!

o ° z
>0} N
< - 3
(e} —
& op e
& 3 .
| ol
N
=
)
ﬂ e
o 2|3 3 ~
£ ol | %0 - =
~~ o N n |D|O
<k H| & o 110 o
RI Rl | 2 o ud d
© A N o
= A 03 =z
juy
- o
LR | oy wr |
oy || 7|4 oy = G
Sl | w | H W o ~ | o e | wle
I|Tig T e SlEs|E Tk
N | o | of [N Mlie| o of X o o
Slwlg|w| = |=|F S8 I8 M B85 aR|g R T o
= |®= |3 | Ak CH =R b X |2 ™ of| o
| % (K| W O] = | K| or || on oh ADn o 2 e 5| o
K| xR T — | & | m | o | o T E T ® m| =
= bl K| 0| o w0 -
s A TS S
K| M| gy | 80| O wr N | Jo | En| o0 T ll o £ « X
o | T | = | g | TR 01 31 B0 5| oy | oo | < K- Rlw|>| k| kg
_I—l — __ e —— e
M._H.H R [ ar| & Y 2 |
KL | < 0 3 oK N A 1| < ]
- W= N L
< & T

Zholl 22

2 B

k=1

2| AAle

il

i
oK
K4

i
or

ol



o

L 37F-AA AL (TejerEse ¢

Kl

1.2 HF §|7HA}

i
o

o] ZHo] &Atoll A EAA S (skeletal-related events)

HAG $&3 247t 339

&l

Z2del A AA7E E7Fs

g

bs

Reol ghuw

]

K

o
To

=
AL

= 2AUMAEZE A

Q)
AA

J o 7HeAol

EeNe]
=

o] g

o
ojo

ojo

o= ata, U], 2, Ty FofsojxE ckuth

mK
o

M

)

o)
=

o of 1 who]

o

A

¥ HEtl DE

o~
E:)

sl 2

59 dye

g5 A

s

gtk deA, AzdsE

bEa

3|

;o‘_

-

Ry A
T

2. ZAUA

AgdA et A5 Al 120 mgeS F7H=E

AR

=
-

)

A

o Bl A g WAt A S+ Yok,

=13
e

A

=13
=

CEE IS EEE

o
=]

2. o

3. o)A

o}

o] &l Z1eHo Ut

N

al

X
)

o olgAtdlE obel 2 4. U

o
=1

No
il
A
W

-—

X

- W 3 AHON])




]
]

=~
A
K
s
o

e

X
[0

&0

&

X
M

oH
o]

B!

S)

1

z

2]

A 2841

=

=
A olEd H4AE 30 mL/min ©]

9 wAHAT. 5 VIES &

Al
ol
=

=

gko.
WFAES v 120 mges v 4

ksil
=

oA Al

J

o
=

FA

3

]

19] @

7z

]) 8~11.5 mg/dL(2~2.9 mmol/L)

o] J3 HxFHS 13 o) T
. 3

Ao F-249], olFx7Hd, °15 9% (double-dummy) -3

o

=

°

El
37}

]

g
DE

)

)

H

12+ Al

)

ol
o
o

a4, AFHA &

D ®HZo

Fat. Ze3 BlER

= =]
= ©

shet 74}

O

X

;o‘_
To
H

37 o]
i

L —

—

Z}2] 46%

sz YA /e, 6% ook, 3%E Elol
A+ef 75%<

2k

A
S
R

=13
g

5o

21 0.1 - 41)0]

H
=]

12704 (

Fo
-

o U

|

T

Ak

]

TAEe 134E (A9 01 - 4otk H=FRE

AT 85%+= =<, 5%

7
o] T2 634 (U 18 - )T TR

o
ojo
o
o

e R

2836)

32
19
46
20
14
18
15

(%)

= 24Hn

=
=

(%)
31
20
45
18
32
13
21
15

o] = 7 (n=2841)

< FAlA yEhd 7}

o A LAY
g 29

=]3
-
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o FAERT 5% °] A L YAEUHE=FHY ddAFHe] obd SHE =247 9
oS HlW S UFAIF)

=4
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5 TIE/ANE EAF
. ?5 ALdsddF(EAY @4 25 7 mg/dL v¥ EE 1.75 mmol/L 7|9Ho] Hx=
S Fol we 3R] 31%, SHEEAS Fo] e 29 13%4A UERRT
TS ALFEESTE AP FA F 33%e 23 o), 16%E 33 oY TF ALE

%5 Adadg=EAH < 2 mg/dL 7Y E=E 0.6 mmol/L PTHE HiFHe T
of WhE §A4o] 154%, SHEEAS Fol B2 $A9 74% A4 YESTH
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A Y e APAY 45 YR 3 AR 3 A7 A=
AS 39, Eﬂi—’FE’J 120mgs o 45 vttt BASIATHAA =F TIF 14970

¥; H9l: 0.1~67.2). g 3 Abe] A} (patient-year) 24 A E (100 FAF-d
F A ) XE A S Tl 1.1%, 233 0lE 3.7%, 1 o)lFolE= 4.6%Ath H
W A BA7EA] DY Aol FGaS 20,670 Dol ATH(H S 4~53).

7979 1 A7 71ZEE 7HAE, Bleld AYEAY Bl AH-8-Fol 3l
A e # HL)OMO = Fo] oo dia] vl=Fu-s Brleky] 93 A% A
SAE 23T Gz AGAFAA, gxld g FALe] $k2t-d (patient-year)
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o] Z o &= 7.1%°] Tt

HAY HAeE 8 23 dEs =4
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T2]) 8 - 11.5 mg/dL (2 - 29 mmol/L) ¥ F#otEY HAE 30 mL/min ©]&o]A
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AfHA e AT TH 25 BeR Te of| o EA ALA A7 A%o] AY
Hol Qi St AHAT. ARAD B o] 4F Ao BE AL TR Y
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Hidge B4qE A2 A3 besgoz A75se 59 Aoz 17 A4
2 AHHZ oA X3 HRS o SAoA AN FAE 2AS S dx=gH
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g F e Ase gl

Hiraite g Agstes ol g AV YetuAY oiEE @249 A, 23 9
A TR o ake] A RE ool g o] E 3xle] A HmM HAE X535
A7 FHLAGT ARH FE FHE FFANZE F Aok FAYY d3FH AdoR
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o v EAWAES] e & d5o] 98

ARZHT FANHNEZE T FAHRA & 3ol

A%k W A Lof FAA XE FTEH F YEHOE FoT 14FF

g A= (el s = ATl @)E AHoHE & Ao ¢

H, AlS 45kg o1de F AUMEZS Fad FA(12~16H) 198 & ST OE 5F

SN DEANFAA Hrege AT ol 3Rty ZE9dY fFa4 e
J S4ed FadHR AAA FAsEA UERST.

g8 e Loto] W AAS EFAZ F jlon, o}
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10. FFFAAI ] A A

Hwsae 3 Reld 4L glvk

11. 38742 59

1) Folst7] Ael, of ool olZolut WMAle] glEA Ao el o 7
WA R @A, ERste] AAE A EFFHA @ do] A Ty =
JBENTA ] o] g FAACITh of ofo] WAHAL 5P FF i of o
Be o) QA olgo] B Aol A8 et

2) FoAst7] Aol AT AW F Ak £ Felo] Fa ALE5CTAA)) =2
2 @) o HAHL 15-30% AE 2T of o+ TE WP wEstAl shu

7 AoNA FAAE Aol Hloldkel okole BE Hste] Bt FAGTh Mol
of FAAE ANYSHA Btk T W ASIUAY FAEC]l AYE gL o

12. B9 9 AFe] FYAY

1) 98 TAFHAA WH~8C) BHATh of e FAFAAL ok Ak,

2) WA AW ol Fol o] ek 25T o] E ANFHe| wEIAANE ot 5
M 60 olthell Agatelok Fh 602 ool AHEEA 2 AL olF AEE
S D 5 Avk ZRAC AAE AT Tl ARG Tl dmsue A
#34A4 ge

3) AAEH 2 G vs) nAwT,

4) o] °FE FEshA EEA Wolok Fk,
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[S)
Fre ﬂwg T 7H94 %‘*&Alf‘?ﬂ—% #63“8}‘213}. A3 4R
9 9 1

iR (Area Under the Curve from time 0 to 1nf1r11ty, AUCmf)“+ ANEA =
(Maximum Plasma Concentration, Cpax)oll A THEFHS] F5Ao]l JFHAS. HA
T oA IoEs FAE QPR JIPd A53 AP A8AZF F 12704
ztefl Al 859 Z-E (Bone Mineral Density, BMD)2] 7]# | (baseline) ] ®¥3}-&
<= Hlagk A3 o] of3} thxeke] FEAdo] ATHATH

O A=
TE Az A Z= 2A) A
2] Ay

cace | FITLEAIE ggas | aagen aet sewss 7

aLx] o] E} 2] hy)
SETAI TS gans | agan aer smase 7
s - T
LRSS | AHdntol ez A~ o ghu = JNHFAAN A7 SErfolet=
A 2 (A 24 T2 3] A 300 (5%, AHdntol e =2 )
Q) BL3%) o) e} Fisher Clinical ; 7554 SchathZ Rd, Allentown,
A (A 27 Services Tne 1= Pennsylvania (PA) 18106-9032,

] United States (USA)
A H-58 e Farmaceutici olereo} Via Giuseppe Di Vittorio, 2-21040
A Z(AZAF) | Formenti S.p.A. = Origgio (VA)
1.3 87tz

o (S84 BFAY) v11
» TolobE o) obde] B 713, AszAF 2 TAEFHAA 5o FE I}
AR T, A7z

14 AFYEAFE AR %
o AT e

15 TR o993 AT A%

o AT e
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1.6 AFAAE

O AR

1.7 AEo|¥
HAA-FEA
2 B 237 ey wa | S FEEVIE e
A5
Al LAk 24.06.27. ‘24.07.01. ‘24.07.01. ‘24.07.01.
netagddxzt 24.10.21. '24.10.15. 24.10.17. 24.10.17.
R o R b ‘25.02.14. ‘25.02.18. ‘25.01.20. ‘25.02.18.
HEAHLA “25.05.30. ‘25.03.27. “25.05.28. '25.03.26.
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= 44 2 AR B AR

o AFEW : A2BYF(H T
o A V1A HETHE ASAXE T WHE SFTAM T2 dTe s i 9id ==
=3 K 4

3 @EQl RANKLY| Sojd oz Atets QIxt [gG2 TGE A ot} H=47-2 RANKL/RAN

12. 7149 3 AR
o AxAuPF(E =T FEAHEFFE
o MEAY %*éﬂ}olioﬂﬂé(z)% SB16> = E&|oKProlia)®} 927 uk(Xgeva)oll W TFHEFE
(biosimilar product)&ZA 7t7} L HEIAxHIAEANYX|(H =) (SB16 60 mg prefilled syringe, ©|3},
‘SB16 60 mg PFS')%} %‘éﬂaé(rﬂif‘ﬂ) (1%}, SB16 120 mg vial) 7423k
- SB169] x9Sl AxAjute} ZEE ol FE(strength)®t §7] 2 Z 7 (container closure system)ol| 49| <F7t
of ztolE A9t TYT FHEH(denosumab) E AE & FF(drug substance) &2 A ZE 7] Wil &g
slsha A 9 Zgr)xe] FYstal k58 (pharmacokinetics, 13}, PK) ZZ 3 (profile)= A Z o2
dHA e
- SB16 60 mg PFS$} SB16 120 mg vial 3! ZE 2 oke} A2Ant F54< &35l oH, SB16 120 mg vial
=zt b A A BHE AT F/HE dARe F¥ske tiAl SBled ZE ok 3t BT
F4(quality), in vitro I 2 AFAEE F3ke] SB16 60 mg PFSeF ZEgo} o] F5A4S
o]¢t &7 SB16 120 mg vial¥} Y 2=Au} 7ko] FA 9 in vitro WY H7HE SR AFA T5ES

e A 9 7t s Fal A2Ante] FFAAEFFOEA SB16 120 mg vialS &7t Wizt 3

@

i\

13. 214 He&F M8 € X554
o dAuEdRse o $8 %

o Ao Aoz

i
o
olo
olN
:\_l
o
e
QE
lul

2. T2AA - 58 42 2 AETH 4o A3 As(FZd #3 A8)
A 59| 9 F(Drug substance)
21.1. YWY R
o BA : x4 (Denosumab)
o A2 ¢ CouoaHooosN172402004S50(N-glycan moiety =)
— 16 -



212 AR GFFE NFEE

MpH W9Ud [P (] 39424 mA=Sd W9t m
=

B 7IElRE, 3RS, €5 =R E)

2.2. &A 8 ok F(Drug product)
22.1. A7MAS 7

o S|2HY, J|2HIAY, IYLEH)E, £2HFE, FAHET

222, $AYFE NFIE

EpH WEY BENE mRE REA4EE OREAGE BEAD)
WUES Wb DolusARd O3S
FAA B YRS WEEYClE WMUEY DAATYN)

WIEH(HFS, £5)

23. F4o] #3F AR F AAR 9A
o AEFAAA S0 ZTEIIFAAL FA AT2AIGA2E, A262%, A29%0 wet AE3 A7 AAANL AR

A3 ggd

=

3. A4 BT A=
31. 989 IR
o 60 C °ol3l, AxURRE 48714

NEFH kB 87138 H/A44 23
] Z Ao TAo] lAFE wlxe 4871YE A
A7 HEAH 70+10 C, 4871€ ;z—j;}@ﬂi 7]]2 ke wg}éi e

T o s -1 H 1=
=B . o dRofF |FAY tEAe] dAHE WA TUAE A
ERinE -20+ 5C, 48704 e e )

. 2] 0 FAo] AAFE A 7IEAE A
7]_41\_}\]?%] 543 OC, 67H'?§-], zi’lﬂgg}%‘; OQ H ]/] ]' ] ]'

3.2. ¢A|9fefFo) A
o UF87], FAS Vst A, BRAEB2~8 T), AEL=HE 3670

NEET AR =2 371368/44 25
B o s FAe] dEqo] A WAL 36719
e 3 L e PIBEAY 23 712 U 4SS
2] o FAo] QIAEE= Hjx 9 JIEAH
THEAE 25+2 T/60+5%RH, 6714 F29 mEdel daEe A ks
H}o] ot/ X]'—;—E‘ Xﬂﬁol'/v\'ﬁo] : ST
- FAo] fEACl AAHE WA EAF
7HEAF 4042 C/75¢5%RH, 3702 | ghA| ol ofE T} f}e;]_ ;ﬂécf}ﬁ]g °
Fd Ay (oS A=A :
; F49 tiwAel dAHE MAoIA
TR ICH QB FAYR ALE AZANE
_ Z A0 T A o] ClAE = wl x| A A=
A8% A HewE, 60 i s
1o A= =
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ARG g AARIA
o AESAAA S| FRLAN T ATZAIRAEA wel AE A% ARF AR 8 AL A
T A ARARE AZshe] A AFo] BRI

4, TA I3 A5
o SBl6S} ZEEL It 548 FHES A% AA (in vivo) AF2 FHHA| FUTh
- GA A= SB16 A Al F3e B 24 vl A HrlA SBled EU ZEE o} 7+ fo4del A
le)

%
ojfo] HA Fporw SBl6 ML A HIUY F=A Y (in vivo)> LA B A
42. SANZAE NE 89
421. G FAZHAF(CTD 4.23.1)

. ATAY US

422, HEEAAZHAY(CTD 4.23.2)

. H4A

423. FRAZAHAA(CTD 4.2.3.3)

4.2.6. 71EtS A A E(CTD 4.2.3.7)

o HTAE fl=

43. A A& AAA oA

o SBI6S P24 B4 2 25 54 vlaAY, AQHin i) Wl 2YAEe Fa tzopte
SHe 9FHAoH, BAUN vive) SHND 2 AAY EINGS ANHA Beke. (FEATFE ¥

7 Jpoleeloal), o WEw vy Bkl oiH EEAEeItED o) B7ke7] 99

SAR AR S AEHEE FoiS. ABH (i vitro) HAFo]

n vivo) XY BEIE TRY 4 Y25 S0l Yok oIk 9 YA hxek
%

AR o gsol MERS SHAY WAL BIE JOE ARE.
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51. %k FEAE 78
o AN 2T HETZ oA ZolE <

52. EYAE

o T3 22 NS FY519oy 3 Az =

1517

39l = Al &5 ATt

E1 A8 HN(In Viro) EHAE 82F
Type of Study Analytical Method Results
; . o The relative RANKL binding
o, T
RANKL binding assay /oR.elam_e.bmdmg actrvities of SB16 are simular to those
activity 2
of Prolia.
%Relative anti- | The relative anti-differentiation
Anti-differentiation assay differentiation activities of SB16 are similar to those
Biological activity of Prolia.
properties o4 Relativ i o
';‘T;?EE The relative RANKL neutralization
RANKL neutralization assay e potencies of SB16 are similar to those
- neutralization ;
of Prolia.
potency
FcRa bind; } %Relative binding | The relative FcRn binding activities of
= TCanE. sy activity SB16 are similar to those of Prolia.
e Relative binding | The relative FcyRIa binding responses
TEypasnsicpancyy response of SB16 are similar to those of Proha.
Aty %Relative binding | The relative FcyRIIa binding activities
FoyRlia bandiag desay activity of SB16 are similar to those of Prolia.
RIIb bindi ) %Relative binding | The relative FcyRIIb binding activities
Fey bty achivity of SB16 are similar to those of Prolia.
; 50 The relative FeyRIIIa binding
9 :
FeyRIMla binding assay ,oRsiam_c-_bmdmg activities of SB16 are similar to those
Additional BEUVHY of Prolia.
= lative binding | The relats bindmn 1vities of
£ a "
properties gy “YoRe! ative binding e relative glq mnding activities o
e e activity SB16 are sinular to those of Prolia.
) . The relative mRANKL binding
mRANKL binding assay Belitive g responses of SB16 are similar to those
fesponse :
of Prolia.
o The ADCC activities of SB16 and
SRCCamn Prolia were not detected.
CDC assa The CDC activities of SB16 and Prolia
¥ were not detected.

