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F gl Ao} WE(o]=0]) Asfet #Ho] A} AF(mg/kg)oll 7] xz3HA,
FAFA tlerHes A 44860 mgs v e/l Eritt Fo) Bt 10
2 508} (10, 50 mg/kg &) FAsAe o, HIABAAH Aol YERL, o=
«] ofg|ehz FAI dAete Ao g2 HFHT AT WA Hmgrtel

Z

2
[40

0
)
flo

S
flo

—
o

e = |2 -z off
O ol o of

of

il

ox ii

i
& o
£ fo

P

—_

E 0_>|: (@]
ON

ox!

rlo

o b ?
N

2
r 111-4

Gl

o=

Z5 ApollE 2 Wsole Jold, ALl AdH, o ¥, B Azeel 9
ZAd Ao, 28 744, g = 7b(ma1al1gnment) AR B AaE BT 2§
=] FEHIS W “201 = I EEHUAN, Aol MERe dzHde =4
T ML= Aolxof ‘3}.

_14_




8. LA 3 Fo

g SellA & xdo] HastA ot
Hlesie] A o T AR 5, 994398 (76%) 654 o] delnom,
3,576 (27%)> 754 ool ¢ =

rieh

o
olN
>,
TN
=
Oi
N
O{N
[y
(6%]
(@%]
od,
A
Q1
32
flo
(o)}
1
=
o

dollom 399 (16%)2 754 oot EFIAAEE Ao Y 0TS AE
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o] ool ghd3 FUAHT AUATL W WA B
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1) 74 95 F zageAa A
Zqlo] BYY FA RYnRE AUAE AAD
ZApolo] o Fel5o] AdX7} vE, BEE)

b FARE S8 9 5 AR FTUANA ¢

13. 2@ 3 HFEY FAAR

1) ©] 92 2 ~ 8CelA W& Hasi, d2]A] F=o.
2) o] oF& WAILM AWM FA F¥ A (oF 302 ) Ao
3) & o] & WAHIA ZAUWH 25TE He 25 =&
ojfoll ARE3lok Tt 30 oW ARESHA 2 A

g713ko] A3 Fol= o] oFS ALLdA T

rr

4) ofHolg £o] B Pt Fol wuB
5) A2 W3 4 gEe AdA
6

A A7A FAR AL AASNA et

)
)
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)
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14. AE71E Y% AR

) % % 3171 ﬂo}oq 17 Al
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_18_




TE Az Az= A4
TAEAAY | dlelAA ol =l (F) | TR = A7 oA rHdH Y= 811
AFHAEAZ | Mabxience Research | ol C/ Manuel Pombo Angulo 28 28050

%
G ERD) SL Madrid Spain
] Parque Technologico de Leon Edificio

Q) B3 ol Bk
E;"Zﬂ"jx; A GH GENHELIX SA. | 2299l | GENHELIX C/Julia Morros s/n Armunia
(A=) 24009 Leon, Spain
LB I A 2EA | UNIVERSAL FARMA 5] C/ Del Tejido, 2 Azuqueca de Henares,
Z (A=A} S.L. s 19200 Guadalajara Spain
1.3 §7t=d

o (A BIAY) v24
© TolorE Bl kel B FA, AR % AETHAAA So| FZa)

AR T, AT

14 NFYEFE AR 97

o AINT AL

15 SR8 A2 A

o AFAG Qe

1.6 AHHAE

o AINT S

1.7 A& ¥
fe) 3. S FA]
2 & | mwwn | e aen | TR e | amae
4 A= T T s
A LA ‘24.08.01. ‘24.08.02. ‘24.08.02. 24.08.02. ‘24.08.28.
B AgAA 24.12.05. 24.12.04. ‘25.08.25. 24.12.02. 24.10.11.
R o R b ‘25.11.28. ‘25.12.01. ‘25.12.19. 25.12.01. ‘25.12.29.
AL 26.02.04. ‘26.01.16. ‘26.01.16. 26.01.29. 26.01.12.

_19_



ABRE A A

=4
=

T
Hr

4

E 4

&

itz

:rL

|

1] of w

3T
ar

L AR A SO FRHTN ATk ) A6z 2

[BE1] A2F 1. A=A

o THHETA

Hin

Folop

OO
OO

O |x
O

X

A X

X

5 ZH e e o e o4 |k (et (et |4 |7 [

X | X
olo
X | X
s
XX.mﬂ_
<+ XXM
x| x|k
T
<] x|
X | x|F
.umo
= AO%
N ,UIDA_OEQ
| — "
13 100
ES al<|o|E
or
m o N[&] <] O]
~ 0| O
<Jolol#
=
@O0 o™
—] or
B1010]y
FTlg|o|o|F
& 0| ow
= i
&1 0| Ol
= NelNel iy
o~ —~ o)
ooOOu#
SO0 W
S O] Ol
Lo
. |9 O|®
Mg ol ofs
&1 0| O
)OOul
(o] .E
=9 0|x
£3
= 0|0,
E
.
X oF | I oF
i T |
7 i o | =
iz T|<|®
i+

i)

~

o

)

of
o
m

o

n

~

ol
e
Plo
g

‘umo

el

)
B

Nd

i)

~

ol
oy
N
jzel

st

)

~

ol
=
N
jzel

e

3

~

o

)
nze)

J_,mo

i)

~

To?

