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1.5.1 EEXIERRORE

TFTAES LT UE, RIRICHFIET DHRIRBNVEL THHT AT = - XY T L (AVP) DF
HETHD, AVPDO IO T X JBEET 2 /b L, BIZ8MLD L-T/LF =% D-7/LF = | Z{EH
L7~ 7F R & LT, 1967 4FIZ Zaoral H(A)IZ LV GRS 7z,

NI F Ly LABRICHRIRIER 2B T 57 2 7L d, BEABIHFEETINY T LY UV,
SRBICEA L, KOFRINAEE L., FIRRFALEL (XY FLIy) OFWRRIC X 2RI ERE
DK T A#[EE S5, £7-. HVIE T & O von Willebrand K12 /- U 7= L il e [E TS HEAE A & 21 H LT
be TAES VLYV OEHMEMIZ, XY T LI VIMORVLZBEZN L TRRET LN, TAES L
TN T LT N BARA~OFRMER R < L Vi BEIRA~OFMED 1000 5L ETH D Z &3
in vitro COIERGRRER CHERR STV 5,

TAET LV OEET FORHIE LT, ALFHERIZ LD Vo BIR~OFftEm Lick v Ny~
LY X0 b AEERZRIBICES SER2B 66, FURRIERAN LY EWRERFHET 27 77 A1
EHTH2)(B) ZORMBIZER LT, 7=V THIIT AES VU U ERIRIE, TARMEIRBRE & O
MBEIR G ORI & L CEWNAN TR L, BERTE LT 7z,

AFNDOHENZI1T 2 AGRRI OFEMIE [1.6 SMEICIS T DM ALRIFICE T 28] IR LT,

1.5.2 BE I D%

TAET LU L, 1972 4 Bk BRI EHL R OAl A ORI T EREBER. FRXHEIR
HRJE . RIRIEDTEREEE . WO EMERAIE Y UTAR - IRFESNTBY .. ERSMCEBWTIE S BR
RS, EXIChbEERIEREn T,

BUE, 7 AE L 8E 100 UM 200 g (1 H A& E LT 100, 200, 400 pg) KOVTAEF L
M AREESE 60, 120 18240 pug (1 H & & LT60. 120, 240 pg) 75, [ AR IR %
PE O KFBEIR ) ZBEIOE & L CENZRHS 80 » [ELL L CTHAGRZ IS L T\ 5 (2017 4 12 H 31 HIEf
B . Lo, TG oMEIT., KEBERIEEEE L TORBOEHANEAZBINTWDIETH, 48
PEDBLEN S ElE TOMAITHER S T ARWED, IBE=— XN R bEWBRERICHEHR LS50
HANDboT, TI T, @IETH LV LZRHHAERRIEHEDT AT L o v OPENAAERE DB
FEMHED S, PSR L 25 pg. BYEICK L 50 pg DHET, BT F . FKIN, KEZOHR 35 3 [H
PLETRREN, IGEANGITERE £ TN ->TW5 (2018 4 6 HHIfE) .

EWNIZBW T HREHERDIGEEDO =— X ImnEE 2, BE TH LV LR TRERIEAE
TOTAET Ly AENRRESEDRR R 2D H Z L L LT,

1521  AA|OXHREB LUK OSBRI

BRBR T, IS 2 & SN 2 TR EIER OREBH 2RO —> T, KHPERD 72
DREBET 5 Z & THEIR R K OMEIROE OIS TFIZE Y BE O QOL IZxT 5 KEENEWIER TH 5,
Z DEFRIT 2002 FDOEBEEER2E (ICS) A TEPER D72 12 1 [RILL B & 22 7 S/ S v &
IFFAL ELTND@)(B), S DICKMBRAZME S mlnE OGE ., RE OEESCERE & R K & 55
DIERMEBIEM STV D Z &5 (6). KR DO T 2GRS RO LTV D,
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WRIBRONEABIIEMETH Y . IR, KIFZIR, MEREE, BEIRES (B 2300
SE, TG EhEE, RS K OMBMERTST RIS BB ) 7R E ORI S D TR &
%< ORTREfR LTS, WHZIRICE DEBIREOEIN, ZIRICE D 24 FERR EOHEM, LK OW¥E
B IRBEE I L D HERERIIE AR & O 1 S IRESEIRIZE B3, ZOH T HRESEIRICE 5 E/2ER
IREZIR EZE 2 HILTWD, WMBERZ 5 & 2 ERERBTIX, ZREOEBZIRIC XL D 24 1
R B O RR BEOBINAZ K &35 8 0728 50%, K%K & B REEC X 2 HEENIREDEA &
DD DIRETNT 21.2%, FEMEEIREEFIC X 2 BEEABEER EOBD DT 16.2% & W\ 5 HiERH
(7). WHEBROIBICE W T, WHEREOWMEZMZ D Z N —2D8 L 72D,

SR DOIEHEIL. QOL DK FIZ L BEARA I i N EFEAZBE LR S TRk S5,
Wy RREIHERIEIEN 2 [BILL EI272 5 LA O QOLIZ K fEZ KT L3 < 720 FRRMZRMEEE LTE
BEOXNG LTI D,

WA Tk, WM IR %1 5 KSR O1R#EEE & LT, 2009 4-1Z European Association of Urology
(EAU) X v #f7&+ 7= TGuidelines on Urinary Incontinence) (8)C. 7 AE 7 L ¥ L NN OHESE
L—FA (LXV1IOZET U R) IILEMT b, BUE, DRENAREESE IEEA & LTk Z &
o5 100 # E LA LT Z OMISE~DOEH &R S 4L, IKKHVWHBNATND,

—J5. ENO THESERZIETA T A 21 (9)TlE. WHZIRZLE > BRI %9 2 Y iaE &
LTCTAET LY UBIEL IR, ZBRRHLD DEPRZFT O TWD, ENTIET AT L R
DI EHBERN KRS DHSIIRER TH D720, TOHIET L — NIIRETH D, T AT L Al
DA TlE, BERE IR SR 2P 2 72 O BRI ORI RIENAH LT, /N IEEEVE 2L VG AR
B CREENELNTEY . #5327 1L — R C (L~UL T OFEEMZCICEMT HE) LS T
%, ZERRPLOOEIL, iV U AEH, ke b= ROV VT R CEBOAMRE. HiRRIER %
HL., KEBEIKRS D WITR B IR RED B 0 15555, BEVELEIT ORRRFER O RGE L 72
<, BINIRARTHY, HELET L — RIED (BiE—2L LD L~V OEFRMFSEIZ AT Hivb)
Thb, £lo, WHEZIRE LD WREBARIZKR LT, fUKIEEZ & T NG FEE U3 TER B IWIHTTAR
ELTHIREINTOAN, ZL—FE (LXAVIVEIZ L ULV OEFRRER LMFEE L72V) OFEf
Th ., b DIRFRIED AN Z R T+ 72 BRRBREAR 35 DAt TV e uy,

EPNOEBRORKHS T, BEBIFEDE (OAB) RCHINZIRNEARIE (BPH) TII/EM D FEREIER
DT BR Z D 2L b2 <0 ZOX I RBEITH L, HEBRA~OZRBHIFF L T, OAB IR
R BPH R AEN SN TnD, L L7ens b, BUTO FERESAERISH 4 DI85 TI, &M
PRIZH L T eifiRs TE TR 69, FRCEHZIRIC K D ERBERIZ T D IR FRE DML RO b
TV D,

TAET L d, ZOEMBERFIC &0 &R OREISST 2 EEN 2B DRP I TE 5 2 L
b, KEZIRZ S FEBERITH LT, ERICBWTE LUVERIEL RV B2 b D LE X b,

TAET U AENRESEL, ROREGEONRT v M ERMERF L IR K OVEY) AR T 6E
HZE 7=, Ferring Pharmaceuticals A/S 23BA%E L7=UAITH 5, AFNX, & FICEL L Hen i
L. KL TRHATEX2ZENDEERMEECTHD, o, RESFIRIGE TR 7o KRz B
LZENEELWI END, KR LUTIRATE 2 NENRESEIIER LR THDH, 51T, KEHE
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JREEF DL & 5O 5 @l Tl FREECAMED 2 <. OENRESEITESREE O T I 47 v
2AEEmbbH b HFETE S,

15.2.2 FEERRBAF

TAES LV O ERRBRIT, 7=V > F R O ssEE KNS (Bl WRssEES U o #
A&fh) THEESNTWD, ZO—#HOIERKABRBIEIL, 7 AT LU OENRESEZ TRIZE
& D WITIRCE ORI D KIRIE] KO THRPERARIE] 23068 - 23 & U TRRGE Lz &
®%§ ﬁ%ﬂf%iﬁﬁ%mﬂﬁbfwéoéﬁ\fm@’%ié&ﬁ%@ KO MBIR] &%

R E UCKGRHEET HITHT 0 . Bl lCIERRIRIZ I 1T 2 KBRS K OSSR Eh ek 2 520 L C
w&w &Wf&@¢iﬁﬁ%f%%A-ﬂ%&#éTX%7V//mHW%%ﬁ®ﬁ$f®$%u
FRIZ, TAET LI UEEE T AE T LI OENEREOFMEL LT 2 HI T, A XEZHW- 1%
AW ERGEERAER (72837) NEM SN b, YiZlRiEEL2HEER L L TRET 5,
WHGEBR ORI [2.4 FEEAR R OMFEREAG]  [2.6.6 SmIERBROME L] [2.6.7 SMERRER O
=] R UL, BERHERER G & O I EIRRBRAGE IC DWW TOER 2 TRelIR T,

TAET VLU OFIER HRIRIER) 13 7L Vo B R 2 LT ESE M TOKROFH
W ZAREST 2 Z LI KV HEBLT 2 2 &8, fix OFEHRBRIZLV RENTND

FRAES VLY U EEWICR ARG T 5 L H0NIIRIN SN D2, EWEFIER (BA) 13E&L .,

T b, A XKROTZORARGRBRERE TIL, BAIZT v FT02%LLF., £ XT0.83%, 7% T0.37
~0.63% ThH o712, T v FROA XA EG LT=5A D BA L, B TROEENESICH L, Z1LL
Kinote, TAET LV UOMRFHZELTIE. 7 FEOE MFI 7 v Y —2% W invitro R
BT, M ATRE AR mwgh@#otoE%mEW%@T EMEICOWTCIE, TAET LY T
F hZ7v—AP450 (CYP) ITITBEEKIZTST, 7y —aTR@Esnin Enn, CYPZI
ERAE /L RSN riﬁbfﬁw EDRER E N,

F v NOB N OWFHEE ST Y 32— N E W T ZAE 7 L 2O invitro fAEEER I A M1
(RTNAX= LT YT 2 RE) BOM2 (FARAEF LD &K OERPED LI, Ty T
DFAET L OFERBREIIAR TO ML ~OREITH D Z LR Ens-,

T MTWI-TRAET Ly (Luglkg) ZFEARN KOV TG LI2ilBRos o | & 5% O UEEED
PR BRI SRIZZ N E 92% K (N 88% TH V) . WM DB G R IBUNT & JR AP HEM A PR
THDHIERROOLNT, A XIZBTD BI-7 27 L RN GRER (Lugkg) 2BV TH,
P& 5.4 O E PR IR P HE T H o T2,

FAET VLY D #HOFMRBAERNSEONT-FE T 0 7 7 A Vi, REOBEWE M & R
LTEY, B PTRAFEMCOE s TERICHEASINTELZ L 2E NI ERTHoT-, TAES
LU R GRROEIZRE SN O LR EOFZIL, KOFRIUZ LV AL LK) MY ¥ AMAETH
é fli e OFFMERERC, MEERMT DT b U 7 A RO SRR E OB BRI THND R, 2

FITBD TEWHEZ LG LIZBRIZRO b= AETh o7z,

FAET LV UBE (2X200 pg/Pt/H) }:72%7 Lo v AEN AR EESE (1><240ugll7_5/El) DA X%
W= 1y ARIE B 5 tEalBR (72837) (2RBWT, Hi- 2@ tEpT AIXs o Sl n o7z,
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1.5.2.3 R IR B %%

FAET L NENESEOENBITEIT. RRERBE & LToBREs%ET L TTbh, 20
B 20 BRI B A k% U745 1 FRRRBR (FE992026 CS32) % %Efi L7=, Z D% 1 HRERD
FER R OV COBRRBR O RIS & | RIMERIGEE L L COENBRICET L,

ENTHEMm LT AT L OPENRERED 6 3R (55 1T R (FE 992026 CS32, mm%)
55 M AHRRER  (FE 992026 CS36) . FYEDOKBIBRES x5 & L% W5 T/EER (000030) . &
FHFER (000130) | FFIMFHEWIE 53R (000131) ] M OSSN CHEME S viz B @@&ﬁﬁ@%%%ﬁ
%&Lklﬁﬁ[ EIIAHEER (FE 992026 CS41) ) 1%, ZFORBRT A v KOS RZ 8L AKZLH

SIZBWTARF OB N DM AN T 5 FCEHEERERRAR GHMEEE) & LTMEMNT, K
%me%n$ GaiTH) L Ln, £, ENTER L - LMEORBHEREE 255 E Lz 2385
(% 1% TARZABR  (000029) . ZBIMAREAER (000129) ] KOS CHEM S 7= 838BR (45 1 #7345k 4
B, B /I ARRER 138, 25 I/IARRAER 15388k, SBIARER 2 3BR) 11X, &5 &k E LTz,

KB % FEhE U7 pl AN B A kfge & L ASHI 60, 120 KON 240 pg ¢ 5-RE 0 S EhRE /3K 117 K
Uﬁé@%@ﬁbtlwwlﬁﬁ%(E9%WM$%)&@@%ﬁk%ﬁ%kb\ﬁﬂlmMm%ﬁﬁ
DIYBRBIZ X T D2 B FOLEB K OVEEO B 2 it L7 EWNE 1 FFER (000032) OfERIE, &R
JiE, B ONHRARME R AR & k5 & L 7o SR RGRREE DB R & L TIRHFE TH 5,

EN CHRBBEREBE ST 5T A7 Lo DENAREERE O EOSERZ S92 72036 L 7=
55 MAHEER (FE 992026 CS36) Tid, A#kBRE LM SUIMHRNT R L o gRE LA OWTFn T Hx
FOGBIR DR AT (10), F7=, IENFHRFHIOMERN D, BARANDOKBBIRIGFEICBIT 527 A€
Ty AENRESEOE#E A RIS LY KO T MRV ATREMES R S T, F o, WSO
BT AT LU OENAREESEZ AW 721/ e TR ER  (FE 992026 CS29) DR L v Zethix®
PRIZHARD 72 &b 2fET AE T LU ATKT 2 BRESENE <. BRI EIT LT 25 ug. BHET
50 ug T H I L HBIURIE S 7 (11),

ENA CHEGR SNIZADMEICHE S E | kMO RBSEREE Z x5 & L% 05 TR
(000029) K ONBMEDKFIBIR B 2 x5 & LT- 1% 3155 T AHERER  (000030) % &l L7z, & Df5HE,
LRI L CET AT 7 Lo v ORENAREESE 25 ug. BIERE I L UIT AT T L v v OENAR
HEGE 25 F 50 pg 1IEREIR EA TS L, EREIBURIZKT T 21K & L TORNMEL LRI RIE S
iz, PEBNCSENE L7z 2 3BROFE R A 1. MNTATEOE AN B3R ERESR OIS (PMDA) LG
Bk, 2o oHEBICBT2AEMER L 242 BICHRIET 5720, RIMZIR 2 1E 5 wRESER %
ﬁ#éﬁﬁkﬁﬁ%ﬁ%ﬁ%&bk%mmﬁ%(mmw)&@aﬁk%ﬁ%%%ﬂ%ktt%mﬁﬁ
B (000130) ML, I SIS OFEIAERERZ S T Lim kMR OB IERE 2 Lakg L L,
B b RAG L Lie T A7 L3 v OENAAEESE ORI 5RO L 2N R BB Z GEET 53
B (000131) % &t L 7=,