'I__

-

53. dukeFE A E(®E

AT ¢S

b4 %) 4 9)

55. ¢glo ta HAAA

o FPNYARE BEI] AZHUCH AP B2 1 BEA ttel AEAUS. TR AGBU(in
vitro) kel A& S stel Alfaam zekt 4B B4 S5 dFAon B

o AEoks tzobel obEete WLay) A F4-RE-UALNA BF ABE $AHA skor} oFE)
e TA 4 gl Fernol 2ol tiste] AR tlxok 3 FEHE FARAS

6. YN YA B AR
6.1. YA EAEY AHH(GCP &)
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e FDA 53 7IA A&3 25 tig

N
i
>
bt
o\
od
>
i
N
i
QL
2
dlo

6.2. YFANFAER /N8

o YMANIAAAT  F 274, 14 14, 34 14

-1 AN RS A 9 o
-3 YA - 2uEEel de dAF & A4 g
AAA = o
o9A | HE/ el o) -3zt Eo g T e e F8 A3
713k
;qﬁui)
[SB16-1001] 737+ A< &4 thdAtelA SB163} EUNA Y48 Prolia, USOlA 443t Proliazt PK, PD, ¢+4, Wby 2
HYUA S vaske A9 WA, olF w7, Al ¥, BT, 93 B9 AGAE
- A7 9A
2249w . - SB16, EUZZ g0}, USZE¢|o}
A ® |4  AUCinf, Cmax®] 7 %
o|Z%7} ‘SBile: 56 60m o=} m H] 1l of| A] eometric
o y - N I
14 | sB16-1001 | . ° EUZEgol | P wyl | ' ° - 8
g, 3T, 567 33} Fof AUCi, Crnax LSMeans Hl&2 %= 90% CI
B9, o b AR AR SEA uhAel
) -USZ &g o} . N
o £ 574 080014 1.25uUf0 E3H= S
[¢]
[SB16-3001] =tha5°] Ae HABF A SBlo(Hl =T T4 ELSFE)H ZEeol® 1+ FE4, ¢HHA, 45, oY
g 2 "YU S vaske A3, 74 A4, olF v, t#E 48AE
e
YA FEA HrhEE Mo~

60mg< 671 €rick Zhel vl AL 2

=]
R v ZBMDS] %Wshe PPSol that
= PRCR AT
SB16¥ Prolia%o + 7
sae A4 F o4 = | EUzEUor 2& | 187 |§E4  AAR| *  Proliael

LSMeans®] ztol& 039 (SE:
0.378)o1™, 95% CIE[ - 0.36,
1L13]e2 F54 FANU[-20,

o
A, 4574 1871 4ol SBl6 £+ | L(F|ulH
o]%%7} |-SBl6: 2254 EUZEgo}lzoz | 33 |A1271€9]
d, o7& |- EUZETek  |(AFR9ujA o] | Fo)|BMD H3}
2321 Foukgktt.
Prolia+SB16: 1007
Prolia+Prolia: 101

3% | SB16-3001

Ak o2 o) dAlH = SBleT
3} EU ZEg ol 7 FABHA

6.3. HEAAGAY

o HTAE fl=

F AANE BN F A 2 Buo)d AEE ASHY

dlo

64. FFAIANE

641 A2 AF(F/EE FA)AAY FFIANFPK)FH A= WS

o <1 YAAF> [SB16-1001] AR 4 A4 oAl A SB16# EUMA 9448 Prolia, USAIA 943
Proliazt PK, PD, ¢td4, Ulof4 2 HUA & vlwshs 7249 wiA, olF wrty, Al &, B+, ©3 Fo
A

1) ABANE A

1) A2

do
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Admission | Study visit Day 5, 7,9, 11, 13,15, 22, 29, 43, 57, 85, 113. 141,169, ana 197

SB16 50 mg (n= 56)

EU Prolia 60 mg (n = BE)

US Prolia 80 mg (n = 5&)

. 'fi ¢ ¢ 9 ? 9
D

Day -28 Day -1 Day 1 Day 3 Day 15 Day 29 Day BS Day 141 Day 197/E0S
Sereening ? or ET

IP administration
¢ Immunegenicity analysis

-+ PK andior PD analysis
29 MiAE Ee A@ACAM PKBE7EE A A A E(blood sample)®] MFHE IP Fo &, A0 (Fo A
[pre-dose]), 12, 24, 48, 96, 144, 192, 240, 288, 336, 504, 672, 1008, 1344, 2016, 2688, 3360, 4032, 1|1l 47047t
o A
2E A= AR 712 B¢ WY ZF(H4 1,000 mg)F HIER] D(HA 400 IU)E Alg8odkth. Z+3 HlER
Do Fol= 23y Al J@ANA AFHAH.

2) 558 AL B

1) NEET 2 A F

- Ao

WIANFL 284 oo & Aol FlE 1A dAdA FAEHUT 238d P Day -1¥9° AF]
60.0-95.0 kg Atolol™, A& &2 [body mass index, BMI]) 20.0-29.9 kg/m2%! I FAE o2 Y=t

- AR 5

F 168%(4 T 561)

6) ATA EA4/71MAE B4

F 4389 IPAr} HAEERA, o] F 168(SB16, EU Prolia, US Prolia Zt 56™8)°] F2F¢lujd =3loH, F
168 <] 92t 25 SAFe] EFEHATHEE 3). A 4 (screening failure)e] 7H &3 olft& AE 71ES TF
a2 Zstr] WEelddth 8 Z2EZ 9nto] e 29| @A PKSAl EFEA FUTHSB16 B EU Prolia
Fojgo] 247 199 9 @A), PK 24 de F 166789 3 @247 E3FH AT

E3: AT BEF3S oA T, Study SB16-1001)
Treatment SB16 EU Prolia US Prolia Total
Number (%) of Subjects n (%) n (%) n (%) n (%)
Randomized Set (RAN)! 56 (100.0) 56 (100.0) 56 (100.0) 168 (100.0)
Safety Set (SAF)? 56 (100.0) 56 (100.0) 56 (100.0) 168 (100.0)
PK Analysis Set (PKS)? 55(98.2) 55(98.2) 56 (100.0) 166 (98.8)
PD Analysis Set (PDS)* 55(98.2) 55(98.2) 56 (100.0) 166 (98.8)

UEAE SB16-1001 I @A gA oIt oo tidAbe 8] 29 Y (Hispanic) o]t 2H& Al (Latino) (145 [86.3%]
H)7F obd WQI(White) (115 [68.5%]%)eIAth. 1784 EA(demographic characteristics)® 7]El #]o] 22} ]
5% (baseline characteristic) (B¢ 9%, 7, &7, BMI)2 FAz3t FARHIH

o Ut A AZAF A YA H A A SB16F EU Prolia & PKESA S YZ317] 9
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o O]z} %X;l,; 713 Aol YA u3

ni
Si
tlo
BN
>
e
[

Aol A SB163} EU Prolia 9] 9HHA4, obA & HY

Hlwsty] 9

4) Frpis
(1) k&3t HrhHs

- ¥9x Hr7PE4 . AUCInf, Cmax,

- o]zt H7FHS - AUClast, H18F 5 S2 A 7Htime to reach Cmax, Tmax), & &4 It A 9] FH7]
w3 83 (apparent volume of distribution during the terminal phase, Vz/F), 3% 44<&575 (terminal
rate constant, Az), HZF &AW ](terminal halfife, t1/2), % &4 FIHMe] FR7] A& (apparent
clearance, CL/F), %AUCextrap

(2) &3 Frpe o A Ay F C-RZHE S(serum C-telopeptide of type 1 collagen, CTX)ell th&t 0A]
HE 19797049 & 34 ot WA (area under the effective curve, AUEC0-D197)
(B) A HrPHS o) dukg, T ol dwts, YALTA A, "YU T

7

5) SAEMYH

UFEA AA A

1) A = 24

FE Z7]& 7] #x9 do]E[Prolia FDA Clinical pharmacology and biopharmaceutics review(s)|oll .11l
A

3514%2 4" o 7 WEE HE A4 (coefficient of variation in percentage, CV%)E 7|¥to.2 AAbE|$ith,
A ool A 50 e BE F7|(F, F 15099 BEIAV))E HAF AP AA 75 HF b (true geometric
mean ratio)7H.058H= 718 & wl 80% < HAAH(power)S 7HIAEBE, HF 7 1) 7]F(reference)o] e A
(test)©] AA| 713t HHl7E 080 wwkelx, AT 74 2) 712 o AR AA 718 HHvh 1.255 0 ELE]
A4 QA 718k Bawle] 90% CI7F 0.803F 1.25Wj 3] =3k A5 F AF 7ML sAd 714E

o 10% 9 A3 S&(dropout rate)= 7Hg3t, T 168%(Z4 % 56%8) A PATE AP TH %3’5‘}9&‘:}.

( ) EAA A

271 W3H(loge-transformed)® ¥+ &3t H7PAS(AUCKNS, Cmax)e 54| B4 Fd¢S 14 942 & &
4HE4 (analysis of variance [ANOVA] model)oll 93 3=t} SB163 EU Prolia, SB163 US Prolia, EU
Prolia 9} US Prolia 7t9] PKH 7P 224 AF % (least squares mean, LSMean)2] =9} s = 90% 4l
¥ TZHconfidence interval, ©|3} ‘CI')7} ZBHUOH HHEHback transformation)s T3l 7|8t LSMeans®] Hl
(ratio)¢} o]oll s@3t= 90% CI7F AlFHAT EMA 8715 918 SB163 EU Prolia %t 718t LSMeans H19| 90%
Cls7v 22+ 0.80 oA 1.25W0 &E3+2 A, LAk FEA 7P (AUCInf, Cmax)oll 3t EAe] AA = FDA
3712 98 SB163 EU Prolia, SB16% US Prolia, EU Prolia ¢} US Prolia 7t 713} LSMeans ®1¢] 90% Cls7} Z+
ZF 0.80 olA 125\ =3HE A dak &4 H7HAS(AUCINf, AUClast, Cmax)oll tig F540] 24 = AT

6) F&s A

PK A B7HE S8 Abd Beojd 554 @AE AHEske] PKSellA SB163 EU Prolia Akol9] AUCInf %
Cmax?] ANOVA Z3#Z wwsldthE 5). SB16% EU Prolia® AUCinf ¢ Cmax®] 718} LSMean? H(90% CI)
© 247 1.01 (093914 1.10) 2 1.02 (0.95914 1.10) Fom, F 90% CI =5 AHd Aoj®d T84 A<l 0.80014
1.25 Atolo] =Sk
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x5 SB16 ¥} EU Prolia {F 42t &8 57184 B4 vl o £ (%5
BT, Study SB16-1001)

Ratio
PK Parameter Treatment N n Geo-LSMeans A/B 90% CI of Ratio
SB16 55 55 6403.1
“'}*UCL?f ; 1.01 [0.93,1.10]
(b pg/mL) EU Prolia 55 52 6340.5
o SB16 55 55 5.651
) 1.02 [0.95,1.10]
(pg/mL) EU Prolia 55 54 5.541

PK A 37HE flel AP Aole &4 IAS AHEste PKSelA SB163%} US Prolia Atel¢] AUCinf %
Cmax®] ANOVA ZA#E B3t ATHEE 6). SB16 E US Prolia ¢ AUCinf ¢} Cmax®| 713} LSMean®] ®|(90%Cl)
= 717 099 (091 ol A 1.08) 2 1.07 (099 oA 115) BEH, T 90% CI 25 A4 Ael® 554 #7412 0,800
A 125 Aelo] E3HE ATt

¥ 6: SB16 ¥} US Prolia {F &2} &5 8 Hr7Mi 49 B4 vl 4 (S5 &
BT, Study SB16-1001)

Ratio
PK Parameter Treatment N n Geo-LSMeans AB 90% CI of Ratio
AUCas SB16 55 55 6403.1
b il = 0.99 [0.91. 1.08]
(hrpg/ US Prolia 56 55 6484.8
Cinx SB16 55 55 5.651
; 1.07 [0.99,1.15]
(ng/mL) US Prolia 56 56 5.305
= s |
z = ‘H‘ 1N
; .Swg I .
} =1 RN
=l ™
=l - R S SR
‘‘‘‘‘‘‘‘‘‘‘ )
£
T C - 3 - =
a9 2 SB16 3} EU Prolia 2t A3 (3 % Av| 2 2(3teh) B 7@ SD) B3 F=-
AZHFE T #4E, Study SB16-1001)
B BRERITIRIR
<1 r
o] 1 ¥:: .
P =
s S . - ]
g ! % | ; i SN
: 8 T { g - +
§ ol ‘ T %
3
a9 3: SB16 3} US Prolia 7+ AH (3 R AvIZ 23 HF@SD) B 5% - ” "
g ¥ 5 a9 4: EU Prolia 9} US Prolia 7+ 43 (3¢ & Alv| 225+ F 7@ SD) 3
A1ZHEE 3 £4E, Study SB16-1001) FE-AHFE A F, Study SB16-1001)

PKSell tigt PK #7FH4(AUCInf, Cmax, AUClast, Tmax, Vz/F, Az, t1/2, CL/F, %AUCextrap)?] 89 BAE

4o AAH gl BE PK B7Hes Al Tl 2A fAsk

e SB16, EU Prolia® US Prolia®ll thH3t AUCInf®| 4t<&% v (arithmetic mean)#t2 22 6617.3 h-ug/mL, 6570.3
h-ug/mL, ¥ 6730.3 h-ug/mLo] ATt
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* SB16, EU Prolia¥® US Prolia®l thdt Cmax®] A&+ #t2 5801 nug/mL, 5688 ng/mL, ¥ 5473 ng/mLo| %Y
o

4 g grids a5 E 4, Smdy SB16-1001)
SBl6 EU Prolia US Prolia
PK Parameter Statiztics N=55 N=55 N=56
n 55 52 55
Mean 66173 65703 67303
sD 1714.71 1687.55 181930
AUCir (b-pgfmL) Medisn 66731 66366 67136
Min 3867 3021 2434
Max 10776 9795 12876
n 55 54 56
Mean 5301 5688 5473
R 5D 13302 1.2561 13414
Median 5.547 5915 5471
Min 309 254 291
Max 954 255 837
n 55 L7} 56
Mean 6496 8 64015 65375
i B 5D 1648.76 172221 1887.35
Median 66162 64131 65393
Min 3792 2933 2397
Max 10572 9712 127117
n 55 54 56
Madian 192.000 192.000 192.000
T (1) 3 < &
Min 48.00 9570 95.00
Max 509.20 506.97 506.33
n 55 52 55
Mean 71348 68463 6969.1
5D 1512.56 172699 2163.19
VF (ml)
Madian 7093 4 66324 71790
Min 3602 3317 1328
Max 11109 10721 12154
n 55 52 55
- Mean 0.001385 0.001469 0.001463
sD 0.0003478 0.0003620 0.0004532
Median 0.001357 0.001432 0.001355
Min 0.00060 0.00085 0.00064
Mazx 0.00251 0.00252 0.00288
n 55 52 53
Mean S32.08 499.06 51431
5D 139.981 117.738 145.847
bl Median S10.84 48430 51169
Min 275.7 2746 2405
Max 11482 8109 1083 8
n 55 52 55
Mean 9.687 9849 9648
S sD 25480 3.0101 31374
Median 8991 9.041 8937
Min 5.57 6.13 466
Max 15.52 19.86 2465
n 55 52 55
Mean L0 1.3 150
sD 2068 1075 2822
B AT (5} -
Median 130 0.87 115
Min 03 01 0l
Max 153 59 197

7) %3 A3}

F 4387 9] Pyt AHEQ] L, o] F 168 (SB16, EU Prolia, US Prolia 7} 56™)o] F2-9|mj4 =t F2

ZEZ 9uto] Sl= 279 @A PDSOl EFHHA 43kth(SB16 B EU Prolia Fofoll 22 189 394

PDHoIH £4& 93] PDSEATNA @ CIX =9 wolxghel tin]l %WHstE FYgt(arithmetic median
HoHln Jg=rt 1

(&

percent change from baseline in serum CTX concentration) ™ AlZF A<l AE AU 4
& 5 (SB16, EU Prolia), 1% 6 (SB16, US Prolia), 1% 7 (EU Prolia, US Prolia)oll Z+zt A A= it
Z4zke] F R b odojxEll diul A CTX FEY %WHEES FARNT AAEE 9oF
(investigational products, IPs) ¥ & ¥4 CTX =7} 343 Zagon o]zt A (inhibition)= AE7]
¢ ALSH A,

o
]

o



&-—8-8 2pe 80 Mg
=2 EL auso0d Frobl 85 Mg

Ssrum CTH peroerd chengs fom bessire (%
i |
5

i 4
sl
1 = |
DS e — e
=50 = ¥
BT = Tie ET o = e
Bicrningd W (o]
a9 s SB16 3 EU Prolia 7t 973 CTX 2= 9] o] 22} did] o sif
FAERAQR)-AH(TE T £4 T, SB16-1001)

e 77 g " -
g -% Eoom

| 1l
£ it
il il
P -

-3

i W | i

" S
a4 6 SB16 £} US Prolia 7t @3 CTIX 2= #lol ~ekq] du] opdal-f agT: EU Prolia £ US Prolia 7t §3 CTX £ 9] fo]£2H dd] sod 844

FLAFAQR-A THLE T BAF, SB16-1001) FGFAQR)-A T2 & B4 T, SB16-1001)

SB16, EU Prolia % US Prolia®lA €& CTX % A(inhibition)ol AUEC0-D197¢]
352205.95% < Al -h, 348254.45% < Al-h, 374823.13% AA|-h). EH CTX %A gt Hdf

Gl

BRE FARATHAZ

AA &(Imax) ] 4= 3

[e]
THE 37 Tl FASEYTHSB16, EU Prolia, US Proliaoll Al 7z} 84.48% 1A, 84.91% A4 2 86.24% 2 Al).