)

of
o7
m

o

3]
)=

1) A7) BEA

_20_



NEAE

4
=

£ il
~
nH o o MM N N
o] 5 w.m o = o op MV
A = R AL
o TR o 2 o o8
xluﬂ ! —_ = I~
w X o oN - W
. op o o2 = X
=0 K91 ol - WL% _oﬂ = %o
o = ( X ° _ 2 o
o Z o B — op 2 R o to
ARn ™ X oy ' o
o5 = Ko o ) E!
2y = Ho T U o ¥ = =
- A N - o 4 2
o [y e R Z T
B ) o o A% =
H =~ ar i} — = = oy
E T ST ¥ o
2 — o _ ° K
o x = i £ = %\ﬂ ® OB
™ 3 X e = - d_ﬂ Z_.o E.E
= it g o —E N =o
5 B T < W On N K T X
I RELY dw
‘mE Mﬂ .NE 50 - - —_ lO..M Wﬁ
w 3 . Wog e g K=
H| e T R o] S o _ o
= ~ ™ e M o= cu -
0 <) E| = ©oF <
w = W inETm =
EE #ni :.L LOva = N _u: cT "
= ol T o o
H) A o] X iy Moo
_.E ﬂE wr X — EO T ™ — ~
& z pooF T ® I T
w B P PE BT AR E
< W oom 2R R GNELE s
™ T R = T g ~ ° oF N T
5 M ulo = Ay N y ® o %o
% X ) ¥ 2 *3EE Y g™ B
» = B X = g BONOB o - G -
= B = w o = oo o~ W B _
oy m o o . o < g v T N w= B " yn Wm ~ W
¥ ox % C M N W ) T w2 = o S
o X ™ BT Bz El e B e e 2%
n = B R Jirid WoEKk w® X _ X0 ™ RS T O <7 <
LG . MR N mKur 7B L E = o M oo B o * = W
L?%@@AWQ R o o = %m%%}ﬂw@%i@ﬂ@@
.aLd;ﬁMEﬁ@uMﬂmeA Mﬂ? < Hp = ﬂuriaq,_ﬂo#ﬂo&i ‘m_.nw_ﬂu_
G T T S S K W o o XX o e g T o 2 O Moo
_ EfE_.mequﬂauLmﬁ g XX mmmﬂ .E_V Njo HHoA_/u_.mn_rmufn_rmﬂoh.
Mﬂ%@&#%%ﬂ@%%@@EM ° % T ¥ g X i
T ETYIZzEEEEY e ﬂﬁ%%%ﬂa%% TET T 5 I a
W . .Au7mﬂ§wr_w_uwnmﬂoﬂmﬂwo “_._oHE_.Ql%E@E q_mumﬂl@\,)noﬂgo
SN E W R R T N Mo P o om I o P Eaow n oK R
[=1 (e _ : I~ ~ 3 \mW ETu RO =1 EE N ﬂ_. ~ T :i
. N T e et ~ AT Lo B o = e Ar
15 e -~ o N o < L A owr = < Ne ] Q)
© N erLlr&%mu% RTOoR L o & T BT
S < E o T o N 2 T o AF
<A X @ °o W X %o T B = o
-— ° X < O = % Bl -
y . . B BT
1 1 °

- 21 -



1719 =t 27 2 AEF9el BE AR
11. AFAHH
o AFEY : ojFHolZ I EAHX|(H =5

o FPAE V1A HEgHS FEAEE Foko wlHE E5F

_I

7}84 o

482 3

ruLJ

O:

1.3. A4 FAL&F 7H£ L ili‘ﬂ
g

3l RANKLS| Eold o Afshs <7t 1gG2 B2Ea4 ol

)
wstel BHBALY F4, 715 L AES AARTL o8 T TFS

o At AZF
1. #3748 ¥ A4 svs5 49 A5
2. 94 EvEs 249 SEE SU1E A As
3. SFIIZEAoE A ITUETY AR
4. JPERA AT QWS WA Sl HHolg HPASE S = A AR
5. otz utelAl AsiAl HEaWS B Sl oA U Y = &Y AR
14. AR E 5T #¥d Fo¢ ¢HY AF
o AHEAS FoAY Hx
15 ARFEY §7pg A vdolgo A3 Ag
o A fl=
2. 7224 - =35y 44 9 AESH Ao 843 AR(FZ 8T A8)
A5 9| %F(Drug substance)
211 ¥R
e B4 : Hx=F%(Denosumab
o A2 : CouoaHoo1oN172402004S50
o Cas no : 615258-40-7
212 AR FF NFIE
BpH R9HE O F¢ O 294 S A