S BT, WEFN T L 7oA RIBRR BB 2 X 24 100, 50, 25 J OF 10 ug DA ZhHE o OVEE A 4
U725 /IFERBR  (FE 992026 CS29) . % @ FE 992026 CS29 iR/ b = 2 4 2.5 » A ik KWk 5
BEDOH R OV et A et L7z B 5308k (FE 992026 CS31) . LMD &K MHER BFH Z X RITA
7 25 pg DA K OV 2 faat L2 B IAERER  (FE 992026 CS40) . BHEDO K ISR B & X5
AH 75 S TN 50 pg DA ZIME R WL 2MEZRET L. & D% 100 ug OLeME 2 et U7 H IHRER  (FE
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992026 CS41) . b E e B2 R ICT ZE 7 L U 8E 200 ug K ONF AE 7 LS R 2 pg
WP e M OSSR Eh AE 2 st L7226 T AHEBR  (45A07-39) | Sl s B2 X7 A~
LI 400 ug DIEWENER VT AT L v OWIL & Eumxﬁ%fbmé‘é%*ﬁd L7255 T AEakR
(MICP98-1) DfERAZSZERE LT, £/, @R AR OBEREREEDE 2 MRICT AT LV
A 2 ug O B RERERRE I XIE %@%@ﬁbtﬁlnwmﬂﬁWE%m%cwm)%ﬁﬁﬁﬂ&b
7oy, Z OFEFITARAE K O HR MR R BRIE &2 5t 2 & L 7= RS GE AR FE OB R E L TIRHEBE TH
Do

KHEFECTOET =2 Ry r—2 & UK RBR O —E 2% 1.5- 1125~ Lz,

#15-1 ENARBBICBITABKRT — ¥y Fr—y

HEHX 5y A= — K FREBRFEA
S i Hiek BRFEHH POE" H&E PR L RN
FEME R 2 FE 992026 KERZFEM  DENAERE 24431 HEhRe S H S R OE
=N CS32 U7ZBERERCN 60, 120, 240 pg. £ ]
% 1 *B %'lﬁ FS5 R
FTA ) FE 992026 R EHEIR B F1ZEN B EESE 139 4l KA T Co B[R #% 5-5F
Gl C536 10, 25. 50. 100 pg. DI FHIRR T O 28
114 IS H R 51 & B4
M, MO
SR 000029 AR ISR 2tk F1ZEN B EEBE 178 4l 12 G- RO MK
EHN %I OAR BE 10, 25pg. IR (07 XY i)
FFAM 000030 AR ISR 5 F1IZEN B a8 183 45l 12 W G- RO MK
Bk %55 AR e 25, 50ug. 77 k&R OO
SE G 000129 R EBRIR 2 M e N AR L B 190 51 12 e G-k D A 2tk K
[Py GAIILE BE 259, 77 LR UL EIEORE
FFA ) 000130 AR ISR 51 F1IZEN B EE8E 342 51| 12 B 5 O A 2 K
ESl £ IEE B 25, 50 ug. 7R WREMEORE
FFA ) 000131 R BER B F1IZEN B EE8E 503 {1 6 » H MO L HEY
I AL e 25 ug. Bk Be G- D2 M R OBEE
25 ug. 50 g PEAg S
ARkt 2 000032 R A F1IZEN B a8 24 5 IEDE IR T D BEFD
] %1 120 g R OVEZE DR OR
qu
SELR FE 992026 AR ISR IR 2t FZEN B EESE 268 {3 12 RO MK
Hish CS40 B 2509, 7T LR (O =X AAY &)
AR
iy FE 992026 R ISR 575 M EN AR S 395 {3 FA1HREH 12 M®R S
Hish Cs41 BE 50, 75. 100 pg. B DH MR 22D
AR SR Wt
W2 ¥ 54 4 ARk
B R0 MO R
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ERkX Sy R — K ARBRSEA
S it M ok BH %6 PIE & R AL ARBRN 2
SELR FE 992026 R EHEIR B F1IZEN B EE8E 799 51| F1RE5H 4 EMRS
sk €S29 10, 25, 50, 100 pg WE DA R OV D
55 11/11HH S5 R Wt
W25 6w A Rk
W 5RO MO Rt
KOV EVEORE
BB FE 992026 wEsEREE DA 1023 FE 992026 CS29 #BR /> 5
sk csal 10, 25. 50. 100 pg fe% 24F 2.5 0 J ke
SEIIAA A 5 DA B e O
MRt
BEEE 45A07-39 RS SR 200 pg 16 4 A EHORI FRE K OV
Hish 14 {3 FERA 2 g EhRE 2 MRt
BHEEE MICP98-1 ElmE RS SEA 25 HKBERER VT AE T L
ok %5 148 P 400 pg > DYWL & BRI F D
FHBE O FES
SEZigke FE 992026 fRERERR AN ESA 24 131 =Y e YV A
Gz Cso01 R HRED 2y DR
% 1/048 RS RE RS R
#H
LEEE 2 MICP96-1 fERERR A SEF 20 14 AR (7273
HESh 55 1 AH 400 pg K, mURE=A )
S#&¥%kle 45A05/118 AP OREE RS 6 AP ~DBIT
st 55 1H Lotk 285~345 g
a 1 ARIE R O PR PE R BE 2 5t 52 & L 7= B G AR i I BV CEEHRINE D78 . ARH i CIEEME B O F ¥ = —/L 5 IHRAT L
72N
153  BEFOREX

AFNZEAT 2 BRORGEZ X 1.5- 11T,
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EHEH
EWMEH &S
@ : FHEH : : : !
FE992026 DS PHA 0101 in vire 11 ¢ 1
LT " :
42241 FE992026 DS PHA 0102 in vitre 1}
SELW %gg"’ @i 42371 71837 E— LK po[68] 1}—y9
@A) FE992026 €532 -
Phazel g 000032 14 2
@ 53511 FE992026 CS36 T4
Phaze X 53512 EDDD:S‘ b= &
@i 53513 EDDDJD G &
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@} 53517 FE992026 C541 2 —91
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FRAEF L2 G 5 ) 5333-1 45.-10?—39'3|—| 11
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154 BEWR
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1.6.21  PBRINEATSCERT
1. NAME OF THE MEDICINAL PRODUCT

Nocdurna 25 microgram oral lyophilisate
Nocdurna 50 microgram oral lyophilisate

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each oral lyophilisate contains desmopressin acetate equivalent to 25 or 50 microgram desmopressin.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Oral lyophilisate.

Nocdurna 25 microgram:
White, round, oral lyophilisate of approximately 12 mm marked with 25 on one side.

Nocdurna 50 microgram:
White, round, oral lyophilisate of approximately 12 mm marked with 50 on one side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Nocdurna is indicated for symptomatic treatment of nocturia due to idiopathic nocturnal polyuria in adults (see
section 5.1).

4.2 Posology and method of administration

Posology
® Women: 25 microgram daily, one hour before bedtime, administered sublingually without water.

® Men: 50 microgram daily, one hour before bedtime, administered sublingually without water.

A dose increase with this product is not recommended in elderly patients > 65 years.
If higher doses are considered for patients under the age of 65 years in case of an insufficient response to
Nocdurna, other desmopressin oral lyophilisate products should be used (see sections 4.4, 4.8 and 5.1)

In the event of signs or symptoms of water retention and/or hyponatremia (headache, nausea/vomiting, weight
gain, and, in severe cases, convulsions) treatment should be interrupted and reassessed. When restarting treatment
strict fluid restriction should be enforced and serum sodium levels monitored (see section 4.4).

Nocdurna should be discontinued if the serum sodium level falls below the lower limit of normal range (i.e.135
mmol/L)

Special Populations

Elderly patients (65 years of age and older)

Elderly patients are at increased risk of developing hyponatraemia with desmopressin treatment and may also
have impaired renal function. Caution should therefore be exercised in this age group and daily doses above 25
microgram for females and 50 microgram for males should not be used. In elderly patients serum sodium must be
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within the normal range, before initiating treatment, in the first week (4-8 days after initiation) and again at one
month. Nocdurna should be discontinued if the serum sodium level falls below the lower limit of normal range
(see section 4.4). Continued therapy must be carefully reconsidered in elderly patients who show no evidence of
therapeutic benefit beyond 3 months.

Renal impairment
Nocdurna is contraindicated in patients with moderate and severe renal insufficiency (see section 4.3).

Hepatic impairment
No dose adjustment is needed for patients with hepatic impairment (see section 5.2).

Paediatric population
There is no relevant use of Nocdurna in the paediatric population for the indication of symptomatic treatment of

nocturia due to idiopathic nocturnal polyuria.

Method of administration
Nocdurna is placed under the tongue where it dissolves without the need for water.

Food intake may reduce the intensity and duration of the antidiuretic effect at low doses of desmopressin (see
section 5.2)

4.3 Contraindications
e Hypersensitivity to the active substances or to any of the excipients listed in section 6.1

e Habitual or psychogenic polydipsia (resulting in a urine production exceeding 40 ml/kg/24 hours)

¢ Known or suspected cardiac insufficiency or other conditions associated with fluid overload, sufficient to
require treatment with diuretics, including a history of such conditions

e Moderate and severe renal insufficiency (creatinine clearance below 50 ml/min)
¢ Known history of hyponatremia
e Syndrome of inappropriate ADH secretion (SIADH)

4.4 Special warnings and precautions for use
Patients, in particular the elderly, should undergo clinical examination and questioning before commencing

treatment with Nocdurna, given that nocturnal polyuria can be a symptom of cardiovascular or other medical
conditions associated with fluid overload. If there is any suspicion of such coexistent conditions, treatment with
desmopressin is not recommended (see also section 4.3).

Fluid intake must be limited to a minimum from 1 hour before until 8 hours after administration. Treatment
without concomitant reduction of fluid intake may lead to prolonged fluid retention and/or hyponatremia with or
without accompanying warning signs and symptoms (headache, nausea/vomiting, weight gain, and, in severe
cases, convulsions).

Elderly patients with serum sodium levels in the lower range of normal may have an increased risk of
hyponatremia. Patients 65 years and older should have their serum sodium monitored before initiating the
treatment, in the first week of treatment (4-8 days) and again at one month after treatment initiation (see section
4.2).

At a 50 microgram dose level females may have an increased risk of hyponatraemia compared with males (see
Section 5.1). It is therefore important that the gender-specific recommendations for dose are adhered to.
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Nocdurna should be discontinued if the serum sodium level falls below the lower limit of normal range.

Desmopressin should be used with caution in patients with conditions characterized by fluid and/or electrolyte
imbalance.

Treatment with desmopressin should be interrupted and reassessed during acute intercurrent illnesses
characterised by fluid and/or electrolyte imbalance (such as systemic infections, fever, and gastroenteritis).

Precautions to avoid hyponatremia including careful attention to fluid restriction and more frequent monitoring of
serum sodium must be taken in case of concomitant treatment with drugs, which are known to induce SIADH,
e.g. tricyclic antidepressants, selective serotonin reuptake inhibitors, chlorpromazine, diuretics and
carbamazepine, and some antidiabetics of the sulfonylurea group, particularly chlorpropamide, and in case of
concomitant treatment with non-steroidal anti-inflammatory drugs (NSAIDs).

Special caution should be exercised in patients taking thiazide or loop diuretics for hypertension or other medical
conditions not associated with fluid overload. Sodium monitoring in these patients is warranted. Severe bladder
dysfunction and outlet obstruction should be considered before starting treatment.

Caution is required in cases of cystic fibrosis, coronary heart disease, hypertensions, chronic renal disease and
pre-eclampsia.

A diagnosis of nephrogenic diabetes insipidus should be considered if there is no reduction in night-time urine
output after commencement of desmopressin.

Special caution should be exercised in patients taking lithium in case of masking of early-stage lithiuminduced
nephrogenic diabetes insipidus by administration of desmopressin for a nocturia indication. Desmopressin is not
recommended in patients suspected of having lithium-induced nephrogenic diabetes insipidus.

4.5 Interaction with other medicinal products and other forms of interaction

Pharmacodynamic interactions

Substances, which are known to induce SIADH, may cause an increased risk of water retention/hyponatremia
(e.g. tricyclic antidepressants, selective serotonin reuptake inhibitors, chlorpromazine, diuretics and
carbamazepine as well as some antidiabetics of the sulfonylurea group particularly chlorpropamide) (see section
4.4).

NSAIDs and oxytocin may potentiate the antidiuretic effect of desmopressin and may induce water retention/
hyponatremia (see section 4.4).

Lithium may diminish the antidiuretic effect.

Pharmacokinetic interactions

Concomitant treatment with loperamide may result in a 3-fold increase of desmopressin plasma concentrations
following oral administration, which may lead to an increased risk of water retention/hyponatremia. Although not
investigated, other drugs slowing intestinal transport might have the same effect.

A standardised 27% fat meal significantly decreased absorption (rate and extent) of desmopressin tablets. No
significant effect was observed with respect to pharmacodynamics (urine production or osmolality). Food intake
may reduce the intensity and duration of the antidiuretic effect at low oral doses of desmopressin tablet.
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4.6 Fertility, pregnancy and lactation

Pregnancy
Caution should be exercised when prescribing to pregnant women.

Data on a limited number (n = 53) of exposed pregnancies in women with diabetes insipidus as well as data on a
limited number of exposed pregnancies in women with bleeding complications (n=216) indicate no adverse
effects of desmopressin on pregnancy or on the health of the foetus/newborn child. To date, no other relevant
epidemiological data are available. Animal studies do not indicate direct or indirect harmful effects with respect to
pregnancy, embryonic/foetal development, parturition or postnatal development.

Animal reproduction studies have shown no clinically relevant effects on parents and offspring. In-vitro analysis
of human cotyledon models have shown that there is no transplacental transport of desmopressin when
administered at therapeutic concentration corresponding to recommended dose.

Breastfeeding
Results from analyses of milk from nursing mothers receiving high dose desmopressin acetate (300 microgram

intranasal); indicate that the amounts of desmopressin that may be transferred to the child are considerably less
than the amounts required to influence diuresis. Therefore it is not considered necessary to stop breastfeeding.

Fertility
Studies with desmopressin in animals have shown no impairment of fertility in male and female rats.

4.7 Effects on ability to drive and use machines
Nocdurna has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects
Summary of the safety profile
Based on the frequency of adverse drug reactions reported in clinical studies with Nocdurna for nocturia

indication conducted in male subjects (50 mcg; N=222) and in female subjects (25 mcg; N=219) the most
commonly reported adverse reaction during treatment was dry mouth (13%), headache (3%), hyponatraemia
(3%), and dizziness (2%).

Description of selected adverse reactions:

The most serious adverse reaction with desmopressin is hyponatraemia, which is associated with headache,
nausea, vomiting, decreased serum sodium, weight increase, malaise, abdominal pain, muscle cramps, dizziness,
confusion, decreased consciousness and in severe cases convulsions and coma. The hyponatraemia is an
antidiuretic effect, arising from increased water re-absorption by the renal tubules and osmotic dilution of plasma.
In studies with adult subjects treated for nocturia, the majority of the subjects developed low serum sodium within
the first days of treatment or in relation to dose increase. Special attention should be paid to the precautions
addressed in section 4.4.

Females have a higher risk of hyponatraemia which may be due to increased sensitivity of the kidney tubules to
vasopressin and its analogues in women compared with men. The risk of this is minimised by recommendation of
a lower dose in women. The risk of hyponatraemia in the over 65 years age group is further reduced by
monitoring of serum sodium in this age group (see section 4.2 and 4.4).

Tabulated list of adverse reactions
The below table 1 shows the frequencies of adverse reactions reported. The frequencies are defined as follows:
very common (=1/10), common (=1/100 to <1/10) and uncommon (=>1/1,000 to <1/100).
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Table 1 Frequency of adverse drug reactions reported (Phase 111 studies and Post-marketing reports)

MedDRA System Very common Common Uncommon
Organ Class (=1/10) (>1/100 to < 1/10) (=1/1,000 to < 1/100)
Metabolism and nutrition Hyponatraemia
disorders
Nervous system disorders Headache

Dizziness
Gastrointestinal disorders | Dry mouth* Nausea Constipation

Diarrhoea Abdominal discomfort
General disorders and Fatigue
administration site Oedema peripheral
conditions

*1t is to be noted that subjects were specifically queried about dry mouth in some of the clinical studies.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked to
report any suspected adverse reactions via the national reporting system listed in Appendix V.

4.9 Overdose

Symptoms:
Overdose of Nocdurna leads to a prolonged duration of action with an increased risk of water retention and

hyponatremia.

Treatment:

Although the treatment of hyponatraemia should be individualised, the following general recommendations can
be given. Hyponatraemia is treated by discontinuing the desmopressin treatment, fluid restriction and
symptomatic treatment if needed.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Vasopressin and analogues.
ATC code: HO1B A02

Mechanism of action

Nocdurna contains desmopressin a synthetic analogue of naturally occurring anti-diuretic hormone arginine
vasopressin (AVP). Desmopressin mimics vasopressin’s anti-diuretic effect, binding to the V2 receptors in the
renal collecting tubules of the kidneys, causing reabsorption of water into the body. This reabsorption in turn
decreases night-time urine production. Due to the proposed low gender-specific doses (25 microgram for females
and 50 microgram for males), and the limited duration of action of Nocdurna, the antidiuretic activity is limited to
the night-time sleep period.