= 8 e & dgle| e 9 g okerd & £ 4, SB16-1001)
SB16 EU Prolia US Prolia
PD Par Stati N=55 N=s5 N=36
n 55 55 56
Mean B4.48 8491 8624
5D 5890 4917 4320
L. (Yeimhibition) :
Median 56.49 §5.02 56.41
QL Q3 80,63, 9.08 8154, 8826 £2.90, 8923
Min, Max 669,942 709,950 731,938
N 55 55 56
Mean 352205.95 348254.45 37482313
AUECs507 sD 4662676 79232 448 50370744
(rizhubition ) Median 366317.92 36817763 37930188
QL Q3 | 327500.02, 389944.66 | 33542126, 38992030 | 361747.36, 405978.04
Min Max | 278105, 4194576 58224, 4180528 §5959.8, 430719.9

TE 2SS 13] 60mg F3HFS Wttt

e

NEe

SB16, EU Prolia, US Prolia o7t

HFAFEFATE SBl6TL 35 (62.5%)8 2 oA 667, EU
5

Proliats 25(44.6%)H o141 5171, US Proliat= 30(53.6%) ol Al 53749] o] A7} Bars Sl
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X7 o] 4kg-2] 8 °ketA A £, Study SB16-1001)

SBle EU Prolia US Prolia Total

Treatment N=156 N=56 N=56 N=168

Category n % E n % E n % E n % E
Any AEs 35 | 625 | 69 15 | 4406 | 51 31 | 554 | 56 01 | 542 | 176
Any TEAEs 35 | 625 | 66 25 | 4406 | 51 30 | 53.6 | 53 90 | 53.6 | 170
TEAE severity

Mald 19 | 339 | 44 17 (304 | 38 18 [ 321 35 54 | 321 | 117

Moderate 14 | 250 20 8 143 | 13 11 | 196 16 33 | 19.6 | 49

Severe 2 3.6 X 0 0.0 0 1 18 2 B 1.8 4
TEAE causality

Related 8 143 10 4 7.1 11 7 25| 11 19 | 113 32

Not related 27 | 482 | 56 21 (375 | 40 23 | 411 | 42 71 | 423 | 138
Any SAEs 3 54 3 0 0.0 0 0 0.0 0 3 18 3

Serious TEAE 3 54 3 0 0.0 0 0 0.0 0 3 1.8 3

Serious non-TEAE 1] 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0
Serious TEAE causality

Related 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0

Not related 3 54 3 0 0.0 0 0 0.0 0 3 1.8 3
gEAES whtedto COVID- | & \ya7| 6 | 2 |36| 2 | & |70| & |98 |30 | 12
gﬁi;:f;‘i’;ﬁm study 1 |18 1| 0o |oo| o | o ]oo|o| 1 |o06]1
TEAESs leading to death 1 1.8 1 0 0.0 0 0 0.0 0 1 0.6 1

(B) B3 BAEH= oA/ Z|BAE o)At B4

SB16 FoFolA 7bd WMEA Bu® TEAEsE PT FFIA'COVID-19, ‘EAja# ot 2 AL olA|
(Creatine phosphokinase, CPK) &7V, ‘HIIFR’, "%/, ‘del&F oIAHAZ 6 [10.7%]9, 5 [8.9%]%, 5 [8.9%]
W, 4 [71%]9, 4 [71%]%5 ).

EU Prolia $ololA 7b4 HIMSHAl R1¥ TEAEsE PT =0l Hn), mQdsd, 'y CPK 7V, ‘5%,
‘BAE o) AHZLS5 [89%]%, 3 [54%]9F, 3 [54%]9, 3 [54%]H, 3 [54%]%F ).

US Prolia FoollA 714 8lstAl 2a® TEAEE PT 54 "AYCPK F7V, ‘COVID-19, ‘HIJAFS, ‘&
A5, FE OIUATHALS (8.9%]%, 4 [71%]9, 4 [71%]9, 3 [5.4%]9H, 3 [5.4%|HLAY).

WA Ed ALFIZ & HaHA gtk

x8: ZF oo A 5% o] EAT I & F LS o] ikg-¢] EFols}
@3¢} o] vhg-o] TAE (A 4T, SB16-1001)
SBlé EU Prolia US Prolia Total
Treatment N=56 N=56 N=56 N=168
Preferred Term n % E n Y E n 2% E n % E

Any TEAEs With

incidence > 5% of 21 | 375 | 28 16 28.6 21 19 330 21 36 333 70
subjects
COVID-19 6 10.7 6 2 36 2 4 71 4 12 71 12

Blood creatine

phosphokinase 5 89 6 3 54 3 5 89 5 13 7.7 14
increased

Nasopharyngitis 5 89 6 3 54 4 4 71 4 12 7:1 14
Headache 4 7.1 4 3 54 3 3 54 3 10 6.0 10
Back pain 4 7.1 4 1 18 1 1 1.8 1 6 36 6
Arthralgia 2 36 2 3 54 3 3 54 4 8 48 9
Constipation 0 0.0 0 5 89 35 0 0.0 0 5 3.0 5

@) °HAEY 5=
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EE TEAEsY &% %(severity)7} 7 S (mild)oll 4 &5 %(moderate) Tt
(5) UEA BT AHA
A7 AH(investigator) o] P2 #do] e ALE FFdhs TEAEs7F Hitd v dAe] &2 AFATAN A
%t SB16 Folw 8(14.3%)™, EU Prolia £ 4(7.1%)%, US ProliaFol< 7(12.5%)™ o] A Th.
(6) A 2 Figk o] AL
SBl6 FoIi 3 (54%)HellA 3719 FUid o] dihgo] RuEon YYANFEFF Foloh=
sttt BaE 3719 SAEs F 149 A (Aol Ao AFFHORE ojojHtt 27| F3

So] BuHglon, o]l BT IPS F#Het 202 RuFith ARzt

LX)
JAPE U BE APAEUA,

Eo & gl tisted ADA FAT ALY AA WY ES SB16, EU Prolia ¥ US Prolia FoolA 27t
2(3.6%)9, 000.0%)9, 47.1%)H Atk NAb ¥4 235 Bud tidate It

o

6.5 a4 3 IHA
65.1. FrEA - ARG AL

o <3 YBAIF> [SB16-3001] EthFFo] e HAA F AN SBle(tl=sH S5A=FE)F ZEF ot
FEA, HA, F5, FHE 2 WY S vwske A3, T2 ulA, olF v, o AEAE

1) YBAIE AA
(1) AEE

JAANY AA 2= L §F U4F (GRAPHICAL STUDY DESIGN AND SCHEDULE OF ACTIVITIES)

~ 444Y Az
i £38Y i 4 9449 71 (Main period) i AG Y4AY 713 (Transition perisd) E
E i i v IrEq E
E : : 4 pvp W7 '
E i S © o @ uded BAR
: | ® A% dd A 2 :
; SB16 60 mg (n = 216)

E R '

; Q SB16 60 mg |
! Prolia® 60 mg (n = 216)

Prolia® 60 mg |

w30 ° c 3 3 :

_Y L 1 1 1 1
-289 AoAd AosAd  AAd AzAd  AsAd ERE R A4 AuAd s

o 78 YAAY 7]t Main period): 29 vl = <F 127]€

AFAGHAAES 10 1 Hl&=2 F29 wjAd=o] AoHd 2 A 67/lE Aol 93 FAE 53] SBl6 E&
Prolias Fof Wtk F8 UZJAY 7135 Prolias Foiwte &= A127hE Aol 1:19 HIZ Prolia A<
(ProliatProlia) =& SB16 %8 (Prolia+SB16) 2.2 ThAl §-219] sl A = $iTh.

o A3 YAAY 713t (Transition period): AI127]L o] 2F 671 €

F8 YBAY 7I3EeE SBlee T @45 A& SBleS FARA Hu, w7t FAE He 724
W4 Ax2E itk $A4E52 A1871 Y (end of study, ‘EOS)7HA] F37 &z it

29 wg ANYEH YAANE FF (B0)/27] 5 EN7HA AANE %o 24 9 vEek DS o Fo
& Aojtt,
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- =5 ZF (1 g/day ©17)
- HIEY D (800 TU/day ©]4)

TRzl Yt AAF o4 4579 AN

e

ok

1 220 A 55-8049] AAF o4 (2224 Aol 1248 o1 7] ¢ Ae 8 elol
Qe 492 4oH)
O~

2 238 A AYATH BEE W GPAY BB Pelsks By L AZ ol g A
o 4

94 =

rlr

El

od 25 o3kl

—
[y
3
—
B~
ofy
2
Y
o
N
N
N
A~
r?L
N

427} 37) o]

5. 22389 A (Fl=sd, ey FEAEGE e 2RAFY 5 A8H dFE FA =22 §F 784
dd 2 AHog) YEoFEFE Fode Ao

6. 2389 Al AF: 50 kg o1 90 kg ©lt

7. AA o2 AFUIA FE AT, AFATE BEE W BEA QYAF Feo onE oFF & 9lo

o, YNE 23& mEL YIANY & 53T o] lojof Tt

- F8 AYE

1. 23849 A F4 94 AE B50) o) 3 XA Genant BFo) @t 1749 FF =& 27 o4 F5&
HEF FH-o| EAlske 4%

2. 2389 A 1#E - =5 FE 138 A9 4AY

3. 23¢

YA wAHA 2 HEY D dgo] EAsE B¢ (84 25-3 EFAHEY D 0] 20 ng/mL [50
%!

4. 2389 A 17T =5 ALFEZT —éxﬂé% A (EEU-EA A ZHo2M ALFEEZTY AS <
21 mmol/L [84 mg/dL] E& 125 85 ¢ > 262 mmol/L [105 mg/dL]E 4 °|H)
5. 238 Al of#e} 2ol Aod U2 A s)Fo] BEFES A
a. MPF 4= <35 x 103 cells/uL (< 35 x 109 cells/L)
b. d2FEH <9 g/dL
c. @23 F < 100,000/mm3 (< 100 x 109/L)
6. 2389 A olFe} Zo] FoH HE AF L 7k 7Fo] EFEI A
A

a. MDRD (Modification of Diet in Renal Disease) &2/ 02 FH% A-TAZE& (eGFR)©] 45 mL/min W] %]

b. @4 <ehd ofn|ir]deojga g ofauERqk o] el Ea > 2 x A FE WY A
7. *ELFJ” /\l Heargt B2 JAANEE dF (IP)e] 74 Ao it dd2r] i, 39F, = B4l
]

Lo 24 44 A 29



- 2389 A 3L ool ofd §FolE ZAEY e I fEA, ZF

- 238 A 3 ool 109& 23st

zagy A A AL 712 > 34

238y Al R A7 < 3 8 ek Ro] 5 A3 7% < 1d

1=

c 238 A 59 ojulel oW &FolE AHY H|2EZ AUV OE

c238d A 29 ool oW gFolE R S2E (

2389 A 1d ojufel ofd fFFelE MG S2E UiA aW (AT Ee AT A2EZF), AgF o2
] <)

Ez2A 4844 2HEA (SERM), BB, o}ZulebA] oA %
o ojHog H.-ALA A (vaginal) N2EZZ A 5& 382 & Ak
A (l: AGZAHE T odz

o

AEE), == ZAELS

rr
N,
[‘:‘—'
ot
rO
=Y
>
uy
-
2l
il
I
o
Ky
o
[

(> 5 mg/day ZHEYE F

7 8% £ 4 &% > 50 mg)

c 238 Al FA ol AFAASE ofd §FolE TS ARE AT EL B 2EEF

c 2238y A 5d oo ofd &FolE A 7IE 9-a ~ 9-goll EFH A EF A& v|He] 2N =0t

5 Al

23eY A 37E ool of FFolE W FAo] l

28 9% W-AELE P

10. 7249 vl Ao tE A FAA 2TEFol A
Hbk719) 5ul 712F Well AR AY Ee 23EY Al WIANEE B7]7]E AT AE B

11. 23849 A BMDY &S vd F A& v-203dF o84 Fert EA8ts 25

a. BT E B RV AE A AAY, B A FFA7TEE £E
A71sAE] e A5

b. @A 2HHA & PN TFNZT e PP eAT Tl e AS

o TA3E, B FYNT, AT, AFFIANT e W AESY 2 w A3 HAY

d. °1F duA X-A FFAZF (DXA) 94 2749 A4s FelF 5 e A AFA 2, Bud A3, =
AL, T AF5US, = Ve TH o3 A¥o = Q% YA Wl HAY

e. TA FFT (A xFH, FAY, g S 2 yzgd 39 22 giA A8 me g2y
21 A3ke #AY

12. 2389 Al g A}, fol WA Ee HAY tEZ 24 AAYe] YAY =E 2389 A A
A (77 E3hell 7)dkete] B 3ol EXlste A

13. 2329 A e/Md ool E54 AF HA¥ =& A A A&y FAAHe] IAY =& AFAF 71
o AGKA AF A (o TR, Ao} YSHE EE I3 FE)< 1L Ao = AS

14. Az Ao mel 238d A 12719 o] &54 3 & (healing) ToIAUE =4 (MAY dEFT 4
2 a3 24 A9)

15. 729wl A 25 ol dFAHo R Foj FFA A AAY 1 Hu T wiF A 8F oo &
ZA, 95 (2 dxZ44Y) == ddold AU FAAT 27EHE 29 FAY

16. BE Y EE C¥ Y v A AYZR vold 2~ FEe HAYo deA AAY, =& 2~389d Al B
g 7t (BY 1+ mlolgi W &9 [HBsAg)) T C¥ 1+ (C¥ S wholy 2 4| [HCV Ab]) kol
2 A ATy FAEY A

17. 2389 A F4 £ 4 %399 34

18. 729 v A 1d ool 548 A BA Ee 7S4S (NYHA) HI/1IV &84 A7 #A

19. 23849 A A AFS A AR B 25 QT 9% 37 £ (dE 59 949, $3 4%es



20. 729 oA A 59 ool AFEA e A FF

dedor, ¢bd AL AFE NANESIG ATAE A9 yEe HEE F AUk

21. 2238 A A7) o4 RAY

22, 2389 A 1271€ ool €3 L T £ 89 4AH

23. 2389 B A A A, AFATE A ) AFdRAe] GAAE SR dAAE AR s W
]

7'<
% 754 1 A PP Fol Aol o) EE QAP A4 o] o

@ NEREA

4579 0] B2 wWASUTKSBl6T 225%, ZEE ok 2321). ©f F 456(99.8%)Wo] IPE Fo wgton 417

91.2%)% ] A7} T8 PFAF 717k gEsAh AL 40789 A7 o JAA 7Y ALY
gaste] A YA 71 TP AFS Ao AFHAU SBl6 FAToNA F 206W 9] FA} A12

190 SBl6S A &ste] Eojumobn 187 =4 BFE At} Prolia £ToAl & 20199 347 A124L

of A-F29 v =AUk 10189 A7) Prolia AES A wekow(Prolia+Prolia FoIT), 1008 A=

SBl6 o2 x#sted X gikgkth(Prolia+tSBle Fof ).

