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Vimizim is indicated for the treatment of
EMA mucopolysaccharidosis, type IVA (Morquio A Syndrome,

MPS IVA) in patients of all ages.
Vimizim is a hydrolytic lysosomal glycosaminoglycan
(GAG)-specific enzyme indicated for patients with
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syndrome)

TFDA @¢iﬁ@$#mav§%ﬁé%%%ﬁ¥4Aymo

2.0 B FRHAHTE B2 B HE R

21 2016 & 9 " 29 p 2 B ATHOF S K 40T

B §HE®

v g = 19952016 & 4 % 20 p 2L 2 BATERES > AR R ALE
(CADTH) | § ~ 2 2 — 38 % & & Si(registry) » ¥ 37 26 i 87 1% g 12 F
mMT oL R EgRRAEH

ph Pl Rpdb AT 24 cnF 2016 £ 3 7 (»7PBAC € 3% 0 £ &
(PBAC) | 4B fc§ Vimizim -3k -

[17] 1R €305 7 Ayl B 0 T elosulfase alfa 75

1/40


string.RX

2.2

105CDR09032_Vimizim 5mg/vial injection _[J 00 1060112
. o
P4 EE A pg A
pg ol e Sl T ’* 2 - ﬁﬂ“i

@%%wﬁﬁ&iiﬁﬁéﬂ*’ﬂ&ﬁé%ﬂ—ﬁ%#E
Ee i 2 22 F & RA% 2 (value for money) -

& H 1452015 # 12 % 16 p = 2 chdp 510 A B & 44 7 Manage
(NICE) Access Agreement iR T > 222k % i Vimizim(elosulfase alfa)
[18] T3 A5 PES AA Al L hip R ¥ & o

AR YRR T B A TR MM T A > Vimizim (elosulfase alfa) @
;% 7+ Life Saving Drugs Program (LSDP)? ¢ FH A -

LR TR AE B

3.1

3.2

Burton % « »* 2015 # & “American Journal of Medical Genetics” #p 7|3 4 7%=
% > A48 5 TElosulfase alfa & #87 &€ * *t 3k 5 pEg % 4A A5k 0% > e
ATl t - ER AR R R R o M G RE S s s R Wi
R WA R B2 R oA EMRER Bk 7R BY 27
Jend RIS 0 M EBE T 166 o Bor 5 EHS R 2L
"5 &ﬁs}ﬁ; 200 2% s A RIXEELTFEHE > D I EREY 4A
Ao A zﬁ;"xiﬁ‘-%/»\ w3 EFE o THE LS elosulfasealfa2 * 5 e 2 4

TP BLREHE > T ABRIE AP RERY A NI DRTE 2R o
FESTHE LS elosulfase alfad4 £ 5. &% ?éi‘ I 6MWT BliA % % ik
F 24 fsend B AH B > T A G e o e BMSCT RIzEE S A F 2 >
Halcdpicd e A o RRKS ZERREREEL B FRIREEE > AN
7+ elosulfase alfa & B & & 2. ¥ end {4 % -

Hendriksz & + *t 2016 & 4% % %7 3 » % & 34t ¥ 3% MOR-005 L‘Fé%? % 120
FREE RS AR 1SR GEL AR N Y L2 R F) 0 i &t
ta s (7 440 TIEE) > 5% 5 72 i pF > MOR-004/005 %2 elosulfase alfa
RS A T I0L > B AR % 5 S 4 (MOTCAP 32 5%)ie 17 I 430 i
B RERE o FHRY 120901258 R2F 5011 RE T e - R o

- T AR
N 53‘_/31{\‘:21. lp

1.

‘v £ 5+ CADTH~®# R NICE 2 /£ PBAC 24 e S % > R FEHE E P F 40T ¢

! Reviewed: 2016 & 10 " 27 p

2 A submission requesting inclusion of Vimizim on the Life Saving Drugs Program (LSDP), which is
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# = ~ EMA -~ USFDA -~ TFDA +% & Vimizim(eosulfase alfa) 1§ & ¢
B Sy
EMA | Vimizim is indicated for the treatment of mucopolysaccharidosis,

type IVA (Morquio A Syndrome, MPS IVVA) in patients of all
ages.

USFDA | Vimizim is a hydrolytic lysosomal glycosaminoglycan
(GAG)-specific enzyme indicated for patients with
Mucopolysaccharidosis type IVA (MPS IVA; Morquio A
syndrome)?
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2 1345 7 H F4L” Pediatric use: The safety and effectiveness of Vimizim have not been established in pediatric patients less
than 5 years of age (8.4).”[6]
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7 2 E 2 (SAE) b % A 2B (31% vs. 11.8% vs. 3.4%°) - i1
Zieops A Fliph B oo

MOR-005 z£ ¥ ;&% (& T B iF)E 5 &1 » X f'i“"ﬁié‘
2 MOR-004 35 ApiT » 23 HIMATENT AT & o @ @/id 2
FR_ 0 F ¥ 3£ - = elosulfase alfa /o e 22 ¥ oo id 4
e iz T B ) # F BUlg (anti-drug antibodies) ¢ % i#Z% % 120 i
PEo 7 £ 3R e total antibody(TAB) ARl % 5 B iE > < 300
LR i ¢ fod chpusl (neutralizing antibody, NAB);E'J E RN b
BeolR{ERFEFIFTT > L AFRRF HTAB 2 NAB B 1
fr*# i elosulfase alfa % »<(6MWT, 3MSCT & Uks) et = & i
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ARz A FESEHY

% = ~ MOR-004 & MOR-005 5 % % 4 #[2, 5, 9-13, 15]
MORO004 MorCAP MOR-005
& /R Elosulfase alfa Elosulfase alfa no treatment MOR-004/005 MOR-004/005
2mg/kg/qw 2mg/kg/gow QW-QW pooled
1 & Fprcdp i (- 91)

A 24 (FRERE (2 9)
oF 3 59 58 59 67 (% 1) /27 (% 22) | 43(% 1#)/41(% 2#) | 123(% 1 2)/107(% 2 #)
WY 2418 %
Baseline
Mean (SD) 211.9 (69.88) 2039 (76.32) 205.7 (81.19) 210.4483.4 208.8473.2 201.6+74.9

Median (min, max)

229 (36, 312)

217 (42, 322)

218 (47, 320)

2215 (30.0, 325.0)

226.9 (56.3, 309.0)

210.6 (36.2, 319.6)

Change from baseline

meanSD (min, max)

13.5£50.6 (-99.2, 220.5)

(95%Cl 0.6, 26)

36.5+58.5 (-57.8, 228.7)

(95%Cl 23, 50)

14.9+40.8 (-105.9, 114.2)

Elosulfase alfa vs. placebo

(LS mean difference , 95%Cl )

22.5 (4.0, 40.9)

P=0.017

05 (-17.8, 18.9)

P=0.954

WEY 723 %% (4 MOR-004/005 %5 % 72 ik P4 5 crdfcdsy

MorCAP % — # e Big L)

LS mean change from baseline (SE) - - - -6.4(8.8) 38.5(11.2) 38.8 (6.5)
(95%Cl1) (-23.7,10.9) (26.0, 51.6)
9

# 2 % & £ % MOR-004 & MOR-005 s} & ‘& fcdy > T kiRe 3 USFDA~ EMA chg 4R 2 12 R 3 TR EHF ch2 gh o 0 MOR-005 & — & chaf i 33% > $30 F L g e ;éﬁ Ko

dek FFRL X ERSE AT B ERREKRGERA > 4120 5357 1 % 12 MorCap(Morquio A Clinical Assessment Program)i# s (7 MOR-001 #5).% % @ 2 44/ - MorCap 2 - $ B % ¥ w2 HF 14

# % (longitudinal study) » # EJc b T - % > L RBBA A R FEFLF - FOFFE S EHAOTENT R BMWT 5% 30-325 2 ¢ B AR e is o o

Ao 4 & MOR-005 2z ITT %2 # o M et

R W S E RS % 0 ¢ R A O Hendriksz ¥ 4 2016 # 4 £ w3 [11, 12] 1 52A7F § 8 @A 465 5 AR 517 % MOR-004/005 5 MPP %% - MOICAP i # #1 MPP ¥ 4a 4  » ¥
- f84 47 ;¥ 5 MOR-004/005 B~ ITT %% » MorCAP 3 ki 22 3 S e o MPP(modified per-protocol) ¥ 3% i 4p 424 42 % 38 F 1 5 (N=38) v/ 4+ 5 % IR Ef & & iﬁ(i#“f 49 1) o
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MORO004 MorCAP MOR-005
& A Elosulfase alfa Elosulfase alfa no treatment MOR-004/005 MOR-004/005

2mg/kg/qw 2mg/kg/gow QW-QW pooled
LS mean change from baseline - - - - - 45.2 (11.0)
difference from MorCAP (SE) (66.8, 23.6)
(95%Cl) ~ P-value P<0.0001
#&F 1203 %% (dp MOR-004/005 35 % 120 & prag i 5| ciodicdy » MOrCAP & = & eig BigE #2)
LS mean change from baseline (SE) - - - -22.0(12.8) 32.1 (11.75) 33.2(6.9)
(95% CI) (-47.1,3.2) (19.6, 46.8)
LS mean change from baseline - - - - - 55.1 (14.5)
difference from MorCAP(SE) (83.8, 26.5)
(95%Cl) ~ P-value P=0.0002

