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A=} 2017.04.13 2017.04.13
BHAHF 2017.02.17. 2017.02.17.
2017.02.16
A=} 2017.04.13 2017.04.13
.
A3 2017.05.18
U=}
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o AZF AANFE T Yol hE FELE AFHAS
12 &4 H7hE4 59zke] HA 4 (Pearl Index)E 029(95% CI A3tgk 05002 F Ao &S WA A5
A

- 71 3)3tA, 1L3F

AgFA A PG “Aolt) 2okl A wlmw Al 337k PI 3 FAH0.31 vs 0.3
Aol sk “HEWeke] 59 PIgk A Bla A (E7HEA AEAR)AAE FARE %029 vs 0.11~0.7)

2

, BMIo| @& AFFASH a9 &4 Adde 299 Pl WA FAHAS
T8 (2=A90] reference =7} S7FEA AET AEUS YFske AR HY AF
o 7187} AFACIH )9} ST B AEHLEF £ AAIA)

[eto] & F o]
¢ LCsle: 718H19.5 2] 13
o LCS12: AlolH 21359 2] 17
¢ LARC: Long-Acting Reversible Contraceptive
e LNG: Levonorgestrel, #lE =2 A 2~EH
¢ IUS: Intrauterine delivery system Agu] A& Al 2E]

e PI Pearl Index A&

¥ Pearl Index= —
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1718 EE W o HgHol e A=
11 ﬂ]%@i

& & (Pharmacological class) :

o dFG A AFAT AZARAAL =
2ERAN ZTEA2HE FEAE

S AdH o A eta, AT ds4

o FYS 7|HEAAY) AYsEE “HEY B
T-&A4 270y 71

]-O]ﬂl/}w 51:13]134(5-.]]1&;_15_374])\15311)

A2
A XA

2 A4 Bt e BAe 4L 23 e

o 99 NG HEHdE 3

=
A&7 AlE

g g3g Zgiel LN
&t 24 (Down regulate)sto], Az WS £8sts A 2EgH o g
EAE FEF ok A o] FojAWA HAe] &

- 7187 AW AAZA AFEY in vivo HE S5 Hl
o 7181954 e IR (HEEE m gy 20mto| ZZ T /Y Aot 21358 1 (H e
e AzEH), CEACE PN 2/ zE9),
release rate =
Hho] Al 5 g oK (F) o] A 5 8] oK(F)(52mg) Hho] A s g ol (F)
3 2dhr 17.5ug/ ¥ 20ug/ ¥ -
/\1-01 149 ] .
[e]
R 9.8ug/ < 18ug/ < 6.0
w4 F 5 79ug/ % 1358/ % 540/ Y
e % 59
) ] -
A7 74ng/ 4 10ng/ &
59 i Jug/ 14pg/ ¥ bug/ Y3 H+)
3~4F & in
vitro release l6ug/ % 20ug/ % 12ug/ ¥
rate

* in vitrodl A 718V 3~4F $o 16pg/ Y WEHL

e f13(2016.11.), ¥]=(2016.09)°1 &7} &=

D 2E, 2, Adge, AW ZA, €74 71 Sol

Aot 2~& 12ng/¥ H=

, A AR A%

U 2009 F 12.8%¢l

UAFEE 997%/1d o}, o
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221. AZHA 7 (FAHA, HLA, LA, HolAd APt B¢)

21. 959 %F(Drug substance)
22. $A ¢ %F(Drug product)
222, A GE NIFE
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NEETF ANgzA EREEVEE A7}
A7 BENY 25C/60% RH PETG ER RS
7SN 30C/75% RH PE m=(re7 71% U A