Mo
mlo

N

1 oL E BT 28E 84 5(%)(FFS AR, Study SB16-3001)
Prolia Total
SB16 Overall SB16* Prolia®
Number (%) of N=225§ N=232 N=100 N=101 N =457
Patients n Yo n Y n % n % n Ya
Randomized Set' .
(RAN) 225 | 1000 | 232 | 1000 | 100 | 100.0 | 101 100.0 | 457 | 100.0

Full Analyeiz Ser 225 | 1000 | 231 | 996 | 100 | 1000 | 101 | 1000 | 456 | 99.8

(FAS)

Per-protocol Set® (PPS) 191 4.9 192 828 96 96.0 94 93.1 383 838
Safety Set 11 (SAF1) 225 100.0 | 231 99.6 100 100.0 | 101 100.0 | 456 99.8
Safety Set 27 (SAF2) 206 916 201 86.6 100 100.0 | 101 100.0 | 407 89.1

Pharmacokinetic

225 7 5
Analysis Set” (PKS) 225 1000 | 231 99.6 100 100.0 | 101 100.0 | 456 99.8

Pharmacodynamic 218 969 275

7 7 Lt 7 96, 9
Analysis Set’ (PDS) 97.0 100 | 100.0 9 6.0 443 96.

(3) ATHH/ABYH 54

1784 54 (demographic characteristics) F2+¢] ]4 7 (Randomized Set, RAN)oIA T 7+ frARSHATH
AW o2 et A% 664 H(HS: 52 oA 81 Al) (SBl6 T4 665 Al, Prolia

Overall FollA 66.3 Al)olm] R 50| 65 Al o] FolATHEI.7%). EE FAEC] ool P&
o] M<1(90.8%) (SB16 Tl A 92.0%, Prolia Overall F&Foll A 89.7%)°1 1tk B BMI & 25.01 kg/m*e]th
(89 187 oA 363 kg/m*)(SB16 Tl A 2517 kg/m? Prolia Overall Foj-oll A 24.86 kg/m?)
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Republic of Korea 18 (8.0) 23 (99) 10(10.0) 11(10.9) 41 (9.0)

2 I 5T d 74 54 (7S WA T, Study SB16-3001) e =
Lithuania 13 (5.8) 12(5.2) 4(4.0) 5(5.0) 25(5.5)
Exrelia Poland 130 (57.8) 132 (56.9) 58(38.0) 55(54.5) 262 (57.3)
SB16 Overall SBIG Prolia Total ekt
Characteristics N=225 N=232 N=100 N=101 N=457 - = o e i e
Age (years) Mean 64.01 6250 61.33 62.86 63.24
225 532 57
i 225 - i 101 4 sD 9.940 9.443 9.299 9.514 9.709
uili 66.3 bo.3 e s o Median 63.50 60.75 59.10 61.10 6200
o =
SD 387 603 37 605 93 Min, Max 47.8.89.3 50,0, 89.6 50.0.88.4 50.0.59.1 47.5,89.6
Median 7.0 66.0 66.0 66.0 66.0 -
Height (cm)
= = = = :
Min, Max 55. 81 52,80 55,77 55,80 52,81 - e 5 = o= e
.
Agr groop; ».(74) Mean 159.58 158.54 158.06 158.70 159.05
<65 39, 5 3 { X
65 years 59 (39.6) 95 (40.9) 39(39.0) 44 (43.6) 184 (40.3) = s 5 o i P
- 3 705 . 5765 3(59.7
265 years 136 (60.4) 137 (59.1) 61(61.0) (56.4) 273 (59.7) — o o FrE o o
5
Race, n (%) Min, Max 141.0. 180.0 142.0,175.5 | 145.0.175.0 | 144.0.175.5 | 141.0,180.0
i 18(8.0 2399 10(10.0 11 (109 41 (9.0 =
. @0 2 et ) €9 Body Mass Index (BMI) (kg/m’)
White 207 (92, 208 89 (89, 1 415 (90.8
White 07 (92.0) 08 (89.7) 9.(89.0) 90 (89.1) (90.8) - = o T ol oo
Other 0(0.0) 1(04) 1(1.0) 0(0.0) 1(02) = T R i o ]
Ethnirity, u (%) sp 3829 3462 3.438 3.407 3.646
HispanicorLatno | 00) | 14 | oo [ oo [ 102 = e T Py e e
edian . 24, 385 24, 2
Other | 2sowo [ 21096 [ w000 | 1ora0n | aseees) . e e T PP e
in, 1 8.7.363 E 2, .33 7,363
Country, n (%
by (e Body Mass Index (BMI) level, n (%)
CaechRepublic | 59(262) | 59254) | 26060) | 28@71) | 158 T T T P e T
<25 kg/m? 32 (56. } 8 (57 545
5 7 2 22 2.
Lienparh [ sen | seo | 2eo [ cen [ ues > 25 kg/m? 108 (48.0) 100 (43.1) 40 (40.0) 43 (42.6) 208 (45.5)

)

71AA® EALS T 3 fAS AT AW o ® PMO o Byt 7]3Ee 310 W(SBle T4 334 d, Prolia
Overall £ A 286 W)olith #AH T Hi 717HL 1618 @ (SB16 oA 16.36 W, Prolia Overall &
ool A 16.01 H)oldth =4 WEo] Ye A HE-L 31.1%(SBl6

Fololl A 32.9%, Prolia Overall Fo{ ol A 293%)01At. &5 T-score o B¢ wloj2gkdl #e F FoAT %
A THSB16 Tl Al - 3.04, Prolia Overall T4 -3.05). A thE=3 &= ZF T-score o] H
o2l Zholuk CTX, PINP wlo]z~ekel gt TG F T b AT

Ir
E- )

Total cumulated period prior to screening (months)
Mean 154 130 106 14.6 14.4

3 Z T E 714 AR A F A AT, Study SBI6-3001) sD 1181 10.20 7.68 1167 1L13

Pralia Duration of oral BP administration, n (%)
SB16 Overall SBIG* Prolia® Total Year< 1 19(8.4) 21 (9.1) 12 (12.0) 8(7.9) 40 (8.8)

Characteristics N=225 N=232 N=100 N=101 N =457 12(5.3) 7(3.0) 330 3(3.0) 19.4.2)

Years since diagnosis of PMO 2<Years£3 11(4.9) 5(22) (L) 3(3.0) 16 (3.5)
Mean 334 2.86 2.59 296 ERL BMD of lumbar spine (g/em?)
sD 5.118 4.620 3725 4.845 4872 Mean 0.7687 0.7683 28 0.7658 0.7685

Years since menopause SD 0.07170 0.07449 0.08193 D.06869 0.0730%
Mean 16.36 16.01 15.13 16.60 16.18 BMD of total hip (g/em’)
sD 7.371 7.643 7274 7.728 7.504 Mean 0.7592 0.7561 07515 0.7521 0.7576

Previous fracture history, n (%) sD 0.00822 0.09058 0.09159 0.08860 0.09433
Yes 74 (32.9) 68(29.3) 33(33.0) 33327 142 (31.1) BMD of femoral neck (g/cm?)

No 151(67.1) 164 (70.7) 67 (67.0) 68 (67.3) 315 (68.9) Mean 0.6896 0.6880 06888 0.6857 0.6888

Hip fracture history of the parents, n (%) sD 0.10002 0.09939 0.10021 0.10415 0.09959
Yes 21(93) 27(11.6) 15(15.0) 7(69) 48 (10.5) T-score at lumbar spine
No 204 (90.7) 205 (88.4) 85 (85.0) 94 (93.1) 409 (89.5) Mean -3.04 -3.05 -3.06 ~3.07 ~3.05

Prevalent vertebral fracture, n (%) sD 0474 0.496 0.534 0.484 0.484
Yes 104 (46.2) 117 (50.4) 57(57.0) 49 (48.5) 221 (48.4) Toscore at total hiip
No 119(52.9) 113 (48.7) 43 (43.0) 50 (49.5) 232 (50.8) Mean [ - [ - ] e [ s [ -l
Not assessable® 2(0.9) 2(0.9) 0(0.0) 2(20) 4(09) sD | o | emm | e | wges | oas

Number of vertebral fractures, n (%) T-score at femoral neck
0 119(52.9) 113 (48.7) 43 (43.0) 50 (49.5) 232 (50.8) Mean 216 ~2.16 220 —217 216
1 30(13.3) 40(17.2) 24(24.0) 13(12.9) 70(15.3) sD 0615 0.632 0.570 0.670 0623
2 29(12.9) 28(12.1) 8(8.0) 18(17:8) 57(12.5) Serum CTX (ng/ml)
>2 45(20.0) 4921.1) 25 (25.0) 18(17.8) 94.(20.6) = 214 217 97 94 431
Not assessable® 2(0.9) 2(0.9) 0(0.0) 2(20) 4(09) Mean 04423 04416 0.4085 0.4650 0.4420

Grade of most severe vertebral fracture, n (%) sD 0.20367 020280 0.19461 0.21495 0.20300
Normal 119 (52.9) 113 (48.7) 43 (43.0) 50 (49.5) 232 (508) Serum PINP (ng/mL)

Mild 80(35.6) 92(39.7) 44 (44.0) 41 (40.6) 172 (37.6) o 214 21 %9 95 435
Moderate 24(10.7) 25 (108) 13 (13.0) 8(7.9) 49(10.7) Mean 60.189 59915 57.904 60.909 60.050
Severe 0(0.0) 0(0.0) 0(0.0) 0(00) 0(0.0) sD 23.5823 24.7382 25,1357 25,3838 24.1490
Not assessablc® 2(0.9) 2(0.9) 0 (0.0) 2(20) 4(0.9) Current smoking status, n (%)

Serum 25 (OH) vitamin D level (nmol/L) Yes [ oz [ 25008 | woem [ w0e9 [ 5316
Mean 952240 921177 937370 929416 93,6470 No | wr678) 207892 | 9000 | 910900 | 404 (384)
sD 40.495865 34.84496 31.44580 39.33792 37.72497 Current alcohol consumption status. n (%)

Oral BP history, n (%) Yes [ seran 6276 | 34040) | 2548 | 1200263)
Vos s 3042 060 Y] 75064 No | eoosny | wssoza | eewem | 705 | 371
No 183 (81.3) 199 (85.8) 84 (84.0) 87 (86.1) 382 (83.6) ARolit cngungiion Atoddl, u/(3%)

<3 units/day 55(24.4) 64(27.6) 34 (34.0) 25 (24.8) 119 (26.0)
> 3 units/day 1(0.4) 0(0.0) 0(00) 0(0.0) 1(02)
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o A1871 €2 A CTX 5%
o A1871 €2 A PINP 5%

5) BAEAYH

WFEA A AR AFAFSADE-205, 2025.02.20.)

1) WA+ AA

- Wo] gkl diHl A1278E 85 BMD %®3t B ztolo tig F5A A (equivalence margin)= ZEz]o}
@9 FA AFAY 379 Aol 7tete] TESAT vl A2 QA GAA, wolzgl dinl A1270
4 25 BMDO| %H3tol] tig F (EE LS HxsuT 9 Aol 47 455% (047) 2 0.81% (0.48)%
oh. FREEDOM /A @llA Bleaibr B flofwel oia) Bad wojxekel tiv] B %¥skes 242 55%
2 00%%93, Bone YA dlegia 9 kol dis] Rug ozl dib]l By w¥ste 247
44% 2 05%ch We B4og AL o, wlojxekel tiHl A1271¥ &3 BMDY HTF %H3tE 535%
Rl 95% CI= [4.83%, 587%]Ath. EMA 37} A1A ] 7%, 95% CI 3t&+e] 40% = 2.0%°1H, ol& ${°F tin|
o 60%< A& &3} REHATGE 2 9ujsiy, o] dA7F EMAS di $A 0 sigHch w= FDA 7 4l
o 7%, "= FDAY Ao web 9k tiHl ¢F 70%9 s &EHE HEIY] Y 95% CI 3kake] 30%°l
AFHE 145% 5 554 AR Hgsgh

- EMA 37} 4149 A% 554 A7 [ 20%, 20%|4 o, FH |7t fla FF ZFEHAL 51302 7HE
stoll A 5% o FEAA AAsY] AT Amdd AU FE 4022 AT 729 v
Ao & 15%7F 120€ F ggdty 7S o, 1212 & 4 AE57E AGAE 4527 1409 0] =
H 7 AsTd AU e 1658 (% FE F7] 330W)02 A4, ojd FE F7|oA [ 2.0%,
20%]9] A WA F5AE 2T 80% HAHE /M Zow FAHHL

- U= FDA &7} Ao A F54 A7 [ 145%, 145%|¥ o, B =ol7t §la 3% FFHA) 51302
= 7P stell AA 10% Fo M HAs ] A% XIE?L% NEdA & 2162 ALEA |
1.45%, 1.45%]|<] A WHolA 5574 8

- mEkA, B2 3717 43298 Y o 7 AN 55 é% LAY T8 44

(2) SAA Wy

A

- AA AT (FAS) ZE F29 wld Aduaaz ARG MAE g2 24 (Intention-to-treat, ITT) A2 o]
wreh, F249) wl g A A" ST wEk AFudAE BT Zlelth ey, B9 wiA $ AR Qs
23 BMD H7}2 A ooty JAAE 717 B¢ IPE Foux] ¥ A PR FASOIA Al9)E Aotk

- QRAGAGA =T (PPS): BE FAS Al@tdA SollA molz=el 2 A127§Le] S4€ 25 BMD %7}
A7} 903 83 BMD H7F Ao FEFE A FUId GAFAGA odo] gl BE AFUAE T

off

N

et
- QhHA BAS QI3 BAT obdA BAe bAA T (SAF) B A3 AMAIY 71ZE (Transition period)ol ik

- EMA, 3= AFoFFHAA (MFDS) & 7Iek 141 713 &7F AAES S8, Hloj~el 85 BMD A7} &
Mo R ZIEI A5Fo] AR xFE FEAF A4S 0|83t PPSE WO E ¥ FEE BA4S T
& Zlolth. “wlo]zekl thH] A1270€ &F BMDO| %®3) SHeA SBle# ZEFol® It Wit zfoldl] gk

5% CI7F Ple] A" 554 A [-2.0%, 20%] Wl TFHH Tttt AAE Zlolt} FASe g

Qo] AZolgte 7H4 dlol t%F A (multiple imputation) WS Ag&ste] Q
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A
- A= FDA 3|7} A< fall, wlol2ekel &5 BMD FA7F 3l gFo s L9HI ARTo] AAE 39 TE
Ab B S o] 83t FASE iAo ® I fEA EAE 3T Zlojth ‘ozl oivl A1271¥ 23 BMD
o] %W3) WA SBl6F ZEEot® 1+ B Aoldl tid %F 90% CI7F mlE] BoH F5A A[-145%,
145%] Wl ZFHW FE3vta AAT Zlolth. tF tiAl WS A8ste] Yak £4 AA Aol 4ol
AAre] AZ dolHE tAE Aotk W% X0 R FASE ldos &g 715e A 2

2t
-
4& +93ha, PPl sl FAW BAE £9F Aotk

U3 A (SB16-3001)9] PKEA- PKSoll thete] =tk & 456 4o $A(SBl6 T 2259, Prolia &
ol 231%)7F PKSoll 2=tk A121971A 9 d=sd B 84 $E& SB163} Prolia Folw 7+ fFAHA
o, A% IFAE 717 o] F A187) L7hA SB16+SB16, Prolia+SB16, 2 Prolia+Prolia Foi3t FAFSH T

—— SB16 ---®-- Prolia % Prolia+5B16 ---A--- Prolia+Prolia

Mean Serum Drug Concentration {ng/mL)
w
o
=)
=S

HH
[* =T )
o o O
o o o
L 1

o

=

9t € & 9 < A

Time (Months)

a9 4 AA XY 717e] FoE E 8H ) AT 5D TEHY(LGFE
£A]Z, Study SB16-3001)

- st

34 A1 %(SB16-3001)01 A= SB16} Prolia Sl 1t Wlo]~2kel Tl 4 CTX % wWke] A0 LR A67) 27t

Ao} &3 A WHAUECO-Me) % wlol»gkel thel @4 CIXS @4 PINP w9 %H8E Hasigon

Ak

4 MY 94 CREHHECTX) §5

Azt 73] mE o]l tH(Z]|EHeZREH) 84 CTX ¥& WS H3lY FYgd w29, CTX 55

AA & AB7IZE FeF 50% o Zaskdnh wlol~ekel tiHl EF CTX §% %H3te] T4 A1271 L7t

2] SB16 ¥ Prolia 4+ 7t fAFFG oW, A3 & A|1870 € 7FA] SB16+SB16, Prolia+SB16, ¥ Prolia+Prolia %4
T3t FAFSA

rlr

of\
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Time (Manths)

198 HA A F 717 T (ol &) dH) B3 A 19 F24H3 -

=
% D-T —e— SB16 ---m--- Prolia % - Prolia+SB16 ---a--- Prolia+Prolia
£
=
s
T 20
£
£
o
H
S
-40 4
[
L5
E
£
& 60
£
e
=
2
8 80
@
§
-
L]
?'100'. ‘ y . ; ;
= & 4 4 A %
o D, D, D, 0, o, 0,
# R ’@”@ K % % % o
i ] & %5 “®
H
3 %
s v