= & focthth (3 57)

(1) = A a¥F Rl (1985 48)
o3 59 58 59 67/27 43/41 123/117
WEEF 24k
Baseline
Mean (SD) 30.0 (14.05) 29.6 (16.44) 27.1 (15.80) 32.2+¢17.8 31.3+16.2 28.7+14.9
Median (min, max) 31 (0, 59) 31 (0, 72) 26 (0, 67) 30.6 (0.0, 85.6) 31.3 (0.0, 71.9) 29.6 (0.0, 71.9)
Change from baseline 449 (-13, 33) 5+8 (-12, 21) 3+10 (-19, 46) - - -

mean+SD (min, max)

(95%Cl 1, 6)

(95%C1 2, 7)

(95%Cl 1, 6)

Elosulfase alfa vs. placebo

11 (-2.1,4.4)

-0.5(-3.7,2.8)

12/40




105CDR09032_Vimizim 5mg/vial injection _J 0 1060112

MORO004 MorCAP MOR-005
£ A Elosulfase alfa Elosulfase alfa no treatment MOR-004/005 MOR-004/005

2mg/kg/qw 2mg/kg/gow QW-QW pooled
(LS mean difference , 95%Cl ) P=0.494 P=0.778
HEY 2% %
LS mean change from baseline (SE) - - - 0.4 (1.6) 5.5 (1.85) 6.9 (1.1)
(95% CI) (-2.7,35) (4.6,9.1)
LS mean change from baseline - - - - - 6.5 (2.0)
difference from MorCAP(SE) (104, 2.7)
(95%Cl) ~ P-value P=0.001
HEY 1208%
LS mean change from baseline (SE) - - - -1.3(2.5) 5.3 (2.10) 6.9 (1.4)
(95% CI) (-6.2,3.6) (4.2,95)
LS mean change from baseline - - - - - 8.2 (2.8)
difference from MorCAP(SE) (13.8, 2.6)
(95%Cl) ~ P-value P=0.0044
(@ Firs FRABBEKS)TE (%)
o3 59 58 59 72123 51/47 160/ 142
Baseline
Mean (SD) - - - 32.2+27.4 24.9+13.1 25.5£17.6
Median (min, max) 27.6 (2.3, 168.1) 23.4(2.1,52.8) 23.4(2.1,117.3)
Elosulfase alfa vs. placebo - -40.7 (-49.0, -32.4) -30.2 (-38.5, -22.0) - - -
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MORO004 MorCAP MOR-005
< A Elosulfase alfa Elosulfase alfa no treatment MOR-004/005 MOR-004/005

2mg/kg/qw 2mg/kg/gow QW-QW pooled
(LS mean difference , 95%Cl ) P<0.0001 P<0.0001
HEY 2% %
LS mean change from baseline (SE) - - - 32.7 (7.64) -57.6 (9.06) -56.8 (5.16)
P-value for difference from MorCAP - - - - P<0.0001 P<0.0001
BRY 1203L8%
LS mean change from baseline (SE) - - - 5.6 (6.98) -63.8 (6.60) -60.9 (3.77)
P-value for difference from MorCAP - - - - P<0.0001 P<0.0001

H K redn (5 <% > 2 3F)

7 i R R
D FVC (=)
WEEF 24k
3 # & mean(SD) [min, max] 1.2 (0.9) [0.3, 5.0] 0.9 (0.5) [0.3, 3.0] 1.1(0.7)[0.3, 3.0] - - 1.1 (0.8)-

mean(SE) change from baseline

0.024 (0.011)

mean(SE) % change from baseline 1.5% (14) [-31, 39] 4.9% (12) [-19, 54] 4.1% (12) [-18, 36] - - 3.7(1.2)
Elosulfase alfa vs. placebo - 3.3(-3.1,9.6) 3.0(-2.4,8.3) - - -

(LS mean difference , 95%Cl )

BERP 2%

mean(SE) change from baseline - - - - - 0.062 (0.012)

mean(SE) % change from baseline

7.9 (1.4)
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MORO004 MorCAP MOR-005
% A Elosulfase alfa Elosulfase alfa no treatment MOR-004/005 MOR-004/005

2mg/kg/qw 2mg/kg/gow QW-QW pooled
HEY 120 8%
mean(SE) change from baseline - 0.087 (0.021)
mean(SE) % change from baseline - 9.2 (1.9)
(2) FEV1 (#)
WRE 2408%
2 7 & mean(SD) [min, max] 1.0(0.7)[0.3,3.8] 0.8 (0.4) [0.3, 2.5] 0.9 (0.52) [0.3, 2.6] - - 1.0 (0.6)
mean(SE) change from baseline - 0.017 (0.011)
mean(SE) % change from baseline 2.5% (16.8) [-26, 76] 5.4% (11.5) [-17, 39] 3.3% (13.4) [-43, 42] - 3.7 (1.4)

Elosulfase alfa vs. placebo

(LS mean difference , 95%Cl )

1.8 (-5.5,9.2)

0.2(-74,7.9)

WEEF T2

mean(SE) change from baseline

0.044 (0.011)

mean(SE) % change from baseline

6.7 (1.7)

%Y 1203 8%

mean(SE) change from baseline

0.065 (0.019)

mean(SE) % change from baseline

8.8(2.3)

(3) MV (& /5 48)

BERP 2UHRS

A # & mean(SD) [min, max]

35 (27) [7, 129]

28 (17) [5, 76]

33 (20) [10, 91]

34.3 (23.5)
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MORO004 MorCAP MOR-005
& /R Elosulfase alfa Elosulfase alfa no treatment MOR-004/005 MOR-004/005

2mg/kg/qw 2mg/kg/gow QW-QW pooled
mean(SE) change from baseline - - - - - 1.54 (0.75)
mean(SE) % change from baseline 2.4% (21) [-40, 90] 10.8% (26) [-43, 93] 6.1% (24) [-33, 112] - - 7.5(2.3)
Elosulfase alfa vs. placebo - 10.3 (-1.8, 22.4) 3.4 (-9.9, 16.6) - - -
(LS mean difference , 95%Cl )
HERF T28%
mean(SE) change from baseline - - - - - 1.77 (0.89)
mean(SE) % change from baseline - - - - - 9.6 (2.7)
WHF 1203 8%
mean(SE) change from baseline - - - - - 1.84 (1.21)
mean(SE) % change from baseline - - - - - 6.1 (3.2)
(4) 2 #&F+% (MPS Health Assessment Questionnaire)
Self-care domain score (change from baseline) — LS mean difference (95% CI)
Elosulfase alfa vs. placebo - 0.1(-0.3,0.5) -0.1(-0.5,0.3) - - -
Caregiver assistance domain score (change from baseline) — LS mean difference (95% ClI)
Elosulfase alfa vs. placebo - -0.9(-2.8,1.1) -0.4 (-2.4,1.6) - - -
Mobility domain score (change from baseline) — LS mean difference (95% CI)
Elosulfase alfa vs. placebo - -0.3(-0.8,0.3) -0.3(-0.8,0.2) - - -
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2. AR FHPHEFGEH2 %ML R[16-19]

A AV oA pEL4EL Lo 5 £+ CADTH(2015 & 3 * )[16]
g1 800 PBAC(2014 & 11 7 )[17]2 % kS % » s o ot Aot f B 37 2
#mﬁ —*J_Il |t_52i—:y o

(1) 4 £+ CADTH[19]

945 2016 # 4 * 20 p z}%zﬁx %%F;; LE O ARBRAER 2
T - JB B Bk ki(registry) o T 3T R B2 iR B IR RT
CDEC(Canadian Drug Expert Commlttee)i RERAEM -

% =t % (2015 £ 3 1 25 p ) g i & 12 MOR-004 35 iF % %
2 G R BT MR PR R ERSB RS F T
ﬁ°%épm%%’iﬁ§é“uT'+ﬁd’éﬁ%k?
elosulfase alfa i % %k % g5 % 4A 7] i A R #Z  (D)ienr @Rk
P a8 FRFSRILEZTRARLERET AR, () 44
FRPEGFNTIDLAAEIATHF IR, QAR T
A B elosulfase alfa # #c £ H v ok 4p 1 -

B ¥ g RORTegocE 0 ¢ 5 MOR-004 3% e 14
247 ~ MOR-005 1120 ¥ 3#5% % % ~ MOR-007 35 1 % (4 & /| 3

_;_r% )au}'n—I;lﬁﬁ*t’ M% R REIRGITEFE o
EATFRE AR R LT R AT B T
A ek cpd G 100 ARG RS AA AR A 0 B bR

% /2% (enzyme treatment) ¥ 1R o

B. &- 7% = 874k 2% (MOR-004) » ¢ % g &4+ » elosulfase
alfa jop 7 rec i %R X K cho A 4B (7 e (5 BPHER
&) °

(2) ;& PBAC[15]