7H5A 8 40°C/75% RH 2= (77%) ER R

33. ARAR B =9 371A%
o UELY], HE(1~300)RHT, AZYZHE u4NY

34. ARG @ HAAA oA

o AEE AN EARE ZAE A AP B ARTIEE BEE

o TOSFFERAMIDAATA, 8% A6HAEAOEIEO] AGehs FFo2A ofn HkE FE v
#g

FEHS UFT 4 A AN DA% 5. APl B AR F b EHAPARE

6. AMAE NSO Bt Az

6.1. YA IAEY NHH(GCP €5)
o AZE YAAY BRIAMd GCP 5 HA
o AT 249 YIMNFAARIAE BF oA AT ALz 7tFA AT A5YE 49T 5 s
A% B o (FH §7F B AlE A AY(FHAE AF)
62. YFNFAER ML
o NA FEI #EH F 209 RANIAET AE
(273) 308901 th71#, FAM, FA9 Wi, &% A 249 &% Aol fle EE ATl Ade AYE @
124 e qAS e Z Aol 331k A&%K(in vitro 12ug/24 h ¥ 16ug/24 h) Az I

o AR ol g mEete] Hal AlY
(3%) 91665/310442 TH71 %, & 7N, FALl TiARIS) 18~354] AR S tido = 27FA A&H(in vitro
12ug/24 h 9 16pg/24 h)e A=W 9 AA o that o 3d ¢ 71 944 54 3
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*FE 279 YA L Aotz St AEE NP LA, BA AH Al 33U Gl AR 4, 549)
Algol 1Y Folglow, o] & 8 F g A7t 2FH BIA7 A= A
o - -
6.3. WEFAA P
o 9E oI AYE AN HA e
o LCS16, LCS129] 3~4F &<+ in vitro WEEEE 247t 16, 12ug/ <
o 3 YRANRAA ANF EF AAD ZFAY FHRFE EUE AY F 70 BE UE S5 U5H 2w
D ft LCS16 LCS12
Time point Y o el In vivo release rate In vivo release rate
insertion
(ng/day) (ng/day)
Day 25 24 17.5 14.0
2 months 60 15.3 9.6
1 year 365 S.8 6.0
3 years 1095 7.9 54
5 years 1825 7.4 --
Mean over 3 years 0-1095 - 6.4
Mean over 5 years 0-1825 8.0

6.4. YFFIA

o ME SFEIAYL AAHA dgtow], AYAGAGNA D5 o] Thste] of

$3 Yk AT ABEL WA

Cmax trmax C min Tmin Ciast tiast AUC(0-tiast) Cav
(ng/L) (d) (ngiL) (d) (ng/L) (d) (ng-d/L) (ng/L)
LCS16 214 4 60.2 1788 64.0 1819 179010 98.7
(5-years) (30.7%) (3-8) (14.7%) (1650-1819) (23.0%) (1788-1832) (11.4%) (11.4%)
N=3
LCS16 264 7.5 857 559 108 1086 136358 125
(3-years) (62.5%) (3-364) (50.1%) (385-916) (60.3%) (1084-1096) (53.9%) (54.0%)
N=6
LCS12 171 2 38.8 733 68.1 1085 76461 70.0
(3-years) (52.1%) (1-18) (85.5%) (546-1085) (38.1%) (1083-1135) (41.6%) (42.3%)
N=7*
500 =27

400

200

LNG serum concentration (ng/L)

e
h
;(/é

100

0

o« ATAT Y

—e— LCS16
—O— LCSTZ

0123

18

Time post IUS insertion (month)