A2 HAEE(CTX) B E % ¥ 3] Fozh ke g 24 F, Study SB16-3001)

£ 10 HE 2 FAE E o] 22 dib] B3 A 18 2 CRPEE(CTY) 5 % UG L F FA (T
EA4F, Study SB16-3001)
Prolia Prolia
SBI16 Overall SB16 Prolia Total SB16 Overall SB16 Prolia Total
Scheduled N=218 N=225 N=100" N=97* N=443 Scheduled N=218 N=22§5 N=100" N=97* N=443
Timepoints | Statistics | Value | % Change | Value | % Change | Value | Change | Value | 9% Change | Value | % Change Timepoints | Statistics | Value | % Change | Value | % Change | Value | % Change | Value | % Change | Value | % Change
n 214 217 97 94 431 ‘Mean 0.1151 ~66.081 0.1134 -67.334 0.1143 ~66.706
Mean 0.4423 0.4416 0.4085 0.4650 0.4420 SD 0.07021 37.2575 0.06480 24.9915 0.06747 31.7042
SD 0.20280 0.19461 0.21495 0.20300 Median 0.0900 -74.110 0.0940 73.810 0.0925 73.840
Month 0 Median 04120 0.3680 0.4300 04200 Q1 00680 | 85170 | 00710 | —-84.680 0.0690 | -84.940
BL) Q 02770 02040 02810 03010 02910 @ 01410 | -58020 | 01320 | -60.000 01395 | -58.500
Q3 0.5740 0.5670 0.5230 0.6070 0.5700 Min 0.043 -94.37 0.043 —94.64 0.043 —94.64
Nin 0067 0052 0052 0055 002 M | oses | 3sse7 | oass | ssis 0505 | 35867
Max. 1.140 1.180 1.180 1.120 1.180 - n 193 190 199 193 392 383
n 209 206 209 203 i 418 409 Mean 0.0591 -82.513 0.0594 ~82.669 0.0593 -82.592
Mean 0.0561 —83.086 0.0552 -83.881 0.0556 —83.481 SD 0.02043 12.4356 0.02069 12,1658 0.02054 122845
SD 0.01303 12,1914 0.01142 11.6852 0.01224 11.9348 Median 0.0550 -86.370 0.0560 ~86.000 0.0555 ~86.080
Month 0.5 Median 0.0540 -86.830 0.0530 ~87.400 0.0530 -87.010 Mouh® Q1 0.0480 —90.370 0.0480 -89.970 0.0480 -90.150
o 00460 | 90540 | 00460 0060 | -90.660 o 00650 | 79.6% | 00670 | -s0.000 00660 | 19820
Q3 0.0610 -80.790 0.0620 0.0620 -50.790 Min 0,043 0524 0.043 —05.08 0.043 —95.24
Min 0.043 -95.22 0.043 0.043 —-96.36 Max: 0.262 -22.67 0.201 0.00 0.291 0.00
Max: 0.129 -18.67 0.107 5 0.129 -11.54 n 186 183 194 189 97 95 95 922 380 312
n 208 205 210 205 418 410 Month 12 ‘Mean 0.1391 -60.792 0.1361 60.685 0.1377 -57.539 0.1356 -63.575 0.1376 60.738
Mean 0.0547 -83.651 0.0552 —84.144 0.0550 —-83.898 SD 0.11026 38.8270 0.09322 37.8299 0.09361 43.8011 0.09389 30.6404 0.10179 382719
sD 0.01175 11.8567 0.01197 10.5866 0.01185 11.2286 Median 0.1040 ~68.990 0.1065 ~-69.580 0.1070 ~-68.920 0.1060 —69.835 0.1050 -69.020
et | ose | cssem | iwosso | ssvaso P R— o 00710 | 84020 | oo7a0 | -s2s50 | oora0 | -s0370 | oor00 | -s5250 | ooms | -s3300
Gl a 0040 | o100 | 00430 | —906%0 0040 | —90730 Q 01620 | -53740 | 01620 | -53450 | 01510 | -52660 | 01670 | -52765 | 01620 | -53.595
) 0.0620 80460 0.0610 81880 0.0620 50950 Min 0.043 9237 0.043 0.046 ~95.25 0043 0473 0,043 -95.25
Min oon | sel | oom | —sa oo | sl Mo | o078 | 24500 | oses | 298 0s0s | 2957 | oses | 10000 | oms | 2400
e 0120 T1733 o110 182 0120 T1733 n 176 174 183 178 05 93 58 85 350 352
o 205 % 5 25 i A Mew | 01704 | —sos# | oa7az | -saent | oaso1 | 4577 | 01905 | —sosss | 017z | -sizes
P 0.059 82479 00584 —82.861 0.059 82671 sD 0.13081 | 531868 | 0.13384 | 37.8007 | 0.1330 | 346310 | 0.15194 | 41.0965 | 0.13662 | 459963
D 002270 | 128943 | 001392 | 119107 001577 | 123071 Month 18 Median | 01305 | -63.435 01310 | -61970 | 01210 | -61420 | 0.1485 62200 | 01310 | -62420
Median 0.0560 86,190 0.0560 86.190 0.0560 86,190 (EOS) Q1 0.0745 -82.130 0.0820 -81.400 0.0800 -81.620 0.0835 -80.670 0.0790 -81.540
Monltis Q1 0.0490 290,140 0.0480 290,180 0.0480 290.140 ) 0.2060 -42310 02210 -38510 0.2000 -42.860 02240 -31.250 0.2080 -40.380
) 00650 | -79.720 0.0650 70.630 0.0650 70720 Min 0,043 -93.69 0043 9636 0.043 -96.36 0.043 -96.16 0.043 -96.36
i vos | sz | wom P oo | Mox | 0sos | 35733 | o7 | 13091 | oaw | tzel | o7as | 13091 | osos | s
Max. 0.319 —-14.67 0.127 27ar 0.319 ~-14.67
Month 6 n 201 198 203 197 404 395
- AUECO-M6 (7] 671¥9 5 84 CTX 5% %H3te a3 34 oz H3)
SB16 ¥ Prolia ¥4 2zt 7|3} LSMeans AUECO-M6 ‘#3823 FAIATHZZE 132619 %inhibition-day 2

13482.1 %inhibition-day). ®l°]

7138} LSMeans
&2 098 (0.94,

SB16% Prolia T

¥ 11:

82 90% C
1.03)2 A%

E
I=
[e]

222}l A7t 3} (baseline-normalized)

Bkt
2l (conventional) &
el A CTX T2 FAES
ol dlo| 2kl o] €3 A 198 F2t4 c-d=hE

SB163} Prolia T
S @A 080 llA1.25 ool =3I ATH
sz Etgl o

ECTX) FE9

AUEComs(Day * % Inhibition) ¥ 3H-& 4] (22 & A F, Study SB16-
3001)

Geo-LSMeans Ratio (SB16 vs

Prolia)
PD Parameter Treatment N Geo-LSMeans Ratio 90% CI of Ratio
AUECcoMs SB16 (N =218) 188 13261.9
(Day x % 0.98 [0.94, 1.03]
Inhibition) Prolia (N = 225) 187 13482.1

g4 22 ZZAType I N-Zth =2

FEFO] =(PINP) 55
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T_E‘
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tol W2, PINP 5+ ANLEE AZF Ao wet
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PINP 55 A12E7tA SB16 % Prolia FHT 7+ FAGIeH, A3 5 187]97}A] SB16+SB16, Prolia+SB16
% Prolia+Prolia 4 7+ frAFakSITh

20 —e— 5B16 ---m— Prolia -~ Prolia+SB16 —--&—-- Prolia+Prolia

20 -

-40 4

60

-804

-100
T

)
N s A % %,
KN o £ & "o

Median % Change from Baseline in Serum PLNP Concentration (ng/mL)

Time (Months)

agoe AA AE 717 TRl ol 28l oy ¥ Z2F22 Type IN-TH
I 2 e} E(PINP) T & % ¥ ste] FUE 25Uy £4 T,
Study SB16-3001)

7) fE4 A

Azt fEA HriAs A9
wlo)2~gkel tinl A 12 HL7A e 23 BMD 9 %3l PPS o thsle] SB16 3 Prolia $ol+ 7+
2ol 0.39 (SE: 0.378)01m, 95% CI & [-0.36, 1.13]22 554 A [-20, 2.0l A

4 wle| 22}l oju] A 12 74 9] 8.5 BMD %3] 54 EHAHA
8 4 fAHE, Study SB16-3001)

SMeans 2

o
b
ook
L
e
T

Difference (SB16 — Prolia)
LSMeans
Timepoint Treatment n {SE) LSMeans (SE) 20% C1 95% C1
SBla(N=191) | 191 5.71{D268)
Month 12 0.39 (0.378) [-0.24, 1.01] [-0.36, 1.13]
Prolia (N=192) | 192 | 5.32(0.267)

6.5 —e— SB16 -—-m-- Prolia

6.0 {
5.5 7/,-/._ iy
-1

5.0 =

4,0 T
i P

Mean % Change from Baseline in Lumbar Spine BMD

Baseline Manth & Month 12
Time (Months)

ag2 Wo] 22 ARE A 12 /WA &5 BMD & B WAEAYH &8
£4 o)A, Study SB16-3001)

* FDA 37104 & 28 4a 84 B4
Ho] ~gkel thHl A1RNL7HAY 23 BMDY %W3l= FAS o thate] SB16 3 Prolia o+ 7F LSMeans 9
2ol 0.33 (SE: 0.354)°19, 95% CI & [-0.25, 091|122 F5A4 A [-145, 145]H0] 3] ==k

5 #lo] 22}l tiu] A 12 7)€ ¢] 23 BMD %@ sle] 54 B4 HA
EAE, Study SB16-3001) (3 ti A *$4)

LSMeans Difference (SB16 — Prolia)
Timepoint Treatment n (SE) LSMeans (SE) 20% CI 95% C1
SEl16(N=225) | 225 5.63 (0.250)
Month 12 0.33 (0.354) [-0.25, 0.91] [-0.36, 1.03]
Prolia (N =231) | 231 5.30 (0.254)
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g wlojzgl il A 12 /L9 85 BMD %3kl o ztolrt FAFE FARHA
ol 95% CI T3 554 A [-20, 20/Hol ZFHA(E 9); =7}
3, 292 I7ket ADA 4 FE FJ wellAe B4 A9 95 CI 7t 548 A Wl 2FHA gou, oe
e 2E A7)0 7198 2o R AlgdETh

M
=),
S
N
ay)
S
1%
i

Subgroup N SB16 Prolia SB16 - Prolia
n LSM (SE) n LSM (SE) Difference [95% CI]
Overall 383 191 5.71(0.268) 192 5.32(0.267) 0.39[ -0.36, 1.13] te
Age
< 65 years 163 83 6.18(0.3%0) 80 5.94(0.397) 0.25[ -0.85  1.35] ol
>=65 years 220 108 5.31(0.362) 112 4.91(0.356) 040[ -0.60, 1.41] ief
BMI
< 25 kg/m2 221 105 5.94(0.352) 116 5.39(0.335) 0.55([ -0.41, 1.51] Isi
== 25 kg/m2 162 86 5.41(0.417) 76 5.23(0.443) 0.18[ -1.02, 1.39] I
Prevalent vertebral fracture !
Yes 183 82 5.58(0.418) 101 5.20(0.377) 038[ -0.73, 1.49] ol
No 196 107 5.86(0.352) B89 5.43(0.386) 044[ -0.59, 1.47] I+
Not assessable 4 2 490 (6.298) 2 4.94(6.298) -0.05[-152.25, 152.16]
Country
Czech Republic 106 53 6.50(0.447) 53 5.79(0.447) 071[ -0.55  1.97] il
Denmark 9 5 4.11(1.462) 4 32B(1.646) 084[ -4.72, 6.40] et
South Korea 32 11 6.53(1.467) 21 6.17(1.061) 036 -3.34, 4.07] -
Lithuania 19 11 6.72(0.978) 8 6.14(1.164) 058[ -2.79, 3.94] LR
Poland 217 111 5.18(0.360) 106 4.97(0.369) 0.21[ -0.81, 1.22] i
Overall ADA result up
to Month 12
Positive 3 111.61(0.000) 2 6.26(0.000) 535] - -]
Negative 380 190 5.68 (0.268) 190 5.31(0.268) 0.37[ -0.37, 1.12] .
Inconclusive o 0 - -1 0 -1 =) -1 - -]
———
250

Difference (SB16 - Prolia)

a7 #o]=2}Q] thH] A 12 78 AES] 25 BMD & % st g 78 Fd

H Forest Plot =X (A& A ¥4 & dl&T, Study SB16-3001)
ozt fraA Wb A3
@ o]zl tiHl Al 6 /MY Z Al 18 L] &5 BMD < %%s)
AWkA o & FASOl|A ol 2~2kel tiH] @3 BMD 9 %®s&2 Al 6 N Al 18 AL7HA BF FoT b &
Abatach. wolzetel thul A 6 HE7FA S 85 BMD ] %WH3}e] LSMeans (SE)&= SB16 oA 3.69 (0.238)°] !
o, SB16 # Prolia 7+ LSMeans 9] #Fol:= -0.12 (0.337) (90% CI [ - 0.68, 0.43])°] At}
wloj ekl vl A 18 /N L7xel 83 BMD 9 %¥3le LSMeans (SE)& SB16+SB16 Tl Al 6.77 (0.286),
Prolia Overall Fo{#oll4 654 (0.291) (ProliatSB16 FoiwollAl 6.28 [0.412], Proliat+Prolia FfolA 6.80
[0.411])] ATk, SB16+SB16 FoIw#} Prolia Overall I3t LSMeans ¢ 2ol 0.23 (SE: 0.408; 90% CI [ - 0.44,
0.90])°191 1L, SB16+SB16 ¥} Prolia+Prolia &<
2kl M= -0.03 (SE: 0501; 90% CI [-0.85, 079]), Prolia+SB16 F¢i#3 Prolia+Prolia Fojr7tol A - 052
(SE: 0.582; 90% CI [ - 1.48, 0.43])°] ATt

8 o] 22}9] thH) A 6 7Y L A 18 AL7A] 8.3 BMD 9] %H3HE 24
ZAIHAA 4T, Study SB16-3001) (FF A £4)

Difference (A — B)
LSMeans
Timepoint Treatment n LSMeans (SE) (SE) 90% CI 95% CI1
i SB16 (N = 225) [A] 225 | 3.69(0.238) 0.12 [~0.68, (—0.78,
Prolia (N = 231) [B] 231 3.81 (0.240) (0.337) 0.43] 0.54]
Month 1 SB16+SBI6* (N =206) [A] | 206 | 6.77(0.286) 0.23 [~0.44, [~0.57,
Prolia Overall (N =201)[B] | 201 | 6.54(0.291) (0-408) 0.90] 1.03]
SB16+SB16° (N =206) [A] | 206 | 6.77 (0.286)
l | 0.03 [—0.85, [~1.01,
Prolia+Prolia® 0.501) 0.79 095
(N = 101) [B] 101 | 6.80(0.411) ( ] |
Prolia+SB16* (N = l[]U] [.‘\' 100 6.28 {(},412) 0.52 | 1‘48‘ l 1.66.
Prolia+Prolia®(N = 101) [B] | 101 | 6.80 (0.411) (0.582) 0.43] 0.62]
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24 4 Holx2} e A 18 €7 9] &3 BMD o] B AHEAA £4 L,
Study SB16-3001)

@ wlolzgkel tiHl HA tiE= BMD o %3}

AR o2 o~k iyl A 12 /ME7HA AA tEHE BMD %¥3kE SBl6 7% Prolia w7t fAS)H
nom, Hgr| o|F A 18 NL7A = SB16+SB16, Prolia+SB16, Prolia+Prolia ol 7t frAFath

A tEE BMD 9 B+ %Wst= Al 6 /ML SBl6 Folito] 2.779%, Prolia Foo] 2.239% & T It
Abetsith. AA tEE BMD o Bt %Wshe Al 12 A Lel= SBl6 Folo] 3.503%, Prolia Fo-o] 3.247% %
Toly 7t FAEEAT AE] o] 3o Al thEZ BMD o Ho M3 =3 Al 18 Lol FAF 3 fART
AA EZ BMD o Hi %w3e Al 18 7fLol SB16+SB16 Foiwo] 4.407%, Prolia+SB16 FolTo] 3.517%,
Prolia+Prolia Foi©] 3.999% ] ST}

5.0 -

—e— SB16 ---m-- Prolia * Prolia+5B16 ---a--- Prolia+Prolia

4.5+

4.0

354

3.0+

2.5-

2.0+

154

1.0

0.5+

Mean % Change from Baseline in Total Hip BMD

00{e”
c

T T T
Baseline Manth & Month 12 Menth 18 (EOS)
Time (Months)

a9 s: H o] 22l du] #] 18 7| E74A] 9] A A =2 BMD & FF A-E(HA
EX T, Study SB16-3001)

wlo] gl v tEE ZF BMD 9 B+ %ws)

o 2 o~k thy] tEE A BMD 9 Hi %¥ste Al 12 /€l SB16 I Prolia T2 A
3, A7) o]F A 18 /W L7HA = SB16+SB16, Prolia+SB16, Prolia+Prolia Foli 7+ frAFetgIth

wloj gkl tiul Al 6 ME7A ] tEE ZF BMD & %¥3t= SBle FolwolAl 2.106%, Prolia FofwolA
1.773% 2.2 FoT IF fARIE T wolxekel vl Al 12 A7k 9] tEE 245 BMD ¢ %H3 £3 SBl6 F
ool A 2.794%, Prolia Sl Al 2.296% S 2 FARSIATE A87] o] %] tiEE 45 BMD ¢ B W3 =g
A 18 Mol EAF 7 FABINT EE 45 BMD o Ho %S Al 18 7€l SB16+SBl6 F&Fo]
3.365%, Prolia+SB16 FoJ<-©] 3.121%, Prolia+Prolia §°] 2.735%°] i th.

