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1. S7F-AA AL (rojerEse el B3 FH, AdzAF Be)
11 FAR-HEA ANEH . B F

1.2 HF 37

O 8%-8%
1. e 5% 9 13849 =Ho] BAoA ZAA S d(skeletal-related events)
SIS e d
=44 42 Bastd 4, woll i WA 2=2AE Al W res 2P
2. 8% 9 = Azo] gsd HidA dAAV EVbFssAY < @_Xﬂﬂ T5e
ojgks o JhsAol e EAWAZES AR

o] o2 ¥ Amrte o= stu, Ay, 2U, Jul FoHAEs ¢EH

o] Tlat FAETH.

oA, AZgdS AF 2 Age 9d 2w HER DE @ 583tk
=AWAEZZF

o] °F 1 Hio]&(H = 0 120 me)<S " 45 FACE Ty, A5 A HA 29
AL A &} A15Y Hoﬂ 120 mge F7I2 T3t g A HE% B FR 3
sl FAFRT

oA, AgdS As B Ade 93 Za vEw DE 9 5830

O AHggel Fol A

2) 3o AEWA YL AYFIE 4.




g 3 AHON])
HAY AR 8 23 dEHE =4
EANAEZES 2 W AR Ao A7 T mE 1ZdedET
A5 & F opdd HFx =4
1) 43A3
O 1@ =30l
AP, 73 Be & 184 SHo] =y A =TT QT &34
= WRel A HxTis 13 ol Fof W AFAA 28418 e E 3 3
A F249], olFwrtE, olF 9 ek(double-dummy) UGAI oA H=FRre] A
= Brlstanh 319 AR AFBHEZAES tleF 120 mgS W 45 14
o7 33 FAE LAY EFHEE4 4 mg(AstE Al7)sel tiste] 2d1E £3)S
m 45 tAC R AW 4 A Fo weE 5249 wjHEHJY 55 VEe €4 2
F(FEA X)) 8~11.5 mg/dL(2~2.9 mmol/L) ¥ F&lolEld HAE 30 mL/min ©]%
Atk B 2Z2AFY O EE AW Fof gk Ho] Q= 2, "W AAL == Ho =
deol #Hgo] e A, XY F&o] Ao IPY Ao} e ge| WHEHI e
A, AFEHA GE AR/ TR FEs T2 A B ofdl HoleA HAFH A A
ol AlgH A= T AAHAUS. YA T vl 47 AR DE IS
3k A 313 AALE ST ZEd HEN D B3o] AR EH AT
=Y BE V1Y SYE 120E0E9 01 - 4101 A, AEAIE e 7131
G BALCEES 01 - 41)olAth HxFHs Fof v A9 46% = Ao
ok 85%= WMl 5% Sl YA/ HRA, 6% otAlol]l, 3%w S<lolth dF
TYHE 3AI(HS 18 - VB)AT H=FHE Fo e e 5%+ 33
RS

EFUs T2 St A Yeid 7P 3 FEo| TS (B AE F 25% ]/l
e J2/58F, AA4dES 2 FYolAth(E 1 ). degds Fo e
Zboll A UEbd 71 3 Uitk el NS S|t e Fo
FTESHA g 7 T FEO|GRESS WAL} ADFE ST
1. AEE BE 3559 FEolduts

by H9 9 =9 (n=2841) (%) <=z E= (n=2836) (%)
A

= 31 32

A A} 20 19
Al

vz /EE= 45 46

Agad=b 18 9
A oAby =b 32 20

5 13 14

TEEH 21 18

& 15 15

Ao nFede] o] YFANFANAN HimrHe Fol T2 &2 T 10% °ldlA

_3_




A BAA 9okE
d S 9o

F APAH A seA ol L E : 83 - 85 mg/dL(2.075 -
125 mmol/L), &1 : 22 - 2.8 mg/dL(0.71 - 0.9 mmol/L)]

N o
>
o2
>
o
Au)
%
ofy

AYEHFA W D6 7 me/dL Hl
B Fo we Aol 31%, TSNS F

o 1.75 mmol/L ®|¥Ho] ©lx
PN

T

To AZdEdSTS AP A F 3% 23] o, 16%
S

g2to] 1.3% A YERSTH

335] ol TF AZH

_& re

o T35 AIEZF(EA <l 2 mg/dL HITF =& 0.6 mmol/L FIFHS Hx=FHs F
o W FAto] 154%, TUYEEALS Fo B2 o] 74%NAH YERST
g o

3709 aFS =do] AFAFY 12 A7 DACNA, g A= tleTRt FoAT
%’4 0.1~ 405) = 1.8%, *eﬂ‘:%‘} —Erow 1.3%°01 4 €<l

3N A% Am G
g, dxegH 1 ZOmg wﬂ 4TH}E} T@l o}gm( AA =& TS 14971€
0 0.1~67.2). Ex1E gm AL Ak (patient-year) A LAY E(100 FA-E T
- 3 Fetol= 1.1%, 2@ o= 3.7%, 1 ol Fol= 4.6%A T W
DA7MA] AY ALY FEa2 20.671 Lol ATHH ] 4~53).

=, HAolA AFAY SAEI =TT 255l

k2] e ST A Y =30l Al tis] Hawe Brlkshr] A A4 X
GAE 24T Adhza dEARNA, EXE g AL &2} (patient-year)
A EAE100 FA-E & A )2 A FE A & Fdols 1.1%, 2-dAtelE 3.0%, L

N
(e
)
o X
r Lo
e
2
i
N
r:i
m[o
N
XN
N
fl

-
oft

HIFHJ

o] o= 7.1% A

WAy daksit 9 S giEE =4

AN FAA, HerHos A5 x4 HAY thEs 3ol RiEon,
A 571%ko]l Aol wet AdAde] Sk SHEle AR VI 2 AR T
3 sk T

Q@ 9A =T

He X" oy 7% %Z}Oﬂ/ﬂ ﬁﬂ 713 (disease progression)°l] W X ZE
gdes 3 o=7k F2911), , B Rz AEAFAA e
PSS HIISHAT o] PAA 401]*1 ﬂx}éﬁ % 120 mgs v 45 42
2 I5FAR B9 AU = 850), 4 mg(Al7]Eol wel 2dHE £3F)9 FH =24
< W 47 Ao E AW Y HEH Fof Wtn = 852). 55 IE> €A dE(EA
4]) 8 - 11.5 mg/dL (2 - 29 mmol/L) & A& lEd F4E 30 mL/min O]"O]'O]
AT HIAZAZUH O ES AW Fof W2 Zo] gl &4, g A s Ho I

_4_




g
d Lo
o%
)
o

W
N
5
I 5o,

ﬁn‘
r (
2
-
o
>
ty
o
i)
fo
o
™
og(é
ofl
o
t
rlr
)
lo

N o
fuj

® =
30
rlr
o
2

i
2

ﬂ_ﬂl
>

ot

N rlr
>~
>
i
ol
38

Crr 2
o
~

4 o
i)
32
v
go M
ox
>
o
oft
2
=)
TN
N
l_;_}[_‘
NS

o)
© 3o

=

o2
Y
o
)
b
N

i A
lo
o2
zy

lo
—_
o
=
e
?59
jQ
—_
a1
=2
o
32
H
o=
oy
>,
o
Y
£
N
oL
1o

[y
Y
=
o
0T
o

- 49)01 ATk, L

% P\IO}OI 3%E ;‘z

£ &
0]
(€8]
O\O

s
T
10
I
s
rieh
X

n: rlr
o

[
4>

b w g
juked =
o i =2
> 4
off 1* ko
=2 br
IO
e i)
oo X
(i,
_E
1o
%
>,
ol
R
i)
_}L

> oN 0
rlolc l
ot
©
e rfo
3
o,
i
o[o
’r@
o?:
S
—
O
3

o S
i
ox
i
ofN
rlot
X
-
>
jn)
F
-1> f
¢
o
o ¢
il
2
rf
o
i

- i‘:’_l« Ol’}‘l
e

0%

—_~ =

2 *;:‘A}(tﬂi?% 34%, J—Eﬂz%ﬂ 32%), ?ﬁ 2%, 30%), ‘?l@(zz%, 21%), & %
21%, 20%), BA2BTA2F(19%, 16%), T2 FF(17%, 16%), ALEES(16%, 12%),
71= ZFE(15%, 13%), TX(14%, 11%), B F5(11%, 9%)olATt. 7H HIHsIA B
gk o] FAtE(ol= FATAAE 2% ol F TS HAEI=TY 84%, =H=
1%), SAMNE 25F(2.8%, 31%), TLE(26%, 25%), B4 TFTHALF(25%,
), B4 AR £420%, 25%), NEZ(1.9%, 25%), B1E(1.1%, 2.8%)°1Att. T
2% ool ApolE Hole Atdle AT HxgHe FoE TS & M

o> ol\

fr&*l

A

7

¢

=]

ot M N o R

o n2 |2 10 ofy Y &

ABEPZRY ¥4 2% 7 mg/dL "IT £= 1.75 mmol/L "TH ¥ 2
d5(24 9l 2 mg/dL PIRF = 06 mmol/L PIRho] HlepRhe Fof nt
Z+Zt 2%, 21% A4 A sk

B EFE BANFY 1A 71T F, g M AAs ey FAT(=E T 16
- 50) F 41%, EH=E4 Gk 1570, He: 1 - 45)

T 28%°A FAHAAT. AEARY olF BH A5 DA dEAFANA, HeTH F

AT(cE FTUHF 19470€Y;, W1 -52)004¢ g Ao 3Akd

(patient-year) 24 TAE(100 A3 T A )2 A7 A 8 o= 2.0%, 213

zoll = 5.0%, L olFol= 45%ClUTh B AL DR A™Y ALY RS

18770 ol AT 1 - 44).

@ EAHAEZF

ZARMNEZT S RIE ARl =& &

4
T 28 DAL APATAH, Ay
_]

NS Om 2 o oy [
oL
o
—

y o
ot
>
i

o] wigril, X8 A WA H 2ol 8%151119} 15%1511101] F7FE 120 mg”}—"l %7} ‘% okt
F AN BTN MAZAZYOIES WE R HAs SHA xﬂS&lEloiE‘r
o & 3 JAAFAA Hm A Ee Ho F4de] WYl Sle @A, A

o] W3 JPFP o} =& ol Wt dE &4, AFHA ¥ A7}/ 1A "’F%




FAYAEF] Q= BRI Hsge] B oA Zeade 3he] natel
BUAYLAAN 2D e AAH0R FASAT. Bxl Y BT o4

= )

H
, =7 2(15%) (11%) Jﬂlfﬂ(09%) g 5 53(0.9%)
bﬂi}. tﬂ}z?%M lEr&% sl & 7}%} Hgh oAbl B AT E
3.6%)ATE SFEol Rty ZEIAA L = Agol gad Hoddn AHAdA fFASHA
UEFS T
AZEds 9 AJMYES
o TTEANAN FTFY AZLEEF(EAE A Zwol 8 mg/dL VT E= 2 mmol/L
S Hke $hzlo] 5% A wHAYE .