64.1. 27T AFE/ET FA)NAMY FFFANFPK)F H= WA (AT &)
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642 WA QA thF PK (NofT sl
o AYAT F
64.3. U4 AA hg PK (At 313
o ATAT ol
644. A FFAY (k)
o JFAY Q=
6.4.5. FHGAF(PD) (Aot 32
o YA o
65 &4 2 ¢AA
651 FEA - FAFAE ML
JFA e
A 45/ | AL | adER Ty | H713E 32 AR
#dw) I
§ Efficacy : Contraception
13 %54 97
- 94le] WA (Unadjusted PI)
Ay LCS12 | LCSl6 | w&Ey
33 PI 0.17 0.83 0
95% CI 2% | (0.93) (1.944) (0.60)
34 ‘—x%
3y AL E(%) 05 25 0
7%%?4 18~41 _,_L Kaplan-Meier
A A
EMEANS Lcs 23t &4 Bt
"R g 3 = N
yy oun2ya0 |2, LR SO T el su ape s stals
8901 LR o1o] H’\m“o Y 254; of |- 538l thd di/AR 7S HA A LCSl6T B
EFEA | =T °olgE| Ed e AdHor Fuld vgo] T HA
[e] [e]
29| =
juz]
7387 A% - AU 2H7AA Al R Wl BEE
A= 7F FH(LCS12, LCS16) B 1985 B AS
b3t H7t
L UR BAY @Y BE B4 A% gurErE
2o sEE &7 o4 = Hils
C(6) C(12) C(24) C(36)
(ng/L) (ng/L) (ng/L) (ng/L)
LCS12 93.3 (38.7%) N=12 83.3 (23.5%) N=12 65.7 (31.7%) N=9 68.5 (33.0%) N=8
LCS16 121 (53.1%) N=10 109 (44.0%) N=9 98.9 (64.9%) N=7 85.2 (63.9%) N=7
Mirena 254 (38.0%) N=13 222 (40.4%) N=12 192 (36.9%) N=12 165 (40.5%) N=12
: LCS12¢) Hal w5 AU F 149 (median)o] &=
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Z(137ng/L)3t9 28 LCSl6L 119 ¥ 186ng/LE
ST
FHd Bt

o tdl e X FARIReH, 5, HEE,
FHERY, ERA%, AW, dA 3E, A F
7V EE AR 1YY, 5R5E EE 55
HEE 55 02 BIHS
12 F24 B7t
ol Ale] HHAY LCS16 LCS12
(FAS No) (n=1452) (n=1432)
14 7+ 2FA ¥ Pl 0.16 041
(95% CI A3 (0.58) (0.96)
59 7k 2 HA ¥ Pl 0.29
(95% CI 43 (0.50) i
34 || 194 +4 dif& 0.178% 0.404%
U] 7733 18~35 + || (95% CI) (0.044~0.709) | (0.168~0.971)
oA AR Lcs|| 59A 4 A& 1.445% ]
3y [91665/31 ;r Q% ko] %1LCSl6 14529 |16 f95‘7(o) <D - (0.823~2.531)
04442 v TAY fle A LCS12 14327 | o |22 &4 {éﬂ ) B
5 a4 ol Hag o | - XP'%IM}XI %}_% T, 24 2Y e FgHe=
43 2d | Qs FH H F U g
A% 71E ok AT #4 ¥
- da 2 ATAR Vs, Asle 248 9 AE
AR, k5T, Lo FE, TUE
A 7t
: AEA BIEAY, d3A] Zd o]duhge B

A gsten, AnkAel ey

oIt dads, o=g, 8244, HH oy
A9, 7%, 4% o194 5o o8 RuHUS
*Z A H A %2 Pearl Index(Unad PI): Az Ao §x]o] Aaglol ALt