Pharmacodynamic effects

In study CS29, the weight-corrected Nocdurna dose that induced 50% maximum achievable drug effect on
nocturnal urine volume differed significantly between females and males. The estimated exposure value for males
was 2.7-fold (95% CI: 1.3-8.1) higher than the value for females to obtain an identical dynamic effect,
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corresponding to higher desmopressin sensitivity among females. The development of hyponatremia is dose
dependent. Females are at higher risk of developing hyponatraemia than males. The incidences of hyponatremia
rises with increasing age (see section 4.2 and 4.4).

Clinical efficacy
The efficacy of Nocdurna has been demonstrated in two randomised double blinded placebo controlled studies in

respectively 268 women (study CS40, desmopressin Melt 25 microgram versus placebo) and 395 men (study
CS41, desmopressin Melt 50 microgram and 75 microgram versus placebo ) with nocturia defined as an average
of >2 nocturnal voids per night and polyuria in 90% of women and 87% of men.

Both studies met the 2 co-primary endpoints with statistically significant differences favouring desmopressin Melt
over the 3-month period. There was a statistically significant decrease in the adjusted mean number of nocturnal
voids from the baseline on desmopressin Melt 25 microgram (-1.46) compared to placebo (-1.24) in the female
study (p=0.028) (Fig. 1) and on desmopressin Melt 50 microgram (-1.25) compared to placebo (-0.88) in the male
study (p=0.0003) (Fig. 2). The proportion of subjects with >33% decrease in the mean number of nocturnal voids
(responders) was significantly increased, nearly doubled. The odds ratio for >33% decrease of desmopressin Melt
25 microgram compared to placebo was 1.85 (p=0.006) in the female study and the odds ratio for >33% decrease
of desmopressin Melt 50 microgram compared to placebo was 1.98 (p=0.0009) in the male study.

For secondary endpoints, there was an increase from baseline to 3 months in the first undisturbed sleep period
(FUSP)/time to first void with a treatment contrast of 49 minutes in the female study and 39 minutes in the male
study. There was a statistically significant improvement in quality of life for desmopressin Melt 25 microgram
(N-QoL total score 27.24) compared to placebo (21.90) (p=0.0226) in female and an improvement for
desmopressin Melt 50 microgram (N-QoL total score 18.37) compared to placebo (13.88) (p=0.0385) in male.
There was a strong association (p<0.0001) in the both studies between treatment response (reduction in number of
nocturnal voids and increase in FUSP) and improvements in patients’ quality of life.
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Figure 1. Co-Primary Endpoint: Adjusted mean change from baseline in nocturnal voids during 3
months of treatment — (Females, CS40 Full Analysis Set)
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Figure 2. Co-Primary Endpoint: Adjusted mean change from baseline in nocturnal voids during 3
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In a double-blind randomised clinical study, the efficacy and safety of a combination therapy with desmopressin
Melt and tolterodine extended release capsules was investigated for the treatment of overactive bladder with
nocturia in women, for a period of 3 months. Forty-nine subjects were exposed to a combination of Nocdurna
(desmopressin Melt) 25 microgram and tolterodine 4 milligram. No serious adverse events were observed in this
study and safety profile of the combination treatment was similar to the safety profile of Nocdurna 25 microgram.
The efficacy in terms of reduction from baseline in mean number of nocturnal voids during 3 months treatment
was numerically greater in the combination therapy group versus tolterodine monotherapy group (treatment
contrast, -0.34 voids) in full analysis set, and the difference reached statistical significance (p=0.049) with a
treatment contrast of -0.41 voids in the per protocol analysis set.

Gender differences in clinical safety and efficacy

Clinical study [FE992026 CS029] analysed the dose-response to Nocdurna in females and males at doses ranging
from 10 to 100 microgram: In females, there was no further gain in pharmacodynamic effect above the dose of 25
microgram, indicating that the dose response plateau was reached at 25 microgram in females. In males, reduction
in urine volume was greater at 50 microgram, but not substantially higher at 100 microgram. Increasing doses to
50 microgram dose level in females did not yield further efficacy, but was associated with a 5-fold increase in the
risk of hyponatraemia compared with males in the age group above 50 years (p = 0.015).

5.2 Pharmacokinetic properties

Absorption
The overall mean absolute bioavailability of desmopressin administered sublingually from earlier doseranging

studies of doses of 200, 400 and 800 mcg is 0.25%, with a 95% confidence interval of 0.21 —0.31%.
Desmopressin exhibits a moderate-to-high variability in bioavailability, both within and between subjects.
Desmopressin shows dose linearity regarding AUC and Cmax in the range of 60 to 240 mcg. However, the
bioavailability of doses below 60 has not been evaluated.

Distribution
The distribution of desmopressin is best described by a two-compartment distribution model with a volume of
distribution during the elimination phase of 0.3-0.5 L/kg.

Biotransformation

The in-vivo metabolism of desmopressin has not been studied. In vitro human liver microsome metabolism
studies of desmopressin have shown that no significant amount is metabolized in the liver by the cytochrome
P450 system. Thus human liver metabolism in vivo by the cytochrome P450 system is unlikely to occur. The
effect of desmopressin on the PK of other drugs is likely to be minimal due to its lack of inhibition of the
cytochrome P450 drug metabolizing system.

Elimination
The total clearance of desmopressin has been calculated to 7.6 L/hr. The terminal half-live of desmopressin is
estimated to 2.8 hours. In healthy subjects the fraction excreted unchanged was 52% (44% - 60%).

Linearity/non-linearity
There are no indications of non-linearities in any of the pharmacokinetic parameters of desmopressin.

Characteristics in specific groups of patients

Renal impairment:

Depending on the degree of renal impairment the AUC and half-live increased with the severity of the renal
impairment. Desmopressin is contraindicated in patients with moderate and severe renal impairment (creatinine
clearance below 50 mL/min).
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Table 2 Pharmacokinetic parameters for different degrees of renal impairment. Data from CS001.
Creatinine Renal Function AUC (Hrs*pg/mL) | T%
Clearance (Hrs)
Healthy >80 mL/min Normal 186 2.8
Mild 50-80 mL/min Mildly impaired 281 4.0
Moderate 30-49 mL/min Moderately impaired 453 6.7
Severe 5-29 mL/min Severely impaired 682 8.7

Hepatic impairment:

No studies have been performed in this population.

It is unlikely that desmopressin will interact with drugs affecting hepatic metabolism, since desmopressin has
been shown not to undergo significant liver metabolism in in vitro studies with human microsomes

5.3 Preclinical safety data
Non-clinical data revealed no special hazard for humans based on conventional studies of safety pharmacology,

repeated dose toxicity, genotoxicity and toxicity to reproduction.
Carcinogenicity studies have not been performed with desmopressin, because it is closely related to the naturally-
occurring peptide hormone.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Gelatin

Mannitol (E 421)

Citric acid, anhydrous

6.2 Incompatibilities
Not applicable.

6.3 Shelf life
4 years

6.4 Special precautions for storage

This medicinal product does not require any special temperature storage conditions.
Store in the original package in order to protect from moisture and light.

Use immediately upon opening individual tablet blister

6.5 Nature and contents of container
Perforated unit dose blisters packed in a carton. The blister bottom foil and the blister lid foil are multilayer
laminates consisting of PVC/OPA/AIU/OPA/PVC and heat seal laquer/Alu/PET/paper, respectively.

Pack size:
10x1, 30x1, 90x1 or 100x1 oral lyophilisates
Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling
No special requirements.

Any unused medicinal product or waste material should be disposed in accordance with local requirements.
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43R
o AW XIE 6.1 FHIZHIT 2 WSINANZ 33 2 e
o CEMEMSUTLRMESHOE (40 mL/kg/24 hours & 8 % D JRFEE)
o DUDABXITZEDOE, UIFIRFEIZ L DIEREZ T D X 5 2RIKEITRE 211 © £ O OfEk L T
Z DEEAEIE
o HEEROFEEOEMIEERERSE (/L7 F=027 U7 7 2 AHE 50 mL/min A)
o KT bV T A MIE DR
o HUAIRAFINE ARG /3 WHEWRE (SIADH)

LAEEROEMN EOER

LRV R OIER S U <RI HE S O EFER TH 2 TN H 5 2 L 258
L. Fricmili s T, AANC X D160 2 Bliad D ANICERRMASCHZ 2 %5 2 &, B, 20
O BREIHEDEW R H L5 EITIE, TAET LI OREGEHRS Ly A3TESHR) |

FANOHE4% 1 R 5 8 BERIH £ AN OBREHRIET 5 = L, ASEREHIRT 5 2 & 72 <A
I LA RBREIT D &, DR (R, EOMEML, RER, SR AT O DD
PRI RO UHES R U & A SEIET 5 525 5,

Mg+ Y 7 AMENEFETIEIH D HOOKWEEE TIE, KT MY 7 AMJEDRIEY A7 REn &
Ez oD, 66l EOBE TR, &E5HMGET, HEHE LEE 4~8H) KOERLH 1 » Hkici
HF R DMEZHIETHZ & W2 |

LRI BT R T, 50 ug OFEGEIZB W TR T N U AMAED U A7 KT 5 REMERH S (5.1
HEM) . Lieo T, MEEZBELIMHRAREZTLIZENEETH D,

MiET ~ U ¥ MEPIER FIRIEZ TRl 725681203, ARORGZ P52 L,
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R RO B AR E IR OIRABIZ & 2 A I IHEICR 575 Z &,

PTG E R 2 5| S 2T RMRE (SO MEGYE, BB BIHRS) 20 LSS
X, AFOFREG 2 Tk L, KAHNS K DIERICOWTHIHIT 5 Z &,

PURIR ARVE U ARNE A D WMEERE 2 2T 23, Bl X =8R_ARP1 9 DAl @Rt e h=F0
ALPLESRK ralrra<wyy . FRE APy, Z7ail7rasiI RO L H A VE= VR
FROPERFEE AT 256, KOFERAT A REHGIRESRK (NSAID) LT84, K- Y
U LMSEDFEBLZ BT D72 KGEBEGIRZ 5312470 IigEF MU O AMEE X0 BENCRIET
nE HETAHZ L,

i E S U <3R5 DA I BE L 722V E OO NFIRBRIZ L Y F7 & FRARFES (T — 7 F]
RIEZRA L T BHEITFHCEE L, ST M) VAMEDOE=4 Y T %175 2 &,

1B 2 BAAT D RC, B OBEPRERERE K OBt FIRIEPZEZEE ) Z &,

FNUVERRHEAE B3 . EEIRME O RS SRR B RS R OV RE O BE IR
THZ L,

TAET VL ORGIIRRICEHIR B LanGa. BYIRIEZSE S BERH 5,

WIEBER ORI T 2T AT T LY U GIT X > T U F 07 LHETE MR ARAE O #1151 B P 23 AR BEA L,
ENDHEAENHHDOT, VFULERMAL CWDEEIIIHICEET D Z L, VT U LFHREBEIR
FIEDEEND B 5 BENCT AT Ly OFGITHESE S L2,

4.5 fhF & DI EAEA KR OE OO EIER

) ZH0F B AEH

PURR AT RS P WMEGERE 2 BT 234 (B ; ZBRARPLO OAl, BT o b= A
LER, 7erra<wyy, FIRE, DA~ BE Ly, WNZZ a7 e ROk ) RA k=L
JRFZZOPERFRIE) 13, KOEET MU W AMIEDORIE Y 27 2T 2BFNnRdH5 (4418
ZH) .

NSAID QA% by vid, TAET LU U OHRIRIEZHER L, KOECIET N U o AfE %
sl BEnnds BATHESBR) |

UF U NIHRIRDR WD SELBENDRH D,

A B RE (A (BT

AEIL BT I ROOHIZ, TAET LY OMEPREL 3N S, KSR MY v A
HAED Y A7 R EEDBENNR DD, Elo, BEIZSTOROS, BEEEZ T 5%
#l & DG bR Y 27 OEKPBRD bNDBENDEH S,

TAET VLU BEORINUE CGEERORRE) 1%, BN & 21%a A3 25 &5 ICHESIIZRHFICL -
THEZED L, EHFR (REGIRBEEE) (SRBTEED ool KHEDOT R
T VU UEETIE, BEORBIC LV HRIREM N BES L, (ERRFENES 20BTW R H 5,
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4.6 ZREEE, 1FE K O ILIG

e

AT 55 B IITERE T4 2 &,

FR & AU 72 JRARIE BE O4Ths O 7 — % (n=53), KON IMLAOHERE OiTis D7 — % (n=216) TixdH 573,
173 5 WITIE VR8T E R OB ICA ERMERIIR S R0 o7, 2B, BEETIC, BET 2o
T =TI/ LN TR, £, BIFERICEOTHIHE, BHFORE., HAERORERETIHTHE
PR SUTHIRE A EERITEE O STy,

W DA GRS A TR Tl HEW K O FEIIC B W CERRRIIC BEE - 5 BB TR STV R,
b M/ NETT L O invitro 08T Tt BRARHELEH &ICHY T 21RFRECRE LG E. 72T
L ORISR IR SN o 1=,

il

300 ug DEHET AE S LU U ERAMMIIRER G L%, BAFOTAETS L o BmERIE LT
B ARNERT 2T A7 Ly o BIIMO T, FIRICEE L WEEZ BN, Lo
T, BILOPFIFIARELEZZ HND,

HEREZ »~ MZBIT 8RBT, T AET LU URZRRBICKIT TR R EINR o1,

4.7 TEER [ U E~ DR
ARBEAT & D B R OBIIRIERE ) ~ DB 20, o THERLAEL D TH D,

4.8 BIEH

BT e 7 7 A VOB

KRR ORISR & x5 & LT BIRRBRIC I W TR b £ < st SV RIMERIZ, BYERERE (50 pg;
N=222) } O\ Mg BRF (25 ug; N=219) 1235\ T M EZ8E (13%). BHYm (3%). 1) b U U AME (3%).
BLOFEMED £ (2%) ThH o7,

BERZAER O -

TAES LV A K DR OEEZEWERILES NV v 2AMAETH Y, 88, HEl, gk, fmigth sy
U LMK, (REEEIN, AR, MEE. AR, mEMEO E ., SEEL. ERRIKT. EER] Tl Y
FHELBHE L TS, K R U o AMAEE, BIRME I X 2 KOO & MR EEOIK T
72 EOTFIRIERIC L o TEL D, KSR AR 255 & LR BRTIE, £ < oE kb
BRAE DIRAIOE A LUMNIZ, b LIRS BOMERHCMET N ¥ A OKMERED b, 44THD
i EOEBICHICER TS 2 &,

ZMEFEEE LU TRT FY D AMED Y A7 BEL ZHUIANY T Ly ROV OFERIZ T
5 RANE DIEZENBYEICHERTEW =D EE 2 OND, KB EZRET 52 TR MY
U AMIED U A7 Zfig/NMRIZINZ HILd, 65U EOFERBIZEIT 2K b U AMIED Y A7 1%,
MiEF MU T MMEDFT=F VT HITHZETIMZOND B2HLNLATESR) |

BEWER O &
LUF @ Table 1IZ#E S V- BWEH OBE Z7~d, BHEEIEL, 1/10 LA =% very common, 1/100 LA | 1/10
i 2 common,  1/1,000 24_E 1/100 A5 2 uncommon & EFT 5,
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Table 1 HESNCBEROEE (BIMHERBRE UTHRERE)

Very common Common Uncommon
MedDRA & Erlx= eﬁg) (>1/100 to < 1/10) (>1/1,000 to < 1/100)
R B OV s fKF R YU o A e
iR e GIEb )
FEIED
I b [ PN RZJEE> LTI {550
TR JE BB ARk
—i - B KO %t
R IVAYIN: = SRR v

* S ODPDERFRIZ I T R IZX L O RLRIC DU THINZ BRI L 72 Z S ICEET S 2 &,

RITEREEV OIS

ML DOAGRRICIBNT, BWEARREDON I FREZRET D LITEETH D, ZOREITLY EHK
MDORET 4 VAT NG U AEGNCE=Z ) o 7T 5 N L D, EREEEIL,
Appendix VIR ENDEOWET AT L& LT, READNREDON D FRIZOWTHET S Z LK
HHND,