T XH&@%(@?@ o] 1~2 mg/dL ®¥F =& 0.3~0.6 mmol/L ®I¥ho] H=
20%2] SApoll A g8 T

)
=
=)
H
>

HON])
278 EANAES YAANFAA Hiries FoAT2 6.6%2] Aol g A7}

1LTUJE Ew

o ALFIZ : AYH 233, T35 S8 ALEES

o VZFIZ : X8 T WE FF FHH 1ZFII TG & A

o oI FA| 2 HHES EETE JRIRkS

o T3 TETAA FTFE XS ZEEA 5F AFAA O YUEYUE A=
H AT

o EARCQF FE (4, HHHA FAPS)

o X




& @AY dgdgoe] vebd JhsAel k. dlx=Fw 30
mge W 45 EE 12500 3@7HA] Fof @ F4o] &2 1% vRH2758%

~ 180
F 7)ol A xSl gAY FAVE YO ehgek 129 GFAP Fol
& 7o BAWAEE B F Aol dd AF FAE FHU BE 92

oo g2 YA FF 506w FAWHMEE B2 F 35olA HeFH A
B35 I3 A AV FHoE dEyt R S5 SAlA. Hlo]xekel

o5

o] %] AItgho] A= 199% F 1WA vlmrtel ok A9 FA7F FHoE v
Wtk ol T FEAAC et dAde B AldodAE I 2 FA A4
o] ¢fFd ZaEHYd, H4 ZERY EE dieFHel o IS WsAtE
AL AT
4) =l Al F AP IS A ukE(E e 7)
Tl ANAE f8te] 61d Fek 3l6W S tIFoE AAF AW F A A3, o
A el HE g ApdAet dTelol 37.3%(118/316%, F 2677)Z R I F AT
o] T AFHBAE WMAY F Yl TUFE FE)IS 5'-4 AAAAE #AL 5 S
T sk 2 kBl NS B Wiz uhet ofy el UYEstTh
TUHE FEOIGRES  AEHA K3 FEOIINE
0.3%(1/316™, 171) 3.2%(10/316%, 117)
Aazgel) 9 Fojrg| P! o3 52
Moz 227 8 Az g %Ea;‘;%j o
o =1 5 o6, “uHS
an " 3% 3 w5tz Ao Fee)
O 2z 9z a g Bz
7 A Aol o)

FAL Hesne EPSHE 0B FAE FA6 FeldAe <

[e]

o
Wy Fol A ohBAA2E TIF YFHOE FoF o] BuHATh
A=) 1)

of Mg AYY, EFTY, PIE BEF, 4% VF WY, £29F, L FoE ®
Y 5 itk ohbBEA s EE OB YFHOR foF FHs] wgol B,
HAG A2E AL d=sPe Fol 9T Fud

1= A% F AE Y F B BE AR maﬂoﬁ
B BH u}:uﬂ% et DE Rol@th g FAE ASATE 7wy
& WEECN, TF B O AF BUHIIT ABFEZ FH Ue AS




TG FEF FAA v dHFES o

WA HoA A At Ao A=rt S7MEFE AZadS DA A7t S7HHA
ot o]lgd 5L UERE T35 AFd(ZHotEd H4E 30 mL/min H¥ H/%
v FA)ola ZF BE S A FAAY EFES AT ZE T ZE E v
Bl D A4HE ZYHI ST

4) Bw ) AHON])

s Fo 3o xjolA gm A7 BuwE bl o, 8w A S
A 8 5% =259 H, T FA, Aot 2 AF A4, AF, olE AY == 9l
AN 2L ASE BT AEFHE FFolU AF FE F 74 EE HY A
fr A =T gw Ao AL Ak GEAE B R § AR =E
Z1Zve]l g gm A HAEC] o 4T 9% A, 7 A B AR B
H A AHG TY BYS AgedomA zku Ut g ALY Ao & 9
AA= AgA A g, SHEA AAA AR, AL ZEHIAZEHZOEA, G, 9
49 TS ZT FARSHA, B AL B Heste ARES gl S
T Aol A, 58%7F AEAD AH Als o8-S APaRloRA 7HA A YA
Hi=ite] B E A A diesdo® Xsshe 59 A71Ho2 74 HAL
g2 AHAHG WA X HzE o #xfolA A #E AL st HesH
07 g3t ¢ JAEFH AH AleEs HEE I H=THoE AReE T
TN E F3stA Belstes stofof gtk Tk IAFAH A7 AlEo] WIEA] o] F
ojMof dthd, Hige] LAZ T pgt HH A7 Fo 71HES At

(
i

AW AL et A Y A EHE @Abe] A, A3 9
totol it} ol5 &4 A HW IAE AR
A AT AR e FHE dFAZE F An FAY YA BAdow
Melel A/ Add Bkl SAT S JiHQle & AES A=) o g
5) & HAAsHE B2 3 dEE =4
Hierits Fof B2 SApolA HAY tiEE 4o RuFdn. o3 T4 o
= A% Ak(lesser trochanter) WF= ol F-¥ I AW (supracondylar flare) HF=
SUFE7HA B E SR o= FdAu RS 5 glow, EHo i T4 §

HE Jm

Hux EZ3 e AT B22S Busgc YR Zdo] WA
A 2

. = 5o Sol3 %
Zol 9 A AR HRHES BAA ook du} A AMA L
A% 5Zol 2 3}

X, o
=
Am
ild
g
i
o
=
Au)
=
o 2
R

p

Ei
o "

B
i
u
AL
2
>

7] st Hrhsfor qith WA




—_—
~
ik

mK
~~

Nlo
o

M

a}.

el Feol Fd of 57l 1w ofo}

2=
T

Eol #a AWAOR Hx

No mu

Aol A B

g g 5o fshel

}
b, kel o

S

il ol Bk

3]

F A

HEW D B

=i}
=

2=
=3

Z|Ho g2 Hr}

g

o
= %

2=
E=3

=

floF 3ot

3|

F 24 Je=e Wt

=

J)J

Y

=

=y

o

q_mo

d.o

-

=y

o

®"r

o

W
™ o
R
3
— _z_.a
K
my H
N <
B M.L
o}

o
% 2z
o s
w4

juy
a) TR
T
B =
T
S
jmt
-
A e
Gl
NN

EA A}

= A

s =9 37149

g4
uNTx/Cr (urinary N-terminal telopeptide corrected for creatinine) 7+4x= o]zl ol H]

37MEA

ol
=

171<

, By

al

2 W wA ke SAel A A48

=3
AL

ol AuEe] X

2|
<]
H
<]

s M3kE A st

T2 9H9 9

A}
B

K

;o_v

o

AolmEAL dgolet FAA AAR
2 AgE v$2olA AFFH A

1 717F F<F o9

*

Je

20

o] A]
= O B

(€]

il

RANK #]7FE(RANKL)

Aol A A2

bR Ae dms

3
pul

A gl A

o
=

7

2141

41

3]

ol
~

o],

FATE A7 A A

7}Vs

=
[

Aol

—~

A%l A f4

Apo] =B A 22

b wAEYT. 2ARE 171€

% i

3

A

dold, Ad FA, AR

o]

HYHEA $59 22

A <] o}
621%).

)

AHE 67N E7HA 3

=
=

o dF AU

=l;

<)

(e1=el)ell

=
Fou A

o}

A

X

)

Azd Ao

=]
T

Zolek A3

s

A =

KR
T

4
B9 FE @ v oy xHoA of

S I EX

ohel ¢

N

At 3




[e)

4 TS
Eg_

%

2

ST

¢

oF7]

jol glew ol 9

=

=

Zjl
bof, Elesgte YAl Fof A b
.

1Y

it

+ oﬂ Fg- o].]
o
|
S

ZHA

}

9
yul

A e, Fh

=
L

g BA Hol 5= F(NOAEL)

Faoh 2A 4 22 ZolAth 50 mg/kg &FR H

ol thel 3] FrrE A

RANKL Z<& vh9-22o 4 RANKL(H =R

o] WAy

o, A Al e okl o

3
CRERE RS

}

9
yi

¥

[e]

A
o

o)
]}\1]_E
2

I

2) T
At

A Hiiel =EHAY e7ldTF o] A7
TE AE A b Z8r1dd A

7hE Qe B E o] Alde T

EA o o]
o

5
)

iy
7

oA Hwgrol %

o
B

VAL Aol =B A2 Aol
G fF obolAl Hl

<

5
B

Hol QomE dmsigo] Ff3o] 1

o]

=

E
T

|

o

-

7ol

Hwsn HE
o vyebd 7b
7

HAowH (
o I8y, 9

ze]
A
7K

el

)

R

i
JJo

—

<

—~

(a0}

AA Fo A H

il

—

e

-
H

tod,

S

AN Aol el 2873 A

oy
o

.—OL
o7
o
M
)Ao

—

0
X
B

)

<

g 50l
T Aad #AA(12~164]) 198 S SHT R TF

3L
=

L

T

Hrt

st zofel o

G :
7HA B obr) e

S

o)
=
|

=

of thaf <&

A £]

E%o

[e)
=

-

A=

J

o
=

g2 HolH

dHA

[¢)

‘?4

3
kS
=71 thAl

Aol o

[e)

2 (12~164))

1

T

]_

Eg_

[

3

8

A
s} wlm

3

[e)

=
L

Hj
- 10 -

ol Utk FAelA ol2fdt ZHA

AVA
a-

SRL
= 2 A%l ¢ud

AR

o

[S)

L —

z o]
JEELE S

A

d=sire] Ao Fo o AR
28, A% 45kg ol4kel 2ATA

ool olekel T
gl 2" 7}

ar
=



)

A WERS T

A+

[e)
T

1ol A

9l

& HolH

< AW & Aok QAT A= Feol A3E osteoprotegerin(OPG-Fe)

=
=

8

1 (¢

3]

}o] 8o g Eodte] RANKLS A

J]

10 mg/kg ©l

3]

fob #eol ASUTh A F(mg/kg)ol 7]
) A8 120 mgel 59) @ 25M)(10, 50 mg/kg) &

A

=
=

Ao}

=i
=

w7

S
T

Hx el of

1
T

o]

o= w4

Abg ol A )

oA €

Aape

ol
=

=7o], AR, ofEm

}, 28l A

9]

of viA A, A7l A& A

JEREE EX

8. AL A i Fo

o]
L

e ol

754 o]/dolAtt. T4

L
T

127174 (44%)°] 6541 ©]7dolLaL, 4739 (17%)

= A Aol A Tl

% 1% e} 3

754 o] el AH.

-

9. AR A i

N

A Best 60 mge T

(N=32)lA] H=% 120

]

HZo0

7dE AL 2

oAM AZel =7t F

Rk

s

]

%

ot

J|

SEl

mg< 23] I

1|

34 )

= 9
[€)

AY BESET B¢ AZsd

!