BB A 45138 Pharmaceutical Benefits Scheme 4 F - 4& » B 4
F “vimizim” > X EFES £ F4 > w2014 £ 11 7 v 2 2016 £ 3

10 Clinical criterion: Patient has MPS IVA confirmed by diagnostic testing through enzymatic assay for

N-acetylgalactosamine-6-sulfate sulfatase (GALNS) activity in peripheral blood leukocytes.[19]
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AR FE Rk
>3 pas ‘ 2 _L N
F R AP R R A R T
1> PBAC g 33R2 o A0 2014 EendR s e kY ww - R

20 R xﬁ")]} FEITN L PR F[AS] L BAF LT > 1Y
¥

o

\\?{r
<l

—
N

Elosulfase alfa *+ 2014 # 12 » A ;@M EE P 3 257 > % 3 T4 5
PEm % AA AL e e

Rip e ?i‘a‘” HoFERI ST &P i elosulfase alfa /o5 0
Iﬁ‘a‘ﬁtl— FArpop* 4 1000 ~2000 F R 7o iw £ -PBAC
4 R ¢ 4>t elosulfase alfa ehdg F e £ A R > ¥ HRF G
> &2z F B (COSt/QALY)HF § 42 & ¥ i F > #xm »3ESF % elosulfase

alfa! -
BB AL RERNY o Em L B2 e RIS LR AR
LA IEE IR j’q—‘g_lé *E it E_’x“;"mu N P H A 7 EPF
!

iy

%% SR T 3000 §~6000 FiRU o ¥ b T D
4%t elosulfase alfa §2 4 »c £ ch2 e 2t > E R NHS B & & 5
R R A R TR Pg EF 37 ¥_s Managed Access Agreement Pk
2

=y

¥
Y. %2 PBACL R g npitisy -

ATEF TR X ERAARELE F P R A2
MOR-004 ~ MOR-005  MOR-007 ~ MOR-008 2. “} » BMN110-502(13
% )¥2 MOrCAP(353 4 )5 #Tiph » 2. 325%™ o

,a,—Lj\F;b,PBAC:gﬁg;&;;pweP,uig_k Godrsy s A,
elosulfase alfa /o % ¥ 1 7% B A Ml e & q’;‘;f;} ,&%m;’%, R d
FoRE o A ARFEA RS L ;’rw‘;éie%: o #TI > L R IER T
?\‘A o

(3) ® R NICE

2016 # 9 % 29 p & NICE 7 >4 > M4E3F “vimizim” > 2 E#@s £
TR W ovimizim ST AR 4 (HST2)[18] &8 6 1 o 4 o 1™ K-F BLiE &

ERRLRFIERY -

o g5 % RR 2 1R 25 % (standard medical management) -

2 g P T NHS B2 F 2% elosulfase alfa: e £ B4 & 45 elosulfase alfa /5 F 3x® = 3 Managed Access
Patient - *£ /& &* Fodedpipit2 b REGF I FRFRATEFM TR Z 0> 4] NHS & 7 TR A fogpli®
* o kY TP 3TIR S E 2 [20] -

"> BMNL10-502 5 #-$$i8 % MPS4A i 4 6985 5 » & MOICAP Rl 5 A4 i 2 MPS A 7 4 aivit gy iS5 § -
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(M) %R §E

B0 B B A #47 Managed Access Agreement #5355 0 £ B € 2 3%
% Vimizim(elosulfase alfa) /e & 2k % pEe % 4A s 4 g R *

(2 *3F#

LR g (015 8) ) W HEG B8 = MPS AA LK - 5 &
;/; /\&r}3/(o

AR EFRATHBERFEFTA-VETH IR 2oL L
I I]i§4 BRETRAFFOLL A O RF RN AREBR
&% 5 & 42 MOR-004(% = # w‘r :25%) ~ MOR-005(004 5% 2 2
W 322) ~ MOR-002( 2 B &4 2 | £ 3 £ :5%) ~ MOR-100(002 Fé
B2 i RS S MOR-OOS(%: = ¥ TR5 3#E5%) ~ MOR-006(% 3% ;
Ed) 2T k2 B 2 Es) 2 MOR-007(F 006 2%5%) -

(4) 2F 63 8RBT HER)

A LR i TRA % T A 2T R elosulfase alfa e »c™ -
AL BER R B Ia R Ao

B. 1 & focdiiR A4 FIEHROMWT)EE A L - F S
(surrogate outcome) » e £ B € 25 0 2R B R L
¥ F R I}ia e (6 R AT - FRA e

C. & gs 4 ik &dpd s &% elosulfase alfa /ot - £ Ak e
;_/r-r-c'?’%;'—grxa_ o

D. 2R fe4k gﬁui’.f}ia A B plE £ iE elosulfase alfa sic z > e £
AV IRA &R L R radpte s - TR L R gk -
FEE A RERE R A TR 7 I RERR RS
BHEFERB A REFLFDLE PR G A R

5lenig v o

3. LI THEAN

M T 2 s A Al B E 3 B - [20] -
15 4 b (OToh SR5R 32 AP FER AR o S i e RIS T Q)R R R i e R R A b
T 35 0 21 5 (W S i M ey o TR FE A 4 T (18] -
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1) x> 2

~4p 4 * 3t F Cochrane Library/PubMed/Embase 7 + FALE 2. = j2 3
e

1T 7] PICOS fas H0F X2 » W& 0 £ AN S RATEL FIEET 2
Ji 4 ¥ (population) ~ i 5 = 7% (intervention) ~ 5 »< ¥+ f& & (comparator ) ~
Hereikl £ 4p 1% (outcome) % 77 3 K32 = 72 (study design) » H 3% i =+ B
LS
Population K PN SE .

Lk (% {4
#’ /'"7'Tl *

DM

B PR % 4A G

)

Intervention eosulfase alfa

Comparator A%

Outcome AR

Study design (1) Jxiepr= )I% W AR BT ML L A TR
(2) TRA R

% pe + it 2. PICOS - i i Cochrane Library/PubMed/Embase % < }gk?ﬂ—'i )
%2016 & 10 * 3 p » 2 (eosulfase alfa) #a i 1 & M43 2 F30F » &
R oL ghid - o

(1) #=x3%
A. Cochrane Library

% Cochrane Library & F > 4& » B 4£5 “elosulfase alfa” & > ¥ 3] 19 1
Ao Hd s g 4 2015~2016 & H573 15 B @ 7 14 K TRk iRsk N
(trials) = [ﬁ% MR - B T 3R 4 (Technology Assessments) o 35 i ik £
FARREEE L RS =5 = B [21-28]7R 5 50~ it ~ - F
#Uﬁ;—?{ & FEMERTEY A B A scawE g 0 112 NICE £
E- U A G RN ST Fhp =k ? & (Southampton Health
Technology Assessments Centre):g {7 il HiF a8 2 o 2 KRB LT IRP
BT EEROEDEROCRTETH 0 M TR AT LA 222}
[22, 23]F7 31 € 4 & 5 » o

W24 Cochrane Library s F &% » 9 x» =2 B = )];Je o
B. PubMed

% PubMed 7 > 4 » Bl 4EF “elosulfase alfa” > + 73] 105 & F L o
FE-HET2015 %47 2 5FE FTHESA ztﬁm?/,% v P
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%@éA%%%ﬁ%ﬂw
FR P PR A LA

12 FH o iR L TR 4 R R '»#\.3]?\)%{???‘)}%3@—
uE Yo “Lr#”f-‘ﬁ » & % £1 Cochrane Library 3% % % €47 1 2 % 3t
o

% iz PubMed e prio® o & A~ EAGRS A
Embase

% Embase 3 F - 4~ B 4¢3 “elosulfase alfa” » £ 73] 90 £ Tl o 4o
BiE- HRCOFFWIFLHE S M E 2 5 400 2015 £ 40
2 {5 ehe gk PIAEH PIT L TR 0B L FERSEL RGO £
_ }Lé; [lZ]T;‘?'}% ?é‘:%?‘t"ﬁ‘c [;JV?J;'»“F‘ hN »ﬁfﬁf o r_«’l—i—#k B;% ﬂ y & /3\ _'fi’ Cochrane
Library 2 PubMed 30 /g % €47 11 2 2 2o dp 4 22 A7 o

2 & Embase e~ [I;Jc:};%;’f I N D }F*Je o

¢4t elosulfase alfa * »*7 4k % pEge % 4A 3] ¢ - 2 38> 2@ & Cochrane
Library ~ PubMed 2 Embase % % + T4 & > 12 “elosulfase alfa” 5 i &
MatT - HFF LR R A e gL 2015& 40 1p2 g
K .,ur}v/*w«;ap/éfug A '?;%}% Ekape Ev‘fgk EEE29 L FTH o FiF
S NN %H»E FEREF =7 ‘I}éﬁﬂf’v/fﬂeﬂ‘%ﬂfﬁi BARARH -
B¢ s F[22, 23] £ 2015 £ 2 i 4EE o ¢ 2 2016 A4 A 2@
[12] - s o 523 F FORLAOF b por A B [12, 21]% prie- # &
B0 At pl =t & ,uf’}?}*kjﬁ"ze . Sl c kS - N-F- S8 £ ppmfﬁa’f} o

E0 R FLE R TR o 2 R A AR R Hendriksz
& 4212016 # ’f Fe Y [12]» % & Rt W o3E% MOR-005 L_Pé%; ¥ 120

M ’Lf@l%?iojl—r%—f_ﬁ%;}’%iy “.Fm)\t_’l‘]?)gk,l,l|7//«:,‘;'o

Burton % 4 >+ 2015 # & “American Journal of Medical Genetics” #p 7|
w4ty o A48 5 TElosulfase alfa & #87 F & & * 304k % fEE ¥ 4A
Alie R g 2 rd Woanfl - AT A R B AR R [21] -

TR -BER R AR B2 R B AEERE% ) AE CFE s A

e WA BIRkERY CEF 3% 7 ZFOERY 27 Fhi &
e R B R T 166 Fnt W o o B R s S T
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BEHET Y 200 2% s AR FRo e B ML EAIERES
4A Al A o A ARAERS A T F 3 E o THE %S elosulfase alfa 2

.