49 BEERS

JEAR

AF O PG - T, AEARFMAIER U, KOOI SUIMET U U AMFEDO Y X7 K H
Do

WLiE
K7 b U o AEE OVEFRIIE 4 OFERIZI U TIThud 0, — &I, AFEGoH 1R, Ko EE
DOHFIE, WO KBRS A IIRHEFRIE AT O Z ENHELRE S5,

5. FRERZH I

5.1 3/ R

SN - Y T LY RO O
ATC ==— ¥ : HO1B A02

TEHBET

AANT. REBBEHHRALEL THHTLE=L « RYF LY (AVP) DFEKRTHEFAEF L
VEEAT D, NI T L ERRRICHIRIRDREEGTHT AT T LR, BEASED V2RI
EA L., KN~OKOFRINZGZE 2T, ZOFRINNSKOREFERZ D S5, PEREICHE
TINHEMAE (25 ug. BrES0Ng) 12X AAIOIEREHRMZ IR 5 2 & T, JrFlRZh
B3R ORERFE O AR BT 5,

D e OIS

CS29 HBRIC BN T, KR EITHK L TR K 50% DR 2 53 2 KRB E# OG- &iX, Bl TH
BICEN Do Tz, BYEN LM & RIFEDOIESFHINR 215 5 T2 O LB HEE R BRI T 2t D 2.7 £i%
(95% CI: 1.3-8.1) TH Y. ZHIFLMNT AT T LY AT L TEWERSZMEZ AT L2 2R LT
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5o KT MU U AMIEDORBUIREGEIEKGFT D, &MEFEHELY GIKFT MY D AMEEZRIET DY
AT WED, KT RY 7 AMJEDORER 3is & & b EFATD Q2K N44THSR) |

%%%ﬁ@ﬁ

AR OFIEIL, FEIEMBEREE 2 B EO LA RISER B 268 X (Z D 9 5 90% D HERH H3
1&F3§ﬁ<$%fz§pot) BRI L2 BR (CSA0 3R « 7 AE 7 Lo v OWENHREESE 25 ug it 7 5 &
R M OSEREEIPEIR BIEAS 2 [ DL B oo BAEEBEIR B 395 X (2D 5 6 87T%DHIERE DMK H 2 IR
BETH-T) ZRICLTRAER (CSALRER : T AT LU OFENAREESE 50 ug, 75 g xH 77 &
W) D2OOENERIT T AR HEBRIEGEERIZB W TUREN TN D,

MBR L b 2 OO FEFBEHEB ICBW T, TAET LI v AMENAREESE 3 » H G IIHEICHEEIC
BN TNV, N—=R T A b OKFPEIRIEEUZ I 1T D iR AR EIT, ZEORBRTIZT 7 &
R (-1.24) I L CTT AE T L 2w OENAREESE 25 ug (-1.46) (p=0.028) (Fig. 1), BHEORBRTIZT 7 &
R (-0.88) (Zxf L CTT AE T L v v MFENAAEESE 50 pg (-1.25) (p=0.0003) (Fig. 2) TH V. I b st
HNCA B DR BTz, PR MPEREIELAS 33%LL Fig L-#k5rE (SO oOFl&I3aE
ZELIRE2ME E e oTz, HMEORBRICKE T D7 78R EE LToT AT L v OFENAEESE 25
ug D3 33% LI E oA > X 1.85 (p=0.006), BHEORERIZEBITH T TR L LT AET L
v MENFREESE 50 pug DI 3 33% L0 Ed A~ Xkl 1.98 (p=0.0009) T - 7=,

BIREHMIE B 12D\ TiE, BEIRTZ S —BER £ TOREM (FUSP) 23, R—RAF A NI TEE 3% HH
IZBWTLEDORBRTIZ 49 %y, BHEORBRTIZ 39 08N L7z, QOLICBIL CTix, &Mz 7R
(N-QOL A it 227 21.90) (2%f LT AE 7 L O FENAREEEE 25 pg (27.24) (p = 0.0226), BTl
F¥R (N-QOLAFF 2 =27 13.88) (2% L TF AE S L oo MENAAEESE 50 pg (18.37) (p=0.0385) T
. WL A EBERIGENFRO bz, MRBRIZIB VT, WERRIS (EPER B O K OBEIRE
—HEIR £ CORFEOEEM) & BFH D QOL DEkaE & DRIZHR B (p<0.0001) 23588 BTz,
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Figure 1. FEFMEE : &5 30 A BOKREREEKORER FEIHMEDX—RF A )b DOE(L
B (&, CS40 7Bk Full Analysis Set)

Adj. Mean Change in Noct. Voids

~1.0
-2.0 1
T I T T T
Baseline 1 Week 1 Month 2 Months 3 Months
Visit
| Desmopressin — — — Placebo |

Adj. Mean No. of Noct. Voids

Figure2.  EEFHMEEE : &5 3 1 AR OKFPEREIROFELEIHEDOR—RX T 4 16 DE(L
& (B, CS413&BR Full Analysis Set)

Adj. Mean Change in Moct. Voids

-2.0 A

~1.0
T T T T T
Baseline 1 Week 1 Month 2 Months 3 Months
Visit
| Desmopressin — — — Placebo |

Adj. Mean MNo. of Moct. Voids
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RBER % F 5 BIEBER O LM ERF 2 X, TAE T LUy OENARESER O NLT e ¥ Bk
PeA1 7' AD 3 5 A OO ARED ZEHE RIEE R LEERER S T S dL, & OFME R V2N
BET SN T2, 494 DWBRFEITAK (FAEF L v OPENAERE) 25ug KO LT 120 4 mg A3PF
MG sz, ZORRTIIEELAEEZILRO LT, HHARIEDLZEM T 0 7 7 A VITAK 25
ug BAIE G- oReE 7 v 7 7 A VIZELL L Tz, 85 3 5 A MO VESEBEEREEROR—R T A
2D OWD D6 FLIZAZEL, FAS N CIIOF A GREX MLy T o o 0 BB GRS B~ TR BRI
R&EL CRARMPEREEORERIZE -0.34 [B]) | PP fi#HT CIIEIR MIPER B OB 2213-0.41 [BI T d
D HEHICAE B Th o7 (p=0.049),

GIRAY 2BV O ZPEIC IS 1T & 17

EPRRABR [FE992026 CS029 5Bk ] Tix, 10~100 pg ® H &E#iPHIZ T, LMK OB IEDAAFNZ x5 H
BOGHEZ R LT, ZEICB WL, 25 ug O EEZ#B X 5 EEDFENEZL LS 20

MR, ZAUTHEREN 250g TFF h—ICHET A L AR LTS, BHETIE50 ug TLY kX< R
DS L7=23, 100 pg TIEZAUT ERE D Lo te, HEOFEEEZ 50 ug lIZHE L THLHERD
BEEIZ R SN2 Do 7203, 50 i PA EOFRERIC I W THME L g U TR N Y U AIMAED U 2 7 1%
5% E5H- L7z (p=0.015),

5.2 BB LAY R

RN

MO EREABRICIB N T, 7 AET L0200, 400, MON800 pg & & TG L 72 RED#fs iy S o
FTR_AZEVT 01E, Y 0.25%, 95%IEHEIXME 0.21~0.31% Cdh 7=, T AET LI 0L, #BREWN
LOWBREONTIICEB N TH RS AT TV T 4 ICHRENS SEOEE ZRT, TAES
L, BHE 60~240 pg Q&P IV T AUC KT Crax DS H ELBIMEZ 77T, 7272 L. 60 pg A4l
DHEBETONAFT XA ZE YT 4 T3l STV 7220,

paNii]
TAES LT DA OWTIE, RO HAEFEN 0.3~05Lkg D 2-22 23— kX NET LI
BKbE<HTTED,

FREH

FRZEFL LoD invivo fSEEREBRIZER L T, b MFI 71 Y — A% W= invitro RERIZHB W
T, TAET VLV UAIBTIEITF F 7 o — A P40 I L0 IFE A SR SNV E2VRENTE, L2
2o T, invivo IZBWT HAFIRIC IV TF F 7 m— 4 P450 TRE S 5 ATREMEI TRV & 2 BT,
MR PEZ TH LT 7 0 — L PAS0 #PHELRWVWZ LD, TAES LI U AMLOFEY O PK ICE
B2 RFTAREMHRIZIZI<bTNTHD L Ebs,

P
FRAETS LY O VT T ATT6 LK Tholz, TAET L OMIN-BIIL 2.8 FRfE & #E
END, FEFERPERE 2BV T, 52% (44%~60%) N AR L LCHEH ST,

R FERIEAE
TAET LY OFEWENTE T A —Z T b IFRIEIEZ R S 720,

RrEDRBEERFICEIT 5%k

EHERENE 2 -
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BHSIEREE O EEE S < A2 512 o T, AUC I L, EEEIIER Lz, TAE7 Ly Uidhi
RO EEOBBERESRSE (7L 7 F=v27 U7 7 A0 50 mLimin &) I3 TH D,

Table 2 BHREEEDOEEEROEMBENER /T A —F, CS001 BT —#

IJVTF=U I IT IR | iR AUC (hrs*pg/mL) | T1/2 (hrs)
R >80 mL/min 1w 186 2.8
1R 50-80 mL/min L e 281 4.0
Hh s 30-49 mL/min Hh A PR 453 6.7
& 5-29 mL/min R 682 8.7
HFHERENE 2

JFHsRERE E B 2 k5 & L= BRI ER STV,
FAET LT MIFR 7 v Y — &2 Wiz invitro B T 22 o 72 2 & e T
(B E 52 23 EMBERNET S Z E13E 2120,

5.3 FEERREZ&MT —#

LVEIPERER, ]ER G | BEE R OVEFER AR & O o Tl FE6E S AL 5 FERRR RER OfE
BB, B MIRTDRBIRGERITIRNZ EDRH LN E 75T,

FRAETS LV NI RRITAFET AT F RV E L DOFERTH AT, FBAMEREBRITEM LT
ANTAN

6. BUKIFHORRME

6.1 N —&
TI7F

<~y = h—/L (E421)
K 7 = R

6.2 Bl A2
R L7

6.3 A2
4 4

6.4 REICETIER

AFNIEER 2RI R 2 LT L Ly,

MR O DRET D720, A ENTCEETOREBTHRE TS 2 L,
ERERNCT ) 22— — FNBIRY T Z &,

6.5 At « FBOMEROEFE

EEEFTICI VA AY OB E T U A X —aEER Ry 7 T D, 7 U AX —DEM R OEM
. FNFENRIVENLE =R Y T RITAI = AEY 7 RIRVELLE= AR — k—L
TIoHN—ITIVI=TAR)ZF LT LT X L—MNENSRDHEET7IX— M THD,
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CIHEHAT
10x1, 30x1, 90x1 or 100x1 #¢ ks v tsE
T RTCOPIERMDN EHEND L XRS5 720,

6.6 BEX UBHEW EOEER
R 2R BRFEIR T 72\,

il = & DEAEIZ LT3 T, RIEHOEEKG M OREY ZRET D L,
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1.6.2.3 KEHFTERI

WARNING: HYPONATREMIA

NOCDURNA can cause hyponatremia. Severe hyponatremia can be life-threatening, leading to seizures,
coma, respiratory arrest, or death [see Warnings and Precautions (5.1)].

NOCDURNA is contraindicated in patients at increased risk of severe hyponatremia, such as patients
with excessive fluid intake, illnesses that can cause fluid or electrolyte imbalances, and in those using
loop diuretics or systemic or inhaled glucocorticoids [see Contraindications (4) and Warnings and
Precautions (5.1)].

Ensure the serum sodium concentration is normal before starting or resuming NOCDURNA. Measure
serum sodium within 7 days and approximately 1 month after initiating therapy, and periodically during
treatment. More frequently monitor serum sodium in patients 65 years of age and older and in patients
at increased risk of hyponatremia. [see Dosage and Administration (2.2) and Warnings and Precautions
(G.1)]

If hyponatremia occurs, NOCDURNA may need to be temporarily or permanently discontinued [see
Warnings and Precautions (5.1)].

1 INDICATIONS AND USAGE

NOCDURNA is indicated for the treatment of nocturia due to nocturnal polyuria in adults who awaken at least 2
times per night to void.

In the NOCDURNA clinical trials nocturnal polyuria was defined as night-time urine production exceeding one-
third of the 24-hour urine production.

Before starting NOCDURNA.:

® Evaluate the patient for possible causes for the nocturia, including excessive fluid intake prior to bedtime,
and address other treatable causes of nocturia.

® Confirm the diagnosis of nocturnal polyuria with a 24-hour urine collection, if one has not been obtained
previously.

2 DOSAGE AND ADMINISTRATION
2.1 Dosing Recommendations

Before starting or resuming NOCDURNA assess the sodium concentration and only start or resume
NOCDURNA in patients with a normal serum sodium concentration [see Warnings and Precautions (5.1),
Contraindications (4)].

The recommended NOCDURNA dosage in:
® \Women is 27.7 mcg once daily, one hour before bedtime, administered sublingually without water.

® Men is 55.3 mcg once daily, one hour before bedtime, administered sublingually without water.
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Keep the tablet under the tongue until it has fully dissolved.

The recommended dose for women is lower than for men because women are more sensitive to the effects of
NOCDURNA and had a higher risk of hyponatremia with the 55.3 mcg dose in clinical trials.

Instruct patients to empty their bladder immediately before bedtime. Limit fluid intake to a minimum from 1 hour
before until 8 hours after administration [see Warnings and Precautions (5.1) and Patient Counseling Information

an].
2.2 Sodium Monitoring

Ensure serum sodium concentration is normal prior to initiating or resuming NOCDURNA. NOCDURNA is
contraindicated in patients with hyponatremia or a history of hyponatremia [see Contraindications (4)].

Check the serum sodium concentration within the first week and again at one month after initiating or resuming
therapy.

Periodically monitor serum sodium during NOCDURNA therapy, as clinically appropriate. More frequent serum
sodium monitoring is recommended for patients 65 years and older and for those at risk of hyponatremia.

If the patient develops hyponatremia, NOCDURNA may need to be temporarily or permanently discontinued, and
treatment for the hyponatremia instituted, depending on the clinical circumstances, including the duration and
severity of the hyponatremia [see Warnings and Precautions (5.1)].

3 DOSAGE FORMS AND STRENGTHS
Sublingual tablets:

® 27.7 mcg of desmopressin acetate (equivalent to 25 mcg of desmopressin): White, round, with 25 on one
side.

® 55.3 mcg of desmopressin acetate (equivalent to 50 mcg of desmopressin): White, round with 50 on one side.

4 CONTRAINDICATIONS

NOCDURNA is contraindicated in patients with the following conditions due to an increased risk of
hyponatremia:

® Hyponatremia or a history of hyponatremia [see Warnings and Precautions (5.1)].
® Polydipsia
® Concomitant use with loop diuretics [see Warnings and Precautions (5.1)]

® Concomitant use with systemic or inhaled glucocorticoids [see Warnings and Precautions (5.2), Drug
Interactions (7.1)]
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® Renal impairment with estimated glomerular filtration rate (€GFR) below 50 mL/min/1.73 m? [see Use in
Specific Population (8.6) and Clinical Pharmacology (12.3)].

® Known or suspected syndrome of inappropriate antidiuretic hormone (SIADH) secretion.

® During illnesses that can cause fluid or electrolyte imbalance, such as gastroenteritis, saltwasting
nephropathies, or systemic infection

NOCDURNA is contraindicated in patients with the following conditions because fluid retention increases the
risk of worsening the underlying condition:

® Heart failure [See Warnings and Precautions (5.2)]

@ Uncontrolled hypertension

5 WARNINGS AND PRECAUTIONS
5.1 Hyponatremia

NOCDURNA can cause hyponatremia [see Boxed Warning and Adverse Reactions (6.1)]. Severe hyponatremia
can be life-threatening if it is not promptly diagnosed and treated, leading to seizures, coma, respiratory arrest, or
death.

NOCDURNA is contraindicated in patients at increased risk of severe hyponatremia, such as those with excessive
fluid intake, those who have illnesses that can cause fluid or electrolyte imbalances, and in those using loop
diuretics or systemic or inhaled glucocorticoids [see Contraindications (4), and Drug Interactions (7.1)].

Prior to starting or resuming NOCDURNA, ensure that the serum sodium concentration is normal.