A

% BlE D

o
e
m

W
N

10. HFF A2 7

11 H g4 39

"
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o Atk
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1. 7149 = 24 2 AEAEH 2% A=

1.1. AZFAHR

o AFEW : dBHo| 2Tt =T

o PAE 71 HExFHE FEAEE Foto WAHe EFFM T2
7he/3 @A RANKLY Seldog Agste 3t IgG2 ©
AE&E Adste] AIAEY A, 7l 2 AES IAlG o
AEdl=3

1.2. 7|19 2 AEE S

o SzAME(H R BEABIFE

o=

1.3. 214 F$F Me ¥ ili‘ﬂ

1. oA 5% 2 1399 =do] SN 44 S/ (skeletal-related events) HA A i =AA S
e weety B, Wol The WA 24, A5Sh, W 542 2a
2. 49 9 = Azl g5d HaddA AV EVFssAY e AA F o|gS doF JhsAol 9
= TAYAEE X8
14. AAEET AHE T8 AL AA
o A8 Tl HE
15. AHER H7AH A Do|d] FH A%
. AFAG glS
2 F2AA - 2A 44 B AEHE 40| BB AREL BF AR)
A5 9| %EF(Drug substance)
21.1. Y9 R
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° E_X]_/_q t Cea0aHo912N172402004550
e Cas no : 615258-40-7
212 4B UF NEIE
EpH EoUd 57 2422 gI==4 m 97 m e
B Ve (8, AFEY o5 AESE, A2 0 E20)
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41. SAANIAE L

o MB099} A2z} 2t 54 TS A% AA U(in vivo) AP FAFHA stk

- ZAIAE MB09 A Al =33 B A FA vlal 554 HrholA MB099F ikl A axuk 7 f2]H Q)
Zpoldo] FQAFH A FkoBEE MB09 /N Al Bl TEAP(in vivo)> BR3HA ¢§ Ao E Adtatdth

42. SANIAR AE 29

42.1. B EAEHAY(CTD 4.2.3.1)

422 MHEEAEZGAY(CTD 4.23.2)

423. FASAHAIE(CTD 4.2.3.3)

o HTAE fl=

4.24. A4 HAY= A F(CTD 4.2.3.5)

4.2.5. HAAAAF(CTD 4.2.34)

. ATAY 2

4.2.6. 7|E+=4 A A (CTD 4.2.3.7)

. ATAY §E

43. S AT AR oA
o MBO9= 724 54 49 Eg5std EA HluA g, A@AH(in vitro) HIYE EYANTE F
e dFstdon, AW(n vivo) FAANE B AW THAYPL AASHA Fts. TFeAESEF Bt 7L
of =™ B Hbel M FEAEAEFR e T4 Bkl Al GAH
A . A@Rd (in vitro) PN Pl HA FAH L, F7HAQ A W(in vivo)
AR 5 9;1—‘1:—; o] ek ofol wet Aok ekt FHo] FE3] Hlassstd MEE
ARG o7t & AR didHo] HERA S4AY WAE BHEY ASE ARH
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52. A8AY

o et 22 NS Fdser 88 A5s 28 39 AEH A

- MB09 60 mg¥} EU-Prolia 7+ ¥ MB09 120mg¥ EU-Xgeva 7+e] 2§ 7170

RANKL 23 Z18}%(ELISA, SPR), mRANKL A%, SZAHE g4 oA,
A 9Al, AME 7]9 RANKL Z3F £4, FCyR family ¥ FcRn
I %‘401 AAE AT

izl ok b FAI0l EAT] 45 Ao 22 Wil

53. At P (e ¢t

. ATAY §E

A4 %A F)

54, 5 -

o Nk} txofe] oFFeHE Hlws}y

o

A% A3E,
A © 2 MB09e th2of b AHgshe HIQ

9ol SAMY Q=L 9
TNFa 2 TNFB Zgte] Ao, 524
Clq 2% ¥4(ELISA) & A @2
)4k S A B 7be A MB099+ EU

ol
——

5

¢

| A AW AFE sREA it

5.5. ¢Fglo g HARASA
o JPANHAATE EE3 AZHUSH AFFH thxoF b T st AEHIS o A@B(in
vitro) FEAAE Fste] AP dx2dt AESH EXY 58S 459 eH BT

o N¥E

o3} tjzote] ok
FeRnol Ao thaled A

& WA 5 ds
6. AIANZAHZ A B AR

6.1. YFAFAR AFA(GCP &
o EMA E537}1 Al AE3 A 5ol g #

\_-‘?,

S& HlaeEt] AT Fe-EX-tAb Al B3 AR FHEA SRy
o

EAT
Wi | @z | oA BN gy | T | T2
. ¢ o THEE | a | wres

[MB09-A-01-19] 173

wx]
=
29004, o) FErHY, 3T, BE%, FAT AY

A A LA A MB09)S} EUAH/USAF Xgeva®2] oF&sl, HxA 2 vddAd

T290uA, |- A3 d4 % ors .
MB09-A-01 °1Fw7he, 257 35mg, AUCy,
1% 19 3T, ‘MB09: 851 o8 Sol @3 AUGw,
BYL, ‘EUY A1} 86 c
w3 Fof |.USe|2A v 861

-MB09,

=

EUY 228}, USY 22 vlo) A
AUGCiy, AUChs, Crmax® 2 2 Bl
A geometric LSMeans H|&9| 9=
90% CI7F AHd A" %A ol
0809141 1.250) 0] Z &=L,

sCTX  FAl¢ke] WES W
(AUIC0-253)= 370 A&w EFAA H

[e2

L
e\

o

_19_



[MB09-C-01-19] Ftt3% #7237 oJAolA MB09 vs Prolia® EUAN S F&EA, ok&d, okzsh obaa 2 dA9UA
FA90uA, olFwrtd, BT, v, =AY

o
=
=1
_O|L
rr

60mg< 6714 FraA
it} 9] aHFof Azt FrEA F7PAF wolxEkl o
EoEsel e o A d7Ae] QFBMD| %St
I #7d & o34 F 5 EUE%FJOPHVH 9 %_@é : 71l & MB09%} Proliai?} LSMeans?] #}o]
. MB09-C-01 oz, 5874 T 127129 & 39 Azl gHll &= 018919, 95% Cle[-053, 0.89]=
-19 S "MB09: 2819 MB09 — EE o)) A2 Lol TFA TFAU[-145, 145] el 23
‘EUZEg ok 277|EUZE | o} BMD W3} | ZFEHAS.
ks o7 AFAS -ehA g
w5 o] Fo Ao Z o] FAtElE MB09T# EU
L5 ess ZEgol 7 FARH R

6.3. A=A A
. AIAY S

< AANE BAR B A2 DL BYolH ARE ABHAL

64. YFSFINZ

6.4.1. A% AR (/e FAHAAY FFFAHPK)F Hzx YIA

o [MB09-A-01-19] 173t B4 A Yztoll Al MB09)9} EUAH/USAF Xgeva®<] 9F58, ehiA 2 HoQA Z2udd

S vlasks FAA, olFETH, 37, B R, BT AE <1 QA

1) YEAE A

1) NPT

- NPl MB09, EU-Xgeva® 2 US- Xgeva® 35 mgs SC @3] Fof it}

- YN ELOFEMBO9 EE Xgeva)®] GFEFHI BAE A AEH A FA WA P FEATY EAS
93, %‘.%Wﬁ%ﬂ"—r% To] A 247 U, B F A 16A13F (12417 o)), 24A17Y, 48413, 72417
AIZE old)), 6Y, 8%, 11¥ (x1%), 15¥ (£2%), 434, 57%, 714, 85%, 99Y, 113%, 141, 1694, 197

o, 2259, 253Y (3%) T AgH AH] Y WES AHIY

2) 5 AT AR
1) rwx} &
- 25780 BRI Hom o]F 2558 0] YA E Lo FES Fofuigit)

Table 10-1 Summary of Subject Disposition (All Subjects)
MB09 El;!:l;;ced l_.’S)—{s:;::ed Overall
(N=85) ol 5 (N=257)
n (%) (N=86) (N=86) n (%)
n (%) n (%)
Total Number of Subjects
Enrolled 85 (100.0) 86 (100.0) 86 (100.0) 257 (100.0)
Treated 85 (100.0) 85 (98.8) 85 (98.8) 255 (99.2)
Completed 85 (100.0) 85 (98.8) 84 (97.7) 254 (98.8)
Discontinued 0 1(1.2) 2(2.3) 3(L.2)

Q) F2 AA/AY7Z
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- 28~55A1¢] A7g Al
- BMI 185 ~ 299 kg/m2 (A%
- o]dol| Hxis Fojihe
- FRIERE, 2 Fol fle iR
(@) AT 54

H#SD) AH BMIE 77+ 395(6.90)4 9} 25.98(2.396)kg/m25ith X2 TR 255%(100%)S BT A,

44

2 60 ~ 95 kg)
Jo] 0-1010]: 61-

- AA
e, ws|auy B SHEANG AT S4E 3 AsTolM HdT
Table 10-2 Summary of Subjects Demographics and Baseline Characteristics
(Safety Population)
ME09 EU-sourced US-sourced Overall
(N=85) X_geva Xgeva (N=255)
(N=85) (N=85)
Age (years)
Mean (SD) 40.5 (6.93) 38.8(6.59) 39.4(7.15) 39.5 (6.90)
Median 39.0 37.0 39.0 39.0
Min, Max 28, 54 28,52 28,55 28,55
Sex, n (%)
Male 85 (100.0) 85 (100.0) £5 (100.0) 255 (100.0)
Race, n (%)
White 85 (100.0) 85 (100.0y &5 (100.0) 255 (100.0)
Ethmicity. n (%)
Not Hispanic or Latino 85 (100.0) 85 (100.0) 85 (100.0) 255 (100.0)
Height (cm)
Mean (SD) 179.07 (6.098) 17920 (6.662) 177.72 (5.857) 178.66 (6.227)
Median 179.00 179.20 177.00 179.00
Min, Max 163.0, 194.0 157.0, 198.0 164.0, 194.0 157.0, 198.0
Weight (kg)
Mean (SD) B3.68 (R.550)  82.74 (R.334)  RB24B(8.643)  82.97(8.492)
Median 84.70 83.50 83.20 83.50
Min, Max 63.6,95.0 60.1,95.0 60.0, 95.0 60.0, 95.0
Body Mass Index (kg/m2)
Mean (SD) 26.13(2.441)  25.76 (2.344)  26.05(2.415)  25.98 (2.396)
Median 26.40 25.90 26.70 26.30
Min, Max 18.9,29.9 20.5,29.8 18.8,29.8 18.8,29.9
3) NEEH
- A3 =2 A4 tdAtel A MB093 EU 3 US Xgeva®l oF&3Hd F54E A58l 9%

oA MB09¢+ EU Xgeva ¥ MB09<}F 7= Xgeva<

oY SC &% A" PK 2 PDE H7bsta

H k7] ¢
A7 tigAtel Al MB09, EU Xgeva 2 "= Xgevadl © SC &89 oHdA, Wby 9 HHAdE Hrlshy)
A%

4) BrpEs

(1) eFsst

- A ok B
- oAk oFs 7
(2) oFEs Brhas

=
T
=
T

. AUClast/ Cmax
c AUGy, T

maxs CL/ t1/2 %’
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Cain The minimum observed serum concentration (which represents the || Imax The maximum % inhibition

maximum PD effect) . ’ P
Tlmax The time of oceurrence of the maximum % inhibition

Toin The time of occurrence of the mimmum concentration

AUICo1ast Area under the % inhibition curve (AUIC) from time 0 to the last

AUECo1as Area under the effect-time curve (AUEC) from time 0 to the last

1fi i i - uantifiable sCTX concentration time point using percent change from
quantifiable sCTX concentration time point using absolute data (without o P g p g

baseline-adjustment) and the linear trapezoidal rule. baseline data and the linear trapezoidal rule.

AUECq235: | Area under the effect-time curve from time 0 to Day 253 (ie., the last || AUICo253 Area under the % inhibition curve from time 0 to Day 253 (i.e., the last

planned sampling time) using absolute data (without baseline-adjustment), planned sampling time) using percent change from baseline data and the

and the linear trapezoidal rule. Where the last observation was observed linear trapezoidal rule. Where the last observation was observed before
3 > i /as 3 - . . .

betare Day 553 e AUKC untl Dayi 233 was extrapalied bromALEG Day 253, the AUIC until Day 253 was extrapolated from AUICo s, where

last, Where possible. I extrapolation was not possible, AUECo.253 was set to . H . A,
possible. If extrapolation was not possible, AUIC)-253 was set to missing.

missing. Where the actual time of the last observation was observed after

nominal Day 253, the AUEC until Day 253 was interpolated, where Where the actual time last observation was observed after nominal Day

possible. 253, the AUIC until Day 233 was interpolated, where possible.