6.5.2. YA YA F(Pivotal studies)
o AU
-%3
= A 5(LCS16: 14529, LCS12: 1432)
| 5 3d A8 7|7 ¢E% LCSl6 870

(3

PP BHTE HoHA Wk

o ATEAHQ AT 7 2HQ B4
SR oy
- =5 FAEEL 395%

7079
- FASHI2 LCS16M 9 Ao x3H Yy, FEA

66170l 238 Ho| F 288519 ool T2 v, 2,884 0] LCS Aol HF Ee AR

Aol AR7Ie A%

4o BE AEHAS

A7) %=
O A A4
@ 18~35412] F|Qlo] B Q

£

G 14
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LCS16 LCS12
No. of Relevant Pearl Upper No. of Relevant Pearl Upper
women / exposure index 95% CL| women/ exposure index 95% CL
no. of time (unadj) no. of time (unadj
pregnancies (wy) pregnancies (wy)
Pl by year of treatment and over 3 and 5 years, women 18 to 35 years of age ?
Year 1 PI 1452 /2 1252.43 0.16 0.58 1432175 1216.89 0.41 0.96
Year 2 PI 1206/ 4 1066.87 0.37 0.96 1162/ 3 1015.57 0.30 0.86
Year 3 PI 1010/4 897.75 0.45 1.14 960 /2 825.17 0.24 0.88
Year 4 PI 77371 659.17 0.15 0.85 NA NA NA NA
Year 5 PI 636 /2 558.30 0.36 1.29 NA NA NA NA
3-year PI 1452 /10 3217.05 0.31 0.57 1432710 3057.63 0.33 0.60
5-year PI 1452 /13 4434.53 0.29 0.50 NA NA NA NA
- AEA: 7187F AF LCS12(A olH )¢ vl st9g woll® A YA & A FAHNS
- SHEAA 5T A3 B A AW, B, MY e QAN WA AAENE
S5-year PIl, by subgroup
Age
18-35 years 2 1452 /13 4434 .53 0.29 0.50
18-25 years 564 / 3 1628.02 0.18 0.54
26-35 years 888 /10 2806.51 0.36 0.66
Parity
Nulliparous 574 / 4 1636.24 0.24 0.63
Parous 878/ 9 2798.28 0.32 0.61
BMI
<30 kg/m? 1198 / 9 3701.88 0.24 0.46
=30 kg/m? 250/ 4 720.57 0.56 1.42
LCS16
No. of Relevant Pearl Upper
women [/ exposure index 95% CL
no. of time {(unadj)
pregnancies (wy)
- Kaplan-Meier & 4ol o3 513 3 4l A& 14%2 AZHUAS
N2 Number of Cumulative Lower Upper
pregnancies failure rate 95% CL 95% CL
(%)
LCS16
Cum. 3 years 1452 10 0.957 0.514 1.779
Cum, 5 years 1452 13 1.445 0.823 2.531
Year 1 1452 2 0.178 0.044 0.709
Year 2 1206 4 0.371 0.139 0.988
Year 3 1010 4 0.423 0.159 1.123
Year 4 773 1 0.147 0.021 1.038
Year 5 636 2 0.333 0.083 1.324
LCS12
Cum. 3 years 1432 10 0.904 0.484 1.686
Year 1 1432 5 0.404 0.168 0.971
Year 2 1162 3 0.284 0.091 0.879
Year 3 960 2 0.226 0.057 0.902

- AR 7187F AFQ) LCS12(AolH &)k 3 AR o] 2 At ES

(0.957% vs 0.904%)
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o 27} f&A H7}
- WHO dxo] wE =9 37}
1) &= 712 (09) 5 FLA(EFL/ 4 £l flv Aoz H) oA &

A
Proportion of women with amenorrhea by 90-day reference period (LCS16 FAS)
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Proportion of women with frequent bleeding by 90-day reference period (LCS16 FAS)
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3) Hx 71t £ 9429 %8 (prolonged bleeding, 14% o4 A& HE 2 /A4 dnLEs} At AR
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@
= | i8] Subject not continuing in extension
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£ ¥
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s 97
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A4 7l 2 EobF(Return to Fertility)
LCS167 AAl 14527 A4 F 1799 Ao
2/ A= FREHNeH, o]F 1167 (71.2%)

oo
2
o
rie
o
2
—m
2

[rt
ol
mu)
o
2
(o
=
o

Z 16390 ths] F3

rlr
:l:.‘
o
lo
Hu
)
N
[N

e ARG5S Aokl taf ‘mig % (39 Ak 79.2%, 519 A 88.9%) dtHom, Y =8 wsl/dY/F
s

6.5.3. H| 3 A Y4+ A F (Non-pivotal studies) (23t &)
o LCS12, LCS16, PlEUze) fFEA A3 Wlal A3 (91412/308901) (27d)
- 12k 284 %7t A (Unadjusted) @ 3'd PI (Pear]l Index)