TrReEdN 4T e o

i & pocdp iR i 3= elosulfase alfa @ 87 I &2 g 22 > = & oz
@%ﬂ@:ﬂ~¢£ﬁ TEERE(BMWT) ~ = & 48 % 1 p|3#(3MSCT) ~ Jk
RAEFTZRBEBKS)Z E ~ TR SR R o

£3 25 B A iR~ 3RS o 2T RILHBEF > T ABERIH G 4p

Mipgky AN aiTd 2R FiEE 2 74 £ %5 elosulfase alfa 4

E LR I OMWT 3R & 0 hidsk % 24 (s end ez

oo IR Arid 5 e A BMSCT BIFEE &R G e > Fwmicdpic &
T oo Bk KS ZRBIRBRE RS EL &S FRREEE P AT

elosulfase alfa = B & & 2. B cns 8 %

% w ~Elosulfase alfa & 87 & # & * >4k % fhm % 4A A5 F onk 3
e (3R% % 24 F R A AHE T R)

2.0mg/kg/week 4.0mg/kg/week Total

N=15 N=10 N=25

6MWT distance change from baseline, M

Median, interquartile range 1.4; (-32.1,14.5) -1.2; (-9.9,5.1) 14; (-29.3,6.9)

3MSCT change from baseline, stairs/min

Median, interquartile range -1.3; (-5.2,5.3) 13.9; (5.3,25.8) 48; (-3.6,11.3)

uKS change from baseline, ug/mg

Median, interquartile range -4.8; (-11.1,-1.2) -8.4; (-14.9,-6.0) -6.3; (-14.7,-1.9)

4.

R L TR

B p = elosulfase alfa JH2RALAIFTATE » S =X EFFTHEES B
BH AW E Tw 2016 & 4 0 EmELamp  uz TAL 4
(Vimizim) -

1) $4 & wp2016E47 gRFLLAD | F& #4202
P E TR B BRI A PR BT FA o T
Hendriksz % 4 *+ 2014 # % 2 e"MOR-004 3% 5 % > 12 2 Hendriksz
£ 4 4 2016 £ £t MOR-005 25k % (fods wy it

7 k3t
= Z =

BEARZ A R 2 RGP & ¢ s it % elosulfase alfa 7
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,"-L.
f‘% AIRY
=23 é %E t‘ (A

(= AN

%liié éi§ R
BE BRREM(S 16 7
FAGE-HRETHIEELSL

) o B R IROE

"f ’% ¥ &4
‘ Document of
e LF-STF

i S 52

l‘} /j LU k3
%EI&

v

k)

nE z‘*;}ﬂé"‘ I8 3 i W@ AR 0 PR— BE A T 1?7]?@ e

% 4 (reimbursement)”2_ i £ o *t L“r T B2 T E R
S

Y ”‘{/\li ]%*}F{'
N2 gz R E

“4e £ % CADTH 2
#rh

» & TAL % (Vimizim) |, & & » ] #
» TRk E TR ﬂ:ﬁ’m:}/%,_{-ﬁ /;3?\,*‘ .

73,_1._\;: o

»ﬁi%;‘}'ﬂ s R N — D AT ARy AT

/k% i‘|9%"ri‘a7

=i
R4 i e [1-13]

(1) Vimizim(eosulfase alfa)
BEFFooVIMZIMEFGO IS FTRERENZT PR 0 Ao A7
RTEEES TR ER

,_;: 1=
; AR > vimizim ¢ EEFF L s

4A 7] -
BT AT adnr s AREEEFRT T F A5
Foar g LR TER A AP

oo T<b ez 2% e
i

Vimizim is indicated for the treatment of mucopolysaccharidosis

type IVA (Morquio A Syndrome, MPS IVA) in patients of all

Lidlia
EMA
ages.[1-4]
Vimizim is a hydrolytic lysosomal glycosaminoglycan
enzyme indicated for patients  with
IVA (MPS IVA; Morquio A

USFDA
(GAG)-specific
Mucopolysaccharidosis type

syndrome)*°[5, 6]

Pediatric use: The safety and effectiveness of Vimizim have not been established in pediatric patients less

B g

than 5 years of age (8.4)
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E’]@/Z‘A%&%—% Ak
FoR AR R LA A TR

TFDA | B % LA pF 4 - i B 5 40 5 pb ¥ 4A 217[8] -

(2) Vimizim i & 72/ #5%[1-13]

5w /'*“‘47”’? hEERITEFERLDELFL N EANPOT
PERLY PAEF B AR FESAM TR RS N 5%,

¥ e 7% = iRk Rg% 0 T MOR-004 2 MOR-005 - = ﬁ - %
B2 ~uEs e R X ERER - LY 24 0% Z B iRa R
o |é—"FfEJ IR R SBRRE Y R PHPFR AL D 2408 -

A BRI BAG LD REREY  FIRAZZRE -

Fio ks MOR-004 3 & h » #0432 $40 7 & « o Tk 2 84 & 77
R & ARG PR ¥ AA R s 4 o ip il 4 e 4,\4'7‘5 7 IEHL(6MWT)
G2 30~325 T 2o @ P o W ()P A AR SR 0 K AR
£iEG e B AR B E X T e St Ll et bk
IS A I U T 2 o RS 243 o

2

F 78 E %S 2% 5 elosulfase alfa # 7% ﬁﬂ, i
TR E %S 2 F 5 elosulfase alfa ## "% #5712 ; &

E

LR HARE Y BEY 00 XEE A S BH
FEAL N (v o X Ry ondp iR e 5= K TR F$(3MSCT)$rf]\,.:z L%
Rt B(KS)z 2 e it o H U e g o Ripiha 3 W H RGE -~ 2
EETEGE X 2PAMERLR L AER T 24 & R F
elosulfase alfa & f&#| € ¥ > 42 amf &R o

23E G 17 BRRIZ BRA R o Ry A RS T MINA S 5
A RAEE D Az BREC O o LR RFPRHE S RAPF -

MOR-004 p » £ 176 i % 3 4ok 3 a0 3%k > % 1M b 2 B AR
# 2. MOR-005  # 3% o

MOR-005 5% % - [t B R A S5 %5 > 7T E 2 % & elosulfase alfa

V RBARSEFRT TFARARESFFHL, S TEFAS B Fusa o elosulfase alfa t (<5 K iirg 4

% ey sy A2 [14] -

oA R A W - AR & BB RA(MOR00L) « — I 5 12 1 fesk 2ok (MOR-002) + = 5 5 2 1 fosk 3#
5% (MOR-006, MOR-007, MOR-008) ~ & 3 % 3 ¥} T/ 35 (MOR-004, MOR-005) » 11 % — 3§ § o « 2 B 4 4t 2 1 0 33
% (MOR-100) -
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%”Réﬁ%}'w B R & J‘rff FE TR EEL 2 % 5 elosulfase alfa # 7%
ﬁﬁ?]/ll‘f_ ;pé"ﬂ RiaiF R d‘m/r}?’fﬁ—}\‘ » T2 7\!-\-‘: E’j’?‘}' Bm)&’é‘jﬂju
1:1 v 5 s &;ﬁ:"{t&/’a\/»\i FiES e - & MOR-005 % = FFf » B ix

% MOR-004 2% 2_ B ¥ &2 47 5% % > fraad ik i elosulfase alfa #| £ 5 #
FESTHE2F o AT - PR R Féﬂ SR L ERF R MY
L

F r

I < *;ca‘ﬂ B R R *sca‘ﬁ 22 MOR-004 #2%iple > £ B 2 Rte
* > MOR-005 e G 4E b o % - PR RS 2 80 24 % > 5 - PAEZE
HERRE T 216F 22k 19 B 737 BiRARH T o 28 AJE R
B LML T L aEED AZR -

m @ j\r—"‘-‘ y I\ Ire——: u 1] [VEaS ;ﬁ%}é’—% : (;3—37&%-{1?%}_ b'ui-fF)