(3) R HAES ol gurE, F)

o

olahhE, QA A, Bl

7

O

7

5) SAEAH

1

~
o 2
oft
X,
a2

2
[
ox,
M

) A & A

| A7 B8 Fr|e FAA AFY A4tE 7He g gtk 60mg T Img/kge §F 02 ¥ o) PK o
TE 72 AUC WSS 22 WedS Bed)ol dis) 33%9 CV ol FAHUT AUCS Cmaxel H]
o] 0.95% 1.05 Atelztal 744 W), MB099} Xgevadl =34 T54< A8  H4A 90%9 ARES Al
Few 2 6849 PK %7} 7be I @At dastth bebs 2% 204w Ut vbe @At dasit #
FES 20%% 7HAE W, o] AFdle o 25599 JPAF $5E dAoth JAJAE 111 HEE T
of T2 = wigge,

U
A (Safety Set, SAF)oll A =8 ZEZEZ $Hk(major protocol deviation, major PD)°] $i= EE HPA
g} &4 (Pharmacokinetic Set, PKS)oll thsto] 3= 3ot

14 292 ALY S8 A E, A9 22 W3E AUCh, AUCLy Coa #52 ANOVA 2dS 4331
MBO9(A @) o EU & US frall Xgeva(tl=of) te] 554 2 EU Xgeva W US Xgeva 3+¢] Hl

=3

ANOVA =de] 2 27 PK detr|gol] et HaAsB T ¢ J215 #Hel AUCw, AUCuy Crax A200
sl 71stEd HAaAsHE, 7IsHE T g, Al HlEY 90% A TIHC)S ALt

AEETH LS AUCh; AUCLy B Cooll T3 A8 tf thxoF 7]5bd HAASH T H&< 90% CI7F [80.00%,
125.00%] Helol ¢hds) =3+ HH AZWH R

o

o
ot
g

o i oM

of
o)

6) & 2%
- MB092} EUY 244} H] L

- MB09 ¥ EU 9 2XH}e] AUClast, AUCinf ¥ Cmax®] geometric LSMean?] Hl (90% Cl)& EF APd A ojd
T54 FAL 08914 1.25 Atelol EFFFHATE AUCO-last, AUCO-co 3 Cmaxoll thst 7]8}83 LS B &
[90% CI| (MB09/EU Xgeva)e ZZF 105.93%[99.54%, 112.73%], 105.92%[99.51%, 112.76%], 105.13%[98.86%,
111.80%] 9 FU T AUCO-last, AUCO-co ¥ Cmaxoll i@t 7]8t82 LS H+ HIE[90% CI|(MB09/ "= 24
Xgeva)S 2+t 108.87%[102.30%, 115.86%], 108.62%[102.03%, 115.62%] 2 104.75%[98.50%, 111.40%] % tF.

- MB09¢] ©3] SC F i, d=gel] ok A =F(AUCO-last, AUCO-co 2 Cmax)> EU Xgeva & W=
Xgevadl ©d SC %o & #Azd Az TN 718184 1S HT Hle FH 0% Cle ZE A$olA A
dojd 38 5(80.00%, 125.00%) ol AATh
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Table 11-2 Statistical Analysis of Serum Pharmacokinetic Parameters of
Denosumab (Pharmacokinetic Population)

PK
Geometrie i i 920% C1 of

::::::-;Jmtcr Treatment LS Means (n) Comparison Yo Ratio the % Ratio
AUCy 350 MBO9 150000 (85) MB09 / EU-Xgeva 105.93 (99.54, 112.73)
{day*ng/mL} EU-Xgeva 142000 (85) MB09 / US-Xgeva 108.87 (10230, 115.86)

US-Xgeva 138000 (85) EU-Xgeva / US-Xgeva 102.77 {96.58, 109.37)
Crax MBI 3290 (5) MBO09 / EU-Xgeva 105.13 (98.86. 111.80)
(ng/mL) EU-Xgeva 3130 (85) MB09 / US-Xgeva 104.75 (98.50, 111.400

US-Xgeva 3140 (85) EU-Xgeva / US-Xgeva 99.64 (93.69, 105.96)
AUCh. MBO9 152000 (85) MB0% / EU-Xgeva 105.92 (99.51, 112.76)
(day*ng/mL}) EU-Xgeva 144000 (85) MB09 / US-Xgeva 108.62 ({102.03, 115.62)

US-Xgeva 140000 (85) EU-Xgeva / US-Xgeva 102.54 (96.33, 109.15)
Figure 11-1 Mean (£SD) Denosumab Serum Concentrations Versus Time _ o

following Single Subcutaneous Administration (Linear and Semi-Logarithmic Scale

Semilogarithmic Scales) (Pharmacokinetic Population) 10000

Linear Scale
4000 4 1000

100
3000 -

Concentration (ngimL)

20004 9§

oY

Concentration (pg/mL)

1000 4 &
01

0 24 48 72 96 120 144 168 192 216 240 264
T T - ... MNominal Time (Day)

0 24 48 72 96 120 144 168 192 216 240 264 -5~ MBOS -8 EUXgeva —A— US Xgeva
Mominal Time (Day)

(2) 27 *FE Hrpds

Table 11-1 Serum Pharmacokinetic Parameters of Denosumab
(Pharmacokinetic Population)

PK MBO09 EU-sourced Xgeva US-sourced Xgeva
Parameter (unit) (N=85) (N=85) (N=85)
AUC .09 (day*ng/mL) 143000 (25.3) 136000 (23.1) 133000 (26.3)
AUCq1a (day*ng/mL) 146000 (26.8) 138000 (24.1) 134000 (27.4)
AUCn (dav¥*ne /mL) 147000 (26.9) 139000 (24.3) 136000 (27.4)
Cmex (ng/mL) 3240 (22.0) 3090 (25.4) 3100 (27.0)
Tmax (day) 10.00 (1.95 — 43.04) 9.99 (2.97 - 28.02) 9.95(3.02-27.99)
t12 (days) 12.5 (38.6) 12.4 (37.6) 12.1(37.2)
CL/F (L/day) 0.238 (26.9) 0.251 (24.3) 0.258 (27.4)
Vz/F (L) 4.28 (34.2) 4.48 (33.0) 4.48 (35.1)

7) oFest A%

- sCTX §&%

- By Al sCTX §5v 17 11201 BAF o, 7|&4(%CFB) #kollA e WS Wshe= 19 11-39 FA
Hof Q.

- BE AZTA sCTXY 71& 52 vxdoy, MB9TY A% o 2 934 1t Wsdol Yebgsyrh

1% 4t H3 CVeE MB099 7% 610 pg/mL(91.6%), EU Xgevaw 2| 7% 533 pg/mL(41.5%), V1= Xgeva

739 567 pg/mL(44.9%)S 55Ut MB09, EU Xgeva E=& W= Xgeva?] @3] SC 4 ¥, sCTX T&E= F
of & 3 W 5¢ FF] FagonH

S ymA AEY V)7 5 JAE AHE FAYT EOS(FA 253Ul 6048417H 2] sCTX 3% A EToNA

MN
{o



Hlglom, ARG 7 MEAE Yebs
EU Xgeva® 7% 368 pg/mL(49.7%), U=
69%, 64%°] 3 8E-< YEi

- A sCTXS ¥4 PD wi/¥

22 450 Yk

- MB09, EUYIA FF& Xgeva E
A Tl F oF 3dA o] H4 FE(Cmin)oll E(Tmin)stAA 74
A ZHE FAAT Hi CTX FEE BE 37 AgddA gisd 33
Rkl o2 #EFHT BLQY Adl sCTX %+ PD wi/lHsE

own, 1 A3 MB09 79 EE

sS4 EOSOIA 9| 4t B3 CVE MB099 73
T Xgeval 7% 363 pg/mL(61.1%)Z, ST AAMNM 27 oF 54%,

FE E 1140 2950 9lon 7| el Mak&(%CFB) ft=

8592 PRt Cmino] 35.0 pg/mL(*70

3% 331 pg/mL(62.1%),

¥ 11-50] W&

pg/mL)2 #ZHT webA A

o sCTX PD wi/l¥i+E B7te o) B39 Cming AF3HA 18sloF goh. Aof sCTX 219 HEA 7+ W5
(71884 CV)& AUECO-last 2 AUEC0-2530.2 ZA3om wE XFFoA FolA Ekth MB09T2 7
9 71884 CVE AUECO-last 3 AUECO0-253°l14 242 57.2% % 81.1%SAth EU Xgeva w9 7% 71313+
CVE AUECO-last ¥ AUEC0-253l4 Z+2h 45.8% “;l 541% Atk W= Xgeva w9 A% 718EH CVe
AUECO-last % AUEC0-253914 242} 61.5% B 775% At @4 3t fsde] £& A2 A= A4 3t 7]
= A Zolgk NPA 1+ JEE Ao] YEY & Atk CminoZ ZAG APA 1+ AEA (IS V)2 =

=

T

A 8TNA 0%~149%E AF3] ot

Figure 11-2 Mean (£SD) Absolute sCTX Concentrations Versus Time following 9 : :
Single Subcutancous Administration (Linear and Semilogarithmic Figure 11-3 Mean (i‘_iD) Percen_t Cln‘mge from Rageline SCTX_ (?once.nlralmns
Scales) (Pharmacodynamic Population) Versus Time following Single Subcutaneous Administration
(Linear and Semilogarithmic Scales) (Pharmacodynamic
Linear Scale .
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Table 114 Absolute sCTX Pharmacodynamic Parameters

(Pharmacodynamic Population)

PD MB09 EU-sourced Xgeva US-sourced Xgeva
Parameter (unit) (N=85) (N=§5) (N=85)
AUECq 1 (day*ng/mL) 30000 (57.2) 33400 (45.8) 31800 (61.5)
AUECs.253 (day*ng /mL) 29400 (81.1) 32200 (54.1) 33200 (77.5)
Conin (ng/mL) 35.0 (D)1 35.6(14.9) 35.5(11L.9)

T (day) 292(0.33-112.02) 3.00(0.33 — 195.88)

2.96(0.33 - 112.03)
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Table 11-5 Percent Change from Baseline sCTX Pharmacodynamic
Parameters (Pharmacodynamic Population)

PD MB09 EU-sourced Xgeva US-sourced Xgeva
Parameter (unit) (N=R5) (IN=85) (N=85)
AUIC; ., (day*%6) 18700 (16.2) 17800 (16.3) 18000 (19.5)
AUICo.253 (day*%a) 18700 (19.8) 17900 (15.8) 18300 (15.9)
Loas (%0) 92.4 (3.82) 91.4 (7.55) 92.5 (3.58)
Tl (day) 292033 -112.02)  3.00(0.33—195.88) 296 (033 -112.03)

- sCTX PD wiZi¥d<re] BA £42 & 1169 29F= 0] Ut

- MB099] ©¥ SC Fo &, Hd] sCTX $X/(AUEC0-253)= EU Xgevalth 15% W3 W= XgevaRth 17%
stk WhE, Al sCTX 3= EU Xgeva$} vl= Xgeva i ol B3k Zlog yehgon, 7)3) 1S ol A
2% Aol HHEJTHEUAAM F38 Xgeva O w=xollA F5E Xgeva W), L&yt Al 744 A wime] 73
718t LS B HIE FH 90% Cle AHd Fofd 88 +74(80.00%, 125.00%)5 Bttt
ol 71EA FA A PD HtolentA o] MiFAH AP A 7% F5o] B2y gEd F Utk ¢
o2 AEIZ FTAH HIHE sCTXY e ul2A olasty] f3 7|EH o2 RE o] WEg W2
s}x]ofof g},