=
20 =
WIS, AEY, 25, AERE, SYa
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2.2, A & %F(Drug product)
22.1. A7 7

o AZH|E, SMNEATFE, ZYLEWE, FASIUEE,

222, $AGFE AP E

FAg5

kA o) oFF

EpH HAEY BRO9E B 57 O EEEEE O BSARHE BEAH)
BI=54 W97 OodsAaR3d O s 1 g9

B A 3d A3 2847 EA B B28480E B AEE O AATEA)
B EREY, 5, 7154)

2.3. Z4d| A3 A5d thd AAA oA
o A
A3 gt

.
2o

3. A HAF AR
31. 959 %E9] A
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Eal 71 FH/ A4

EE
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1 /PETG
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Az S

3.2 ¢Ale FFe] AR

o WE8&7], AL ot A, WAHRB(2~8 ), AZXYERH 3671
NEEF ANdz4d 713 H /A2 Az}
. , o FA9 txEgo] U= WA 367/ME AI|HE
PIREAY | S T Y A3 1% Wl AR S
- 25:2 C/60:5%RH, 49 dEqol ARHE WA NEAE ARE
7FEA o S0
6712 A=A/ A Z3H 95
249 HEAl AARE WA HEAF AuE
S 9 0 ) o w2 <)
7HEAE 40 C/75%RH, 14% 2, Az59 S
BEAUACIE (A9 gEAol ARFE AAIA FARH A=
B ICH Q1B g AZ3AAS
= = FA9 txAol ABHE WA AA AT AAA
AeE Y | AexE 309 neE AZHAL

33. Ao & HAAYA
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4. ZA B3 A7

41. SAANEAR Na

o MB099} ZEgo} I+ T4 THS AT A W(in vivo) AP FHEHA Fokoh

- BAI A= MBO9 A Al FR8E BT FA v F5A H7helA MB099F thzekql ZE o}
Zpol o] FIE A ko nE MB09 M Al MY SEAH(in vivo)S BA3A @2 Ao HAdt

r\l

$o4
bk

ol

42. SANEA=R NE 89
42.1. B EAEHAY(CTD 4.2.3.1)

422 MHEEAZGAH(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)

4.2.6. 7|EF=AH A A (CTD 4.2.3.7)

o NPT Y

43. SA A AAA A

o MB09E= 72A B4 2 583133 B4 vlaA g, AZHFd(in vitro) ¥ EHAES B3 txfHe 5
AL dFstAem, AU(in vivo) SEAE 2 AW EYANF L AASHA FdSE. FFHEGE B 7t

(2021) ; o W= #QF Frlel ol FFHEdSFEFH dxAdLe F5HS Hhshy] el BAA

HAE HE3EE HAAJE. AFH U(in vitro) AEAIPO] WA FHH I, F7HEA AA W(in vivo)
S 2R 7 ARE FHol Utk ol wat APk xRt FHo] FEI| WuFFae] MER

A o7k Y AOE o gHo} WEE] SHNY WAL BIE AoE AR,

z

o
[
kW)
o

5. &L B A=
51 | FEAIE 1L
o AQors} tlzopzre] BT BAGIAS Aol Fels] A Thrd AuB kAP L St
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52. A E
o TS 22 NS 9o d3d A5= ZE 39 AZHUG.

- MB09 60 mg¥} EU-Prolia 7+ ¥ MB09 120mg¥ EU-Xgeva 7+e] g 717o] oM FAE dFE 9

ol
——

5

A
RANKL Z3¢ ZI3}5=(ELISA, SPR), mRANKL 2%, =4 A A, TNFa 2 TNFR 2¢29] Ao, 324
A 9Al, AME 7]9 RANKL 23} 4, FCyR family ¥ FcRn 2% %13l%, Clq 2% £4(ELISA) 5 A 3%
W frAR %ﬁ of AAEAT}. AxkA o2 MB09%H thxojofkFS AHEshE WA frAHY 7ol MB09¢H EU
izl okE T FA0l EAT] USE Ao A8 Wit

¢

53. dutF A (EE FAA S A F)

o HPAT gS

5.

4§45 BT UA - NG B AY

o

A oFst thxoel ofsete Hlusty] e AW A2 sHEHA Fdh

55. o i AAAA

6.

feNYARE mEl AZHACH AYer} vlxek 2 FEA T

vitro) SFEIAEE FAse] AP okt 4B EHY FEAS ¢

Agorst txoke] FESS M) A% B4 BE AL B A FAHA Bgko} FEs]
o

&S V2 4 9= FeRnoll 290 thsto] Ao

AN BEH ] #F AR

6.1. RN FARY NHA(GCP &)

EMA ZE3)71A A& A2 U3 A8 ZHAE A

i
QL
2
dlo

VIAY o | =g
_ = T T = 5
W ;(fa m/) Tl RS2 e e e 79 A%
= 0

[MB09-A-01-19] 73 24
Ao, olFE7te, 3%, DI T, L MY

4 AAAol 4 MB09)%h EUS/USA Xgeva®©] oF53l, ohald @ mofeld Zende nasts ¥

‘MB09, EUH2AHE,  USH 22 Hfol A

FAuA,- AFE E8 F ob s ; AUGCiy, AUChLs, Cumax® 28 %8 Hlxlof

MB09-A01 olF&7H4,|25793 35mg, AUCs A geometric LSMeans HI-&9 4=

4 19 3%, "MB09: 85% o8 S @3] AUC,.. 90% CI7t AR How T84 v
B, -EUA 221} 86T 0.80°114 1.25W e E3HE 5.