™

]_

ol

2
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4.0~

3.5

3.0

25

2,04

1.5

1.0+

0.5

Mean % Change from Baseline in Femoral Neck BMD

0.0+

—&— SB16 --

Prolia *

Prolia+5B16 -

A Prolia+Prolia

T
Baseline

a9 6:

Month &

T
Manth 12

Time (Months)

BA T, Study SB16-3001)

8) ¢HAA At
[AA713H
(1) o14AH Q.oF

T
Month 18 (EOS)

wo] 22l thu] A 18 /| €74 & 2 FF BMD & T HS-E&(HA

X o: HAA QAAE 7175 BE o ukey] 8 ok¢HaA £ 1, Study SB16-3001)
Prolia
SBlo Overall SBla® Prolia® Total

St o Palits N =125 N=131 N=100 N=101 N =456
Experiencing n Yo E n Yo E n %% E n % E n % E
No Adverse Event (AE) 47 | 200 | - 47 | 203 - 23 | 230 . 16 | 158 - 94 | 206 -
Adverse events 178 | 791 | 575 | 184 | 797 | 503 | 77 | 770 | 230 | ss | 842 | 304 | 362 | 794 | 1168
f:::émme“t adverse 24 | 107 | 30 37 | 160 | 44 15 | 150 | 17 14 | 139 | 17 61 | 134 | 74
Tresument Emeraent 173 | 769 | 545 | 178 | 771 | s49 | 76 | 760 | 213 | s2 | sn2 | 287 | 351 | 77.0 | 1094
Adverse Event (TEAE)
TEAE Severity

Mild 93 | 413 | 382 | 82 | 355 | 360 | 41 | 410 | 147 | 36 | 356 | 187 | 175 | 384 | 742

Moderate 71 | 316 | 151 | 87 | 377 | 1718 | 30 | 300 | & 44 | 136 | 95 158 | 346 | 329

Severe 9 40 | 12 9 39 11 5 50 5 2 20 4 18 3.9 23
TEAE causality with IP

Related 27 | 120 | 36 33 | 143 | 48 9 9.0 11 18 | 178 | 23 60 | 132 | 84

Not related 146 | 649 | 509 | 145 | 628 | so1 | 67 | 670 | 202 | 64 | 634 | 264 | 201 | 638 | 1010
TEAEs causality with non-IP

Related 9 40 9 17 74 18 7 7.0 7 7 69 8 26 57 27

Not related 164 | 729 | 536 | 161 | 697 | s31 | 69 | 690 | 206 | 75 | 743 | 279 | 325 | 713 | 1067
TEAE of special interest 25 | 111 | 18 31 | 134 | 35 12 | 120 | 13 13 | 120 | 14 s6 | 123 | 63
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Hypocalcaenua 23 10:2 26 27 11.7 29 11 11.0 12 13 12.9 14 50 11.0 55

Hypersensitivity to IP 1 0.4 1 3 123 5 0 0.0 0 0 0.0 0 4 09 6

Osteonecrosis of the jaw 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0

Atypical femoral fractures 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0

Skin infections 1 0.4 1 1 0.4 1 1 1.0 1 0 0.0 0 2 0.4 2
TEAE:s leading to
permanent discontinuation 4 1.3 a 8 3.5 10 0 0.0 0 0 0.0 0 12 2.6 16
of IP

Related to IP 2 09 2 2 0.9 2 0 0.0 0 0 0.0 0 4 0.9 4

Related to non-IP 0 0.0 0 1 04 1 0 0.0 0 0 0.0 0 1 02 1
Injection site reactions 3 1.3 4 1 0.4 1 0 0.0 0 1 1.0 1 4 0.9 5
Serious adverse events 12 5.3 14 11 4.8 15 5 5.0 6 3 3.0 L] 23 5.0 29

TEAEs 12 53 14 11 48 15 5 5.0 6 3 3.0 6 23 5.0 29

Non-TEAEs 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0
Serious TEAEs severity

Mild 1 0.4 1 0 0.0 0 0 0.0 0 0.0 0 1 02 1

Moderate 2 09 2 4 1.7 6 Z 20 3 1 1.0 2 6 13 8

Severe 9 4.0 11 7§ 3.0 5 3 30 3 2 20 4 16 35 20
Serious TEAEs causality with IP

Related 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0

Not related 12 53 14 11 48 15 5 5.0 6 3 3.0 6 23 50 29
Serious TEAEs causality with non-IP

Related 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0

Not related 12 53 14 11 48 15 5 50 6 3 3.0 6 23 50 29
Serious TEAEs leading to
permanent discontinuation 0 0.0 0 2 0.9 2 0 0.0 0 0 0.0 0 2 0.4 2
of IP

Related to IP 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0

Related to non-IP 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0
TEAESs leading to death 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0

AA AANE 717 F 351(77.0%) 8 e $A47F A% 174 o4t TEAEsE BaathSBl6: 173 [76.9%]9,
Prolia Overall: 178 [77.1%]%, Prolia+SB16: 76 [76.0%]|%, Prolia+Prolia: 82 [81.2%]%). ©]% 351(77.0%)% < A}
7} 1094719] TEAEsE 743ttt Autdo g, Hojx 17 o442 TEAEsES High xpo] ulg&e T3 A
3t

(3) B3 BAEHE o)A/ Z1BAE o)At £4

SOC &4 7H¢ &3tA RuE TEAEse “Zd 9 71AZF 29"(F 164 [36.0%]% %, SBle: 79 [35.1%]%,
Prolia Overall: 85 [36.8%]™, Prolia+SB16: 29 [29.0%]|9, Prolia+Prolia: 45 [44.6%]%8)°1% 3 “TZ4A 2 A=
2 Ao’ (F 118%[259%] =, SBl6: 627[27.6%], Prolia Overall: 5678(24.2%), Prolia+SB16: 287[28.0%],
Prolia+Prolia: 24™8[23.8%]), “tHAF 2 I Aol (F 1079[23.5%] %, SBl6: 547[24.0%], Prolia Overall: 539
[22.9%], Prolia+SB16: 23%[23.0%], Prolia+Prolia: 25%[24.8%])°] ATt

AA AdAE 71 Ft 7P Bol Rid PTe ‘AZEEF (% 50%[11.0%] %, SBl6: 23%[10.2%], Prolia
Overall:27%[11.7%]), Prolia+SB16: 11%(11.0%), Prolia+Prolia: 13%[12.9%])°]$1 .1, ‘COVID-19' (% 39%[8.6%] %,
SB16: 217(9.3%), Prolia Overall: 18%(7.8%), Prolia+SB16: 59 [5.0%], Prolia+Prolia: 11%[10.9%])] %1t}

HubA o7 SOC E& PTYE TR o] TEAEsS TAER} HEE FoFt FAESI T
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X 10: AR YAAE 717 T2 5% ol 4re] BAlel A Had 71 8A iR, XL, FAT E CAERHEA BHE 1,
Study SB16-3001)

Prolia
SBl6 Overall SBlo®* Prolia® Total
Svstem Organ Class N =225 N=1231 N=100 N=101 N =456
Preferred Term n %o E n %o E n %o E n % E n ] E
:I-l::v.fr;i;::: incidence | 117 | 520 | 179 | 107 | 463 | 149 | 46 | 460 | &5 49 | 483 | 70 | 224 | 400 | 328
Infections and infestations | 49 | 21.8 | 65 51 | 221 | s6 16 | 160 | 17 2 | 257 | 30 100 | 219 | 121
COVID-19 21 | 93 | 21 18 78 18 s 50 5 1 | 109 | 1 39 8.6 39
i?f;;fpimm' et 13 58 17 12 52 12 3 3.0 3 5 5.0 5 25 55 29
Urinary fract infection 13 | 58 | 16 7 3.0 7 1 10 1 5 5.0 5 20 4.4 23
Nasopharyngitis 10 | 44 | 1 18 78 19 7 7.0 8 9 8.9 9 28 6.1 30
3:::::::?‘” andnuiridon 48 | 213 | s3 a1 | 177 | 45 18 | 180 | 20 20 | 198 | 22 8o | 195 | o8
Hypocalcaemia 23 | 102 | 26 27 | 117 | 29 M | il | 3% 13 | 129 | 14 50 | 110 | 55
Hypercholesterolaemia 16 T 16 7 3.0 7 2 20 2 5 5.0 5 23 50 23
Vitamin D deficiency 11| 49 11 9 39 9 6 6.0 6 3 3.0 3 20 44 20
? :E;'ﬁ'::ii;iﬁgﬂr ders | 33 | 17 | 40 28 | 121 | 33 16 | 160 | 19 10 | 99 12 61 | 134 | 73
Arthralgia 21 | 93 | 24 12 52 13 7 70 8 4 4.0 4 33 7.2 37
Osteoarthritis 11 | 49 | 12 1 48 13 5 5.0 5 6 5.9 8 2 48 25
Musculoskeletal pain 4 18 4 7 3.0 7 6 6.0 6 0 0.0 0 11 24 11
Nervous system disorders 17 7.6 21 13 5.6 15 8 8.0 9 5 5.0 6 30 6.6 36
Headache 17 | 76 | 21 13 5.6 15 8 8.0 9 5 5.0 6 30 6.6 36
@) °AEY 5=

Hn:

BAS g9 TEAEsE A3A $559 T3EAT AA YA 712 &<t & 1094 A9 TEAE s% 175
(38.4%)%H <] Ao A Ha® 742 7A(SB16: 93 [41.3%%, Prolia Overall: 82 [35.5%]9, Prolia+SB166: 41 [41.0%]%
Prolia+Prolia: 36 [35.6%]%8)°] 4% F5=oIA 158 (34.6%)H <] $atolA R E 329 ZA(SBl6: 71 [31.6%]%‘,
Prolia Overall: 87 [37.7%] 3, Prolia+SB16: 30 [30.0%], Prolia+Prolia: 44 [43.6%]%)°] +5 =2 TF=o|3Uth
AA ANE 717 B9t F 2379 5 TEAEs7F 18 (3.9%)W <] #A}(SB16: 9 [4.0%]%, Prolia Overall: 9 [4.0%]9
Prolia+SB16: 5 [5.0%]™, Prolia+Prolia : 2 [2.0%]3)°lA Rix i},
6) 9AA Pk AR
22 TEAEse P9 F#3F A THF 1094 712 TEAEs % 1010 72| TEAEs7} F#3t83). F 60 (13.2%)4 2
Bafol| A 84712 TEAEs7} P9} #Hdo] e AOZ B THSBI6: 27 [12.0%]%, Prolia Overall: 33 [14.3%]%
Prolia+SB16: 9 [9.0%]™, Prolia+Prolia: 18 [17.8%]™8)(%9). P9} 3¢ 2102 TEAEs7} Rud 3zl & F
s °A}6‘}9§E}.

o)A 1719 TEAEs] ‘A% 83 (hypocalcaemia) = TEAEs?] 5% o]’ 1P} #Ho| Q= ZOo2 HIlE]
9}13}. ‘A2 dF(hypocalcaemia) & B FoT oA 5% o]4e] SxtolA Pe #Ed Zo® BIETKSBl6:
19 [8.4%]%, Prolia Overall: 20 [8.7%], Prolia +SB16: 7 [7.0%]%, Prolia+Prolia: 11 [10.9%]%).
(6) A% 2 FUig o] AL
A BIEA] okt
AAE 7125 F 23 (5.0%)8 ) BAHSB16: 12 [5.3%]8, Prolia Overall: 11 [4.8%]%)o M 29719 SAEs7} )
ATt AA A7) A P #¥o] = SAEsT fTh
2719] SAEs7} Prolia Overall {9 32} 2 (04%)HolA P9 T2 FH2E o]ojHch 189 A& F
WSk (breast cancer) 0.2 FHEFH I, 199 At ‘#HALF(lung adenocarcinoma)’gi oI T A =F
9 7]3bel| Prolia Overall Foi7ol 3|33
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E 14: AA 712A 718 A AEF R HESE A& F AT TN o] Fd8(HA 4 £4 T 1, Study SB16-3001)

SB16 Prolia Overall Prolia+5B16* Prolia+Prolia® Total
System Organ Class N=225 N=231 N=100 N=101 N=450
Preferred Term n %% E n % 1 n % i n % E n U E
Any Serious TEAE 12 5.3 14 11 4.8 15 5 5.0 6 3 3.0 6 23 5.0 29
3:{)'12;“‘:"1‘1522251; '::iom 5 22 5 0 0.0 0 0 0.0 0 0 0.0 0 5 11 5
Forearm fracture 2 0.9 2 0 0.0 0 0 0.0 0 0 0.0 0 2 04 2
Ankle fracture 1 04 1 0 0.0 0 0 0.0 0 0 00 0 1 02 1
Femoral neck fracture 1 0.4 1 0 0.0 0 0 0.0 0 0 0.0 0 1 02 1
Subdural haemorrhage 1 0.4 1 0 0.0 0 0 0.0 0 0 0.0 0 1 02 1
Mucdebetons e oo [ e[ 2 Joo s [afm| o] cu|[a]a]e]s
Osteoarthritis 1 04 1 i 04 1 I 01 1 0 0.0 0 2 04 2
Spinal osteoarthritis 1 04 1 0 0.0 0 0 0.0 0 0 00 0 1 02 1
Intervertebral disc disorder 0 0.0 0 1 04 1 0 0.0 0 1 10 1 1 02 1
ﬁ‘:\;‘j;‘;::;}d?:;:;:: ad g || 2 0o | 00 | o 0o | 00 | o 0o | 00 | o 2 04 | 2
Acute respiratory failure 1 0.4 1 0 0.0 0 0 0.0 0 0 0.0 0 1 02 1
Pulmonary embolism 1 0.4 1 0 0.0 (1] 0 0.0 0 0 0.0 0 1 02 1
Gastrointestinal disorders 1 0.4 1 0 0.0 0 0 0.0 0 0 0.0 0 1 0.2 1
Intestinal infarction 1 0.4 1 {] 0.0 (1] 0 0.0 0 0 00 0 1 02 1

(7) NP FHOoE o]0zl o)Al

T 12 (2.6%)8 ] FAolA AA A@7IE B IP A5 FTE Q] FH(permanent discontinuation) 2.2 o]
16718 TEAEs7} E 1= ATHSB16: 4 [1.8%]9, Prolia Overall: 8 [3.5%]%, Prolia+SB16 ¥ Proliat+Prolia®l A& $1
2[F, 28 Aol F2 7|7 @A), o F 40L& P9 #FHHE Ao HuHTHSBIE: 2 [0.9%]%, Prolia
Overall:2 [0.9%]9, Prolia+SB16 % Prolia+Prolia: 27} 173).