- MB099] ©3] SC Fo %, 7]F sCTX FX(AUIC0-253)ZHE]Q] MESE H3lE 37] AFF ZFoA HKFo
o, &4 2%~4%2] Ao|7} #FEH AT

- S, 370 A WAl A, Z18k8tA LS Bk g TR 90% Cle AR Bojd 518 FA(80.00%, 125.00%)
el 1Stk AUIC0-253¢] 713} 1S B Hl€[90% CI|(MB09/EU Xgeva) 103.68%[99.30%, 108.24%], (MB09/ T]
= Xgeva)e 101.69%[97.42%, 106.15%], (EU Xgeva/ "= Xgeva): 98.08%[93.95%, 102.41%] %1 t.

i)
e

=
M\

Table 11-6 Statistical Analysis of sCTX Pharmacodynamic Parameters
(Pharmacodynamic Population)
PD Geometric i
Parameter Treatment LS Means Comparison YoRatio ey D.f
2 the %=Ratio

(umnits) (n)

AUECu.2s3 MB09 28500 (85) MB09 / EU Xgeva 8471 (64.79, 110.74)

(day*pg/mL) EU-Xgeva 33600 (85) MB09 / US Xgeva 82.64 (65.28, 104.62)
US-Xgeva 34500 (85) EU Xpgeva /! US Xpeva 97.56 7545, 126.15)

AUICq.25: MBO9 18700 (85) MB09 / EU Xgeva 103.68  (99.30, 108.24)

(day*%a) EU-Xgeva 18000 (85) MB09 / US Xgeva 101.69  (97.42, 106.15)
US-Xgeva 15400 (25) EU Xgeva / US Xgeva 98.08 (93.95, 102.41)

- F 63 (24.7%) ] TFA AN A ATF7IZE B 92719 o] FAME(TEAE) 7} BEALE AT
- MB09T 18%(21.2%) Al 29719 o dAL#l7 B s it
- EU Xgevaw 28%(32.9%)° 4] 4071¢] o] FAt#l7} B xSt
- US Xgevat 179(20.0%)ll A 23709 o] dAdl7F Baw it
- AWEow P &8 Bud o AEE ¥Y Aoty TAZIUA FIH179[6.7%] WA, BIFHE(7S
27%] W) 2 g FAAY Z7HEHER%] DA 24 AT M B Bud ol dAtElE ey 2
ket
- MB09: @9 A#otd EAxI|UA FTH6H[7.1%]) B HITFHEBH[3.5%]).
- EU Xgevaw: €9 g ot TAX7)|UA F7H9B[10.6%] thA) 2 dH FAAY

ol}l
N
-
—
w
of
—_—
[
w1
3
—_
=
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Xgeva: 8% ZFA(3H[3.5%]).
SRR oAtElE 55 WM 25533 35F Uk

- BE BE odAtEle A7t B8 w7kA sAEAAR, AS Hojo] o) FAtdE E/s4 Tl
- AP B 3E[1.2%]9 HFANA BaH 479 o] dAtElE AT AZ9 FHEo] vk HFTh

- AT 717 S ARAE flsith

- MBO9T ol M 298 9] I @A24%)MA ST o] ZAHEI(SAE)7F BaLE AT

- O] FAIR Qs ATellA FEE FPdA= dddTh

- @ AA A, A NS 3H, BCG AF Ev AA AA AFelA AF 5T el woll #= Aol fidith

Table 12-1 Overall Summary of Treatment-Emergent Adverse Events (Safety
Population)

EU-sourced US-sourced

MB09 ) ‘ig = Overall
Afeva geva N
=85 =253
(: BE) (N=85) (N=85) U:/z ;J
"OOE aewm aemm "M
Any TEAE 18 (21.2) [29] 28 (32.9) [40] 17 (20.0) [23] 63 (24.7) [92]
Any Grade | TEAE 4(4.Ty[51 5(59)[6] 3(3.5[3] 12 (4.7) [14]
Any Grade 2 TEAE 10 (11.8)[11] 14 (16.5) [17] 11 (129)[16]  35(13.7) [44]
Aty Cirade 3 os Higher 9(10.6) [13 13 (15.3) [17 4(4.7)[4 26 (10.2) [34
TEAE (10.6) [13] 3(15.3)[17] N 26(10.2) [34]
Any Treatment-Related
1(LZ)[1 1(1.2)[2 I(L.2)[1 3(L2)[4
i (1L.2)[1] (1.2)[2] (L2)[1] (L2) [4]
Any Treatment-Related
1(L2)[1 1(1.2)[2 oo 2(0.8)[3
Grade | TEAE (L) 1] (1.2)[2] [0] (0.8) [3]
Any Treatment-Related o010 010 L[ 1041
o — [ [0] a2 4
Any Treatment-Related o0 010 o 10 010
Grade 3 or Higher TEAE 10 (0] (o] (0]
Any SAE 2(24)[2] 0[0] 0[0] 2(0.8) [2]
Any Serious TEAE 2(24)[2] 0[0] 0[0] 2(0.8) [2]
Any Treatment-Related
0[0 0o oo 0o
S [0] (01 [0] [0]
Any TEAE Leadi Earl
D RESE 0[0] 0[0] 0 0] 0[0]
Discontinuation
Any Death 0 [0] 0[0] 0[0] 0[0]

8) Ay ¥y A+
- MBO9w A4 17(1.2%) ¢ &7, EU Xgevawoll Al 27(24%)8 @A, US Xgevaw A4 17(1.2%) ] 3] 3 A ol A]
GFEGA(ADA)F HAEFHAT HEH ADA T AL A& F8 FHo| flTh

65 frEA 2 ¢AA

6.5.1. A AFA d(Pivotal studies)

e [MB09-C-01-19] Zt}&% #H747] oJ4dolA MB09 vs Prolia® EUAH S HEA, ok5e}, oFgsl, ¢hdA 2 B
AL BlasterAemd, olswrte, BT, t71#, B=A A P(SIMBA Study) <3 43AE>

1) 9-A" AA

1) A
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Figure 3-1

Schematic of Study Design

Transition/ Safety Fol
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Nu\'“l Soreening  Basaling O o1 M1 M3 ME Ma Mz TREN TR TP M3 TP M
MBEE MEBDR

60 mg/mL 52 B mgiml SC

1

Dsy 1
241
Screening Rancormisaton
Wi 1 Prolcs Ll L

iirinieel 0 mpinl. G 60 mgini. 5G

| |

Pralia
L 60 molml SC
4
T+ » 4 ubjects who eoeve the i dose of
ey ﬂmq; MCEIn 22 contirae 16 178 Trarstin Perod
& [ ] L ] {up to Mann 18}
sy g o Dy Sty s 1 Wowm 6 Sy druga Mo 12
w1 i} Nz mz

PO 8 N?O';'w rerbhim moBEew mrbame T eermhm miﬂ“ﬁc -cm'ﬁu ) e
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Prolia-MB09(Arm 2) %= Prolia-Prolia(Arm 3)& —1?‘04 N2 211 HE&E F2YE w4yt
22 vjA L 239 7|&4 BMD T-Z4"(g 3.0 % > 3.0 SD), ﬂ@ab‘]—’r\-(<25 2 >25 kg/mZ) oA
A ol (=55-<684] ThH] =68~ <80M) % AT AZ Al o7 BAT2TUo|E FE ALE(olE B2

H,

3 ¥ IRT A="s

A2
22X 0]

E ARG tiv] o] HMAEAZYOlE AR §le)ell whet S3ekiit
EE A Z2EZ wet v Dot 2 HIAE Ut
T8 A7 7% ¢ AFAE

193k9} o7 LAtell AT oFEe 35} FAH60mg/mL)E T W Fowerh BE
2 kA H} L HE ALk APAE WS/ GH FH 73] Eoita AT B A W
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MB09-MB09 1&(L& 1)°ol wWi8e dAdA= 194, 6/h€al, 127§ €atel]l MB09E WA €T Prolia-MB09 &
(25 2)° MAE JPAE 1939} 67]L2koll EU-Prolias 1 127 €3kl MB09E WA E ). Prolia-Prolia 1
F(2F 3 vigE AAE 194, 67193}, 127123k EU-Prolia® LA Utk 2 9dAE 218 713t 6

ALANA %4 24 s

£ ol
t off

2) 529 AT R
1) w3+

o 55890 F2uA Hlom o]F 5557 (MB09 278, ZE&| ¢} 2779)0] 1¥ o] AP FoE Tttt

Table 5-2 Number of Subjects in Each Analysis Set (All Randomised Analvsis Ser)
AMEBOD Prolia Total
(N=281) N=277) (N=338)
n (%) n (%) n (%)
All Enrolled Analysis Set! 1383
All Bandomized Analysis Set? 281 277 558 (40.3)
SAP? 27T 278 533
FAS? 278 (98.9) 277 (100.0) 555 (89 3)
mFAS* 258918} 266 (96.0) 524(93.9)
PECS® 277 (100,00 278 (100.07 553 (100.0)
PEPS® 260 (97.1) 274 (98.6} 543 (97.8)

Abbreviations: FAS. Full Analysis Set; ICE, intercurrent event; ICF, informed consent form: mFAS. modified

Full Analysis Set; PE. pharmacokinetics; FKCS, Pharmacokinetics Concentration Set;
PEPS. Pharmacckinetics Parameter Set; SAF, Safety Analysis Set
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Figure 5-1

Subject Disposition
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15. S
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4 HZ AAANE 232 A AL ool 19 ol ¥ A&HOE By ABH B,
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i3
el £ 9 2 71zl A&H)el e A Fae AT A5, e A FAdAM aste 49 ° A
4

17. 77 B2 A% Ad: 59 = "o T3 99 g/Ee 4, g9 =34 A7 2]l A AF A
%, & oA Be oA, 232 A e/l ool Ao 22 A5 AR AE), A7 ARl wet 77

Fe g EE AYE WEA A3 Age] BAH B A3 w= 8 Yu. BT ATAY APl wet 3%
= F

A7 Agele] 71 AAE e o o
18. BlEFYl D A (25-0H ®IEFY D ¥4 4% <20 ng/mL). HIEFE] D B35 AFAte] Ao we} 3450 3
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20. AAG dE27] vhg(oll: IHEAERl oh g 29 WY g/ s E4

21 729 oA A 25 ool AT FAAE AHESIAY 4F ol HIATF FAAE AgEoF st B4 I
] d Al HBV, HCV, HIV-1/HIV-2 E£& SARS-CoV-2 44 AA 237} e A5 94
A AR U A9 31 AAE dagyc

22, A kB digk F2H9] wiAg 14 oJuie] COVID-19 A& HEIAY 6712 T 1271€0] AT FE F

o] 149 ool COVID-19 A& HEL AF A%

23, AR Aol wEt Fujgh AR Ao ¥y g/xE E4, dy)de thgo] TFEAT oo FIHA &
Aol Fojste PR Aol U FUF AP JeEE %aau A ECG o4, 238d A 671
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2. A PAE EA}Z}QI o) wel AT ARE B2 AU, AT AAE
S, A7 Felsh APAe] AN oldol HA $e & b AU, W, AP oY B I8 AR
Weolt A FA% 98,