@3] Fol |-Usel2Al: 86 Gz soIx fAsel wpe s

(AUIC0-253)= 370 A&w EFAA H
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[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)

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
before Day 253, the AUEC until Day 253 was extrapolated from AUEC-

last, Where possible. I extrapolation was not possible, AUECo.253 was set to

linear trapezoidal rule. Where the last observation was observed before
Day 253, the AUIC until Day 253 was extrapolated from AUICo s, where
missing. Where the actual time of the last observation was observed after passible. It extapilation was mot posible, AUICE 2 whs st ty inigsing,
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)

7

o

olahhE, QA A, Bl

7

O

5) FAEAYE

1) WA AA

| A7 B8 Fr|e FAA AFY A4tE 7He g gtk 60mg T Img/kge §F 02 ¥ o) PK o
TE 7IWe g AUC i/l B2 MEAs Bl sl 33%2 CV #eol FAE AT AUCS Cmax2] Hl
&0] 0959 1.05 Aolzka 78 o, MB09S Xgevadl &84 F5AS AE3E d H4 0% 284S A
Fateld B 68| PK W7t /s F@AE Basith webA BE 20499 B b @At Basith F
T EEES 20%E /HAT W, o] dole oF 25599 AP $5E Aotk APAE 111 HIEE T
%

o

l

b4 EA T (Safety Set, SAF)olA F8 ZZEZ 9K major protocol deviation, major PD)°] §l& EE A}
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

6) & 2%

(1) MB09$} EU¥ 2| v} vl m

- MB09 ¥ EU 92289 AUClast, AUCinf % Cmax2] geometric LSMean®] B] (90% Cl)& EF AR Aod &
54 @A 08914 1.25 Atojol E3HEUtE AUCO-last, AUCO-c0 2 Cmaxoll thd 713482 1S B H-&[90%
CI] (MB09/EU Xgeva)Z ZHzk 105.93%[99.54%, 112.73%], 105.92%[99.51%, 112.76%], 105.13%[98.86%, 111.80% ]S
Utk AUCO-last, AUCO-co % Cmaxell Wt 71818t LS B+t BI&[90% CI|(MB09/ W= &4 Xgeva)< 727t
108.87%[102.30%, 115.86%], 108.62%[102.03%, 115.62%] = 104.75%[98.50%, 111.40%] % t}.

MB09¢] ©3] SC Fof i, =gl te A4l =F(AUCO-last, AUCO-co E Cmax)& EU Xgeva H& W]=f
Xgeva®l @ SC 7o & #&d A% FAAH 7184 1S H W& FH9 90% Cle Be ZFolM A
ojd 58 $%(80.00%, 125.00%) Wil AT
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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
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3000 -
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(2) 22+ °f&st HrhAs

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) oreet A%

- sCTX §&%

- By Al sCTX §55 17 11201 BAF o, 7|&4(%CFB) #kollA e Mg Wsh= 19 11-39 FA

5o 3.

BE AR sCTXY 71# ¥ Hl=don, MBSl 4¢ 9 w2 g4 1+ fsdo]l YebgFU
71 Are B3 CVeE MB099 7% 610 pg/mL(91.6%), EU Xgevaw®| 7Z-%- 533 pg/mL(41.5%), V1= Xgeva

9 7% 567 pg/mL(44. 9%)93\"‘413}. MB09, EU Xgeva & H|= Xgevadl ©3] SC £ ¥, sCTX §&+

- umEA AEY 71 F 9AE AEHE AT EOS(Fo
2
x

<
“ T
gom, A F e E UERgEUT. BOSAlA 9 tte |3 CVe MB099| 7 331 pg/mL(62.1%),

25393}, 6048417H 9] sCTX F&% AETA



EU Xgeva®]
69%, 64%°] 3EES T

- Ao sCTX ¥4 PD v/l s+=
EE FAH Stk

el
=

7% 368 pg/mL(49.7%), W= Xgeva<

I 1140 29F50] 9lon 7)|EX e Wa&(%CFB) #e &

73% 363 pg/mL(61.1%)Z, X8 AAANM 27 oF 54%,

11-59 W&

- MB09, EUIA FF& Xgeva £ vl T3 Xgeva?] @Y SC £ &, ) sCTX #& ZE X579
A T & ok 3dA H4 FE(Cmin)ol E2(Tmin)stHA ZAaPom(F FH4]), Fol £ F 10¥ ¢ o
A AHE FAYD Ha CTX FEE ZE 3 A5TNAH tRE FdAdA HF SA4(BLQ; 700 pg/mL)
mEel Ao #EEUT BLQOl Ad sCTX =& PD "I/l 4E =& &) (3*70 pg/mL)Z A=

om, 7 A3} MB09 T ZE 854 ﬁ%féxw Al

o) sCTX PD wi/l¥<FE 3718 ff 21" Cming
A(718+8H3 CV)& AUECO-last @ AUEC0-253°0.2
o