Treatment Time Total Relevant Number of Pearl Lower Upper
exposure exposure pregnancies index 95%CIL 95% CIL
[WY] [WY]
LCS12 Overall 601.68 59717 1 0.17 0.00 0.93
LCS16 Overall 611.48 606.66 5 0.82 0.27 1.92
LCS12&16 Overall  1213.16 1203.83 6 0.50 0.18 1.08
Mirena Overall 627.94 621.98 0 0.00 0.00 0.59
- 22 w84 Bt
1) 74 94l& (Kaplan Meier #47)
Treatment Time Total Relevant Number of Cumulative Lower Upper
exposure exposure pregnancies probability 95%  95% CIL
[WY] [WY] of getting CIL
pregnant
LCS12 3years 598.79 595.07 1 0.005 0.001 0.038
LCS16 3years 60847 604.53 5 0.025 0.011 0.060
LCS12&16 3years 1207.27 11989.60 6 0.015 0.007 0.034
Mirena 3years 625.16 619.71 0 0.000
2) =9 ¢
-90Y, 309 HACE FF S EASAS W, 2H/HEEE A5, B Age AY 717l Al
o gadtgon, oldd e 3TN AARAL
3) e
- UR AT Yl el RE BRaGor], LCSI6E B PlEy 2 Ao ud oA dabol B
ZHAE
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u
NELA S0 %) LCS12 LCS16 |8y
(n=21) (n=15) (n=17)
Yearl 21 (100%) 12 (80%) 12 (76.5%)
Year2 16 (76.2%) 10 (66.7%) 11 (64.7%)
Year3 15 (71.4%) 9 (60.0%) 10 (58.8%)

- A ey #EE EAE 2 (LCS12, LCS16) 7 1% HEE A5

dlo

L QR SAe] WA FE B4 A% dnressEde S 8% oE2d G4 By
. LCS129) A o;% A9 % 149 (median)ol S2(137ng/L)3F 0 LCS16L 119 3 186ng/LE HEEAL

C(8) C(12) C(24) C(36)

(ng/L) (ng/L) (ng/L) (ng/L)
LCS12 93.3 (38.7%) N=12 83.3 (23.5%) N=12 65.7 (31.7%) N=9 68.5 (33.0%) N=8
LCS186 121 (53.1%) N=10 109 (44.0%) N=9 98.9 (64.9%) N=7 85.2 (63.9%) N=7
Mirena 254 (38.0%) N=13 222 (40.4%) N=12 192 (36.9%) N=12 | 165 (40.5%) N=12

oA WAL T FASNGYOW, FF, JSE, FPRUY, WY, AN, Y UE, AF 3, &
HEZ, JgR UL, BREZ, B 5F, 4BE §F £02 HudAS

657. FFEA A3 Ui 8% 4 A2

o FAUGA oA LCS16S AU 14527 9] 18~35412] oJ 4o disl T FraEHS JTHUS
198 FA (P 0.16% (95% CI *3t 0.58)
5 H A 4(PI) 0.29% (95% CI &3t 0.5)
1d A 4 due 0.178% (95% CI 0.044~0.709)
59 A w2 dig 1445% (95% CI 0.823~2.531)

ofgg, Bvtegl /A% /BMI o wE PI= AAFH FAEHYS
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B FoI717E2 1159.8%, =E71E2 318 o4 do] ¢low, Hud oA fFES BE~Fe= @
gl 1, BHEEL 33744 50~52%, 5A7HA] 553% % HILE