Limit fluid intake to a minimum from 1 hour before administration until 8 hours after administration. Use of
NOCDURNA without concomitant reduction of fluid intake may lead to fluid retention and hyponatremia. Advise
patients to avoid drinks containing caffeine or alcohol before bedtime. Monitor the serum sodium concentration
within 1 week and approximately 1 month of initiating NOCDURNA, and periodically thereafter. The frequency
of serum sodium monitoring should be based on the patient’s risk for hyponatremia. The incidence of
hyponatremia was higher in patients 65 years of age or older compared to younger patients. More frequent
monitoring is recommended for patients 65 years of age or older or those on concomitant medications that can
increase the risk of hyponatremia, such as tricyclic antidepressants, selective serotonin reuptake inhibitors,
nonsteroidal anti-inflammatory drugs (NSAIDs), chlorpromazine, opiate analgesics, carbamazepine, lamotrigine,
thiazide diuretics and chlorpropamide [see Drug Interactions (7.1)].

If hyponatremia occurs, NOCDURNA may need to be temporarily or permanently discontinued and treatment for
the hyponatremia instituted, depending on the clinical circumstances, including the duration and severity of the
hyponatremia.

Women are more sensitive to the effects of NOCDURNA compared to men [see Clinical Pharmacology (12.2)].
The recommended dose for women is lower than for men because women had a higher risk of hyponatremia with
the 55.3 mcg dose in clinical trials.
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5.2 Fluid Retention

NOCDURNA can cause fluid retention, which can worsen underlying conditions that are susceptible to volume
status. Therefore, NOCDURNA is contraindicated in patients with heart failure or uncontrolled hypertension [see
Contraindications (4)]. In addition, NOCDURNA is not recommended in patients at risk for increased
intracranial pressure or those with a history of urinary retention.

6 ADVERSE REACTIONS
The following adverse reaction is described elsewhere in the labeling:

@ Hyponatremia [see Boxed Warning and Warnings and Precautions (5.1)]
6.1 Clinical Trial Experience

Because clinical trials are conducted under widely varying conditions, adverse event rates observed in the clinical
trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the
rates observed in clinical practice.

The safety database includes three double-blind, placebo-controlled, multicenter, randomized trials of
NOCDURNA and one open-label extension trial. Study 1 (CS40) (NCT01262456) enrolled only women, Study 2
(CS41) (NCT01223937) enrolled only men, Study 3 (CS29) (NCT00477490) enrolled men and women and Study
4 (CS31) (NCT00615836) was an extension of Study 3 for up to 3 years [see Clinical Studies (14)].

At baseline, 196 women treated with NOCDURNA 27.7 mcg/day, 173 women given placebo, 195 men treated
with NOCDURNA 55.3 mcg/day, and 213 men given placebo had nocturia due to nocturnal polyuria, with at least
2 nocturnal voids per night. The mean age of women treated with NOCDURNA 27.7 mcg was 59 years and 42%
of women were aged 65 and older. The mean age of men treated with NOCDURNA 55.3 mcg was 62 years and
50% of men were aged 65 and older. Caucasians comprised 81%, Blacks 17%, and Asians 1% of the nocturia due
to nocturnal polyuria population, and 12% were Hispanic.

Concomitant use of anti-muscarinic medications, alpha-blockers, and alpha-reductase inhibitors was permitted for
patients on a stable dose prior to study entry. Serious adverse reactions included 2 reports of hyponatremia in men
treated with NOCDURNA 55.3 mcg. These 2 reports occurred in a trial in which all cases of serum sodium <125
mmol/L were reported as serious adverse reactions.

Adverse Reactions Leading to Discontinuation

Among women with nocturia due to nocturnal polyuria, the discontinuation rate due to adverse reactions was 3%
for those treated with NOCDURNA 27.7 mcg and 2% for those in the placebo group. Among men with nocturia
due to nocturnal polyuria, the discontinuation rate due to adverse reactions was 4% for those treated with
NOCDURNA 55.3 mcg and 3% in the placebo group.

Table 1 displays the most common adverse reactions leading to discontinuation in patients with nocturia due to
nocturnal polyuria.
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Table 1: Most Common Adverse Reactions (>2 Incidences) Leading to Discontinuation in Patients
With Nocturia Due to Nocturnal Polyuria (Studies 1, 2 and 3)*
Women Men
. NOCDURNA NOCDURNA
Adverse Reactions Placebo Placebo
(N=173) 27.7 mcg (N=213) 55.3 mcg
- (N=196) - (N=195)
Hyponatremia or
blood sodium 1 (<1%) 1 (<1%) 0 4 (2.1%)
decreased

Includes adverse reactions occurring during up to 3 months of treatment in patients who continued from Study 3 into Study 4

Most Common Adverse Reactions

Table 2 displays the most common adverse reactions in patients with nocturia due to nocturnal polyuria in Studies
1, 2, and 3. The most common adverse reactions reported with both the 27.7 mcg/day and 55.3 mcg/day dosages
included dry mouth, hyponatremia or blood sodium decreased, and dizziness.

The high incidence of dry mouth may have been affected by specific query about dry mouth in Study 3 (CS29). In
Studies 1 and 2 where the adverse reaction was spontaneously reported, the incidence was <4%.

Table 2: Common Adverse Reactions (Reported by >2% of NOCDURNA-Treated Patients and at a
Higher Incidence With Either Dose Than With Placebo) in Patients With Nocturia Due to
Nocturnal Polyuria (Studies 1, 2 and 3)!

Women Men
. NOCDURNA NOCDURNA

Adverse Reactions Placebo Placebo

27.7 mcg 55.3 mcg

(N=173) (N=213)

(N=196) (N=195)
Dry mouth 19 (11%) 23 (12%) 27 (13%) 27 (14%)
Hyponatremia or
blood sodium 3 (2%) 6 (3%) 1 (<1%) 8 (4%)
decreased
Headache 5 (3%) 4 (2%) 3 (1%) 7 (4%)
Dizziness 0 3 (2%) 1 (<1%) 5 (3%)

*Includes adverse reactions occurring during up to 3 months of treatment in patients who continued from Study 3 into Study 4

Hyponatremia

Serum sodium was measured during screening, at baseline, and on all study visits during treatment including day
4, week 1, week 2 (males only), week 4 and then every month of the studies. Tables 3 and Table 4 show the
incidence of serum sodium concentrations below the normal range based on the pooled analysis of three phase 3
studies.
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Table 3:

Incidence of Hyponatremia by Sex in Patients with Nocturia due to Nocturnal Polyuria
(Studies 1, 2, and 3)*

Women Men

Serum Sodium NOCDURNA NOCDURNA

Placebo Placebo
(mmol/L) 27.7 mcg/day 55.3 mcg/day

(N=171) (N=207)

(N=191) (N=192)

130-134 7 (4%) 13 (7%) 6 (3%) 33 (17%)
126-129 0 (0%) 7 (4%) 0 (0%) 1 (<1%)
<125 1 (<1%) 0 (0%) 0 (0%) 3 (2%)

Some subjects received different doses over the course of Study 3 and are in more than one dose-group.
n is number observed post baseline

Includes adverse reactions occurring during up to 3 months of treatment in patients who continued from Study 3 into Study 4

Table 4: Incidence of Hyponatremia by Sex and Age in Patients with Nocturia due to Nocturnal
Polyuria (Studies 1, 2 and 3)*
Women Women Men Men
Serum <65 years > 65 years < 65 years > 65 years
Sodium NOCDURNA NOCDURNA NOCDURNA NOCDURNA
L Placebo Placebo Placebo Placebo
(mmol/L) 27.7 mcg/day 27.7 mcg/day 55.3 mcg/day 55.3 mcg/day
(N=95) (N=76) (N=95) (n=112)
(N=113) (N=78) (N=98) (N=94)
130-134 2 (2%) 4 (4%) 5 (7%) 9 (12%) 5 (5%) 11 (11%) 1 (<1%) 22 (23%)
126-129 0 (0%) 2 (2%) 0 (0%) 5 (6%) 0 (0%) 0 (0%) 0 (0%) 1 (1%)
<125 0 (0%) 0 (0%) 1 (1%) 0 (0%) 0 (0%) 0 (0%) 0 (0%) 3 (3%)

Some subjects received different doses over the course of study 3 and are in more than one dose-group.

n is number observed post

baseline

*Includes adverse reactions occurring during up to 3 months of treatment in patients who continued from Study 3 into Study 4

7 DRUG INTERACTIONS

7.1 Drugs That May Increase the Risk of Hyponatremia

Concomitant use of NOCDURNA and loop diuretics or systemic or inhaled glucocorticoids is contraindicated
because of the risk of severe hyponatremia [see Boxed Warning, Contraindications (4), and Warnings and

Precautions (5.1)]. NOCDURNA can be started or resumed three days or five half-lives after the glucocorticoid is
discontinued, whichever is longer.

Drugs such as tricyclic antidepressants, selective serotonin reuptake inhibitors, chlorpromazine, opiate analgesics,
thiazide diuretics, carbamazepine, lamotrigine, sulfonylureas, particularly chlorpropamide, and NSAIDs may
increase the risk of hyponatremia. Monitor serum sodium more frequently in patients taking NOCDURNA
concomitantly with these drugs and when doses of these drugs are increased [see Warnings and Precautions

G.1)].
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8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

NOCDURNA is not recommended for the treatment of nocturia in pregnant women. Nocturia is usually related to
normal, physiologic changes during pregnancy that do not require treatment with NOCDURNA.

There are no data with NOCDURNA use in pregnant women to inform any drug-associated risks. No adverse
developmental outcomes were observed in animal reproductive and developmental studies following
administration of desmopressin acetate during organogenesis to pregnant rats and rabbits, at exposures 92- and 8-
times, respectively, the maximum recommended dose in women, based on body surface area (mg/m?) (see Data).

In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

Data
Animal Data

Desmopressin acetate, administered during organogenesis did not cause fetal harm in teratology studies in rats at
intravenous doses up to 238 mcg/kg/day or in rabbits at subcutaneous doses up to 10 mcg/kg/day, representing
92- and 8-times, respectively, the maximum recommended dose in women of 27.7 mcg, based on body surface
area (mg/m?).

8.2 Lactation
Risk Summary
Desmopressin is present in small amounts in human milk (see Data).

There is no information on the effects of desmopressin on the breastfed infant or on milk production. The
developmental and health benefits of breastfeeding should be considered along with the mother’s need for
NOCDURNA and any potential adverse effects on the breastfed child from NOCDURNA or from the underlying
maternal condition.

Data

Human Data

The breast milk of lactating women was collected over 8 hours following desmopressin (300 mcg) administration
using nasal spray. Based on the measured concentrations of desmopressin, the amounts of desmopressin that may
be transferred to a breastfed infant correspond to 0.0001-0.0005% of the dose administered.

8.4 Pediatric Use

The safety and effectiveness of NOCDURNA have not been established in pediatric patients.
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8.5 Geriatric Use

A total of 562 subjects 65 years or older were enrolled in the clinical trials, about 48% of the study population.
Clinical studies of desmopressin have shown an increased risk of hyponatremia in patients 65 years of age or
older compared to those younger than 65 years of age [see Warnings and Precautions (5.1) and Adverse
Reactions (6.1)].

8.6 Renal Impairment

No dose adjustment of NOCDURNA is required for patients with an eGFR at or above 50 mL/min/1.73 m2.
NOCDURNA is contraindicated in patients with an eGFR below 50 mL/min/1.73 m? [see Contraindications (4)].

10 OVERDOSAGE

Overdosage of desmopressin leads to an increased risk of prolonged fluid retention and hyponatremia. Signs of
overdosage may include nausea, headache, drowsiness, confusion, and rapid weight gain due to fluid retention
[See Warnings and Precautions (5.1)].

In case of overdosage, NOCDURNA must be discontinued, serum sodium assessed, and hyponatremia treated
appropriately.

11 DESCRIPTION

NOCDURNA is a sublingual tablet containing desmopressin acetate, a synthetic analog of the endogenous
pituitary hormone, 8-arginine vasopressin (ADH), an antidiuretic hormone. It is chemically defined as follows:

Molecular weight of 1183.34 with the following empirical formula:

CasHeaN14012S22C2H402¢3H.0

SCH2CH,CO-Tyr-Phe-GIn-Asn-Cys-Pro-D-Arg-Gly-NH; « CH3COOH ¢ 3H,0
1-(3-mercaptopropionic acid)-8-D-arginine vasopressin monoacetate (salt) trihydrate.
NOCDURNA (desmopressin acetate) sublingual tablets are available in two strengths. Each sublingual tablet

contains 27.7 mcg or 55.3 mcg of desmopressin acetate, equivalent to 25 mcg or 50 mcg of desmopressin as free
base, respectively. The inactive ingredients are gelatin, NF (fish source), mannitol, and anhydrous citric acid.
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12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

The antidiuretic effects of desmopressin are mediated by stimulation of vasopressin 2 (V2) receptors, thereby
increasing water re-absorption in the kidneys, and reducing urine production.

12.2 Pharmacodynamics

In a pharmacodynamic study following sublingual administration of 60 mcg desmopressin (1.2 and 2.4 times the
maximum recommended dose in men and women, respectively) with suppression of the endogenous vasopressin
release by continuous intake of water, the mean time to onset of antidiuretic action was observed within 30
minutes and lasted 6 hours after dosing.

In a study in patients with nocturia due to nocturnal polyuria, the weight-corrected NOCDURNA dose that
induced 50% maximum achievable drug effect on nocturnal urine volume (EDso) differed significantly between
women and men. The ED50 value for men was 2.7-fold (95% CI 1.3-8.1) higher than the value for women,
corresponding to higher desmopressin sensitivity among women [see Dosage and Administration (2.1)].

Dose, sex, age and renal impairment affect the risk of developing hyponatremia [see Warnings and Precautions

(5.1)].
12.3 Pharmacokinetics

The pharmacokinetics of desmopressin following sublingual administration of NOCDURNA has not been
characterized. The pharmacokinetic information provided below is from studies following sublingual
administration of higher doses or intravenous injection of desmopressin.

Absorption

The overall mean absolute bioavailability of desmopressin administered sublingually (at doses of 200, 400 and
800 mcg, which represents 4, 8, and 16 times the maximum recommend dosage in men) was 0.25% (95% ClI
0.21-0.31%).

Distribution
The volume of distribution of desmopressin after intravenous administration of 2 mcg is 26.5 L.
Elimination
The geometric mean terminal half-life is 2.8 hours.
Metabolism

In vitro studies in human liver microsome preparations have shown that desmopressin is not a substrate for
the human CYP450 system.
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Excretion

Desmopressin is mainly excreted in the urine. After intravenous administration of 2 mcg, 52% of the dose
was recovered in the urine within 24 hours as unchanged desmopressin.

Drug Interaction Studies

In vitro studies in human liver microsome preparations have shown that desmopressin does not inhibit the human
CYP450 system. No in vivo interaction studies have been performed with NOCDURNA.

Patients with Renal Impairment

A pharmacokinetic study was conducted in subjects with normal renal function and patients with mild, moderate,
and severe renal impairment (n=24, 6 subjects in each group) who received a single 2 mcg dose of desmopressin
intravenous injection.

The geometric mean terminal half-life was 2.8 hours in subjects with normal renal function, and 4, 6.6, and 8.7
hours in patients with mild, moderate, and severe renal impairment, respectively. In patients with mild, moderate
and severe renal impairment, mean desmopressin area under the plasma drug concentration time curve (AUC)
was 1.5-fold, 2.4-fold and 3.7-fold higher, respectively, compared to that of subjects with normal renal function
[see Contraindications (4), Use in Specific Populations (8.6)].

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Studies with desmopressin have not been performed to evaluate carcinogenic potential.
Desmopressin was not mutagenic in bacterial mutagenicity (Ames) and mouse lymphoma assays.

Animal studies with desmopressin showed no impairment of fertility in male and female rats at doses up to 200
mcg/kg/day.

14 CLINICAL STUDIES

The efficacy of NOCDURNA in the treatment of adults with nocturia due to nocturnal polyuria was established in
two 3-month randomized, double-blind, placebo-controlled, multicenter trials in adults over 18 years of age.
Study 1 enrolled only women and Study 2 enrolled only men. At baseline, patients were required to document at
least two nocturnal voids per night in a consecutive 3-day diary collected during screening. Randomization for
studies 1 and 2 was stratified by age group (<65 vs. >65 years). Subjects with severe daytime voiding dysfunction
and other possible causes of nocturia (e.g., uncontrolled diabetes mellitus, obstructive sleep apnea) were excluded.