5. @A Gz} SFES WEAAY AT Y A Fol A 14U o] Yol FE Bg Yol AL

2. RS WA A 4F olulel BAT USEM 4 ) EE 44T 34 4] dAY AT zol AL
A%
27. AZSAG T Al AHE QsS4 4 e

@6) dTsHA/AWEH 54

o ATEA EAL F w2 AT dAe] W(SD) AH L 65.8(5.99)H A2, 61.6%°] AL =55~<68
AR 384%] AT >68~ <804 Atk thAS] tR-E(62.9%)2 Aol FA7 Aol AL, 13.3% 9] EH*P
A7y AA FAARLH, 238%9] WA BA FAAAT dRE ddAE AFH R #M1(99.3%)01
2oz dxgdoly SHEIAE obYAUTH95.9%). BH(SD) BMIE= 24.683(3.0401)kg/m* A1, tidAte] 57.3% &
BMI7} <25kg/m?% 3L 42.7%7} BMI7} >25kg/m*%iTh.
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Table 5-5 Demographics (Safety Analysis Set)
MB09 (N=277) Prolia (N=178) Total (N=555) p—
Ba t
Age (years) aselme height (cm) )
2 217 278 555 N 2 278 355
Mean (SD) 658 (6.00) 659(5.90) 658 (5.94) Meag (SD) 159.97 (6.252) 159.99 (6.131) 159.98 (6.186)
Median 56.0 660 66.0 Median 160.00 160.00 160.00
Min. Max 55,80 55.80 55.80 Min. Max 144.0.174.1 138.0, 180.0 138.0. 180.0
Age group. n (%) Baseline weight (kg)
=55 to <68 years 170 (61.4) 172 (61.9) 342 (61.6) n m 278 555
=68 1o <80 years 107 (38.6) 106 (38.1) 213 (384) Mean (SD) 63.063 (8.8299) 63.328 (8.7580) 63.196 (8.7870)
Sex. n (%) Median 62.100 62.500 62.400
Female 277 (100.0) 278 (100.0) 555 (100.0) Min, Max 48.60. 9030 48.40,96 80 4840, 96.80
Smoking status, n (%) Baseline BMI (CRF) (kg/m?)!
Current Smoker 67 (24.2) 65(23.4) 132 (23 8) n 277 278 555
Former Smoker 39(14.1) 35(12.6) 74(13.3) Mean (SD) 24.629 (3.0184) 24.737 (3.0661) 24.683 (3.0401)
Never-Smoker 171 (61.7) 178 (64.0) 349 (62.9) Median 24200 24300 24200
Race, n (%) Min, Max 18.10. 35.40 18.10,35.90 18.10, 35.90
White 276 (99.6) 275 (98.9) 551 (99.3) .
American Indian or Alaska 1(04) 3(11) 4(0.7) Baseliie B grolp (CRE): (%)
Native 225 kg/m? 115 (41.5) 122 (43.9) 237 (42.7)
Ethnicity, 0 (%) <25 kg/m® 162 (58.5) 156 (36.1) 318 (57.3)
Hispanic or Latino 10 (3.6) 13(47) 23 (4.1)
Not Hispanic or Latino 267 (96.4) 265 (95.3) 532 (95.9)
Ex] O & O = b= | = = A=)
o A3 EAL T FolA FFL o] FAY HHFESD) 8F A3 BMDE 0.770(0.0870)g/cm2% 0.1, 85 FF9] 7]
= 2= biks A 0 0
Z BMD T-457F 42 >30 2 <309 I F 51.7%9F 483% At Ha 1344 4 tg§3 %8 BMDE <
S.0] =0 A )
0.7g/cm2% T}, #H7A o] AlZtd o] %o T4 A& 7|3k 7|17

16d(4 9 1~48d)0lSith. Ttha5e Z%P A&
B APAOL7%)E HIEERIOIE ARe] Al figlth F 2107

AT °olE T 687 thAAHZA BHol e AFY 324%)= HF 4L

12
A=

0299 (:89: 0~303)0] k. i
21(37.8%)= =4 FAH] ¢
71 Ak

Table 5-6 Baseline Disease Characteristics (Safety Analysis Set)
MB09 Prolia Total
N=277) (N=278) (N=555) Menopause duration (years)

Baseline BMD T-score at the lumbar spine (CRF) (SD), n (%) n 277 277 554
=30 144 (52.0) 143 (51.4) 287(31.7) Mean (SD) 16.422 (7.0597)16.991 (7.3539)16.707 (7.2074)
=30 133 (48.0) 135(48.6)  268(483) Median 16.000 16.000 16.000

Lumbar spme BMD (gfem?) Min. Max 1.00,3400  1.77.48.00  1.00.45.00
a 277 271 554 Osteoporosis duration (years)

Mean (SD) 0.766 (0.0878) 0.773 (0.0862) 0.770 (0.0870) & 277 278 555
Median 0.755 0.762 0.758 Mean (SD) 2.656 (4.3900) 2.042 (3.8967) 2.348 (4.1579)
Min, Max 0.54,1.18 0.59,1.15 0.54,1.18 Median 0.280 0.290 0.290

2 Min, M; 000,2400  0.00.30.00  0.00.30.00

Total hip BMD (g/em?) =
o 3 378 555 Prior use of bisphosphonates. n (%)’

» y N Yo 25 (9.0 21 (7.6 46 (83
Mean (SD) 0.731(0.0973) 0.745 (0.0946) 0.738 (0.0961) ° 4) o) )
2 2 2
Median 0.718 0.743 0.730 b ) el G
Min, Max 049.113 052,104 049,113 Fractue history. s 04)°
i o o o Yes 108 (39.0; 102 (36.7 210 (378
Femur neck BMD (g/cm®) (20 e £78)
? 3 2
" - - 555 No ) 169 (61.0) 176 (633)  345(62.2)
’ oy
Mean (SD) 0.672 (0.1085) 0.685 (0.1084) 0.679 (0.1086) Hiskity of ecebrae facuires d{%)
e i 0.651 o Yes 37(343) 31(30.4) 68(324)
X 4 3 X it
Min, Max 0.45,1.13 045,101 045,113 e 55T TL4096) YZ(T0)
3) NEEH
Q) % e Q = = : 5 (o) =3 ©
dS AUE A€ 85FBMD ZWHo|A EU-Prolia®d w3k MB092| 553

o UAFHE:
o
=

2035 W47 o4
1

o JAEE: IS HA7] A4& A= Aehd 85BMD,
Aol A EU-Prolia®9] FE4< B718t7] Ydolth. F0as A7
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Figure 7-1 Mean (£ SD) Denosumab Serum Concentrations Versus Time Following
SC Administration (Linear and Semilogarithmic Scales) -
Main Treatment Period (Pharmacokinetic Concentration Analysis Set)
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- Hlerike] €4 PK wizid o] thgh A 42 & 720 29850

- MB09¢] SC o ¥, %4l =%(Cmax, AUC0-67H4 ¥ Ctrough)<
71et8Hd 1S W vl FHY 5% Cle ZE %A Ad A

Prolia®] SC ¥o & #AZH 73 FA3ch
o % &g F(80.00%, 125.00%) el Attt

MBO09/Prolia(95% CI) 7te] 718teA LS B+t Bl &2 Cmax, AUC0-67H€, 6712 Ctrough, 127} Ctrougholl

3l k7t 104.13%(99.66%, 108.79%), 105.79%(100.57%, 111.28%),

122.75%) Stk

103.10%(89.47%, 118.81%), 103.25%(86.84%,



Table 7-2

Statistical Analysis of Serum Pharmacokinetic Parameters of

Denosumab- Main Treatment Period
(Pharmacokinetic Parameter Analysis Set)

PK Parameter

95% Cl of

{units) Treatment GLSM (n) Comparison GLSM Ratio the GLSM Ratio

Cuas (ng/mL) MB09 5890 (269)  MBO09 / Prolia 104.13 (99.66, 108.79)
Prolia 5650 (273)

AUC0-6 months MB09 362,000 (255)  MBO09 / Prolia 105.79 (100.57. 111.28)

(day*ng/mL) Prolia 342,000 (260)

Month 6 Cuugh MB09 20.2 (266) MBO09 / Prolia 103.10 (89.47. 118.81)

(ng/mL) Prolia 19.6 (265)

Month 12 Couwen ~~ MBO9 25.4(252) MBO09 / Prolia 103.25 (86.84, 122.75)

(ng/mL) Prolia 24.6 (259)

7) k4% Ay

e Serum Concentrations of CTX

- CTXO] B Al €4 5t 19 810 FAH dom %CB(%AA) e L7 8201 &EAHo Ut sCTX
TE QoS A8 ¥ 143619 wet TAEAG

- sCTX9| 71& &L F ARTAA vz on e B 3 CV @2 MB099| 739 556 pg/mL(57.3%), Prolia
o] 7% 529 pg/mL(55.1%)Atk. 670 €At sCTX F&2 MB09¢} ProliaolAl ®lsdlom 742 109 pg/mL¥} 112
pg/mLol L HF2 b WEAH-E HIEATH100% 2 96.9%). 127192} sCTX A% MB09% Prolial Al Z+z}
139 pg/mL¢} 130 pg/mLE HI=Fom, H@A 7+ HEHE B3t
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Figure 8-1  Mean (+SD) Absolute sCTX Concentrations Versus Time following SC
Administration (Linear Scale) — Main Treatment Period
(Modified Full Analysis Set)
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Figure 8-2

Mean (+SD) Percent Change from Baseline sCTX Concentrations Versus
Time following SC Administration (Linear Scale) —
Main Treatment Period (Modified Full Analysis Set)
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Table 8-2 Statistical Analysis of Pharmacodynamic Parameters of sCTX-
Main Treatment Period (Modified Full Analysis Set)

Absolute scale

PD Parameter Treat i Geometric LS

(units) Teanmen Means (n) Comparison % Ratio' 95% CI of the % Ratio
AUECo0.6 monthe MB09 11,600 (241) MB09 /Prolia 98.92 (92.52, 105.75)
(day*pg/mL) Prolia 11,700 (247)

Percentage change from baseline scale

PD parameter Geometric LS

(units) Treatment Means (n) Comparison %eRatio 95% CI of the YoRatio
AUTCo.6 otss MB09 15,000 (234) MBO09 / Prolia 98.69 (96.54, 100.90)
{day*pg/mL) Prolia 15,200 (237)

8 44 23}
Q3 Yrhws A

o MMRMOIA ‘Fetd tlolBlE As RrgatA ¢82 12704 MB099} Prolia®] 85 ¥ 5 BMDOlA %CfBS| H+
Aol & 6-19] mFASe] thal AAE] ot 1271 €akell MB099} Prolia®] 85 A3 BMDOA %CfB9] LS #
T95% CI) 2ol 0.18(-0.53, 0.89)°1th. 23 23 BMDoIA LS B %CB 2ol 95% CI7l AR A olH
o} [-1.45, 1.45] Yol 943 3507 dEo] MB09:= Proliast X852 02 53 A0 2 HFHAUTH

Table 6-1 Main Estimation of Primary Estimand 1a by MMRNM: Difference in
Means in % CfB in Lumbar Spine BMD at Month 12
(Modified Full Analysis Set)