MOR-004 5 4 » 176 s 3 » £ #6557 A2 B » BT + 5
5~11 fchizd o 54.2% 5 & 1 m}% Fgberz -5y 173

ZEEEr LI 24 5% ~ R 2 MOR-005 at # 5% % - rf s 2
$ip o 218 0 F 169 £ it~ MOR-005 2 B R it 2 % = Iff »
Wk S L 5 240 iF -

ﬁ’f“\' >‘1\ ﬁ‘

ER Y 5351
6MWT

R R 24 B A o R E 27 E 2 % 5 elosulfase alfa
+”‘<$§J;‘i m & L E X3t B ¥ g2 iE [mean difference, 95%ClI: 22.5(4.0, 40.9);
P=0.017] > @ = [ — ¥ %5 elosulfase alfa e LR &2 & A 2 4piT o

% % 72 ¥ 7> MOR-004/005 :#5% elosulfase alfa i iy &2 A # @ 1

A B AES e 4 (MOrCAP 225) 2 (7 B3 e 2 ¥
# i [mean change(SE), 95%CI, P-value: 45.2(11.0); (66.8, 23.6);
P<0.0001] -

R B 120 3 chA 5 % 8 T2 i ehs 47 % % 2 % — 3k [mean change(SE),

L R A BB RASEER Y LTS A R oo RSS2 WEE A IRt i R B AR S IR R T
7 PR R o PR BT o X e R J’ii‘]’ui‘ﬁifa: st ;;k;‘{ A el 2molkglik s - B oo

& MOR-005 #5% ® » & &% Fé‘ﬁ THEGEEE 2THE 2 % 5 elosulfase alfa 2 eanpr 0 ik gR B W R B R B
PER A E 0 A RAFEEF 36~96 k2 o

LR EEE 404 o H P 511 A4 a3 % F#le 15 4 & elosulfase alfa FRit 6+ - = 22~ 14 4 44 % 3 elosulfase
alfa# x4 - Sk o

20

21

25/40



105CDR09032_Vimizim 5mg/vial injection _0J 0 1060112

LR St
Fop LR R LA L A

95%Cl, P-value: 55.1(14.5); (83.8, 26.5); P=0.0002] -
% & ok
3MSCT

R E 24 B A e 4pt > 3 B elosulfase alfa 2 ehd sy A B
BRI EFRE o

RS % 72 i pF > MOR-004/005 £ 5% elosulfase alfa ‘= #icdy &2 A & 5 1T
BA o SRR e Uk 4 (MOrCAP 25 )1E 7 4 vt > L S B
#2 ¥ [mean change(SE), 95%Cl, P-value: 6.5(2.0); (10.4, 2.7); P=0.001] -

R S 120 3 chA 5 % 8 T2 i eha 49 % % 3 % — 3k [mean change(SE),
95%Cl, P-value: 8.2(2.8); (13.8, 2.6); P=0.0044] -

it KS ¢ &

Y 24 kP B A edpt > 3 B elosulfase alfa & e I % B 54
EERE > P UAEEE 274 E 2 E 5 elosulfase alfa %Fwﬁiﬁ&,&%
TLdF [+ 3 2mg % mean difference, 95%CI: -40.7(-49.0, -32.4); I& ik
2mg %.:-30.2(-38.5, -22.0)] -

S % 12 P> MOR-004/005 :#5% elosulfase alfa ‘& #icdy &2 A # @ T
BE o 8RR AR g A (MOrCAP 32 5k)ie (7 F v > B S i ¥
# i# [mean change(SE), P-value: -56.8(5.16); P<0.0001] -

S 120 FA TR R B T2 A% 3 e - R 2RI KS
£ P 72 ¥ #HciEE - "% i< [mean change(SE), P-value: -60.9(3.77);
P<0.0001] -

2wk
W3 3 RIS
FVC(* + %5 §) :

R % 24 3 pF o A B elosulfase alfa . ehd B e A B 5 & o
LR LB AERTRT
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B A FEL K O
f (A /4- N
PR AR AR LA AT A
B E 238 120k 2%k e - KoK ;é—‘ﬁ I FVC & ¢ ik

#_ o 5 i > % £ (mean change) » % i 0.054(SE0.012)
0.076(SE0.018)= -

FEVI(% - % 4 et 5 £)

HSk ¥ 243 pF 0 3 B elosulfase alfa wend o o H A 5 &> Jage
TRA e LR AL RTHY

ok % 72 3% ¢ 120 ¥ e 47 % ¢ w - R MOR-004/005 % 3% %
FVC & ¢ L # 8 5 & » % & (mean change) » %] = 0.039(SE0.011)*
£ 0.053(SE0.017)= -

MVV(E& =+ p i 5 £):

P F 2433 > 5 i elosulfase alfa fe e B e H A @ 5 i1 > ey
XA AR AERTHF

ﬁﬁi71%*HO%*»%%%%@—ﬁ,wmommMm5£$ga
FVC & % sk # @ 5 4 > :c% £ (mean change)4 %] 5 1.78(SE0.78)< /
A 452 1.80(SEL.04)= /4 48 o

2} oL S IR
a2 rr'\;'%?’;;'\:'

R 24k EY MPS 2 B RFFh 20115 % 0 A2 72 F#
wh(domain) s =g » W5 - MR R EE 2T HE 2 25
elosulfase alfa # #% %]/ PERRIFGHF AR AER TP

hoERE%Y 72% % 120 ko4 E S 6 iy o

BELL 2 AR P R 2 R A o Y R MPS 1
A R vk kg RRE g v A ARE T [13] -

% 2 if

MOR-004 3% % 24 ¥ pr » 176 32X ¥ X § i im A 5] 5 $ 47 2 %
BRI B AZIE 90%:nE K L ik o BT F g
FU R - LA AF R e AR S BiE~T R -
Bk 45 5 5 HE(3096) el (3196) SR (26%) s (24%) ~ 7 (21%)
£ elosulfase alfa % 2% M3 L e GRS AR F (72% vs.
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R B
F R S

61%) - elosulfase alfa ;5% & =% Péi ERBEE 2 2 F 2 (SAE) bl |
A 4B (31% vs. 11.8% vs. 3.4%? )o R oEie i ¢ Fliof #Ed o= o

-

MOR-005 2 it 35 (£ I 96 )4 % B » 38 F % AR 5
MOR-004 &5 4piF » i § D ILATeHE 2 F i o

%

(3) L& Fh AP w2 % i Eik[16-18]

R 2016 # 9 1 29 P 2 B ATHOF B % 4o

B £ R
b £ % %%;2016&4’9 20544 ﬁgq%%‘g‘q*%w’i@i%}’ﬁ%“%
(CADTH) | # ~ 2 = — 38 % & i Yi(registry) » TS R
[16] mT 4R g & ,g,\,:* 1~‘}23 °
phiRA FRPpb AT 4 302016 £ 3 7 (»PBAC €30 £ /B
(PBAC) | M3E& Jx§* Vimizim i %2
[17] Z R é3ns e WhanEpmd ,‘é % > 7 elosulfase alfa ;5
B ERERAR AL %E D AP A g - AEFH
B et 2 o & F4% 2 (value for money) -
| 11952015 % 12 % 16 p =4 mafﬂ 51 &R F & 3417 Manage
(NICE) | Access Agreement®® /= » 12 3% % « Vimizim(elosulfase alfa)
[18] | iE5 45 pE% 4A A < iR B -

(4) THFFTHEXFLS
# 4t elosulfase alfa * **7 4k % pEae % 4A 3] 2t - 238> 2 & Cochrane

Library ~ PubMed ¥ Embase % % + 4L & » 14 “elosulfase alfa” % i &
l“a:?izé—?:» CWEFTH LA - EF AN 2015 %47 1p2fiih
- “‘“MQ){J‘W@F‘/““PA"\’]"? = e B ?‘)E& HEFE29LFH 5B
S N %“i*’#ﬁi&‘ié BB A Y ki %ﬁé For gt
Sud < FH&% AL AR L O R EHRET AR

2 i e Hedy 4 elosulfase alfa & 1% 758 — = %2 vs. elosulfase alfa Fg i i - =< % vs. % @ #H e
23#2'%;; CADTH 22015 & 3" 25 p i i A 2 E 02 $REW L2 A § A T = 8h2d 23817 1<$\ Vimizim(elosulfase
alfa) v 5 2k 5 pE% AA AR A o B (DA #%Y 0 2 M) FREE S I L REL AL T 2R (92
AABERRIROTIOL B AE A F LR Q)TRA F5% S F T A KT elosulfase alfa ¥ 2 L H v TRAk 4 R o
4 1995 2014 & 11 7 22 4R > A0+ elosulfase alfa ipf TRk B ¥ o F F A FHET > ApM 2 A F =R
FELR g EZEL > F PBAC % i elosulfase alfa -
F % % “here was sufficient basis to conclude that treatment with elosulfase alfa results in a small but meaningful clinical
ll’l’lpI‘OVGI‘Ilel’lt
R P 3T NHS B2 28 %6 1 elosulfase alfa > fe &> 5 4 8 & 42X elosulfase alfa i F 32+ = 5 Managed Access
Patlent ) "f BBREY Berdedniftz b T ENZ %5)%}‘»; A T AR BE 3G = =0 > 104 NHS wiﬁ"# WA piT
o AERY P ITIREE L (2[20] - AP i\ﬁrll%?}lil— , a‘k@ Y- o