In Studies 1 and 2, the mean age was approximately 60 years and the ethnic/racial distribution was approximately
80% Caucasian, 20% African American, and 1% Asian.
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In Study 1, a total of 237 women with nocturia due to nocturnal polyuria were randomized to receive either
sublingual NOCDURNA 27.7 mcg (n=121) or placebo (n=116) every night approximately 1 hour prior to bedtime
for 3 months. In Study 2, a total of 230 men with nocturia due to nocturnal polyuria were randomized to receive
sublingual NOCDURNA 55.3 mcg (n=102) or placebo (n=128) every night approximately 1 hour prior to bedtime

for 3 months. Nocturnal polyuria was defined as nighttime urine production exceeding one-third of the 24-hour
urine production confirmed with a 24-hour urine frequency/volume chart.

The co-primary efficacy endpoints in each trial were 1) the change in number of nocturia episodes per night from
baseline during the 3-month treatment period, and 2) 33% responder status during three months of treatment. A
33% responder was defined as a subject with a decrease of at least 33% in the mean number of nocturnal voids
compared to baseline.

Many conditions can cause nocturia. The efficacy and safety of NOCDURNA have not been established for the
treatment of all causes of nocturia. NOCDURNA is indicated only for patients who have nocturia due to nocturnal
polyuria.

The results for the co-primary efficacy endpoints among patients with nocturia due to nocturnal polyuria are
shown in Table 5.

Table 5. Primary Efficacy Results in Subjects with Nocturia due to Nocturnal Polyuria in Studies 1
and 2 (mITT population)
Women (Study 1) Men (Study 2)
NOCDURNA NOCDURNA
Placebo 27.7 mcg once Placebo 55.3 mcg once
N=114 daily N=128 daily
N=118 N=102
Mean number of nocturnal voids
Baseline (mean) 2.9 2.9 3.0 3.0
Change from baseline! -1.2 -1.5 -0.9 -1.3
Difference from placebo! -0.3 -04
95% CI* (-0.5,-0.1) (-0.6,-0.2)
33% responder status
Probability? 0.62 | 0.78 0.50 | 0.67
Odds Ratio? 2.15 2.02
95% CI? (1.36, 3.41) (1.30, 3.14)

mITT: modified Intent-to-Treat (including all randomized patients who received at least one dose of study drug)

CI = confidence interval

! Repeated measures ANCOVA of change from baseline at Week 1, Month 1, Month 2 and Month 3, adjusted for age stratification factor (<65, >65
years), visit, and baseline nocturnal voids

2 GEE Method for 33% responder status at Week 1, Month 1, Month 2 and Month 3, adjusted for age stratification factor (<65, >65 years), visit, and
baseline nocturnal voids

To help interpret the clinical meaningfulness of the efficacy findings, results of the additional analyses for the
percentage of nights during the 3-month treatment period with no nocturia and the percentage of nights during the
3-month treatment period with at most one nocturia episode, are displayed in Table 6.
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Table 6 Summary of Additional Analysis Results in Subjects with Nocturia due to Nocturnal Polyuria
in Studies 1 and 2 (mITT population)
Women (Study 1) Men (Study 2)
NOCDURNA NOCDURNA
Placebo 27.7 mcg once Placebo 55.3 mcg once
N=114 daily N=128 daily
N=118 N=102
Percentage of nights with at most one nocturnal void
Baseline (mean) 0% 1% 1% 0%
Percentage? 45% 58% 32% 44%
Difference from placebo! 13% 11%
95% CI* (4%, 21%) (3%, 20%)
Percentage of nights with no nocturnal voids
Baseline (mean) 0% 0% 0% 0%
Percentage? 15% 19% 7% 15%
Difference from placebo! 4% 9%
95% CI* (-3%, 11%) (4%, 14%)

mITT: modified Intent-to-Treat (including all randomized patients who received at least one dose of study drug)
Cl: confidence interval
1 ANCOV A model adjusted for treatment, age stratification factor (<65, >65 years), and baseline nocturnal voids

16 HOW SUPPLIED/STORAGE AND HANDLING
NOCDURNA (desmopressin acetate) sublingual tablets are available as:

27.7 mcg of desmopressin acetate (equivalent to 25 mcg of desmopressin): White, round, sublingual tablet with
“25” on one side.

NDC 55566-5050-1  Carton of 30 sublingual tablets (3 blister packs with 10 tablets each)

55.3 mcg of desmopressin acetate (equivalent to 50 mcg of desmopressin): White, round, sublingual tablet with
“50” on one side.

NDC 55566-5070-1  Carton of 30 sublingual tablets (3 blister packs with 10 tablets each)
Store at 20° to 25°C (68° to 77°F); excursions permitted between 15° and 30°C (59° and 86°F) [See USP

Controlled Room Temperature]. Keep in original package to protect from moisture and light. Use immediately
upon opening individual tablet blister.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Fluid Restriction, Hyponatremia, Sodium Monitoring and Acute IlInesses
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® [nstruct patients to place one tablet under the tongue one hour before bedtime and to empty their bladder
immediately prior to bedtime. The tablet should remain under the tongue until it dissolves. [see Dosage and
Administration (2.1)].

® Advise patients to limit fluid intake to a minimum starting one hour prior to NOCDURNA administration
and for eight hours following NOCDURNA administration. Advise patients to avoid caffeine and alcohol
before bedtime [see Warnings and Precautions (5.1)].

® Inform patients that NOCDURNA may cause severe hyponatremia, which may be lifethreatening, if it is not
promptly diagnosed and treated. Inform them about the signs and symptoms associated with hyponatremia,
to undergo recommended serum sodium measurements, and to inform their health care provider about new
medications [see Warnings and Precautions (5.1)].

® Inform patients that NOCDURNA should be stopped during acute intercurrent illnesses that cause fluid or
electrolyte imbalance [see Warnings and Precautions (5.2)].
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d PIRIR AR NVTE AN G 3 UMEMRRE (SIADH) DOBHERE £ 7213E DEEV,

d B, HEERMERE, 3 MEYYER L. KO EITERE DT o AR FND R
PED & D RBITHRE L TV D HEE
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FRAET L FEE KT
=Y ALk OD&E 25 ug. [F 50 pg

1.6 4MEIC B! ISV e B

RIRATRIC X 0 FESIRBEEO U R NEE D720, U TORELZAE T HHEE TIIAAIIZAZTH
5

. ARG [BEB L O EoEE 62) 2]
o o e — L AREOEIFE

5 EBERBIVERALOREE
5.1 &+ b Y v AMmMEE

AHAN K VAET U O LMIENE C D RIREMEN DD [FHHE L ONFIES 6.1) ZM) . EEOK
TR U U AMAET, RN K OVRR AT DRV LR BiE, IR, ETIRETITEY
HmzBNnT b D,

AFNL, KD ZBEICERL TWLEE, KoERITEMREDONT AT RO S 5 RELA
TLHERE, BLXOV—TFREH L VTEH ETTRA T Vv aarFaf FEEHLTHWLEERE,
HEDEKT M) U LAMIED Y A7 3@mWEE TS THD (258 @) . BLOHAEN 11) =
]

AFNP G- BRAGETE T TABBARNIE, IWiET M) U ARENEE THL Z L 2T 52 &,

500 1IREREIRT)> B #6574 8 i) & TIIK I E e/ NRICHIIR T2 Z &, KR IRE HIRE T I AA|
A L7-BAI0E, KRB L MET MY U AMEICESABENRH 5, BERNCIEN 7 =1
FIIIT VTN EEREARET D K0 BEICIRE T 5 2 b, AR GRG% LEBRUANE L0 S
BRAEDOKI L Ate, 72O NNCZDORITEMIICIE T PV v AREZETHZ &, MiFFH MY 720
T U UTHEET, BEORT NI U AMEDO Y AZIECTED D Z &, KT b U U AMIEDH
BT, BELRELVD 65 LOBEDO I NE -T2, 65l EOBREF I =BBH0 D o, 3
Rt o =0 FRVIALMLER, IEAT oA RERKIERK (NSAID) . Z7ulra~yy, 4
A4 FEERIE, I~y JE M)V, AT A FRFRE, BI O er7roI Rl
DOIEFT PV T AMIED Y 27 RIS HAHEMEOH 2 AN 200 L TV HEETIE, X HEEOE
=XV TERWRTD [FHAEH (1.1) 2]

KT~ U U AMIEZREO TS EIE, AHl 2 R £ 720K T I T D B ENH D W REtEr & 5, K
T~ U U A MAE DR S JOVEEE 2 & O TR IS T ART B U U A ME ORI & Blis
ERAR

TNEIAROVERICKE T D EZMEN B IEL Y @y (B 12.2) 2] . BIREBR T3 55.3 pg
OREIZHEIMERT MY T LAMIED U 27 @ oTelod, THICK LTI LV IRWRGEZ2HEET 5,

5.2 SR RTEE
AANZ L VIRIEIFRE DN EL D Z R H Y . T ORERRIIRIED B A Z 1T 0T W IR B S 5
HEEERD D, T, DAEERITa " e — LV REORIMEEZ AT HEETIE, AFITIEERT

bb [HE B) ], Flo, HENETLEDO Y 27 36 5 BF ETI3RHAOBEERED & 5 BF Tl
AANFHELE S 70,
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FRAET L FEE KT
=Y ALk OD&E 25 ug. [F 50 pg

1.6 4MEIC B! ISV e B

6 BIfEHA
PLTFORIWERIZOW TR, AR SCEDORIOE Ttz 5e#3 5 -
o (KT NUUAMIE [FHZLL 5 NS 50 OEH FoEE 6.1) 2]

6.1 ERIRSRBR C D ff F#RBR

R EER IR 2 7R R/ T TIL< AT A T2, & 2 A OEKRAER CRIL L ZBIEH ORI RIT, it
OFNDOIGIRABR TORBERLBEHRELBRTEX DO THEARL . FEHK CBIE I N 5 BEHRE Kk
L CWRWAEEMEN & B,

LZEMT —Z R_R—221%, AANCET 2 3E0 —EEMR T 7 R R sk R E/EARER & 1ED
FEMEERBRNE END, B 1 (CS40) (NCT01262456) (ZidZcMEd &, #_Br 2 (CS41)
(NCT01223937) | iﬂi@ﬁﬁxﬁbnb BR 3 (CS29) (NCT00477490) (ZIX B ML LtENSL

7-. B4 (CS31) (NCT00615836) 1%, itk 3 DILERER (K I4ERM) Thot- [Hkukia 14)
]

NR—=Z T A VRFRTCIR, AAI 27.7 pg/ B 285 Ul 2otk 196 1], 77 B R 285 Uitk 173 il AHA|
55.3 ug/ H 25 L 7= Bk 195 i, 77w R & #e5 L= B 213 BINKMZIRIC X DR EHERZ 2 L.
—Whd 7o D OEREIPERBEEIL 2 FILL ETh oo, KA 27.7 ug &5 L7 MEON-B)F I 59 i CToH
0. 42%7% 65 Ll L Th o7z, £, AAI55.3ug HFEG LI BIEOEEERIT 62 M TH D, 50%H
65 Ll L Th oo, HHIZRICK DR EZ RT2REMO > B, AAN 81%, BAN 17%, 7T
TAN1%%E 5D, B A= 7 RIT12%TH -7,

PLABY VI B, BV a-Y ¥ 7 7 —EHFEOMHIZ. RBRSMETOHENLE L T
LBETITFFI SN, HERRBIEMIZ, AHI 553 pg &5 L7 B THE S &S MY U A MUE

2 ThHotz, ZO 2 HOEWEMIX, miEF Y ¥ AMEH 125 mmol/L LLT & 78 - 7= 4245 % B 72 BIE
L LTl LB el Shr,

FkICE > ZRIEH

2RI KL D KEBIR 2 A 5 EORWEMIC & D Hik =ik, KK 27.7 ug 5T 3%, 77 &R
BET 2% ThH o7, HEZIRICEDHEBIRZE AT 2 BEORIERIC X 2 dikRi%, AH| 553 ug &5

BET4%, 77 ERETI%UTHHT-,
F U, WRZIRIZ L DEBEIRZ /T H5EFIZB T 528G HIRICE > 72 bR BHEE O & WO EIE
M ZRT,
#1: BEZRICIAIBEFEEREZETIEECRBITIHIEEPLCE ZELREBBEEOEH N (22
) BIVER (RBr1, 2. 3) !
M Bk
BV FR 7R )y BE—F 7R )y E—F
27.7 ug 55.3 ug
(N=173) (N=196) (N=213) (N=195)
ﬁ;;{ 3;&1@3&\7‘:0& 1 (<1%) 1 (<1%) 0 4 (2.1%)

1 B 3G

ARBR 412k L 72 B8 TR 3 v A o G Ic BB L -RER 2 & i,
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FRAET L FEE KT
=Y ALk OD&E 25 ug. [F 50 pg

1.6 4MEIC B! ISV e B

i b FEIVE O O EIEA]

#2112, RABR1, 2, 3ICBWTHRBIZIRIC L D EEMEIREE T2 B8 TRE LR b REBBEE O &V EI
YER Z~3, 27.7ug/H B LY 55.3 pg/ H Ol 5 CTHE S e b B BUEE O & OEIER X, O WNELE,
F NY o AMEE 1T Y 7 AR, BLOVEREMED TN TH- T,

NN D FEH RPN m < o T L0k, Bk 3 (CS29) THWNHZRIZHOWTHRRIZZE R TN T

T DB EZITT WA LD BN S, BITEAN B RIICHE S ER 1B X OEER 2 T, B
RBIX AL FThHHoTz,

K2: KHZRCIZ2EEEREZATHEECBITIH2RBEFEEORVEER (V74 —FTHREBED
200 THRE SN, T ERBID bWTHIOREHOREERIFVEIEH) FEB1l, 2,
3) ¢
g M
BV 77R I E—F 7R I E—F
27.7 ug 55.3 ug
(N=173) (N=196) (N=213) (N=195)
H Rz 19 (11%) 23 (12%) 27 (13%) 27 (14%)
K7 b U 7 A MUE £ 7213
fR R U @ g 3 (2%) 6 (3%) 1 (<1%) 8 (4%)
PR 5 (3%) 4 (2%) 3 (1%) 7 (4%)
FRENE D F 0 0 3 (2%) 1 (<1%) 5 (3%)

b RBR 370 HakBR 4 1Skt L 72 /B TROK 3 9 H OG- HICHEEL LIZRITEM 2 & T,

K7~V U AISE

A== T R=2F7 A VER, BLOEEFRORKPERE (Day 4, Week 1, Week 2 [FHHED
] . Weekd, BEXOZEOHEA) ([T M) U MEZRE L7z, £3BXLOEAIZ, 3HOF NHE
HEROOFEMNT 5, EF#EEE TR 2 M35 Y U AREORELREZ RS,

#3: KEZRCIZ2REHEREETIHREOHINIT L DET MY v AMEOKERE GFBR 1, 2,
3!
N1 R7= U7 Ttk HE
(mmol/L) SR ) U B—F 7R ) I E—F
27.7 ug/ A 55.3 pg/ H

(N=171) (N=191) (N=207) (N=192)

130-134 7 (4%) 13 (7%) 6 (3%) 33 (17%)

126-129 0 (0%) 7 (4%) 0 (0%) 1 (<1%)

<125 1 (<1%) 0 (0%) 0 (0%) 3 (2%)

—HORERE L, R 3 OMIZRER DI HEOR G 22T -720, HEOBGHICEAIN TN,
NIER—RA T A CRBICHER S N NIRRT
1 BRI DRER 4 12k L7 BE TR 3 » ARSI L-RIER 2 & T,
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FRET VL o HEREE KT
=Y ALk OD&E 25 ug. [F 50 pg
1.6 AMENZ I T D R I BT 5 &k}

Page 41 of 59

K4: WESZRCEHIEEHEREZETIEEOMRB L OERT L OET M) T AMEORKRR (R
Bl 2 31

if 375 g g Bk Bk

T U U A 65 AT 65 LA b 65 R AT 65 A b

(MMOVL) (FSe R ) 7 F—F | F5€R] ) 7 F—F | F5ER| ) 7 E—F | 7TER| ) 7 F—F

27.7 ug/ B 27.7 ug/ B 55.3 ug/ B 55.3 ug/H

(N=95) | (N=113) | (N=76) | (N=78) | (N=95) | (N=98) | (N=112) | (N=94)

130-134 2(02%) | 4(4%) | 5(7%) | 9(12%) | 5(5%) | 11 (11%) | 1(<1%) | 22 (23%)

126-129 000%) | 2(2%) | 0(0%) | 5(6%) | 0(0%) | 0 (0%) 0 (0%) 1 (1%)

<125 0(0%) | 0(0%) 1(1%) | 0(0%) | 0(0%) | 0(0%) 0 (0%) 3 (3%)