Analysis of % CfB in Lumbar Spine AMB09 Prolia
BMD at Month 12 (N=158) (N=266)
n 234 250
LS mean %CfB! 546 5.27
LS mean %CfB* 5.85 5.66
LS mean difference (MB09 - Prolia)? 018
95% CT* -0.53, 0.89

o NZE BN A3 QR BAABs FASYC

Table 6-2 Summary of Sensitivity Estimation of Primary Estimand 1a:
Difference in Means in % CfB in Lumbar Spine BMD at Month 12
(Modified Full Analysis Set)

LS Mean % CfB! LS Mean Difference (MBO09 - Prolia)

Amnalysis of % CfB in Lumbar Spine MB09 Prolia
BMD at Month 12 (N=258) (N=266) Estimate? 95% CI
(a) Primary Analysis (MMRM) 5.85 5.66 0.18 (-0.53.0.89)
(b) Sensitrvaty (MI+MMEM) 5.85 5.62 022 (-0.50, 0.94)
{(c) Tipping Pomt Sensitivity
(MI+ANCOVA)*
Deltal=0, Delta?=0 Not reported  Not reported 0.07 (-0.68, 0.82)
Deltal= -6, Delta2= - Not reported Not reported -0.11 (-0.96,0.75)
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Figure 6-1  Forest Plot of Difference in Means in % CfB in Lumbar Spine BMD at Month 12 (Primary Estimand 1a) in
Predefined Subgroups (Modified Full Analysis Set)

rlr

ofr
o

LS mean % CfB [1]/[2] Difference in LS means

Subgroup MB09 Prolia (MB09 — Prolia) (95% CT) Difference 95% CI
All Subjects : :

All (N=484) 346/585 527/5.66 ; = ; 0.18 (-0.53.0.89)
Age at stady entry ; ;

=35 to = 68 (N=306) 596/6.40 499/543 = 0.97 (0.14 .1.80)

=68 to == 80 (N=178) 467/494 576/6.03 - -1.09 (-2.38.0.19)
Baseline lumbar spine BMD T-score (as per Clario)

==.3.0 (N=245) 6.06 /649 548/3.01 Lo 0.58 (-0.47, 1.63)

=-3.0 (N=239) 478/518 498/538 Hes -0.20 (-1.16 . 0.76)
Body mass index ! !

= 25 (N=183) 532/550 581/599 ?—l--l -0.49 (-1.37.0.40)

=13 (N=201) 561/635 445/5.19 = 1.16 (0.00.232)
Prior bisphosphonates use : :

Y (N=36) 6.04/6.02 421/4.19 e 183 (-1.09.4.75)

N (N=448) 5.84/5.83 3.79/5.77 s o 0.05 (-0.68 . 0.79)
Region : :

Euwrope (N=469) 547/585 532/570 = =i 0.14 (-0.57.0.86)

Latin America (N=13) 5.84/545 509./4.70 f [ ! 0.75 (-3.75..7.25)
Body weight : :

==301to <70 (N=379) 516/554 538/5.76 el -0.22 (-1.00.. 0.56)

=70 to <= 99.9 (N=104) 644/6.87 495/538 P 149 (-0.22,3.19)
Smoker Status H :

T (N=181) 478/551 495/5.68 o -0.17 (-1.25.0.91)

N (N=303) 581/6.06 541/566 e 0.40 (-0.53.132)

Prolia better H H MBOF better
T T T T

ol HrpHs A3t

o /1€ A9 85 ZUE W3l
- 6709 Aol 2% #Fe] BMDS| %CBolA LS B#(95% CI)Sl MB09S} Prolia 7k ko] 0.04(-058, 0.66) L.
AZXd g ugs BA A3e §AE4 T

Table 6-5 Summary of Estimation of Estimand 2a: Difference in Means in % CfB in
Lumbar Spine BMD at Month 6 (Modified Full Analysis Set)

LS Mean Difference
LS Mean! (MB09 — Prolia)
MMEDM analysis of % CfB in Lumbar MB0O9 Prolia
Spine BAMD at Month 6 (N=258) (IN=1606) Estimate’ 95% CI
(a) Main analysis (without imputation) n=247 n=258
4.00 396 0.04 (-0.58. 0.66)
(b) Sensitivity analysis (MI) 4.03 3.95 0.08 (-0.55, 0.71)

o o/1€ 1271€ AF 18 EEUE

- 67122k} 127] €2kl mFASS} FASS] 134 BMDoA MB09¢} Proliall %CfB B ztole & 6-7¢0 A A=
Atk 670 LAkt 1270 Exkell MB09S} Prolia] :¥d BMDOIA %CfBS LS B 2H0](95% CI)E ZtHmFAS
ol A Z+zt -0.18(-0.61, 0.26)} 0.08(-0.41, 0.57), FASO A Z+2} -0.21(-0.65, 0.22)3F 0.03(-0.45, 0.51)).
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Table 6-7 Estimation of Secondary Estimands 3a and 3b: Difference in Means in
% CfB in Hip BMD at Months 6 and 12

LS Mean Difference
n LS Mean' (MBO09 — Prolia)
Amnalysis of 2 CfB in Hip BMD MBO9 Prolia MBO9 Prolin  Estimate’® 03% CI
(a) Estimand 3a (MMRM on mFAS) (N=258) (N=266)
Meonth 6 242 257 2.28 246 -0.18  (-0.61.0.26)
Meonth 12 233 252 3.36 328 0.08 (-0.41. 0.57)

(b) Estimand 3b (ANCOVA on FAS) (N=278) (N=277)
Month & 262 270 228 249 -0.21 (-0.65,022)
Month 12 254 260 331 3.27 0.03 (-0.45.0.51)

o 7€ 121E A HEE AR Us

- MB099} Prolia®] the 7+ BMDolA %CfBS Ht 2tol= 67 €3} 1271 € ol mFAS9F FASel tial & 6-89
A A =] itk MB09¢t Prolia®l t¥ 74 BMDelA %CfBS LS B+ (95% CI) ztole= 67123 12712 o
ZFATHmFASO A Zh2} 0.25(-0.36, 0.85)2} 0.36(-0.28, 1.00), FASCIl A 77} 0.26(-0.32, 0.84)3} 0.32(-0.31, 0.95)).

Table 6-8 Estimation of Secondary Estimands 4a and 4b: Difference in Means in
2 CfB in Femur Neck BMD at Months 6 and 12
LS Mean Difference

Analysis of % CfB in Femur Neck -l LS Mean' (MBO9 — Prolia)
BMD MB09 Prolia MB09 Prolia  Estimate’? 05% CI
(a) Estimand 4a (MMRM on mFAS) (N=258) (N=266) (N=258) (N=266)

Month 6 242 257 217 1.93 0.25 (-0.36. 0.85)

Month 12 233 252 275 239 0.36 (-0.28. 1.00)
(b) Estimand 4b (ANCOVA m FAS) (N=278) (N=277)

Month 6 262 270 218 192 0.26 (-032. 084)

Month 12 254 260 2.70 238 032 (-0.31.093)

*F
o F8 AF/Z kWA AFE MB09 T Prolia w2 Ml 293tk %HA A= MB09 F(277%)H
Prolia(278%) 2.2 o] Bl EAEUT Proliaw Arm 2(Prolia-MB09)¢} Arm 3(Prolia-Prolia) 7 -l Al

o 55579 BE HPAE 1A A WA 7S Rt 520UU P AAH93.7%)= 192kt 67 datell 247
AT Az A WAL F WA §FS TNtk MBI F 277742 W FAK100%)7F A WA SHS T
ghoka 2568 9] W EA924%)7F F EFALAS oMLEAHE BT Foioith Proliawe] ¥ 278 HFA
(100%)7F A HA &7FS Foliokil 2647 9] HPAH95.0%)7F 7 SF1EAS} /ML S BF Fof gttt

ot m

(2) o1&AH

o T8 ARVIE I FA ¢ A= teI Eohh
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Table 9-13  Deaths and Overall Summary of Treatment-Emergent Adverse Events —
Main Treatment Period and Throughout the Study (Safety Analysis Set)

Main Treatment Period Throughout the Study

MB09 Prolia MBO9-MB09  Prolia-MB09  Prolia-Prolia
Number of Subjects (N=27T) (N=278) (N=277) (N=140) (N=138)
With n (%) [E] n (%) [E] n (%) [E] n (%) [E] n (%) [E]
Any TEAEs 161 (58.1) [442] 150 (54.0) [397] 180 (65.0) [567] 87 (62.1) [26T] 75 (54.3) [244]
Any study treatment- 41 (14.8)[57] 24 (R.6)[36] 45(16.2)[73] 11(7.9)[19] 17(12.3)[29]
related TEAEs
Any serious TEAEs 19(6.9y[21] 13(4.7)[16]  21(7.6)[25] 11(7.9) [13] 4(2.9) 6]
Any study treatment- 1(0.4)[1] 1¢0.4)[1] 1{0.4)[1] 0 1(0.7)[1]
related serious TEAEs
Any AESIs B0 (28.9) [119] 75(27.0) [113] 96 (34.7)[172] 47 (33.6)[84] 43 (31L.2)[74]
Any serious AESIs 4(1.4)[4] 0 5(1.8)[6] 0 0
Any TEAEs leading to 4(1.4) [4] 0 4(1.4)[4] 0 0
treatment discontinuation
Any TEAEs leading to ] 0 1{0.4)[1] 0 0
death
Any deaths 0 0 1(0.4)[1] 0 0
o T8 ARV AAE HFE A AHAE e
Table 9-1 Deaths and Overall Summary of Treatment-Emergent Adverse Events-

Main Treatment Period (Safety Analysis Set)
MB0% (N=277)  Prolia (N=278) Total (N=555)

Number of Subjects With n (%) |E] n (%) |[E] n (%) [E]
Any TEAEs 161 (58.1) [442] 150 (54.0) [397] 311 (56.0) [B39]
Any study treatment-related TEAEs 41 (14.8) [57] 24 (8.6) [36] 65 (11.7) [93]
Any serious TEAEs 19 (6.9) [21] 13(4.7)[16] 32(5.8)[37]
Any swudy treatment-related serious TEAEs 1 (04)[1] 1(04)[1] 2{0.4)[2]
Any AESIs B0 (28.9)[119] T5(27.0)[113] 155 (27.9)[232]
Any serious AESIs 4 (1.4)[4] 0 4 (0.7 [4]
Any TEAEs leading to treatment discontinuation 4 (1.4)[4] 0 4(0.7) [4]

(3) E3tAl LAt oAkl ZIBAE o)Ak 4

o 7HE ESA(HA BAE >5.0%), TEAEE 449 2 7185 ZH(14478[25.9%]), <=44 2 2% =3 AZj(111
[20.0%]), 9 FN(729[13.0%]), hAH 2 FF ANE7H[6.7%]), AAA ANB7H[6.7%]) D ZAH34B[6.1%])
©] SOCOA HuEHglom F #7b AT

o PTol| 93 7} &3 TEAE(RA THE >20%)E E 9-20] 2= o] 9lon, MB099} Prolia ¥l A a3}
2ok A= ZA(72% vs 7.2%), BEF(4% vs 54%), COVID-19 T (B.1% vs 54%), B4 F44 s=28
(PTH) 57+4.0% vs 14%), L8 U(B.6% vs 2.2%), BIFH(B.6% vs 8.3%), =HHAB.2% vs 3.6%), Hl 7|7
H(3.2% vs 3.2%), AAH25% vs 1.4%), ALFAF(2.2% vs 22%), 8F(2.2% vs 2.5%), FF(2.2% vs 1.8%). #
Hog T AFFoAM TEAEs TAELS AT
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Table 9-2 Treatment-Emergent Adverse Events Reported in >2.0% of Subjects
Overall- Main Treatment Period (Safety Analysis Set)