5

CVE AUECO-last @ AUEC0-2539014 Z+zb 458

AUECO-last @ AUEC0-253901 4 Z+2F 615% 2 775% At 3&@A 7+ ©isAo] &

=
pun

2] zpol9t FFA 7+ S EE Ao] HEY
A 8TZNA 0%~149%E AF3] 2ot

=
.

7188t CVE AUECO-last 2 AUEC0-2530014 247

Cmin®] 35.0 pg/mL(3*70 pg/mL)Z FZE A} webs A
AFstA wesop dtok Ao sCTX X9 @zt 3 Ws
gorm BE Nz FA 34T MB09TS 7
7t 57.2% 2 811% %tk EU Xgeva w9 7% 713183

=3
=74

% 2 541%%th "lE Xgeva w9 A% ssetd cve
& AL QAR @A 7 7]
otk CminoZ 243 332 3+ WEA (Ve V) =

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
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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)
Toun (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
-
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w
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—_—
[
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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]

9 AY ¥y A3
- 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
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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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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

sCTXZHo| Al EU-Prolia®9] t3d MB09¢ PD
K Z239L 971817 ¢3to|th. EU-Prolia®¢l
53] EU-Prolia®°l| thd+ MB09<]

A1271 4
MB09<]

JorE A g

4) Brpds

ER

7] J3&
23S Hrtet]
o3k MB092] ¢HAA
B7rst7] $1gkelth
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o F4E %CB 9F 3 BMD B Aol 2 AHA 95% CIZ AAHAT 1271949 %CB aF
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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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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

- sCTX Z2337} sCTXY %CBx F AZollA vl

- MB09Z SC B3 & sCTX 5= WEA 7481

H %CB S 75.6%A 89.3% Aoldth. o %CBE

-
%:»1—1__

- Proliag SC F93F 3, sCTX
W, F %CB 7S 749%1 A 89.5%

e 7237

3L
AE}IIE

Aol it B %CB=

@ IRk UA] 71z g9k A HHE fAem,
67N kel 75.6%, 1270 L kel 70.2% ST

B3 719 yeA 71 Sk oA HHE
67N B2kl 74.9%, 1271E =kl 70.6% ST

3T
/\]EE
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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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- MB099] SC o] %, sCTX FX|(AUICO-670€)2 %CBE F A5T ZFolM Btk =3, 7|5} LS H H|
& F19 5% CIeE AR Ao" 34 3A(80.00%, 125.00%) ol AATH AUICO-671 L2 713548
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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)




ST B4 A 1270 €3 MB099}F Prolia 7+e] &3 23 BMDolA %CfBS] H Zolo gk H FA X
Aok AA FAX S} dAFon, tFE k9] 15 5% CI9 sHghe 145 ool o] A7+ EE
A aFNAN TS FHIEE HAHA %%EEE 2E 39 IFY 9% CI7F [-1.45~145] B9 o ¢
A% 23 Ao oA ¢ttty AubHo® MBI AT Al A 9¥, 71F &F 3 BMD T-H<,
BMI, o] HIZZ~FU0]E ALE, 99 ﬂl 2 5 Ao wet 7 sk zww 127022kl Proliat A
3 avE Hh

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 6 262 270 228 249 -0.21 (-0.65.0.22)
Month 12 254 260 3.31 327 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’® 03% 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)

Menth 12 233 252 275 239 036 (-0.28,1.00)
(b) Estimand 4b (ANCOVA mn FAS) (N=278) (N=277)

Month 6 262 270 218 192 026 (-032,084)

Month 12 254 260 270 238 032 (-0.31,00935)

*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 5559 RE IPAE 1€ A WA &S Foigkn 520UU HPAH93.7%)= 19ate} 671t 2+
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

(2) oA

o T8 ARIIE THY FA ¢ 2= deI Zodh

—m

ofp
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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