EE TEAEse F8 9349 713 ¢ DAkl

E17: AA AIAE 712158 71 H0A AER R AZ 8o ¥ Q3AE A FES] F L2 oo & F ¢S
o] ut-3-(erAA AT 1, Study SB16-3001)

SBl6 Prolia Overall Prolia+5SB16* Prolia+Prolia® Total
System Organ Class N=1215 N=1231 N =100" N=101 N =456
Preferred Term n Yo E n % E n % E n %o E n %0 E
Any TEAF Leading to &

- 2
Discontinnation of IP 4 18 6 8 35 10 0 0.0 0 0 0.0 0 12 2.6 16
Nervous system disorders 2 0.9 2 1 0.4 1 0 0.0 0 0 0.0 0 3 0.7 3

Arachnoid cyst . 04 1 0 0.0 0 0 0.0 0 0 0.0 0 1 0.2 1

Headache 1 04 1 0 0.0 0 0 0.0 0 0 0.0 0 1 0.2 1

Presyncope 0 0.0 0 1 0.4 1 0 0.0 0 0 0.0 0 - 0.2 1
General disorders and
administration site 1 0.4 1 0 0.0 0 0 0.0 0 0 0.0 0 I 0.2 1
conditions

Acute phase reaction 1 04 1 0 0.0 0 0 0.0 0 0 0.0 0 1 0.2 1
Injuny, pebaeinz Aol 1 0.4 2 0 0.0 0 0 0.0 0 0 0.0 0 1 0.2 2
procedural complications

Tooth fracture 1 04 2 0 0.0 0 0 0.0 0 0 0.0 0 1 02 2
feite ans Sulicuinnon 1 0.4 1 1 0.4 1 0 0.0 0 0 0.0 0 2 0.4 2
tissue disorders

Alopecia 1 04 1 1 0.4 1 0 0.0 0 0 0.0 0 2 0.4 2

Crotepinfitinal 0 0.0 0 2 0.9 3 0 0.0 0 0 0.0 0 2 0.4 3

disorders
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Dental cartes 0 0.0 0 1 04 1 0 0.0 0 0 0.0 0 1 02 1
Haemorrhoids 0 0.0 0 1 04 1 0 0.0 0 0 0.0 0 1 02 1
Noninfective gingivitis 0 0.0 0 1 0.4 1 0 0.0 0 0 0.0 0 1 02 1
Infections and infestations 0 0.0 0 2 0.9 3 0 0.0 0 0 0.0 0 2 0.4 3
COVID-19 0 0.0 0 .} 04 1 0 0.0 0 0 0.0 0 1 0.2 1
Diverticulitis 0 0.0 0 1 0.4 1 0 0.0 0 0 0.0 0 1 0.2 1
Uppes iespiratny et o | 0o | o 1 04 1 0 0.0 0 0 0.0 0 1 02 1

infection

Neoplasms benign,
malignant and unspecified 0 0.0 0 2 0.9 2 0 0.0 0 0 0.0 0 2 0.4 2
(incl cysts and polyps)

Breast cancer 0 0.0 0 1 0.4 1 0 0.0 0 0 0.0 0 1 0.2 1

,_.
o

Lung adenocarcinoma 0 0.0 0 1 04 0.0 0 0 0.0 0 1 02 1

6) 5 #AHE oAt

AESI 7} 18] &, ‘A 248 S (hypocalcaemia), ‘AAAIF o FFo ot R4 (hypersensitivity to IP), ‘€W =3

Ah(osteonecrosis of the jaw)’, ‘A hEZ =4 (atypical femoral fractures), ‘3§ 7+ (skin infections) ©] AT}

A QA 717 B% F 56 (123%)8 2 FA7F 17 01442 AESIE 4@ oM, SAF1oA FAF3E AR

o}: SB16: 25 (11.1%)%, Prolia Overall : 31 (13.4%)%, Prolia+SB16: 12 (12.0%)™, Prolia+Prolia: 13 (12.9%)% ©] !

th @A A@7E Sk 743 WA B AESIE 50 (11.0%)% ¢ 84HSBI6: 23 [10.2%]%, Prolia Overall: 27

[11.7%], Prolia+SB16: 11 [11.0%]%, Prolia+Prolia: 13 [12.9%]%)ol A Ei1® ‘#Z %8 3F(hypocalcaemia) ©] ATk

A AT 712F Bt ‘B Z 3 AKosteonecrosis of jaw) Hi ‘HIA Y UIEF =4 (osteonecrosis of jaw)' e A&

HuwzA g3,

- Az 8 F(hypocalcaemia): HA| Al 7]7tell A SBl6 FoA 2t 23 (10.2%)%; F2 71 5 22 (9.8%)F
Aol A 2470, Mg YA 71 B2 2 (1.0%)H SAA 24, Fa 713 T 27 (11.7%)8 9] Sl A
29719 AZgdF Aol WA o1 Prolia Overall 479 A Y4AE 7|3toll = B EA] ¢htrt.

- YA Fol tE ARIA: SBl6 T 1 (04%)8 9] SAtellA FAF F-9f ko] WAE}FS] L, Prolia
Tl 3 (1.3%)H ] A =AE 5, S0, &%S, T, S x7 AT A& dZAE 713t

8l

o

% o SAo|H tAES] BASATL, Prolia FIT e 1 (04%)% 8ol A
Futo] WAISHAT. AT QAAE /HEL AT IR gL gl
gw 23]

X 18: A QFAE 717t 71 8A dEF L dE Lo E X8 F AT EE BA i) ol kg (kA B8 F 1,
Study SB16-3001)
Prolia
SB16 Prolia Overall Prolia+SB16* Prolia+Prolia® Total
AESI Category N=125 N=1231 N=100 N=101 N =456
System Organ Class n %0 E n % E n %o E n %o E n L1 E
Any FEAR ot snecial 15 | 111 | 28 31 | 134 | 35 12 | 120 | 13 13 | 120 | 14 s6 | 123 | 63
interest
Hypocalcaemia 23 | 102 | 26 27 | 17| 20 | dke | B 13 | 120 | 14 50 | 110 | 55
Mewbolismand mttifion | ;| 4y | g4 27 | 117 | 29 11 11.0 12 13 | 129 14 s0 | 110 | 55
disorders
Hypersensitivity to
D) 1 0.4 1 3 13 s 0 0.0 0 0 0.0 0 4 0.9 6
General disorders and
administration site 1 04 1 0 0.0 0 0 0.0 0 0 0.0 0 1 0.2 1
conditions
Eve disorders 0 0.0 0 1 0.4 1 0 0.0 0 0 0.0 0 1 0.2 1
St it 0 0.0 0 2 0.9 3 0 0.0 0 0 0.0 0 2 04 3
tissue disorders
Vascular disorders 0 0.0 0 1 0.4 1 1 1.0 1 0 0.0 0 1 0.2 1
Skin infections 1 0.4 1 1 0.4 1 1 L0 i 0 0.0 0 2 0.4 2
Iafichions:and 1 04 1 1 0.4 1 1 1.0 1 0 0.0 0 2 04 2
infestations
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g A FSB16-300101 41 SB16 H Prolia Foit b =d9| TEAEY FX2 Aol7p HATHSBI6AL [4.9%]%
Prolia: 4[1.7%]9).

ZH FAF Aol 53 Fo IAANE /AW 12719) 54 FE SBl6 FoITH Prolia FFe WHF:
=7 (non-vertebral fracture)' ®] 52 zfooll A B ZEJUTHSB16: 8 [4.9%]%, Prolial [1.3%]9). & 1 (04%)%8 2
A PEAE 71 B ProliatProlia T2 ‘A3 Shdlspinal compression])E A9 EE - B H
F Aot ‘B33 4 (non-vertebral fracture) 2] 74, H]‘:_—’F“t}«] A8 A AE7 A
A% 4 o ©@rFk< 3d) AFA PMO Aol wlwatr|ol F&3] WA b
al,, 2009]. TS0, 947433 A (SB16-3001)2> M= =4 HFel i3k s Hrtshe &71 ?ﬂ_?ﬂ oy et
webA 334 AR(SB16-3001) A EAE Fo THY FFH ARAE 7
A|# Apol= SB163% Prolia 7+l A& &e] ZHAA Aol 719184 ¥= Ao2 Attt

59
E1:  AALTIIR S FH U A BY A4 LKA BHT L,
Study SB16-3001)

o
>
=
(oe]
=
o
o
El
i
e
£
i
i
lo
¥

Prolia
SB16 Overall SB16* Prolia® Total
N=225 N=211 N=100 N=101 N =456
Number of Patients = 2 z
Experiencing n % | E n % | E n | % | E n o E n % | E

Any skeletal fracture® | 11 (49| 14 | 4 | 17| 4 0 |00]| 0 4 |40 4 15 | 33 | 18
Vertebral fracture 0 |00 O 1 |04 1 0 |00| 0 1 |10] 1 1 201

Non-vertebral

3 3
I 11 |49 | 13 3 I3 3 0 |00]| 0 3 |30 3 14|31 | 16

AF occurred period
Main period 8 |36]| 9 1 04 1 0 (00| 0O 1 1.0 1 9 20 | 10

Transition period 4 | 18| 5 3 |13 3 0 |0o0| 0 3 |30 3 7 |15 | 8

Anatomical region

Rib 3 |13 3|0 |oojo|ofoolo]|o|oo|ol|3]|07]3
Ankle 2 loo| 3|1 |oa|1|ofooflo |1 |1o]1]|3]07]4a
Forearm 2 |oo| 2] o0 |oo|o|o|oo|lo]| o oo|ol|2]04]2
f;g:amal — 1 {041 |1 |oa|1|0foo|o|1|10]1]|2]| 042
Hip (femoralneck) | 1 |04 | 1 | 0 |oo| o |0 |oo| o | o |oo|o|1]o02]|1
Patella 1 (04| 2|0 ool o|oloo|lo|o|oolo]|1]|o2]2
Radius 1 (04 1|1 ]o4| 1|0 oo|o|1|10]1]2]04]c2
Skull 1 |04 1|0 ]oo|lo|ooo|o| o oo|lo]|1|o2]i1
Spine o |oo|o|1|o4|1|ofoolo]|1|1o]1]|1]02]|1

(10) 434 Hr7H/ 2945 5

AddH oz Fomd Mgt AP Aves SEQYD BE FojpoA 19 o] SAAN =EA H1EHSY
ot AAAL g ABStel A wo] 2kl O ZFE| 9 o] BoFoAE wo]2gkl thH] Ao ® fojmd vt
7b BEEA stk SB16 T3 Prolia Overall Fo (tol AT Higha FYakols 5E Aolrt
AATh ARG B 12-F5 AHEE ECG 23 JFF o2 fon|dt Ade RusA ottt

[F8 AAAF 717
(1) oA e
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& 11: T8 AEAE 71F L BE o) d-Ee] LAY EHT 1, Study
SB16-3001)

5Bl6 Prolia Total

N =115 =1 N=45
Number of Patients N 2 B o i
Experiencing n % E n % E n %% E
No Adverse Event (AE) 66 29.3 - 67 29.0 - 133 292 o

Treatment Emergent 159 70.7 424 164 710 4

h
()

323 70.8 876

Adverse Event (TEAE)

TEAES severity
Mild 91 40.4 296 80 346 311 171 375 607
Moderate 62 276 120 78 338 135 140 307 255
Severe 6 bt 8 6 2 6 12 2 14

TEAEs causality with IP

Related 26 116 33 33 143 48 59 129 81
Not related 133 591 391 131 56.7 404 264 579 795
TEAE:s causality with non-IP
Related 8 36 8 17 14 18 25 5.5 26
Not related 151 67.1 416 147 63.6 434 298 65.4 850
TEAESs of special interest 24 10.7 26 31 134 35 55 121 61
Hypocalcaenua 22 98 24 27 11.7 29 49 10.7 53
Hypersensitivity to IP 1 04 1 3 1.3 5 4 09 6
Osteonecrosis of the jaw 0 0.0 0 0 0.0 0 (1] 0.0 1]
Atypical femoral fractures 0 0.0 0 [i] 0.0 0 1] 0.0 [i]
Skin infections 1 04 1 1 0.4 1 2 0.4 2
Injection site reactions 3 13 4 1 04 1 4 09 5
Serious TEAEs 8 36 10 8 is 10 16 35 20
Serious TEAEs severity
Mild 1 04 1 1] 0.0 0 1 02 1
Moderate 1 04 1 4 1.7 6 5 11 7
Severe ] 23 8 4 1.7 4 10 22 12
Serious TEAE Causality with IP
Related 0 0.0 0 1] 0.0 0 0 0.0 0
Not related 8 36 10 8 25 10 16 35 20
Serious TEAEs causality with non-IP
Related 0 0.0 0 0 0.0 0 ] 0.0 0
Not related 8 36 10 8 35 10 16 35 20
TEAE leading to death 0 0.0 0 1] 0.0 0 0 0.0 0

FAYRAE 713 B F323 (70.8%)H e FAVE Hoj® 111 o]4d9] TEAEsE HIatSITHSBL6: 159 [70.7%]%,
Prolia: 164 [71.0%]%). At o2 AHojx 17 o9 TEAEsE R13 3xto] Hl& T FASIY T

(B) B3 BAEHE oA/ Z1BAE o)At £4

F2 YAANE N5 5% o4t Aol U3 TEAEsE SAF19l thsle] SOCSH PTHEE Z120] Al A H o]
Atk MubHoZ PTH fFE< TEAEY BAEHR WEE F T FASA
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E1: FLYAAE 7S 5% o] BRelA 2o 7 8A EF,
REL, $AE 8 LAE QAN £4Z 1, Study SB16-3001)

SB16 Prolia Total
Svstem Organ Class N=1225 N=231 N=456
Preferred Term n Y E n %% E n %% E

Any TEAEs with incidence

-
~ 5% of patients 84 373 110 80 34.6 26 164 36.0 206

Infections and infestations 42 18.7 53 43 18.6 46 85 18.6 00
COVID-19 16 7.1 16 15 6.5 15 31 6.8 31
Urmary tract infection 12 53 15 5 23 5 17 3.7 20
il;f;;mimtor}' bt 1 | 49 | 12 12 | s2 | 12 | 23 | so | o4
Nasopharyngitis 10 4.4 10 14 6.1 14 24 53 24

b | g | ey | 3 | 2w mw | 28 | @ | W |
Hypocalcaemua 22 98 24 27 11.7 29 49 10.7 53

conmective e disorders | 16 | 71 | 17 | 8 | 39 | 10 | 3 | 55 | 2
Arthralgia 16 3 | 17 ) 39 10 25 5 27

Nervous system disorders 16 7.1 16 10 4.3 11 26 5.7 27
Headache 16 71 16 10 43 11 26 5 27

@ olgaA e FE=

RS B2 TEAEs= ASdA $559 TEEAT FL& A3AE 71 5% F 876712 TEAEs 5 171
(37.54%) % 2] BAtoll Al R1H 60771(SB16: 91 [40.4%]9, Prolia FolollA 80 [34.6%]H)0] AFe FFEoIx

140 (30.7%)™ 2] BANA BIE 2257 (SBl6: 62 [27.6%], Prolia: 78 [33.8%]%)° 559 FZEHTHELL).

F8 YAAF JHES F 14719 3 TEAE7} 12(26%)% 2] $2KSB16: 6 [2.7%]%, Prolia: 6 [26%]%)NA 1

1H A

- SB16w: 1 (04%)HolA ‘w4 SFFF(acute respiratory failure), ‘¥ ¥ (pneumonia)’, ‘COVID-19'¢] 3719 &
TEAEs7} Ru¥ 3, ‘#HF Z#HE < (spinal osteoarthritis), ‘#21 41&(adrenal adenoma), "H5 %Z‘-;](ankle
fracture), ‘7l & F(intracranial aneurysm)’, ‘%7 A(intestinal infarction) & 37}A %% TEAEs”’} SB16
Tl A 2424 1 (04)8 9 SAtol A HaE i

- Proliax*: ‘¥ ¢&(lung adenocarcinoma)’, ‘&% ¥ (osteoarthritis)’, ‘FXH# 7ol (intervertebral disc disorder)’,
‘Q5AY (urethral caruncle), ‘8% (breast cancer), ‘©]4 35 (otolithiasis’) & 6712 %% TEAEs7} Z+Zt 1
(04%) 9] FAfollA B H ATt

6) YA F A AaA

AABA L 7%, F2 AP 7] et 2o TEAEE IP$} F-as8tthal BuHATH(E 876 719 TEAEs &

795 z1°] TEAE7} F-#3tA5). & 59 (129%)%8 2 Aol A 33719 TEAEs7t P9 #do] Qe 210 %

THSB16: 26 [11.6%]%, Prolia: 33 [14.3%]‘33)(3 11). TEAEs 5 P9 #dAo] glutal Hud Ao & Fof

2t AT

PT 204 1719 TEAEsS ‘A Z4 83 (hypocalcaemia) > TEAEsS| 5% ©]4 P9} #H#o] 3E o2 HiE

At} ‘AZFEF(hypocalcaemia) & EE FoTolA 5% o]d<] SAtoA Pe} #HAH o2 HIHJTHSBI6:

18 [8.0%]™, Prolia: 20 [8.7%]8).