LCS165 Fof 22 14521 % 1,286 (88.6%) 1A Hza 17 o 4 ol AR 7E HE ) 0m, 279%(19.2%)%
Z%ol st ol dAtEZE R
= 9 (13%)E A% #d Y Ao FNEYS

&k o] dAtEl = 86™(5.9%) R AE AL, ©]F 1
o FAH E QI3 NPT 3288 (22.6%)HoH, 1 A 7 w9k (14.5%), 29 A 4.6%, 3d AA
35%, 49 A1A 3.0, 59 AH 17%2 AAF 2439+

AR E Al okTelA 2% RuE s (dd A, aFAL)

oAl F 3.0% ol RiE e thaxel uth

Total
MedDRA preferred term N = 1452(100%)
Ovarian cyst 338 (23.3%)
Acne 179 (12.3%)
Urinary tract infection 167 (11.5%)
Vaginitis bacterial 150 (10.3%)
Headache 146 (10.1%)
Cervical dysplasia 147 (10.1%)
Pelvic pain 132 (9.1%)
Vulvovaginal mycotic infection 126 (8.7%)
Nasopharyngitis 122 (8.4%)
Dysmenorrhea 116 (8.0%)
Sinusitis 107 (7.4%)
Abdominal pain 104 (7.2%)
Influenza 101 (7.0%)
Vulvevaginal candidiasis (5 9%)
Vaginal hemorrhage 0 (5.5%)
Back pain 80 (5.5%)
Weight increased 76 (5.2%)
Abdominal pain lower 74 (5.1%)
Vaginal infection 73 (5.0%)
Depression 7 (4.6%)
Upper respiratory tract infection 62 (4.3%)
Nausea 59 (4.1%)
Vaginal discharge 60 (4.1%)
Procedural pain 55 (3.8%)
Seasonal allergy 54 (3.7%)
Breast pain 9 (3.4%)
Anxiety 8 (3.3%)
Bronchitis 7 (3.2%)
Device expulsion 45 (3.1%)
Migraine 43 (3.0%)
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Table 10-2 Overview of AEs — All subjects treated with LCS16 (FAS)

Number of subjects with any:

Total
N = 1452 (100%)

n (r.yo)

AE
AE of severe intensity
AE related to procedures required by the protocol

1286 (88.6%)
279 (19.2%)
285 (19.6%)

Study drug-related AE?2
Study drug-related AE of severe intensity

803 (55.3%)
116 (8.0%)

SAEs 86 (5.9%)
Study drug related SAEs 19 (1.3%)
SAE related to procedures required by the protocol 8 (0.6%)
Discontinuation of study drug due to AEs 328 (22.6%)
Discontinuation of study drug due to SAEs 23 (1.6%)
Death 2 (0.1%)
- SUg oA (=01%)= theEet 2okt
Total

N=1452 (100%)

Most frequent SAEs by MedDRA PT n (%)

Any SAE 86 (5.9%)
Appendicitis 8 (0.6%)
Ectopic pregnancy @ 7 (0.5%)
Abdominal pain 4 (0.3%)
Pelvic inflammatory disease 5(0.3%)
Depression 3(0.2%)
Cholecystitis 2(0.1%)
Cholelithiasis 2 (0.1%)
Dizziness 2(0.1%)
Ovarian cyst 2 (0.1%)
Ovarian germ cell teratoma benign 2(0.1%)
Pneumonia 2 (0.1%)
Procedural pain 2 (0.1%)
Sinusitis 2 (0.1%)
Uterine perforation 2 (0.1%)

o F 1998 (1.3%)7F AN @kt #HH= TUT ol AR BrIEN e, AT Al 7H(05%), =WE 57
03%), B% 27(01%) 52 BuEAS
AEH: 71F Aotz 9 vHuye Azl ZAAAA LdHAA G dFAE R BHiEA o, 7E
AF HHY TRAYE FAF AOE BT

659. F94-934 B7HCTD 25.6) (Al st a3

o« AT GE

6.6. 7IAAE

J)
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