MEB09 Pralia MBO9-MB09  Prolia-MB09  Prolia-Prolia
Number of Subjects (N=277) (N=278) (N=27T7) (N=140) (N=138)
With n (%) |E] n (%) [E] n (%) [E] n (%) [E] o (%) [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 (B.6)[36] 45 (16.2)[73) 11{7.9)[19] 17(12.3)[29]
related TEAEs
Any serious TEAEs 19 (6.9) [21] 347 [16]  21(7.6)[25] 11(7.9) [13] 4(2.9)[6]
Any study treatment- L (0.4)[1] Li0.4)[1] 1in.4)[1] 0 1(0.7)[1]
related serious TEAEs
Any AESIs BO(28.9)[119] 75(27.0)[113] 96 (34.7)[172] 47(33.6) [B4] 43(31.2)[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 0 1(0.4)[1] 0 0
death
Any deaths 0 0 110.4)[1] 0 0

o T8 AB7|HY] AE HAFE A AHE TlEsiTh

Table 9-1 Deaths and Overall Summary of Treatment-Emergent Adverse Events-
Main Treatment Period (Safety Analysis Set)

MB09 (N=277) Prolia (N=278) Tuotal (N=555)

Number of Subjects With (%) |E] n (%) [E] o (%) [E]
Any TEAEs 161 (58.1)[442] 150 (54.0) [397] 311 (56.0) [£39]
Any study treatment-related TEAEs 41 (14.8) [57] 24 (3.6) [36] 65 (11.7) [93]
Any serious TEAEs 19 {6.9) [21] 13 (4.7 [16] 32(5.8)[37]
Any study treatment-related serious TEAEs L{0.4)[1] 1(04)[1] 2(0.4)[2]
Any AESIs B0 (28.9)[119]  75(27.0)[113] 155 (27.9)[232]
Any serious AESIs 4 (14)[4] 0 4 (0.7)[4]
Any TEAES leading to treatment discontinuation 4(1.4)[4] 0 4 (0.7 [4]

() B WAFHE olAHALEl) F1BAR oA BA

o P4 EA(RA BAYE >5.0%), TEAEE #4 2 7148% #A(144%[259%)), 2244 2 A% 27 o111
8[20.0%]), ¥4 AN (728[13.0%]), A 2 G FoNB7H[6.7%]), AAA FNB7HE[6.7%]) E ZAH34™[6.1%])
9] SOCAM HuEoen F F3+ AT

o PTol| 9% 7b¢ &3 TEAE(RA HE >20%)E E 9201 8= o] 9lon, MB099} Prolia ¥l A T3}
2ok A7NE BET2% vs 7.2%), HHEE(GA% vs 54%), COVID-19 ZA(B1% vs 54%), 3 B4A 522
(PTH) S7H4.0% vs 1.4%), 83t(3.6% vs 22%), PIAFHB.6% vs 83%), =B-H(32% vs 3.6%), Hl=7|A 7
A(B.2% vs 3.2%), AAH25% vs 14%), A Z22% vs 2.2%), LF5(22% vs 25%), Z2.2% vs 1.8%). Auk
HoZ T AE7olA TEAEs TAES AT

Table 9-2 Treatment-Emergent Adverse Events Reported in =>2.0% of Subjects
Overall- Main Treatment Period (Safety Analysis Set)
MBO9 (N=277) Prolia (N=278) Total (N=555)
Preferred Term n (%) [E] n (%) [E] n (%) [E]
Total number of TEAEs 442 397 839
Number of subjects with at least one TEAE 161 (58.1) 150 (54.0) 311 (56.0)
TEAESs reported in =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(52) [29]
Blood parathyroid hormone increased 11 {4.0)[12] 4(1.4)[4] 15(2.7)[16]
Hypertension 10 (3.6) [10] 6(2.2) [6] 16(2.9)[16]
Masopharyngitis 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]
Diarrhoea 7{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] 7(2.5)[7] 13 (2.3)[14]
Contusion 6 (2.2) [6] 5(1.8) [6] 11(2.0)[12]
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@) oA T35

o REEY FFAA o FA(TEAE)S T35 EE Gradel (0% [162%]; 35671) E=& Grade2 (1887 [33.9%];
44579 om, T NEE 3 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 (54.9) 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 F ke AuA

o HAAHoZ 5 HAPAHAL 11.7%; 937)elA TEAEZ} A+ A5 & dota AL ddstdih
MB09 T 419 (14.8%; 5771), Prolia - 247 (8.6%; 367).
AT Az9 FEH oA F YRR 0] Gradel E=E Grade2 $5EE Yehith 97 A 5¢ #d” 7oz
AR E Grade3 o’dAtEl= B & JAHMB09 oA 1% [04%]) 2 HFF (Prolia ol A 193 [0.4%])°] AT

(6) A% 2 FUjg o] AL

o AS HuEZA 9ttt

o UG o) FAtElZ} 329 (5.8%; 377A)olA HEom, MBO9T-NAM 199 (6.9%; 217)3 Proliaol A 137 (4.7%;
1670) .2 vpebystth