(6) A 3L T o] FAtE

T8 717 AS z ¢ TEAEsE $ITh

% 16(3.5%)8 e FAtolA Fa YA 7|7HEQE 20719 SAEs7F HIEUATHSB16: 8 [3.6%]™, Prolia: 8 [3.5%]

oAtk A 20719 SAEs & 12712 %, 71 F55, 112 AFoIAth BE SAEse P9} F-#3tGith
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3 15: T8 YFAE 717HE<L 71 HA HEF L HFLojE X8 F TS
F o] gt AA £ T 1, Study SB16-3001)

SB16 Prolia Total
System Organ Class N=225 N=1231 N=456
Preferred Term n % E n % E n % E
Any Serious TEAE 8 3.6 10 8 35 10 16 35 20
procetineal compleations | 2 | 09 | 2 [0 o0 | 0 | 2 e 2
Ankle fracture 1 0.4 1 0 0.0 0 1 02 1
Forearm fracture 1 0.4 1 0 0.0 0 1 02 1
?:::lt;:lt‘i]‘s'xli::iggorders z it - - - . 3 bl .
Osteoarthritis 1 04 1 0 0.0 0 1 02 1
Spinal ostecarthnitis 1 04 1 0 0.0 0 1 02 1
Intervertebral disc disorder 0 0.0 0 1 04 1 1 02 1
Gastrointestinal disorders k 0.4 E 0 0.0 0 1 0.2 E
Intestinal infarction 1 0.4 1 0 0.0 0 1 02 1
Infections and infestations 1 0.4 2 0 0.0 0 1 0.2 2
COVID-19 1 0.4 1 0 0.0 ] 1 0.2 1
Pneumoma 1 04 1 0 0.0 0 1 0.2 1
Neoplasms benign,
malignant and unspecified 1 0.4 1 2 0.9 2 3 0.7 3
(incl cysts and polyps)
Adrenal adenoma 1 04 1 0 0.0 0 1 .2 1
Breast cancer 0 0.0 0 1 04 1 1 0.2 1
Lung adenocarcinoma 0 0.0 0 1 04 1 1 02 1
Nervous system disorders 1 0.4 1 o 0.4 T 2 0.4 2
Intracranial aneurysm 1 04 1 0 0.0 0 1 0.2 1
Transtent 1schaemic attack 0 0.0 0 1 0.4 1 1 02 1
== [y (w2 o ]w]alale]:
Acute respiratory failure 1 04 1 0 0.0 0 1 02 1
Eye disorders 0 0.0 0 i1 04 2 1 0.2 2
Cataract 1] 0.0 0 1 0.4 1 1 0.2 1
Retinal detachment '] 0.0 0 1 0.4 1 1 02 1
g‘;’;:;::lsd oARALy 0 0.0 0 3 1.3 4 3 0.7 4
Haematuria 0 0.0 0 1 0.4 1 1 02 1
Nephrolithiasis 1] 0.0 0 1 0.4 2 1 0.2 2
Urethral caruncle 0 0.0 0 1 0.4 1 1 02 1

7) NELR FHEOR o]ofFl o] FAte

T8 YGAE 7N2Et F 12 26%)HY FAIAM P FHOE o]ojF] TEAEsE Histeth PT FFlA SBl6
FoTe] F 4 (18%)HY FANA ‘AFH FF(arachnoid cyst), ‘T (headache), ‘37| ¥H-3-(acute phase
reaction)’, ‘Z|o} = (tooth fracture), "EEF(alopecia’)e] IP FTOZE o]oj7l TEAEsE HI3ISTE Prolia
Overall T2 ¥ 8 (35%)89 FAolA AN HZF(presyncope), B EZF(alopecia), ‘A o245 (dental
caries), ‘A& (haemorrhoids)’, “BIZFEA A% (noninfective gingivitis)’, ‘COVID-19', ‘Al 4 & (diverticulitis’), 371

’

5 %+ (upper respiratory tract infection), ‘fr'#$t(breast cancer), ‘¥4 % ZE(lung adenocarcinoma)’é] 1P ST
& o]0}zl TEAEsE R i3}¢t.

6) 5% dAd O]’B“\Pﬂ]

T8 YHAE 717 T F 55 (121%)H Y BA7F 171 o9 AESIE 7 @3t THSB16: 24 [10.7%]%, Prolia:
31 [13.4%]9). AA A 64717} S 71 HINEHAl BaiE AESIE ’X1%ﬁ@%(hypocalcaemia)%lD% 49 (10.7%) ™ <]
3kA}(SB16: 22 [9.8%]%, Prolia: 27 [11.7%|%)ol A Bi= At FRUGAE 713 5%FE &3 AHosteonecrosis of
jaw) E HIAY ¥ = =4 (atypical femoral fracture) ©] Ab#lE EilE A kTt
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F9) 229 ¥k&(injection site reaction) 2 F8& UFAE 7I7HEt 4 (09%)H FAHSB16:3 [1.3%], Prolia:l

(A% QAR 7124
(1) oA e

¥ 13: A% YA E 7175 BE o] dk-g-2] 8 ¢FebA A BA 2, Study SB16-3001)
Prolia
SBlo6 Overall SBl1o Prolia Total
Number of Patients N =206 N=201 N =100 N=101 N=407
Experiencing n % E n %o E n i E n %a E n % E
No Adverse Event 133 64.6 - 137 68.2 - 71 71.0 - 66 65.3 - 270 66.3 -
Eﬁ‘:?:;f‘fﬂ"(‘f;ﬂ) 73 | 354 | 121 | 64 | 31§ | o7 20 | 200 | 34 35 | 347 | 63 137 | 337 | 218
TEAE Severity
Mild 49 238 86 42 209 49 19 19.0 21 23 22.8 28 91 224 | 135
Moderate 21 102 31 19 9.5 43 8 8.0 11 11 10.9 32 40 9.8 74
Severe 3 | 4 3 1.5 5 2 20 & 1 1.0 3 6 15 9
TEAEs causality with IP
Related 3 15 3 0 0.0 0 0 0.0 0 0 0.0 0 3 0.7 3
Not related 70 34.0 118 64 318 97 29 29.0 34 35 34.7 63 134 329 | 215
TEAEs causality with non-IP
Related 1 0.5 1 0 0.0 0 0 0.0 0 (] 0.0 0 1 02 1
Not related 72 350 120 64 318 97 29 29.0 34 35 347 63 136 334 217
TEAE of special interest 2 L0 2 0 0.0 0 0 0.0 0 o 0.0 0 2 0.5 2
Hypocalcaemia 2 L0 2 0 0.0 0 0 0.0 Q0 0 0.0 0 2 0.5 2
Hypersensitivity to IP 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0
Osteonecrosis of the jaw 0 0.0 0 0 0.0 0 0 00 0 0 00 0 0 00 0
Atypical femoral fractures 0 0.0 1] 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0
Skin infections 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 1} 0 0.0 0
Injection site reactions 0 0.0 1} 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0
Serious TEAEs 4 1.9 4 3 15 3 2 2.0 2 1 1.0 3 7 1.7 9
Serious TEAEs severity
Mild 0 0.0 1] 0 0.0 0 0 0.0 0 0 0.0 0 0 0.0 0
Moderate 1 0.5 1 0 0.0 0 ] 0.0 0 0 0.0 0 1 02 1
Severe 3 L5 3 3 o 5 2 20 2 1 1.0 3 6 L5 8
Serious TEAEs causality with IP
Related 0 0.0 (1] 0 0.0 0 0 0.0 0 0 0.0 1} 0 0.0 0
Not related 4 1.9 4 3 1.5 5 2 2.0 2 1 1.0 3 7 1.7 9
Serious TEAEs causality with non-IP
Related 0 0.0 0 0 0.0 0 0 0.0 ] 0 0.0 0 0 0.0 0
Not related 4 1.9 4 3 LS 5 2 2.0 2 1 1.0 ) 7 | ) 9
TEAE:s leading to death 0 0.0 (1] 0 0.0 0 0 0.0 1] 0 0.0 1] 0 0.0 0
(2) olgAL
A AFAE 717 5¢ F 137 (337%)H e A7 17 ©)’49] TEAEsS 7 83}%thSB16+5B16:73 [354%]1,

Prolia Overall: 64 [31.8%]%, Prolia+SB16: 29 [29.0%]%, ¥ Prolia+Prolia: 35 [34.7%]%8). YWHHOE 3l} o]/4<]
TEAEsS HIg &2 Hl&2 Tzt Ak it

() EstA LAk ol dAtEl/ ZIBAE oAt &4

SOC oA, A& AFAE 7Iset /M RIMeHA RIHATEAEsE “24d 2 71A8% Z%(infections and
infestations)”(ZF 48 [11.8%]% < ¥4 3, SB16+SB16: 28 [13.6%]9, Prolia Overall: 20 [10.0%]%, Prolia+SB16: 6
[6.0%]™, ProliatProlia: 14 [13.9%]%), “thAF 2 9 Aol(metabolism and nutrition disorders)”(F 29 [7.1%]% <]
34+ &, SB16+SB16: 16 [7.8%]9, Prolia Overall: 13 [6.5%]%, Prolia+SB16: 7 [7.0%]%, Prolia+Prolia: 6 [5.9%]%)
o] Att.
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PT $Eol A “BIEFRID ZH(vitamin D deficiency)’ 171¢] Prolia+SB16 $i- 32} 5 (5.0%) % oAl Ris$ich.

@) oA FF=

BAE R TEAEsE A5oA $559 FFEAT F& YAAF 713 &< F 218719 TEAEs ¥ 91

(224%)%5 9] $HAollA B1H 135 7A(SB16+SB16: 49 [23.8%]%, Prolia Overall: 42 [20.9%]%, Prolia +SB16: 19

[19.0%], Prolia+ Prolia: 23 [22.8%]%)°] 452 5=l 40 (98%)8 ] FAtellA Hid 7471 (SB16+SB16: 21

[10.2%]™, Prolia Overall: 19 [9.5%]|™, Prolia +SB16: 8 [8.0%], Prolia+ Prolia: 11 [10.9%]%)°] 559 F5%

t}.

2 6(1.5%)™ (SB16+SB16: 39W[1.5%], Prolia Overall : 3%[1.5%], Prolia +SB16: 2%[2.0%], Prolia+Prolia : 1%

[1.0%]) el A, ¥ 9719 % TEAEs7} RiHith

- SB16+SB16 T 18(0.5%)lA 2&FFH 2 Aust=d, A4S 1%, dEA8F =4 19

- Prolia+SB16 o 1(1.0%)B oA FH4d 2 AdAE

- Prolia+Prolia &< 1(1.0%]|% A HAl

(5) YA BT AHA

AABAY B, F8 dAA 7171}%% 729 TEAEs= 1P} F3SATHF 215 19 TEAEs & 795 719
3 Shtoll A 3719 TEAEs7} PS¢ #¢o] Qle= Ao & B HIt(SB16+SBle6:

3 [1.5%]%)(¥13). IP9 F#3 TEAEsS H1d 849 £ Fold 7+ fAE AT
T M TEAES ‘A2 85 (hypocalcaemia) o] P9} #do] Qe ZAo® HIEITHSB16+SB16: 2 [1.0%]

r>~
2
é
Y
ol
©
S
=
et
oXx
B>
Hu
s
o
r:j_‘
=
o2

—
™
>
es]
w
N
L
1o
- 2

of
ol
2
o
ofr

L S
|
OO

o
rih

F 7 (1L7%)9e Aol A3 A 717& ok 9719] SAEs7} R 91tHSB16+SB16: 4 [1.9%]%, Prolia
Overall: 3 [1.5%]%, Prolia+SB16: 2 [2.0%]™, Prolia+Prolia: 1 [1.0%]%)°IAth 1= 9719] SAEs % 84 5%, 1
AL F55, AFL At ZE SAEsE IPSF F-#33T

£ 16: AT YENE 71T L 7184 dEF L AEEE AR F S SR o Fd3(TAA £A4T 2, Study
SB16-3001)
Prolia
SB16 Overall 5B16 Prolia Total
Svstem Organ Class N =206 N=201 N=100 N=101 N=407
Preferred Term n Ya E n Yo E n % E n Yo E n Yo E
Any Serious TEAE 4 1.9 4 3 1.5 5 2 2.0 2 1 L0 3 7 1.7 9
As fusy; potsuming aud 3 15 3 0 0.0 0 0 0.0 0 0 0.0 0 3 0.7 3
procedural complications
Femoral neck fracture 1 0.5 1 0 0.0 a 0 0.0 0 0 0.0 0 1 02 1
Forearm fracture 1 05 1 0 0.0 0 0 0.0 0 0 0.0 0 1 02 1
Subdural haemorrhage 1 0.5 1 ] 0.0 0 0 0.0 0 0 0.0 0 1 02 1
Respiratory, thoracic and -
i i 1 0.5 1 0 0.0 ] 0 0.0 ] 0 0.0 0 1 0.2 1
mediastinal disorders
Pulmonary embolism 1 0.5 1 0 0.0 0 0 0.0 0 0 0.0 0 1 02 1
Cardiac disorders 0 0.0 0 1 0.5 1 1 1.0 1 0 0.0 0 1 0.2 1
Atrial fibnillation 0 0.0 0 1 0.5 1 1 1.0 1 0 0.0 0 1 02 1
General disorders and
administration site ] 0.0 0 1 0.5 1 0 0.0 0 1 1.0 1 1 0.2 1
conditions
General physical health
S 0 0.0 0 1 0.5 1 0 0.0 0 1 1.0 1 1 02 1
deterioration
Infections and infestations 0 0.0 0 1 0.5 2 0 0.0 0 1 1.0 2 1 0.2 2
Intervertebral discitis 0 0.0 0 1 0.5 1 0 0.0 0 1 10 1 1 0.2 1
Septic shock 0 0.0 0 1 05 1 0 0.0 0 1 10 1 1 02 1
Hcunshsletand 0 | 00 | o 1 0.5 1 1 1.0 1 0 0.0 0 1 0.2 1
connective tissue disorders
Osteoarthritis 0 0.0 0 1 0.5 1 1 1.0 1 0 0.0 0 1 0.2 1
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A3 PIAY 713bERE IP FTHCE o]oj7] TEAEs7F H1H 3xt+ §lgith

A% AGND 71ES F 2 (05%)8e EAtolM 279 Fof A(treatment emergent) AESIZ} HIlE itk
SB16+SB16: 2 [0.5%]%), 319 24 EF ‘AL % ZF(hypocalcaemia) 1Atk A3 AJAE 7125t ‘B FHA
osteonecrosis of jaw) E& ‘HIB Y W EE &=H(atypical femoral fracture )9 Atgl= B A ¢Fth

‘T4 F9] §h-&(injection site reaction) > FE YGAH 7St RuEA kTt

9) HeAY A}

ADA 449 TAEL vl vokon BE A-A < 1.0% "welith HA ADA Yoz #HAHH FA= 39
of Byglon o= TF NAb SACZ FAHHAL F8 JAAE 7|7 5 SBl6 Tl 1 (04%)F 2 2atel

Prolia Fol 2 (0.9%)8 e A7t A2HL7hA] AA ADA 4oz AAHJUH. A dGAFE 71T 5%
Prolia+SB16 Fol ol Mgk A127] €7bA AAl ADA FAo1dd &4k 1 (1.0%)H o] A187h L7412 ADA 44 Ax
& HAH(F, 18 F WA ADA FA).

6.5.2. BAU/FA & (Pivotal studies)
e 64 2 651 & FH

6.5.3. 134 4 A & (Non-pivotal studies)

6.5.7. Abd) g 2o 9 A=

o 953

- 981 NE(SBle-1001) ol A= e 4 8 A PAE YO E SBl6, EU Prolia ¥ US Prolia®l PK3 &
A& Hrretack PK H7FE 98l SB16, EU Prolia 2 US Prolias ©3Fo 3o HlwdtHow AUCInf 2
Cmax©] that 7|3 LSMeans ¥l 90% CI7} Abd Aol®l S5A4 3HA|Ql 080914 1.25 Atold] E3EQorZ,

- F7IE, 94348 A7(SB16-3001)l 4 PK B7HE 98] PMO A& S E SB167 Proliad] Hv 4 T&
At Ho 4 dagY FEE 12718714 SB163 Prolia Tl FARSEE oW 187]1E71A] A
& 717+ E<F SB16+SB16, Prolia+SB163} Prolia+ Prolia £ ANAE AT

1
14
>
>,
—_
>~
vl
>,
ol

?(SB16-1001) el A= A74d Al &4 A@AES tdS=Z SB16, EU Prolia 3 US Prolia®ll thgh Hl
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ojzgkel thy] A CTX ¥x9 %¥H3H& 9 AUEC0-D197-& SB16, EU Prolia, US Proliazt -f-A+3H3ith.
U337 A E(SB16-3001)°lA1 PMO a5 o2 A18NL7tA BE Al 24 SB16 B Prolia®l PD7}
BF7 A €4 CIX =0 thglol el oz FE) MEE Wale] AUECO-M6 (7] 6718 B¢ CTX &
= R wste] a3 T4 oly W)= SBl16 £ATH Prolia Tl b FAEG oW, wol2gkel din] &
2 CTX % PINP sxo] thdt % W3l FUFLSB163} Prolia Tl 7+ ANRMLAA ARSI €3
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TEE RIS

frade] edA

TO0EZE A4 FAE UACE s 3 AN 13 FE3A HrhasAI11€e 25 BMDY %Hsh
= A A" 554 FAJA PPSTANA [2.0%, 2.0%] 2 FASTFAA [1.45%, 1.45%] el AR

2

<

TeHEAGFY A 55 FIA [20%, 2.0%]8 A IS oA g ol s ot dE dRAE

NAE [20% 20%] D [145%, 145%]9) £54 @A thate] BF BNS ANsgon, B4 A% G
hzere] ols F A9 B54 WA el 9&e FAHHL,
C[20%, 20419 B54 WAL EMA Buo) HE FAZ Uit Aok ATEHFE LT WeEHS

AR N5EHY F 60%E HEZ F s FHY.

_51_



C[145%, 145%]) BEA A=
3 95% CI 3}a+e] 30%°l sNgHE= F2.
- Prolia®] =tt&% 34 43AF 13 Frhies 33 AAdA A5 24 HdE dadlen Iues AR

l BMD(E#712 ®E) ¥ste =4 A9 dgAFEzAY Prolia® &2 24 AP AR wt
5 3

L

Ir
i
)
2>
o
)
=
2
=)
i
9

A= 9ok gin] oF 70%9 Xz AHE BEFI] Y

- 7P wol AR odAtEl e SOCE #E B VAT Y, 2544 % A¥xA Zoden, AdTH =
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