25
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AR 4 FEE G
PR P AR A A A

B RFL Y STRA R 2 BF AR o 47 Hendriksz
432016 # o & R [12]) 0 & et ¥ #5 MOR-005 &id s % 120
RS AR A TR 0 N ARE R 1 RERP 0 &
Moo P BRI e T R B Y - g,&pxéng [ B

Burton % 4 >+ 2015 £ % “American Journal of Medical Genetics” #p 7|
# % a9y - A48 5 PElosulfase alfa @ #67 F= & * v 3k 7 pEuE ¥ 4A
As R in% e WMokl L - EAE A R R R s [21]

TR -EER CERA R B2 R AEEREK ) AE CFE A
R RN BIRAEk? BT o Bohe 7 2GR 27 Fhi &
oo R Bk 3 166k ehut W Hp o or Ede S R A s (T
AT 0 200 % s AR BB irweHBE RS EAIHES
4A Al g A oo AR A R T R R 2 T E %5 elosulfase alfa 2
TrRENA4ELE

i & B oedp ik 535 elosulfase alfa & &7 fe A8 0% 22 0 = & fok
HERRLEE 0 2 A 4 7EER(EMWT) ~ = 4 48 % |3 (BMSCT) ~ A
REFRAMBEBKS)ZE I S E o

27 D EHARNFER B 2T F AR FYE T ARRIE E 4P
MiEzeY AR p PP FFEFE T HE ?@ 4 elosulfase alfa 4
T B LR E N OMWT RIS % 0 AidB ¥ 24 ¥ 15 i M A A B 4
oo iR G g s e 20 BMSCT Rl % Rl G e o dmiichide £

T e Bk KS ZR2BIRRRFEEL & FRREE T AT
elosulfase alfa = i & & 2. ¥ cnd {43 % o
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(=)~ 46 AR FRPHTRFL
1. CADTH (4 £+ ) [16,19]

Hipse £+ % pEH 5392 | ¢ (the Canadian Drug Expert Committee,
CDEC) *+ 2015 & 3 7 25 p % # S % 223R[16] » A 30 f oy £ 2 & o
elosulfase alfa ( ff £ 4 &) ¢ % © & 2015 & Vimizin® ¥ # #3542 &
o H fptdee ik -CDEC 2016 # 4 7 20 p £ =x 2 # &%‘r%;iﬁ;%[m] ’
FELF RS PR iR A S PR S AA AR A SRS G 2 ) F Ao T

B # - > A2t & 47 (cost-utility analysis) » vt i A& 522 B i L 4R
2 (best supportlve care, BSC) 'the A3 s « AFH R 2 5% & (358 ) A
BG4 &£+ F 2 R f (Canadian public payer) o 4 47 #-3] ¢ i dpdmth @ ¥ Rk
TRA FABEERE - 2477 272 % $8ci 44 MOR-001 B4 7 ~
MOR-004 2 MOR-005 Ei;?ﬁc g‘é%;ééﬁz:}fg o T AT % L A FApdt BSC o
FH 4 1B QALY B3 5 €% 170 § 4% o CADTH % 4c™

(1) F1* = » 484 _FpIE (six-minute walking test, 6SMWT ) ﬁ:ﬁﬁ;ﬁagfg*ﬁ * Fx
T AL APBRIE B L YR e & dnddy o

Q > EXRE LR f@—g (multi-domain responders) ¢ sa3% % £ 1€ 2 Ak
A3 AT

(3) M A FnE Wk = K4 R A

(4) B P PHEE D EEPR R AR B E e T TN MG ki B
2 Ao

FEw L B R CDR BHA] P 2a® E 7= 5o NEMEERER
B EXR BRSPS TSR T > A S BSC ehICUR 5 318 § 4 %
IQALY ° % & i ICUR 43+ 100 § 4c % /QALY 38 » RI 3 iRk > 97%:h 4 5 2 -

2. NICE (#®) [18]

% Clinical criterion: Patient has MPS IVA confirmed by diagnostic testing through enzymatic assay for
N-acetylgalactosamine-6-sulfate sulfatase (GALNS) activity in peripheral blood leukocytes.

2T BSC defined as symptomatic management with medications for pain and infection, and surgical
interventions.
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P11 = /\pgi:érr'ﬁ%“‘ I\
$ o A A A

NICE »+ 2015 # 12 * 16 p % # elosulfase alfa 2. 3=z 3¢ £ [18] > B2 FR 4R 2 ¥
A AEE PRS2 AT B RRROE § AR LB b A HE
% (managed access agreement) 1w T > NICE 2 3% & 546 1 * 3+ % Mg S BER 5 4A
A R oo M EAGTR IRA 4eT

s ¥ 2 - = & %% 4~ 47 (cost-consequence analysis ) - +* # elosulfase alfa
2mg/kg/it ¥ p @ e gr 2 ik Ak (established clinical management) # 3% /r)%
A FERE Y AA :J—m%\ AdLF o EAGER P hB ¥ £ $7] (Markov model ) ¢
SRR R R DN R A 2 R iR L 0 R g '—rfL
F o0 ATAIPEEY AN ARRE o WA RIS AA TR R T
i.;uz B FHCR] % MOR-001 L1447 7 o A{s P 2 8 2 » — L —=0 05

% o 45 NHS % Personal Social Service (PSS) BLELA 17 > & A 2 B % chE 710

b 15% -

o BT = BBk B e B 135 MOR-001 L1487 7 ¢ 5 B — B 4eihs o
JEAR R Bt i v B o 95 % ReE3R 0 % established management B e B
JEE R (asymptomatic) wH T EREY % (nowheelchair) 2 & = & ; 28
A i B R #£ oo R S Sdicd & 195 MOR-001 L% 14
3 2 MOR-005 i@ Fia,%; Poenfh s g s 2 A 4B A ER PR (3|x-m|nute walking
test, BMWT ) 2z # 4 p=it 5 & 2 % (forced vital capacity, FVC) %4/ 3 %% 2 #k
e o ARaop BN S EF (multl-domaln responders » T i e BF ¥t
M4 MG Y g itd ) TEAAMAT SRR EET (BT
6MWT % FVC);** established management grmfg 25> 3 - & (single-domain
responders> " 5 W tmt 4 S E G H - 5 oecd ) R § G B0%nE tiE R o F
Bk ﬂ\g.}m;}i; BAr—H A 5 4p Fe e057~ = > established management e 5+ =
FRLAREF3.03% 0 4 /éw;‘r (quality of life) RI4345 7 e i Bk e m 2 >
IR RZFTEFEG (fiEHmGERY ~6MWT 2 FVC) dutd o ¥ ¢ #77)
PR AR B BT A R R R R o

WAl ch Ao i (BR2ARF) L2 Ap> & (EEPM &)
Ty oA RHE B w2y 29T (patient access scheme ) 373E (discount
agreed) » e 1345 MOR-001 Jo 2 2/ @ R enT oM £ 8 h mié * HE >
TEX R - BRERESRBRLEEST S0P c BEAPM & &5 - SUsk
ﬁ/r’%‘ EL R L gE2_ A ko #F‘Fﬁg/&_amléq*’%‘—t Pl %% & @ R “/T‘L“" ek

REREE CpLhTH) Skl =~ & (RGERER L DFEE ) P
fﬁi\i?”ﬁ 50% & 5 B B EGERA o HAY AR AIEY A4 ha A o

» H A A 47 ek % B ot 0 established management e ehs A X 5 60 @ 4
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HBz  F RSB S
FoR LR R A A TR
9.75 B QALYs; # g lmchd A 4 140 § ¥4 » 27.93 B QALYS o Rl “ifk &
AEEPATIORRF B R R TR RITIG RS A

PP RT TR L S ASEE > AR RN

(1) 3o0F B & 2 gAGT R @ 90 % SRHEA] 2 S f AR A R Y
BREF AL A1 FHFAERRLAR

(QAMp TERE AE7 NERT EAL HEEN ) LG RELD LR
R e
L

(3) i B s f 5 % B 2LRE S A ki 2% MOR-005 %457 1y %
W AR D o

(4) BB B A 53 ¢ TRABA NI EST, Bi T EBBFEL > LR H
ﬁbpg};‘;‘—\f’r’\}? iﬂﬁ.?ﬁ\’ -;ﬂ:\ ],;’

G)LEFILA r’rgiﬁiffl%,wL’xﬂlﬁ?gbma}.;ﬁf;ﬁ; it o ¥ » ERG
RITHBA 1T 0 BEK A 51 42 established management 4 % 50%p i+ & i 0 @
L bAHL AT BR ARG R 2R HTET > A ST QALY H 4
§r R R