FUE oPdAtElE Z=AA 2 ARRA Aol SOCHA 7Hg WIWsHA RuEHoH(F 7TH([1.3%]), T8 4

L o2 &3 %OH(5‘J§

S FH@ERE 2, OE -, HF FE F 29[04%], 193[02%], 19[02%]), T
[09%]) 2 FF=A AoldH[07%]) =olAth F AET He] TR A 2ol YT
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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
;‘\:l.lnf:::lr]%fxzbwcts with at least one 19.(6.9) 13 (4.7) 32(5.8)
Musculoskeletal and connective tissue
il (LD [3] 4(1.4)[4] 7(L3) [T
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 1(0.4) 1] 0 1(0.23[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 1(04) 1] 3(LD[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]
oo impontomid s : 09
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(0.23 [
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)]1] 1.2y M
Toxic goitre 0 1(04)[1] 1(0.2)[1]
Blood and lymphatic system disorders 1 {0411 1] 1{0.2) [
Anaemia 1(0.4)[1] 0 Lo2)[1]
GCI‘K.‘:B] 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
pdisordcrs o 1(04)[1] 0 1(0.2)[1]
Uterine haemorrhage 1(04)11] 0 1(0.2)[1]
SkmdaiJ;;lr;L:::urancous tissue L(0.4)[1] 0 102 [1]
Psoriasis L{D4)[1] 0 1{0.2)[1]

7) NBLY TToE o]l o] AL
o N8 FTHE FUE o)A F 45(07%)2 AFAM HaFHoH, o

A A7 T F Grade 2 A2F BHOE Asf 29(0.7%)9 J@A7E &
), 3 9 FAH04%)E EF A Grade3 FUId o)gAtd) TR QI3
CE 9 9 PA04%)= Grade3 AASE Ho] WO R Qs AT AFE
H FA o)A
e o
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AL vy EE 2HES 2ASIYGT
¥ A o] dAHElE MBO9T-ol A 8078(28.9%), Proliagoll Al 757 (27.0%)oA RuE it AgE F 2324
o, MBO9Tll A 1197, Proliaoll A 113710] Tk
BHE- : MB09 3%(0.5%) (&5 2%, #7144 ¥k 19), Proliax™ 0%(0%)
Frlukg Az wkg 3B 6kg- . MB09T 10%[3.6%], Proliaw 4%[1.4%]
7+ - MBO9T 659[23.5%], Prolia 70™[25.2%]
AZ4d%E . MBO9T 1%[04%], ProliaT 2‘33[0 7%]
g Z A} : MBO9T 13(0.2%)

HIAY dEE 4 RudA &Gs

F 16729%)° J@ANAAN 2do] BuHAOH, o] F MB09 LA 10%(3.6%), Proliar oA 6% (2.2%)°]
24 43I MBOOT 9| 3 AN BT FF 2HL2 AT 1-1101] ey g AR FAHC
o, o] & AT gE BE A2 ATFAE o8 FoR g Aoz AIH.

(10) 9 3LFL= 7}

A FEold fAG A% YT 89St ool Ansh BAE T Aol ARHOE §
Sulg Wsks Al weh B3EA gtk QANFE WrdA dBe Tasied, BgAY S2EPTH)
MEY D $AE AND GE aasd Ansh BAE FUE Aol daHoE foud wal Az
o weh B st

11) 843, AAHA &4

9)

U5 oA A Hug A5 wghE BF APy #do] A ¥ AoE HIuH
Ay A
FFETA o THEL FUTHAAHSZ 685 42K (1.1%)). EE ADAT ¥AHCIAT. AZEH ADA F o
= 715_ =3 sg°] Ytk
F 393(0.5%)(EF MBO9T)oA 71E4(FS A)olA ADA 44 dHe& Btk A5 AF &, F 6 (L1%)(2F

=2
Prolia)¢] ADA Yo 2 FRIFoH, 7|EA oA ADA A W BYd FJIAEL F A5 7|7 5%
|= 716k Suth AFAES] ADA 97He <5004 1350744 thgglon, ZE ADAE dAIHoth A
" EE ADAE F3 58S JYEA ¥

Incidence of Anti Drug Antibody - Main Treatment Pericd

2

i

Safety Analysis Set

MEOS Prolia Total
[(N=2771) {(N=2T48) (=555
n (%) noi%) n (%)
3 {1.1) ] ] +5)
274 (98.9) 278 (100} 552 (99.5)
===== missing o 1 (0.4 1 {0.2)
ADF itive [3] 0 & (2.2} & 1.1)
ment induced ADA positive [4] i & [2.2) & 1.1}
nt boested 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. H1& A YA & (Non-pivotal studies)
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6.5.6. AI{FE A B3 B34 (CTD 5.3.6)

6.5.7

At Sl

7. 784 A d@ 8 3 A&
¥t
U1 AF(MB09-A-01-19) M= 77 ARl g4 JdAE tid o= MB09, EU 2=Ant g1 US o 2=A]n}e]
FFd EAS Hrletdth kst Wk 918 MB09, EU d2Aul 2 US A ~Aukg 35mg B3 Fof 3ol

b
W3t 27 AUChsy Coax 2 AUCOl ti@ 713 LSMeans ¥19] 90% CI7F Abd Aol® 54 A1 0.809]
1