—HBOWERF L, R 3 OMIZR R HEORE 2% 2720, BEROBERHICEAINTWDS,
NIEN—RA T A VIR ST N E R~
1 RBR 32 HikBR 4 12k L7 BB TR K 3 » A OFR G FICRA LZRTER 2 &,

7 FEIEH

7.1 BT PNV ULMIEDY A7 ZHERIELIBENDH HFA

HEDCET PV T LAMIED U X7 380 D720, AH L NV—TRIRIED DT E FI2TRAT VA=
NFaA REOHRIZERTH D [ 228 @) . 25 NZEZRMEH LotE 61) =
W] o AENZ, ZnvaanFas RoFikns 3 B £72E 5 RO 5 bR VIR 2Rl 2
PAIARETZIIHBAT 2 2 L3 TE D,

SERRPLO O BINMER F= U FRVIAKAERK, Juerravrr ] AL A RERIE, YA
THA RRFIRIE, IANR~BEY FE RNV, RANVKR=JVRFE, FFcrzaerrmaI R BX
Y NSAID 72 EOEIEMIZ, KT MY UAMIED Y A7 ZHRIELB8ZNRH D, LI EOIEHFZAHAH]
EOFH LTV EEB IO EOFEAZHET A, MEF NV U AMEOE=4 1 v 7 HE%
FD & [BEBLOMEH Lol E 61) ],

8 MEDEREATHIREFICEHTIER
8.1 3N
U 27 O

BRI Z 38T D W B IR DIRHEITIIARAK 2 HESE U 22, & RBE IR 1208 AR O 1B F 7e A B 2 (ki
BhETHHDOTHD . AFIEZHWTIBEIIRETH S,

R CORFUEHICET 5 F — ZIIFEE LR WD, EFIRE Y 2 7 1284 A IR TX 220,
;BT D AR L ORARBR TIZ, HIRET v FBIOMEEY S XoMBERELIC, 727
Uy UERREE 2 M CORCKHERAEOZ TN 92 fEB L 8 [FogfEaE (KEmfE [mg/m2] (2K
S<) THE LR, BEICET I AFBIFIZRD ONRhote (=524 ,
KEO—REMTIX, FERERBEBIOWMECHTE =V A 71X, BERAICHR S NZIFIROZ
NEN 2%~4%3F L O 15%~20%THh 5,

Tk
By 74

E TR GRRTIE, T AET VU URIRE A T v MIRoK 238 pglkg/ H RN G- £ 72130 %
(Za K 10 pglkg/ H B T #G L7e sy (e inhRkimfd [mgim?] (23 & Mk T O KAELEH &
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FRAET L FEE KT
=Y ALk OD&E 25 ug. [F 50 pg

1.6 4MEIC B! ISV e B

[27.7ug] ® 92 5B LT 8FITHY) | SFEHMORGIIBIAHAEEIEN 2 MIE S RinoTz,

8.2 i
U 27 O
TFTAET LV e MR EBRHB SN TWS (TF—25) |

F2E 1///75>l?L71<% REIIRAEAICKIETERICET 57 — X ITFEE LR, %7 L75:§%§$
B L OEEFIC KIET R A tﬁ@ﬁﬁ@%gﬁ%i@ﬁﬂit@ﬁﬁ@%@%%ﬁﬁ%*%
ETIEENRAEERH EBETHIMLENRND S,

T—H

EPTOTFT—X

TAET LT (300 ng) ZREEEG%, RAFONAEZ SKHICHOIZVINE LT, TAET LD
HEBEEICLS L, BARBRICBITT AT AE S L o, H#550 0.0001~0.0005%24H% 4
HEEZBND,

84  /NRFE~OERE
NREBFETIX, AR Ozt KOARMETMEL L TWh7Ru,

8.5 mmE~DORE

FEIRARBRIZIZ. 65 kLA L OB ERE 3G BREEL DK 48%IZFH Y9~ 5 Ft 562 I L 7=,
TAET L ORRHBRICEV T, 65 bl EOBE T, 65 mAmMOEE LV KT U ¥ AME
DY AT PR T D ZEDRENT [ZEE LM FoE 6.1) BLOFIEY 6.1) 2]
8.6 B REREE

eGFR 7% 50 mL/min/1.73 m2 LA LD BE TIX, AFOHBTHEIIARETH S, eGFR 75 50 mL/min/1.73 m?
REOBE TIX, AFNIEETHD [H2 @) 2H]

10 BEKRE

FRES LI OBEHESGI L NRETR B L OME T MU U AMJEIDELET D Y A7 RIS,
s G OB EICIE, i, ﬁf\@ﬁ\fﬁ\kiUW&% WX DR EE M2 END 5
[2EE35 F OMER FoyEs 6.1) ]

WEREGPECIZHEIIE, ARG 2Pk L TIET Y v AMEEZFE L, KT B Y D A MAEC
T HWMU IR AT 2 &

Ferring Pharmaceuticals CONFIDENTIAL



FRAET L FEE KT
=Y ALk OD&E 25 ug. [F 50 pg

1.6 4MEIC B! ISV e B

11 RERR - IR

AENIT AT VY VEBE A GRE T 5 E THETH D, 7 AET Lo UERREEIL, WIRME T ERKS L
TV THITRIRBNEY 8T AF= YT Ly (ADH) OARHEERTH D, ARIOFNE
BITLLTOHEY THD :

S F I3 118334 THY . EBRAILITOHEY TH S -
C46H64N14012S2 - C2H402 - 3H20
I I
SCH2CH2CO-Tyr-Phe-GIn-Asn-Cys-Pro-D-Arg-Gly-NH2 « CH3COOH - 3H20
1-(3-mercaptopropionic acid)-8-D-arginine vasopressin monoacetate (salt) trihydrate.

I E—F (TARAET VI UERRE) & TE, 2EBOEENTIRISN TS, & FiE 1 FEHIC
AET L U EHEERE & LT 25 pg E721L50 pg IS 5 7 A T L U WERRHE 27.7 ug & 7213.55.3 pg
EEAT D, BEEGLRIWIZ. BZF 0 NF (k) | v =F—0, BROEKZ U BRTH D,

12 Fife PR S B

121 1EFEF

FRAETS LV OHRIRIERIZ, XY T Ly 2 (V2) ZRIRITEA L, B TOKRDOEFWRILZ HNE
. RAEEZIHITHZ LITEIVAET D,

122 EAHEF

TAET LT 60Uy (BRSO CORRHEMNEOEN LN 12658 K 244%5) OF TS &
E BT, FRER KR BEIC X 0 XY T U O NIRME R & il L 72 3800 3R Tk, PURIRVEA
@%ﬁi?@mﬂumum@%n #54% 6 RfiiFsfe L7z,

WL IRIC L D KRMBER ZH T HBE 2 R E Uil Tld, WRR RIS L TRK 50%D%h 5% % %
T 2R EMEZOKGE (EDS0) 1%, BLMTAHAEE ST, BHETIE, EDSO DEITZMELD b
2.71% (95%CI : 1.3~8.1) @< . ZAUIEMUNT AT LA L TEmWERSMEEETAZ 2R L
TWb [HERODHE 21) 2/,

BEE, MR, BIOREERE L, KT M) OAMIEDORIE ) A7 I CEBLE MFET [ZLHL L O
HHEDEE (61) 2]
123 EEhg

AFNIETHEEGEHOT AT T L v OFPBNREILIIA S 252 STV, HIEIREICE L CUL FICRT
BT, SHEZETERELE. SRR TRAES LV U E28HINE G LB L E7-H0TH 5,

LTI

FRAES VLY BB TORRKHEIERED 4, 8, 16 FI2FH4 4% 200, 400, 800 ug D HETE F#& 5
L7z & Z DM NA FT XA FZE VT 1%, F30.25% (95%Cl : 0.21~0.31%) Th -7z,

gaKiil
2Ug ZERNR G- LT DT AE T LI v DAL, 265L TH D,

HR
TH IR O AT P2 ME IS 2.8 IFfHI Td 5.
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FRAET L FEE KT
=Y ALk OD&E 25 ug. [F 50 pg

1.6 SMECH31 NI B
SMENC I B MR I B 5 R Page 44 of 59

e

EMFIZ7 vy —2%HW 2 invito BREBRICBWT, T AE LU U0de h CYP450 v A7 LA DHE
TIERWZ EVRENT-,

e

FAET LY RECRTICHAE S5, 2 pg 2 EHIRAIEG Uiz & &, $5.RE0 52%75 24 SRR
CFAET L RE R E LTRTICEIR S AU,

W HH HAEH AR

bt MFIZ v Y —2%HW= invitro BRERICEBWT, T AET L ik b CYP450 v AT A& [HEL
RN ERTRENT, AHFITIL in vivo HHAELEHRERIZEM L TUV R,

B eI Zd 2

EEEREDS IE R 7o BRBRE 20 D ONCHRE . PR B IO EEOBMEERERE (n=24, &8 6 ) Zxf
SICHEYERERR A E L, T AT L2 2 ug Z HEFIRNE S L,

VI O L, BRRREDS W 729 E ClX 28 BFffl TH 0, WAL, FEE, BLOEED
BREREREERE TR, FRE 4 FFEL 6.6 FEfE, BL O 8.7 Kl CTh o7, B, FHEE, BLUHE
JEDOBRERER EERE TlX. T AT T Ly OSSR g — e dh B A (AUC) 13X, B
BEDNIET 7R (TR TN ZEI L5 (%, 2445, BXO3 TN L [ @) | HEDHE R
HISEZICHT S EE 86) BR] .

13. JEERRFEE
131 DBAFME, BEFE, ZHRECKT
FAE S LY TN AR ST 5 RBRIL 5 L Cu7auy,

HE A2 AW ERFEERER (2285 B~z ) o7 r—~RBRTIZ, XL 02
ZE B ITIER D IR o T,

TAET L E AW E R TIX, 200 pg/kg/ H £ TOHETIIMERET ~ NAEFEREREILRD 5
niginoiz,

14 R PR BAE

18 B DMNERGE LT 2 fFD 3 » A EIERL “HEM Y 7 R IR s L w5 T, &HZR
(2 X DEEBUR 2 A3 2 A DIGRRIZ BT D AT OANEPHEL STz, B LIZITetEo ., 5k 2
ZIEBEDHBBIM LT, N—=ATA VBT, BEFIA7 Y —=2 7 IR U 7o idie 3 B [# o
AZET 1BRCHE 2 FILL EOKRPIR P S N TV DBERH o7z, HER 1 B L2 T, FilnkE

(65 meAim & 65 LA b)) THREHME L TEMER L2 540 L7z, A IICEEOPRRERERE 2 A4 5 iR
FRLOKFBROBDIRR (2> b o—/VREORERSN, PAZEMMEIRI IR 2 &) 2385 % wTRErE
D &> D WERAITERI LT,

AR 1B L ONER 2 TiE, EHFEERIIN 60 k. R ANFEAR T 80% 3 H AN, 20%237 7 U RT
AUBAN, 1T VT NThot-,

RER 1 Clx, KEZIRIC K SRR 273 D &Mt 237 B, KAl 27.7pg (n=121) £33 7 78R
(n=116) % 3 » HHEKEEEE O 1 FFIRNCE TG 2 RHCIEMELIZHI 0 11072, 3Bk 2 Tid. &
MZIRIZ X DR EBER 267 5 5% 230 il %, AH) 55.3ug (n=102) F£7=137 7R (n=128) % 3 %
A R O 1 REMANCE TG 2 BHCIEERICHI 0 (072, KIRZRIZ, K ORED 24 I
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FRAET L FEE KT
=Y ALk OD&E 25 ug. [F 50 pg

1.6 4MEIC B! ISV e B

MRED 35D 1 E2B A D Z &N 24 KEMHERME JRET ¥ — F TR IND Z L EER LT,

FRERIZ BT 52 AMEOBE FERHMEHE A IE, 1) 3 » HHORREEMIZB T 2 & FPEREIE D~ — 2
TA b DEAE, 2) 3 5 HHEOBEBIFICIT S 3BGHITH > 7z, 33%LUGHIE, KR
PRI R =T A 2 J 0 % 33%LL LB Lo & e L,

Bex 2R R CHFBIRITGIE R Z SND, AAIOA MR X OVZarET, &R0 S 5w 25 EH
DIEFRITHK L THEZ S LTV D DT TIERW, AFNL, KHEZRZ M KHEBER 26T 5 BEHEIZOR
WSS D,

HRZIRIC L 2 WFBIR 2 A 2 BF TOREIEOBES FERHIRE R ORERZ £ 51277,

#5: RKREZRCII>IEEHERZETIHIHREORR 1 BLUHER 2 COAMMEDOTETMER D
fER (mITT£H)
i (B 1) B Bk 2)
TSR ) HE—F TSR )7 E—F
18 1[H27.7 ug 1B 1[5 55.3 ug
N=114 N=118 N=128 N=102
SR R BE R 18
NR—=2F A (EH#)) 2.9 2.9 3.0 3.0
NR—=Z2 T A NS DEEL -1.2 -15 -0.9 -1.3
FIEREDHEL 0.3 0.4
95%CI* (-0.5, -0.1) (-0.6, -0.2)
33% i pil
e 2 062 | 0.78 050 | 0.67
T X 2 2.15 2.02
95%CI2 (1.36, 3.41) (1.30, 3.14)

mITT : modified Intent-to-Treat (JRBR¥EZ 1 [HLL LG SN/ EIEA(LBEFE 262 5T) . CI={3HEXH
L AERERER T 65k & 65kl L) | KBt BL U= T 14 OEBHPERBIZECTHIIE L7- Week 1, Month 1,
Month 2. ¥ X0 Month 3 TDOR—Z T A 936 DAL REIZHOWTIZREHRIE ANCOVA % -

2 RS RIMEIR T (65 %R & 65 LA 1) | KBE, BLONR—2 T 1 L OEBHEREFTHIIE L7- Week 1. Month 1,
Month 2, 3 & O Month 3 T® 33%L I DWW Tik GEE &% vV iz

BHIMEZBT 2 5 R OBERAFER ORI S L 5. 3 5 ARG & FBER D72 WD
NGB L3 » A0ERGHIMIZE W CREBEREIE D &K 1 [BOKOEIE 2B 3 2 BIRNT DR R %
#6277,
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FRAET L HEE

KT

=Y ALk OD&E 25 ug. [F 50 pg

1.6 SMENCF 1 B AR o B4 5 R Page 46 0f 59
F6: HHZRICLDZ2EMEREZE T HHBEORR 16 L ORER 2 TOEMATOER (mITT
££H)
g (R 1) B (R 2)
77ER 1 E{flgz7;—pg 77w 1 EljlylgSS;—pg
N=114 N=118 N=128 N=102
KEPERBIE DS R K 1 BIORDOEIE
R—=27 A (FH) 0% 1% 1% 0%
#HE L 45% 58% 32% 44%
TR LDHE!L 13% 11%
95%CI! (4%, 21%) (3%, 20%)
KHPER D72 NEOEIE
R—=27 A (FH) 0% 0% 0% 0%
#HE L 15% 19% 7% 15%
TR LDHEL 4% 9%
95%CI! (-3%, 11%) (4%, 14%)

mITT : modified Intent-to-Treat (JE5R¥E%E 1 EILL L5 Sz BIER(LEBE 202 &) |
U b AEEmER bR (65 skl & 65 LA E) |

16 ‘A BER X OBEEW
I HE—F (TAES VU UERRE) ETEEX. LT OFRN TR STV D

Cl : {FH X
BLOR=AT A > OEFPERIEELTHIIE L 72 ANCOVA £ 7 /1

FAETS VLV UFERE 27.7ug (T AET LTV 259
JFOEIZ 1251 OHIR® %,

NDC 55566-5050-1 1%t

(ZHY) - HETHEOETHETH Y,

CETEEI0EAD Q0EAVDOTY ZX—@H 3,3y 7)

TAES VLV UEFERIE 55.3 g (7 AET LT 50 ug
FoOmZ 1501 OHING S,

NDC 55566-5070-1 1%

(ZHY)  HETHEORETHETH D,

ICETEEI0EEAY (10EAV OT Y AZ —mde3 /3y 7)

20°C~25°C (68°F~T77°F) THRE T %, 15°C~30°C (59°F~86°F) O — LA BIIFH A I D
[USP CKIEFEJFJ7) @ Controlled Room Temperature 2] . A LU HIRET 5720, @

