation”)
#4 #1 AND #2 AND #3

Cochrane 2016/5/3

“pasireotide” OR “Signifor LAR” 0

Library Limited to ,,economic evaluation*
INAHTA 2016/5/3 “pasireotide” OR “Signifor LAR”
CRD 2016/5/3 (Acromegaly) AND (“pasireotide long-acting 0

release” OR “Signifor LAR”) AND (cost
effectiveness or cost benefit or cost utility or
cost minimization or economic evaluation)
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