M 125 Abololl ZEEgon, HESH SEHL 9ZHTh
FHR, A3 AF(MB09-C01-19) 04 k53t HItE 93] PMO 45 thd o2 MB09# Prolia®) H# 84
FEE WISt B2 8 Oeaw vE o A ZeAe F AR IFA FARl

SR

A1 A8 (MB09-A-01-19) el M E A8 49 P4 I PAS Ao 2 MB9, EU 28t 2 US ol 2 vt
gk wo]gkel iyl A CTX 559 %¥s&e FABHAT

A4434 A% (MB09-C-01-19)01 4] PMO 42 thoz AAL7nA ZE Ao 4 MB09 2 Prolia®] 84

CIX =% A veston, A €4 CTX X(AUECuv) R AUECuws(27] 6712 &% CTX 55
=& Wste a3 34 ofyf WA)E 95% Cle AP AoE 318 @A(80.00%, 125.00%) el AATh

MB093} Prolia Eo]i 7 wWlo)22kel iy A€ e 23 BMD %WalE vmd &4 Axs= Abd Ao
H 554 Ao T&E ] MB09Z Prolia?t A E3He TE5A4S =3¢tk T3, MB09S YA HFEA 0|
wlo) 2kl the] AeAL 2 A 18712 &3 BMD %93}, wo| Azl tiu tEZ BMD %W}, wjo]x
tH ¥ ZE BMDY %W/t F Fo9F 1 fAEA

6.5.8. SHAA Ao T ook 2 HAE
o MBO9E oIS B4, A7 8 NE SwolA tlxokd fAR dd Teode RPon AT u AT

o Z1d HE el ARk
gyt A7 Aulo] 24 =53 W& 9rjo] ADA A3y #EAFHUL, NAb 34 A #aEEA gt
=3, ADA AT QA S &

flo
o
o
rE
olo
lo
oz
e
i
2
rir
r o
mZJ_A‘
)
N
&
2
o

_48_



6.6. 7In2L 5

o I Y=

14 7143 dEl CTX A1) sk Aok tzeRt $AsH9S.

Ax T A A CTX FAA Aot thzokzt Apol7h gljlou, 7144 e

H98
. FEAS B
- 23S oA

¥ YgAPe 14 Hrpa%

o
<
9
i
-
N
™
=}
How
rE
ot
rlr
m%

7. 9=9 AHEEF A A=

e EMA F53{7} : 2025.6.26

8. U FAAEH HILAE § B3] oe

=4 9o A FEACIH Proliad £FEA 24

g4 AAE UG 3= 34 OWAWOM 12 F84 F7has(A127)
A AAHE F5A A [1.45, 1.45] Ul A2

= 3d ARelA HF 24 fd=

59 B4 #3 A=

o NANEZ(ZEY Lz BEA DA (i) Fel 8714 Hw

_49_

AAFELS d2AutE 2T o2 @3 SC Fo A AUCy,
" 554 40080, 1.25]H AE T

& DINFAAE NGt thxofed ZE ot AR 8

Qo] 9% BMDY %Wsh=

=
DAY AgH w9,



<Y 2> fsiA B AY 2

15 M8

< Xq M
i~ <H
SR T
S = g N
) g o
R ~n o
3 % oF
o Ca i o 70
JE 5 TuE 7w
TIE oz ® Xz
N | ) oF — =%
™ | %o Nfo o) ‘o oR
B N m
2Ny Wy ofp
o = 1A ox Fa
W %o
Jx EEsin d
N[ |5 | No oF
sl T d e H
oo X Eam  x
H o o
Ll BB A of 3
Sl m e M m x
Sl AR e B g
T T e %
T|T | W oo
T | X Sl | B
° FAON Y oy
= a s Ko A
®
o ._I!H
| T | i
| W |™ i
® " | /
70 ol
X

i
o
= W T i W T
b ® = ®
o B S B
¥ =) T % =) T < X %
7O T oo T o T oo
3 mH N do aE N oh R oo
oF il ol Y o R il ol Y
® O o " ® O o
o Mo Bo Mo
o o
r <X CECS
4 R R
< i i
N o or ﬁ o or ﬁ
Hip Y Y
or 5 o o 5 o o
o} "R B "R B
~ Y — ~ Y —
HT_ N X HT_ N <
) _ZT o _Z_l '
Br :.ﬂ _L
N X T
x° K T x°
- = o PR
o = W X T
| o |00 o E
G L R
o LR A I I Y el B A B
) oF i oo | T sy o | N7 B )
i R A k=l B BT o No| | | 2 g0
(|76 ol T oo [ [T | X 3 | Mo |
Aa | o] (N
o oy on || o | H 70 4| O | | m | | o | O
— ~
Mol |om | or | 7 |7 | T Mo 7 | Mo | v | zm| 2 (N
Sl N . e

_50_