6) ApELEREIBELSRRBREETNF A § HRF D 7 2 KR o

(7) BE>s % 0] P eniE B A B R 0 A BiRE P R ARMERT 'L A Sk
%@ﬁ%@é%mro

3. PBAC (:#£) [15,17]

B E AR 4 B ¢ (Pharmaceutical Benefits Advisory Committee >
PBAC) A w3t 2014 £ 11 % 2 2016 & 3 7 2 F A 5.5 = PBAC ¢ k4% 2 [15,
17] - & == > PBAC # *t elosulfase alfa e fg/ f 2o 3 ¥ & i A BT IET > 2
SAREREVAEGRAIFERAZRIAEG P AR R LR §HR

B oo AR R L AF LR LS AREM LR
RAFETMH &7k FIMEIIES v]’zf 02014 # 11 * an®i p g &
2015 & Vimizim® Pﬁrfyﬁijigﬂlfg’ FL o At Ty it 2016 & 3 P g AT G IR

AN N

BB A RRBAR D - Y Y RN PERITB R RF R P RA
Se¥r AL 5o (standard medical management ) * 3N s AR § pEE ¥ 4A Al s A
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S
P11 = pg ’9‘% Ak
PRERRG S e

»e* & 7 (cost-utility analysis ) - gz ¢ % &5 ¥ % #73] (Markov model )
¢z "3 F@ﬂy ;@‘F}f‘%ﬂy 2 P SRR RE - ~37825 50
£ f =X PFRe A B e R R8N 57 5 24 ¥ 55 MOR-004 f25 38 5%
¥oeb o 3t ERE G (overall survival ) = & > Ba s % % galsulfase v #2855
(standard management ) * **;55 &b % BEE % = A eh % %% v+ (hazard ratio ) » £ 9
¥5 * &2 galsulfase ¥4t = &2 48 4 B2 RE (BMWT) hL B T igge o A 478 %
BT o A SARECOTH R > T4 B QALY 0 § 5 7T % AZiE 20 §URM o At
RREAYTP > 2378 & (time horizon) ~ #F3& = j# (extrapolation methodology ) ~
#+ 100 = = # (7 #73 se 2 @ (utility gain per 100 metres walked ) » 14 2 #€ &
Hard s b b i s S IE S o

ST rw =% R ¢ (Economics Sub Committee, ESC) #Fut ‘g™z i1y

T A BT

(1) ESC 225 AP 50 & £ 4 % 4 3 & cho

(2) & % & 24 ¥ 7 MOR-004 T/ 3¢5 8 {7 50 & i »x b4t » & A #4305 3
MR PTG &

(3) B 95 galsulfase 48 5 /B 8 (T4 1 2 5% > FIob 8 A ¥ M 5 5
B4 LA FEE e

(=)~ Mg

BRI R AR 2 4% 2015 & Vimizim® F o
PR [24]7 st T EAUREGH R BB RiF R 23T > X
BEASEREHGR - ERFIE A EF R fgfmﬁﬁ VT EPN R AEA B
92 12 B ZREF N5 136B~1 166 R~2F-Fp5HalAs5
FARRTRA S 2 SO B ERER T L A SR TR B H D AT

Lo RREY A EEF ISR f FER K AR Ao Enp G
4o R i

(1) 2HEFTRE- 27 8L EpLRLISR -

(2) 1345 Lin % % 5 £ % fx[25] > >+ 1984 i 3 2004 i | > AT s2enak 5 pE
B 4A“’J7‘ 4 & 1-3";1“1@“ 433 4 g N st 2010 £ 3 2014
E R 24 1,002,400 =A74 2[26] 0 Flp G ET AR E 34k R 4A
) hFT B o
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P % f%&ﬁ%ﬂw
> B
T PR R A TR
) FHEILHEAMNMES - £ F-E2 S & FREREGET &
L I R xf_-}]%,% e r A5

2 AEERED RS EE RN ASE RSB 1 EETOHE 21 2
THEMTTHE o F P’ﬁiﬁxllﬂul—xil“?}ﬁ'@:“"‘g » B j\r'_&}iﬁd%
M5 1361 166 H~2 o

R L R I UL S 2 R ok

FRL R GG S IR RODH DL LT - L2 R
BRE A FRLNTORNE ARG T RE T S AR E LY i
i3

(—:—) N 4—/&’;'\? “;;4\'7

1. 4t 4% CADTH- R NICE 2 ;27 PBAC % # 224 A RifnTiz &% » f 5
HFEP FAoT

(1) *c 4+ CDEC* 2016 4 7 20 p § - % 2% h SemEidF 2 A1 0
A A EE Y SR AR S PEE ¥ 4A A :Iﬁ,é,. o CDR ¥R T4 L M ¥ A &
R AT H ST BRTHCA| P gkt B - Ko 2 EATT AWML R
Fcse (s o A it it 4 Bk chICER o R AR 2 8 0 170 § 4%
JQALY ¥ 4c 1 318 ¥ 4c %/QALY -

(2) NICE*+ 2015 % 12 % 16 p = F A &2 (=R 2L 27 L &5 b &~
% (managed access agreement) s T s iE R A XA N EE S R ¥ 4A )
PR M TR AR A RS AT 4T 0 PR o (established clinica
management)enig, = & 5 5 60 # 43 > 9.75 B QALYS; & Fenid = A L 140
#F4552793 B QALYs £ B € {30 A B & 24597 * 0 2 H & Tk o
LI A B R B R TR R A S el o

(3) PBAC* 2016 £ 3 " % - = 2% h g 42 » L B ¢ ¥ RF ¥ - =

iAo AESROE TRk L AB LB LA ARE L F R

FERMA 2 P ARG et o R TR A 2 A Aan A g

¢k FoAp Ot R 5 50 ICER 3 AZiE 20 § 2% /QALY - ESC 3u i #03 ¢
 Dfrrcobds ) 2 TARHEER G ED R ZEF 3R I -

2. f:é;;;—‘ﬁ AP ATIR R AL TR AR 4 2 & 2015 # Vimizim® %J;é:;fi#:
ALY TR TENREG Y BB R, 23R TR D o X3
%i&@ﬁﬁﬁ@ﬁoéﬁﬁﬁmi§¥$%%%$ﬁ’EEP%¥$§&
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B 91Nl iz ERFYNE 136 ~1166R~2F - Fpna
BAEGARRPTRAS B2 &0 FPLEREY YL AT AFEL R

PAEERF RN OHTD IR BB S T SR BRE S LA
SAFGFRA TGS ASMEL P E LR

[N T
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10.

11.
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P R AR LA TR

LT

Vimizim: EPAR - Product Information.
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_|I
nformation/human/002779/WC500169239.pdf. Accessed Sep. 29th, 2016.
Assessment report - Vimizim.
http://lwww.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_ass
essment_report/human/002779/WC500169242.pdf. Accessed Sep. 29th, 2016.
Assessment report for paediatric studies - Vimizim (MOR-006).
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessme
nt_Report_- Variation/human/002779/WC500193818.pdf. Accessed Sep. 29th,
2016.

Assessment report for paediatric studies - Vimizim (MOR-008).
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessme
nt_Report_- Variation/human/002779/WC500191744.pdf. Accessed Sep. 29th,
2016.

Summary Review - Vimizim.
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/1254600rig1s000S
umR.pdf. Accessed Sep. 29th, 2016.

USFDA Label - Vimizim
http://www.accessdata.fda.gov/drugsatfda_docs/label/2014/125460s0001bl.pdf.
Accessed Sep. 29th, 2016.

F%‘%%%ﬁ\?%“%%??ﬁﬁﬁ.
http://www.fda.gov.tw/MLMS/HO001.aspx. Accessed Sep. 29th, 2016.
RHFLRFF o E B R B
http://www.fda.gov.tw/TC/siteListContent.aspx?sid=1248&id=5628&chk=765
51422-e629-4d93-b402-35689d97a90d&param=pn%3d1%26sid%3d1248#.V
_HTgCF96Uk. Accessed Oct. 3th, 2016.

Christian J. Hendriksz, Barbara Burton, Thomas R. Fleming, et al. Efficacy
and safety of enzyme replacement therapy with BMN 110 (elosulfase alfa) for
Morquio A syndrome (mucopolysaccharidosis IVA): a phase 3 randomised
placebo-controlled study. J Inherit Metab Dis 2014. 2014(37): p. 979-990.
Hendriksz CJ, Giugliani R, Harmatz P, et al. Multi-domain impact of
elosulfase alfa in Morquio A syndrome in the pivotal phase 111 trial. Molecular
Genetics and Metabolism, 2015. 114(2015): p. 178-185.

Christian J. Hendriksza, Rossella Parinib, Moeenaldeen D. AlSayedc, et al.