MB09 (N=177) Prolia (N=278) Total (N=555)
Preferred Term n (%) [E] n (%) [E] n (%) |E]
Total number of TEAEs 442 397 839
Mumber of subjects with at least one TEAE 161 (58.1) 150 (54.0) 311 (56.0)
TEAEs reported i =2% subjects
Upper respiratory tract infection 20 (7.2)[20] 20(7.2) [22] 40(7.2) [42]
Arthralgia 15 (5.4)[16] 15(5.4) [15] 30 (54)[31]
COVID-19 14 (5.1} [14] 15(5.4) [15] 29(5.2) [29]
Blood parathyroid hormone increased 1T {4.03[12] 4(1.4)[4] 15(2.7)[16]
Hypertension 10 (3.6) [10] 6(2.2) [6] 16(2.9) [16]
Nasopharyngitis 10 (3.6) [10] 23 (8.3) [23] 33(5.9)[33]
Osteoarthritis 9(3.2)[12] 10 (3.6) [13] 19 (3.4) [25]
Urinary tract infection 9(3.2)[13] 9(3.2)[12] 18 (3.2) [25]
Diarrhoca T(2:5)[7] 4(1.4)[4] 11 {2.0)[11]
Hypothyroidism 6 (2.2) [6] 6(2.2) [6] 12(2.2) [12]
Back pain 6(2.2)[7] T(25)[7] 13(23)[14]
Contusion 6(2.2)[6] 5(L8)[6] 11 (2.0)[12]

@) 1A F5E

o URES HFAloA o] JAE(TEAE)S 355 Gradel (909 [162%]; 35671) E& Grade2 (188 [33.9%);
44579 om, F NEE 7 SHELS FAATHMB09 oA Gradel 46 [16.6%], Grade2 979 [35.0%]; Prolia
Tl A= Gradel 449 [15.8%], Grade2 919 [32.7%]).

Table 9-3 Treatment-Emergent Adverse Events by Severity- Main Treatment Period
(Safety Analysis Set)

MBO09 (N=27T) Prolia (N=1T78) Total (N=555)
n (%) n (%) n{%)
Total number of TEAES! 442 397 839
Grade 1 195 (44.1) 161 (40.6) 356(42.4)
Grade 2 227(514) 218 (549) 445 (53.0)
Grade 3 20 (4.5) 18 (4.5) 3% (4.5)
Grade 4 ] 0 0
Grade 5 0 0 0
Number of subjects with at least one TEAE 161 (58.1) 150 (54.0) 311 (56.0)
Grade 1 46 (16.6) 44 (15.8) 90 (16.2)
Grade 2 97 (35.0) 91 (32.7) 188 (33.9)
Grade 3 18 {6.5) 15(5.4) 33 (5.9
Grade 4 0 0 0
Grade 5 ] 0 0

6) YA Pk AR

o HAHORE 5o HFAHHAY 11.7%; 937)oA TEAEZE 97 A& #A Jvka ZAAZE Adadih
MB09 T 419 (14.8%; 5771), Prolia i 24™(8.6%; 367).
AT A5t HHH oA F UFEo] Gradel =& Grade2 £5E2 YUehith A+ X859 #HE Zo=
AR Grade3 o’dAtEl= B & JAHMB09 FolA 1% [04%]) 2 HFF (Prolia oA 193 [0.4%])°]ATh
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167) 2.2 eyt

SUE odAtEle ZEAA B A=A ol SOCAAM 7 WA BRuE]om(F 7H[1.3%]), TE 9
S YA f;—%d_, B2 Zd AZ FA F 29[04%], 198[02%], 18[02%]), o2 2374 FlGH
[09%]) 2 FF=A FHEB[07%]) el F A=T o] FRF Y Aol= fTh

=4 @9 PT(Z A &4 MB09w 19, Proliaw 19; A= =4: MBI 1%, ¥ =4 Proliw 1%)% ¥4
(@ THE 194 F 29)S A3 ZE FuUd oAb e v gdA A

Table 9-7 Serious Treatment-Emergent Adverse Events- Main Treatment Period
(Safety Analysis Set)

System Organ Class MB09? (N=27T) Prolia (N=178) Total (N=555)
Preferred Term n (%) [E] n (%) [E] n (%) [E]
Total number of serious TEAEs 21 16 37
;N:unf:::lr]%szbwcts with at least one 19.(6.9) 13 (4.7) 32(5.8)
Musculoskeletal and connective tissue
disorders 3(LD[3] 4(14)[4] 7(13)[7]
Hip fracture 1(04) [1] 1(04)[1] 2(0.4)[2]
Osteonecrosis of jaw 1(04)[1] U] 1{0.2) [1]
Ulna fracture 1(0.4)[1] 1] 1(0.2)[1]
Ankle fracture 0 1(04)[1] 1(02)[1]
Intervertebral disc disorder 0 L{04)[1] 1{0.2)[1]
Spinal osteoarthritis 0 1(D4)[1] L(0.2)[1]
(Gastrointestinal disorders 3.3 2012 5(0.9)[5]
Gastritis 1(0.4)[1] 0 1(0.2)[1]
Tleus paralvtic 104 1] 0 1{0.2)[1]
Large intestine polyp L(D4)[1] 0 L(0.2)[1]
Gastric polyps 0 L{04)[1] L{02)[1]
Pancreatitis acute 0 1(D4)[1] 1(0.2)[1]
Hepatobihary disorders 104 1] 3(1.[3] 4(0.7) [4]
Cholelithiasis 1(0.4)[1] 1(04)[1] 2(0.4) [2]
Hepatic steatosis 0 L{04)[1] L{02)[1]
Steatchepatitis 0 1{D4)[1] (0.2} [1]
Cardiac disorders 2071021 1{04)]1] 3(0.5) 3]
Atrial fibrillation 1 {D4)[1] 0 1(0.2)[1]
Supraventricular tachycardia 1(04)[1] 0 L(0.2)[1]
Bundle branch block left 0 1{D4)[1] 1(0.2)[1
Infections and infestations 2(0.M1[2] 1{04)[1] 3(0.5)[3]
Preumonia 1{o4)[1] 0 1(0.2) 1]
Pulmonary tuberculosis 1 (04)[1] 0 (0.2} [1]
Post-acute COVID-19 syndrome (1] L{04)[1] 1{0.2)[1]
Nt 53 : s091
Adenocarcinoma metastatic 104 1] 0 1(0.2)[1]
Pituitary tumour benign 1(04)[1] 0 1(0.2)[1]
Renal cancer metastatic 1(04y111 1] 1(0.2)[1]
Nervous system disorders 1(04)[1] 2(0.7)[2] 3(0.5) [3]
Transient ischaemic attack 1{04)[1] 0 1(0.2)[1
Lumbosacral radiculopathy 0 1(04)[1] 1(0.2)[1]
Migraine 1] 1{04)[1] 1{0.2) [
Endocrine disorders 0 2(0.7)[2] 2(0.4)[2]
Goitre 0 1(04)11] 1.2y M
Toxic goitre 0 1(04)[1] 1(0.2)[1]
Blood and lymphatic system disorders 1 {0411 1] 1(0.23 [
Anaemia 1(0.4)[1] 0 Lo2)[1]
Gcnmra] disor.df::rs and admunistration 1(04)[1] 0 102)[1]
site conditions
Nodule 1 (D4)[1] 0 1(0.2)[1]
Injury. pnis.oni.ng and procedural 0 1(04)[1] 1(02)[1]
complications
Thermal burn 0 1{D4)[1] 1(0.2)[1]
Renal and urinary disorders 1(0.4)[2] 0 1(0.2)[2]
Ureteric obstruction 1{o4)[1] 0 1(0.2)[1]
Ureterolithiasis L(04)[1] 0 L(0.2)[1]
Reproductive system and breast
"dimjm o 1(04)[1] 0 1(0.2)[1]
Uterine haemorrhage 1(04)11] 0 1(0.2)[1]
Skm;;;;l;t;l::utancous tissue L(0.4)[1] 0 102 [1]
Psoriasis L{D4)[1] 0 1{0.2)[1]
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o AE FWE UG ol FAEIE F 4H(0.7%)Y T FAA BaEGoH, o EF MB09 ol &3k A W
A A8 Fo] F Grade 2 X&E LAOE A 2%(0.7%)2 AFAI ATFE FHSF (L AIAG 14 2
A, & APA04%)E EF A GCraded T o] Atd) TR g AT A7 FHo] BRuEh(1d &

A). EF @ I WAH04%)E Graded A o] WAL dlg] AT ARE FUSATAD 2A)
(®) 58 AU o)A
o 29 AU AR FAF RS e, oF B Huwe, daA W, W e, e, ALEEE, € 2

Ay ¥ 24& =A%

AN o)A = MB09Tol A 807(28.9%), Proliaoll A 757 (27.0%) 1A B = Ak A4E & 23274
094 1197, ProliaT ol A 11371 0] At}

&+ MB09 3%(0.5%) (¥4 21, #WA ¥H§ 19), Proliaw 0%(0%)
ke A A WS o5 ukg : MB09T 108[3.6%], ProliatT 47[1.4%]

- 2+ . MB09 65™[23.5%], Proliax 70™[25.2%]

- AZE8% . MBO9T 19[0.4%], Prolia 278[0.7%]

- § Z A} MBO9T 13(0.2%)
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T4E ZFYh MB09w ] & AolA TAF FF 2HL AFAY Bio] wEd ¢hd dE FAHHS
o, ol& AT & BE 4L A7AEd o5 9HeE Ad Aow FRAFHUT

(10) 3L dL4 Bt

o Aide TN FAR AEFE JETh A vyl A weh #Ed FEg 73‘?‘5}01»} Pz F
ojw] & t&i}% Azt whet #EEHA GTh S WMol Gz E2utebA|, B

A5 AT e A A5 #HEE FEI Aol dFHeR %91111%& Hs7h Al
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(11) 29T, AAGAL &7
o AR AN RaE BT Wk 2F Ao} Bdo] X B Ao RuHt

9 A9 ¥y 2+
o FFEIAY HAEL FATHAAH SR 6] thdAH(11%)). EE ADAE YAHCITH AZEH ADA F °]
= ﬁE 3t Tgo] |sith
7(0.5%) (25 MBOOT)olA 7124 (Fo] H)ollA ADA %A dH8-S BAth A5 A% T, F 69(11%) (2
Proliat)o] ADA 4402 FFglon, 7|EXA ADA ¥4 ¥ BEAd APAEL F A8 7|7 &<
T Z7h8HA stk @AES] ADA H7be <5004 1,3507hA] thFdlon, BE A
29 BE ADAE F3 Y& YEA ot
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ncidence of Ankti Main Treatment Pericd
15 Set
MEOS Prolia Total
[(N=2771) (N=2T8) (=555
n (%) n (%) n (%)
3 11.1) ] i 33
274 (98.9) 278 (100} 552 (59.5)
missing o 1 (0.4) 1 {0.2)
I u & [£.2}) ] (1.1)
T nt induced ADA positiwve [4] ] & (2.2} [ 1.1}
oosted ADA positive [5] o i} o
HAbL positive [&] 0 a o
ADA negative [7] 297 (104) 272 (87.8) 548 (98.9)

6.5.3. B A YA & (Non-pivotal studies)

o NPT Y

6.5.4. 71E}Y &A1 8 (Supportive studies)
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