36/40


http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/002779/WC500169239.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/002779/WC500169239.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/002779/WC500169242.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/002779/WC500169242.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/002779/WC500193818.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/002779/WC500193818.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/002779/WC500191744.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Assessment_Report_-_Variation/human/002779/WC500191744.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/125460Orig1s000SumR.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/125460Orig1s000SumR.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2014/125460s000lbl.pdf
http://www.fda.gov.tw/MLMS/H0001.aspx
http://www.fda.gov.tw/TC/siteListContent.aspx?sid=1248&id=5628&chk=76551422-e629-4d93-b402-35689d97a90d&param=pn%3d1%26sid%3d1248#.V_HTqCF96Uk
http://www.fda.gov.tw/TC/siteListContent.aspx?sid=1248&id=5628&chk=76551422-e629-4d93-b402-35689d97a90d&param=pn%3d1%26sid%3d1248#.V_HTqCF96Uk
http://www.fda.gov.tw/TC/siteListContent.aspx?sid=1248&id=5628&chk=76551422-e629-4d93-b402-35689d97a90d&param=pn%3d1%26sid%3d1248#.V_HTqCF96Uk

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

105CDR09032_Vimizim 5mg/vial injection _0 0 1060112
MBI A F RS L
N o7 2t v S = . ,:
P PR AR AT AT

Long-term endurance and safety of elosulfase alfa enzyme replacement
therapy in patients with Morquio A syndrome. Molecular Genetics and
Metabolism, 2016. 119(2016): p. 131-143.

Hendriksz C.J., Berger K.1., Parini R., et al. Impact of long-term elosulfase
alfa treatment on respiratory function in patients with Morquio A syndrome.
Journal of Inherited Metabolic Disease 2016. 2016: p. 1-9.

Medical Review - Vimizim (elosulfase alfa).
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/1254600rig1s000M
edR.pdf. Accessed Oct. 13th 2016.

Z 4 > B - Elosulfase Alfa.
http://www.pharmaceutic.idv.tw/catalog/show_catalog_section.php. Accessed
Oct. 3th, 2016.

Public Summary Documents -
http://www.pbs.gov.au/industry/listing/elements/pbac-meetings/psd/2016-03/fi
les/elosulfase-alfa-psd-march-2016.pdf. Accessed Oct. 11th 2016.

Common Drug Review - Vimizim.
https://www.cadth.ca/sites/default/files/cdr/complete/SR0389 complete Vimi
zim_Mar-27-15.pdf. Accessed Sep. 29th, 2016.

Rejection of Vimizim at March 2016 PBAC Meeting.
http://www.health.gov.au/internet/main/publishing.nsf/Content/MC16-020132-
morquio. Accessed Sep. 29th, 2016.

Highly specialised technologies (HST2) - Elosulfase alfa for treating
mucopolysaccharidosis type 4a.
https://www.nice.org.uk/guidance/hst2/resources/elosulfase-alfa-for-treating-m
ucopolysaccharidosis-type-iva-1394897528005. Accessed Sep. 29th, 2016.
Common Drug Review - Elosulfase alfa resubmission.
https://www.cadth.ca/sites/default/files/cdr/complete/SR0456 complete Vimi
zim_May-26_16.pdf. Accessed Oct. 18th 2016.

Managed Access Agreement - Elosulfase alfa for treating
mucopolysaccharidosis type 4A.
https://www.nice.org.uk/guidance/hst2/resources/managed-access-agreement-d
ecember-2015-2238935869. Accessed Sep. 30th, 2016.

Burton BK , Berger Kl , Lewis GD , et al. Safety and physiological effects of
two different doses of elosulfase alfa in patients with morquio a syndrome: A
randomized, double-blind, pilot study. American journal of medical genetics,
2015. 167A(10): p. 2272.

Harmatz P, Burton BK , Giugliani R, et al. Impact of long-term elosulfase

37/40


http://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/125460Orig1s000MedR.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/nda/2014/125460Orig1s000MedR.pdf
http://www.pharmaceutic.idv.tw/catalog/show_catalog_section.php
http://www.pbs.gov.au/industry/listing/elements/pbac-meetings/psd/2016-03/files/elosulfase-alfa-psd-march-2016.pdf
http://www.pbs.gov.au/industry/listing/elements/pbac-meetings/psd/2016-03/files/elosulfase-alfa-psd-march-2016.pdf
http://www.cadth.ca/sites/default/files/cdr/complete/SR0389_complete_Vimizim_Mar-27-15.pdf
http://www.cadth.ca/sites/default/files/cdr/complete/SR0389_complete_Vimizim_Mar-27-15.pdf
http://www.health.gov.au/internet/main/publishing.nsf/Content/MC16-020132-morquio
http://www.health.gov.au/internet/main/publishing.nsf/Content/MC16-020132-morquio
http://www.nice.org.uk/guidance/hst2/resources/elosulfase-alfa-for-treating-mucopolysaccharidosis-type-iva-1394897528005
http://www.nice.org.uk/guidance/hst2/resources/elosulfase-alfa-for-treating-mucopolysaccharidosis-type-iva-1394897528005
http://www.cadth.ca/sites/default/files/cdr/complete/SR0456_complete_Vimizim_May-26_16.pdf
http://www.cadth.ca/sites/default/files/cdr/complete/SR0456_complete_Vimizim_May-26_16.pdf
http://www.nice.org.uk/guidance/hst2/resources/managed-access-agreement-december-2015-2238935869
http://www.nice.org.uk/guidance/hst2/resources/managed-access-agreement-december-2015-2238935869

23.

24,

25.

26.

105CDR09032_Vimizim 5mg/vial injection _0J 0 1060112

P R AR LA TR

alfa treatment on sixminute walk test distance in patients with Morquio A
syndrome. Journal of inherited metabolic disease, 2015. 38(Suppl 1): p. S254.
Giugliani R, Burton BK , Harmatz P, et al. Impact of long-term elosulfase
alfa treatment on threeminute stair climb test, pulmonary function tests and
normalized urine keratan sulfate in patients with Morquio A syndrome.
Journal of inherited metabolic disease, 2015. 38(Suppl 1 ): p. S255.

AR A FER A% o, VIMIiZim® #op 72 #2777 47 2 5 L Fp. 2015 &
47 200p.

Lin, H. Y., S. P. Lin, C. K. Chuang, et al. Incidence of the
mucopolysaccharidoses in Taiwan, 1984-2004. Am J Med Genet A, 2009.
149a(5): p. 960-4.

NoFeRn st e http://www.moi.gov.tw/stat/week.aspx. Accessed Oct. 19th,
2016.

38/40


http://www.moi.gov.tw/stat/week.aspx

105CDR09032_Vimizim 5mg/vial injection _0J 0 1060112

i
45— & B NICE Managed Access Agreement 3% (384~ 7 4% £ )[20]

4.3 Elosulfase alfa will not be started if any of the following apply:

¢ The patient is diagnosed with an additional progressive life limiting condition
where treatment would not provide long term benefit e.g.; cancer or multiple
sclerosis; or

¢ The patient has a lung capacity (FVC) of less than 0.3 litres and require ventilator
assistance; or

¢ The patient is unwilling to comply with the associated monitoring criteria: All
patients are required to attend their clinics three times a year for assessment.

+  All patients will sign up to the ‘Managed Access Patient Agreement’ as seen in
the appendix to this Managed Access Agreement.

Start Criteria

All of the following are required before treatment is started:

+ All patients must have a confirmed diagnosis of MPSIVA as per the diagnosis
criteria recommended in Wood et al. (2012)

+ All patients must have confirmed enzymatic test, elevated urinary Keratan Sulfate
and mutation analysis.

+ In addition patients aged 5 and over can only start once a full set of baseline

assessments has been obtained, and they have signed the Managed Access Patient
Agreement.

Stop Criteria

Patients will cease enzyme therapy if any of the following apply:

¢ The Patient is non-compliant with assessments for continued therapy

(non-compliance is defined as fewer than three attendances for assessment in any
14 month period);

¢+ The Patient fails to meet 4 of the 5 criteria as defined below under naive
responder or long term trial patient.

+  The Patient is unable to tolerate infusions due to infusion related severe adverse
events that cannot be resolved.
Patients who are taken off treatment will continue to be monitored for disease
deterioration and supported with other clinical measures. These patients should
continue to be assessed to allow gathering of important information.
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Cochrane Library 20161003 #1 elosulfase alfa 19
1800-2016
PubMed 20161003 #1 "GALNS protein, human"[Supplementary 105
1950-2016 Concept] OR "GALNS protein, human"[All

Fields] OR "elosulfase alfa"[All Fields]

#2 ("GALNS protein, human"[Supplementary 17
Concept] OR "GALNS protein, human"[All
Fields] OR “elosulfase alfa"[All Fields]) AND
("2015/04/01"[PDAT] : "2016/10/31"[PDAT])

#3 ("GALNS protein, human"[Supplementary 9
Concept] OR "GALNS protein, human"[All
Fields] OR “elosulfase alfa"[All Fields]) AND
(("2015/04/01"[PDAT] : "2016/10/31"[PDAT])
AND "humans"[MeSH Terms])

Embase 20161003  #1 ‘elosulfase alfa'/exp OR ‘elosulfase alfa’ 90
1950-2016 #2 ‘elosulfase alfa’/exp OR 'elosulfase alfa’' AND 5
([systematic review]/lim OR [randomized
controlled trial]/lim OR [meta analysis]/lim)
AND ([systematic review]/lim OR [controlled
clinical trial]/lim OR [randomized controlled
trial]/lim OR [meta analysis]/lim) AND
[humans]/lim AND [english]/lim AND
[2015-2016]/py
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