SN EFEFORETRET 22 L, BFHERNCT Y RZ—v— bRV HTZ L,

17 BEDT ) v TER

FDA KGRI DEF T IR SCE (RS A F) ZFite & 9 BEITHRET 5 2 &,

KOBROBIR, KT bV v LffE, TRV MEOE=2 7, B IOEMHRE

o BT, ME 1RMANC 182 FTICES, EOHEANIIZHREZH EED X O HERT
HZ L, AR T DETEFICREET 2 & [(HERCHE 21) /],

Ferring Pharmaceuticals CONFIDENTIAL




FRAET L FEE KT
=Y ALk OD&E 25 ug. [F 50 pg

L6 AMENC I T A RIS I BT 2 &R

Page 47 of 59

AHNP G- 0 VIR FT> D $5-1% 8 REfEIF /K /- B E A S/ MRICHIR T 5 & 5 BEF IS T 5
Tl MERINCIED T oA VEFIET IV — L ERET B LD BB A D [
BLOEH LoFE 1) BT,

ARANZ LV EEOKT MY U AMIENEC D A[HEENH D | LT WER KON
T WEAEMEENTBENR O EEBHTIMOEL 2, KT MY ¥ AMSEICEE
IBEL LOERICOWTHERFIEZDZ L, £, RIS MET N 7 AOHE
. HILOWERADNIETTEREICMOEDL L IBEURZD I [BEEL LR L
oEE 61) 28,

KD FETNIBME DT ANEAND K 9 7 SRR BITHEER L TV 2 AR %2
T2 XYBENUBRDE [BEEBL O EOEE 62) 2],
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T AET L U ERRRE KT
S=U ALk OD#E 25 pg. [ 50 ug

1.6 SMENZ I 1 DA AMRILE (2B 9~ % Bt
Page 48~59 of 59

63 DLEHEFT—F—K (CCDS)

“ m”“'|‘||||‘u||||“|‘
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F 2T UL U EEREE K R
=Y ALk OD&E 25 ug. [F 50 pg
1.7 [RFERZh 3 Page 1of 3

1.7 ARz —ER
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FRAET L FEE KT
=Y ALk OD&E 25 ug. [F 50 pg

1.7 [RIFeE [R5 dn—Fa 3R Page 2 of 3
B R
1.7.1 R B R 2 e 3
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F 2T UL U EEREE K R
=Y ALk OD&E 25 ug. [F 50 pg
1.7 [RFERZh 3 Page 3 of 3

.71 FERZN—E

AHZESH OTELRE « I (BB T AKRMZRIC L HAREHER] Th D,
HRGTH DT AET Ly UERRE KT BRR A VE OT T a7 Th b,
(L IRIC L D REIHEIR ] ZZhEE « 03 &9 2 B AGRE SR T2 0,
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FAET Vv FERREE KT
I =V AL | OD #E 25 ug. [A] 50 ug
1.8 WSFaE (%) Page 1 of 23

1.8 A CE: (B)
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FAE T L EERE KT
I=VU AL | OD #E 25 pug. [F 50 ug

1.8 WSFaE (%) Page 2 of 23
H &K

L8.1  BMIITE (B s 3
182  ZHEE » DR DERITEARIL ..o 9
183  JHEE « FEDBRIEARIML ..cooooooi 12
1.84 FEHALEOEER (R) ROZDREIRIL ... 14
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FAET Vv FERREE KT
I =V AL | OD #E 25 ug. [A] 50 ug
1.8 WSFaE (%) Page 3 of 23

1.81 WHAXE B

& ARAE (B) IFEERBOLOTHDIID, BHORNIXELZRRTLZ L,
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FERRING

PHARMACEUTICALS

2019 45 A {ERk (Ver.1.0) H&ﬂziﬁvk)lx% Dﬁ'] —
R FRET Lo BB O B R 72019
HEhIR « 34 - . ®
HES : — I) /}}b I~ ODﬁ 25 ug 25 ug 50 ug
wrsssnt 2 =1) WA )b F® ODFE 50 pg |ess | i
MINIRINMELT® OD Tablets 25 ug/50 g AT —
V) HEE—ERSEOMSEIC L ERTSC L
1. B8&
REOHFRERIC & U BRIAKSEBICHESEF FUY T
LMFEE SR -TAREADHY . T, FTRETLIY
EREAEAHIME G L BE CERAET U Y LnES | e — —
LBEPABESA TN END, BERVEZORKIC | | & - :
LT, KhE (EF b YUY LLE) HERTZEEHH - o i
3oL, ANEREBOEEMIOVTHARA - HET |, o0

3 &, [81, 82, 11.1.188E]

2. % (ROBHEICIF/ELLEWNCE)

2. 1&F Y o A MGED B XIEE OO & 5 BF K
F U U AMAENEESIRATI28EZNMNH 5, ]
[11.1.1 /]

2. MU LR IR D BE  (RERED
40 mL/kgi24 el 2 2 ) KT R U O AMAEAFEEL L
T ][5, 1111 B #]

2. 30 R EITZF DB D 5V ITFDRWR D 5 BE K
F R U U AMENRER LTV, Fi2, DARENEEY
FRETLIBENAH S, ] [5., 83, 1111, 1112 %
]

2. ARIPRIRIZ L A IR 2 T3 5 R EE X3 OBEERED
HAHEE KT Y T AMENRERLLTW, ] [8.3,
11.1.1 ]

2. 5HTRIR B VE Rl WEFERE O BE KT h Y ¥ A
MAENSFEH L90, ] [11.1.1 B ]

2.6 EEL EOBHREREOHLIEE (VLT F=0 T
77 v ADS B0 mLAyATE) [5., 9.2.1 BHR]

2 VAR Ot U CGRBUEOBEREIE O & 2 BE

2.8F 7 Y RRARA, F7 ¥ FRERA, —TFIRA %
EhhoBE [10.1 2]

29BIBREAT A RA (AL oAl WAL E5
., ABHF) LG FOBRE [10.1 28]

3. fAR - R
3.1 #ARK
W 5E4 I=U AN 0D §E I=U AL R®O0D
25 g 50 ug
By | LEERFT AT LY UEE | LR T A7 Ly
FEsEKFIY) 28 pg (7 A | EEHE/KFM) 55pug (7 A
ES L LT25)g) | EF L& LTE0pg)
RN YIF, D-vr=b—/b, HK7 T W
3.2 HEIDMHK
Wi 5E4 I=U AN 0D §E I=Y AL F®O0D
25 g 50 ug
PR - FIE D DR B BE
s | L ‘EE’ 50
7 up
i N VA

FEZ I D HMZRIC & 2 WRBIR

5. BEEXIEZHRICEET SR

AFNEET, LFORBERNNEHEEEITo- ETH, &K

SZIRFRE 2 33%LL E, H o MPERESLA 2 BILL B

BIWCOREBRETHZ L,

- RHBEROFERIZIE, REZROMIZ, AR RAE,
ITEENE RS OREEEIREE SN H 5 Z &b | WHIE
IROFHRDPEESIRDINC LB 2 & BT 5 &,
SERRAERIE & ONE TG BB bt TR RIBER OER 2 275
LA ISR BOIREEITH) 2 &, TO LT, KM
SROFERAUE LA WIBAIZIE, RIS TR R OK
R NERET 72 LT AR OGO EA2ERE T
%,

R Z IR OIFIK & 72 258 (R MEAE  BERRIF . DA AR,
R4, FFAEE R A, RN ENEE R/ &) b D
ZLICHEE L, ARSI IERE, DEX, mik
IRRBEEDIERRESCHZ S 2 F 52 L, 2nbHD
BERPED ONTHAIL, YHEBOIREEITH 2 L,
[2.3. 2.6 B[R]
ROKHIRR 72 & OETREE R O TERIEZ1T) 2 &, [2.2
£

) KEZIRE : 24 W o RIEH RIS 2K E 0RO

FE

6. AERURAE
BB, @%. 1 B 1EMERCT AT Ly E
LC50ug #0535,

1. BZRUREICHET 3R

1.1 4Fln, (FE, miEF b Y v AH, DHERESORIEN D
BT PY U AMIEZ B LT W EE X LNDHEAEIC
. TAET LY E LT 255ug MR GEBBTSZ
LEEEBTHZ L, (98, 11.1.1, 173 &)

7.2 MR X DR BER ORI E T D BOKHIR A &
DTG K O TE L OB, W NS AFIR G- o
KF MY ¥ AMAEDFBL TP T DK EHOME
M2 B L, AFNTKAR LTREZ &, 2B AANTD
O (EFET) IZAND EHELHITET D,

1.3 % EBIMAH 8 D 12 8% AT, JEROUENE
SNV ESIE. ARIOBRESRIFEEETS D L,

8. EELEXMIER

8. I ARAIF G-H AT b U W AMEIC L DK FER % 3k
FTIENHDLIOT, LLFOMICERETSZ &, [1.,11.11
2]




o BOKBIBRZATVN, A - BRI £ D K EBIRE L BE
T5H L,
AFBGBIAENCMIE T B U v AMEORIE 21TV, %
HOME W52 &,

ARG TR GBA ST RS 1N (3~7

). 1 H#%, KOZOBITEHMICmEF U 7 A
BOREZEITV, MIEF F U ¥ AMENSIMME T 2R
OIEARHZ L LT 135 mEGIL R 2380 - BA1C
i, #EHEFIETSZ L,

ARG HFITEHICBEOREZBIEZ L, Khi#E
AT AR (R, B, O - E) 2R

LNEEAICE, EBICREETRIL, MU
AMMEERIET D &,

8. 2{KF M VU o AMIEIZ K B /K EER DR B OVEEAL
ZWET BT DICEBE R ONFDOFEICLLT D HEICHONT
TR - fEET A2k, [1., 1111 B8]

- AR OFGOHNIIHEE O migkE (iE> R oL
EHIE) DUETH Y, EMOFRICHEORELZZ T
L2k,

BEEED, PO 2~3 BEET L 0 REEBZDOKS
OERUTR/NRET D2 &, BEEICKSEERLTL
F o LG AIIAR OB 52T\ &,
IRPROBEIRE D /ST v ADFRAL, KT R DLEL L e
LatEE (R MRYYE, B HBRS) 260
LTWAGHRIEARROR G252 &,

BT U Y AMAEIC X BKFHEZ RS HER (BR
B BEIR. D - IRMS) BB S bR AICRED
W2l L, BSOS ERICESET A 2 &,
ol 2 22T ABRICIT, AAIREGETTHEEE
HYERICRET 52 &

8. IAFKI B 5-BItARTIC R M % O'R2 & Eh L . AFI% 5
IZEVIRT b Y U AMIENRREBLT D RBZN0 B D HAE
B (DARERIRATE 21 5 BERS) PRD LS
B, AR o5 E2TbRnw b, [2.3, 24 2]

9. FENDHERZEZHRIHBHEICHTHER

9.1 S6HE - IEEDHHBHE

9.1.1 SMEZ#SBERFER. SEDIRELLE. EBIR
MmigSE., FRDEDEE

ME EFIC X VERE B S E DB ENRH D,

9. 1.2 TEKAMIESREZAT HEE

KT R YU ¥ AMAEAFEHR LTV, [11.1.1 2]

9.2 EHEEERE

9.2 1 HEEULOEHERETOHLIEE (VLT7F=Y
S YT SUAA B0 mL/ k)

Beh Loz & imA - oL R IR E O MR
OONEERRWEHNEIT L 03H 5, [2.6, 16612
]

0.2 2BEDEREREETDHIEE UV LTF=2IUT
S5 AN 50~80 mL/%)

M OIE R A E OB ERD b EE IR FIE
HAREETL 08355, [16.6.1 M ]

9.8 ®minE
BEOHREAMREL TTAES LY e LT 25ug b
HaPET2Z b taicmatdsZ &, £, BEOR
EEBSE LR OHEEBEICRS TSI L, KT MY U AMAEE
DEBL LT WERA S D, [7.1, 1111, 17.3 ]

FT ¥ RRFIRA
FU 7B AFT Y RE A
Kl (ZVA KT, ANVET),
t ResanFry REaHl
# (e kmzuounF7ro R, =
H—FR, IHBRVA, I3t
aF 44, IR ), R
VFake RkarszuaanFT YR
EABA] (A R)

FT Y RRHEPA
AHENIR(FRY T R),
FUSRI R (JLEF—),
ATV R (AL Hmr), A
FI T (TVATY)

J— T RAl
7ukI RN (FvyIR), 7
AX=F (vxbuy), b7
IR WTIvr) TYER
IR (FAT—1)

[2.8, 11.1.1 &M]]

(WAl NWRZSA
M AE A FE B
LBENNRH
2o

WFRBIE
FhrY YL
i 295
THBTN
N5,

BB E AT oA Al GESHHA
RROAL AR, FERALL ALAD)
T R=ynry (FLrih=v),
T R=yurl VBT ATV
FrITL (FLRFx=), 7L
F=voranspz x5 /,L)
R DA OKIEET L R=2),
RY AL EFRA () T e
V. RBLAEZIV) RERAEY
VUV AT AT NY A (Y
vray), TR RAE (T
HRuey), FEIAEZI Y v
A7 R A (TH Ke
) TERY AL LI F
e 27 (UAXY V), BER
oa)LFy (a—RUL), b
KaeavF o) o AT )V
FRITLON Fra—ky),
E RaalLFyransps 2
TNFRITA (Ve a—F
7)., NUTA /Yy (L&
— kM), RUTLAY B TR
=F (FFzLh-A, 7TFV=
REHEREA] OV a—h, A
Ea—h), _Xoyuprgyo7Se
AU AT )L (FaX—)L)
AFNALTL R=y (A Fa—
L), AFLT L R=Yraran
TR AT NVF R DL (V)L -
ARa—N), AFNLT L R=Y
o UERR= ATV (TR A R
—), BRAEZY T T IR
VBT AT IVA(T ARy T R)
TNF RV T a et BT
TNEHEME (FAE A4 B, TR
T, TNT AT H—L), I
FHS T T TR R A
TNERERA (T =217 4, b
NRT | TUNT—) IV
=K (FA_Xz2=z3) arF/Sv
FEfip— 27 )L (a— k), 7/
KeaFy UERE ATV (7
7Y x7)

[2.9, 11.1.1 ]

(WAl RSN
MAEAFEBLS
LBENNH
%

PRI,

10.2 BFRERE (BERICEET S L)

10 sEEAER
10,1 HRBE (BALBLIC &)
RRARIERR + B -
FEA
ol HEFIE fERE T

FH4% FRRIEIR - FEBHIE B - fERET
ZERSREL D A KT MY v AMEEIS | FURIRFBVE &
A I7FIVER | KREREORE | L. KR
) NHHOT, MEF | OV A7 &8+
BRWEr =0 | NI UAMESEEZE= | &3 D,

BV 3A ZBH Al 2—F5HZ L,
(IAREFH I~
LA RIS




Z DM DOHFIR AN
E ARG G S WA
R =N A PP 1|
[CA=¥%a=3=4V4
VOHNANRTEE
V=9, =Palg N
45) [11.1.1 ]

AT mA NP

&F U T AMAES

KRR DY A 2

SEIFE A K DAKPFEERDHE | HETZ 8D
A RAZv HysB8FEn1nH D %o
42 [11.1.1 & R] =%, BRI, A,
FEOL - MEM-2E D FEH
ICEBTLHZ L,
0 ~Z 3 MR AR O M RRENEE | GURIRIER 23 Rt
[11.1.1, 167 8] | L. PR T | 752 LT, KK

LEENDRD D, NPT R U O A
MIED VA7 %4
TEENEH D,
K MY v AEZ | KT NY U AMER | WTRLBIET MY
EZTBZhRH D | BETIEZAS | U AMENSREET
FEH Do LEBENLD D,
(Avm /77 b

V. FRATT =)
&) [11.1.1 & R]

11. BEHA

WOEIWERRH 5bond Z ERHDHDOT, BlEE 51247
WV, BENRD LSS G2 T T 5 A P2
WMEZITH Z &,

11.1 EXGEIER

11.1.1 &+ ~ U LmfE (0.8%)

KT Y T AMAEIZ & D VEE, ik, SO BEERIK
HFEERR S L bND T ERD D, BRENBOLNT-HE
WG 2R IE LT, KOEEEHIR L, SHERGE Tk
SEFNEEAT O 72 8, BEORWICISE U TUET L Z &, K
F U T AMSENFRD SR T, HBEEEB LAV
&, [1.. 2125, 7.1, 81, 82, 9.1.2, 9.8, 10.1, 10.2
2]

11.1.2 S->MmHELFE GEEFER)

5 o MO EOFIIEL (FHREE, 2R A,
FAERE R B0, ML 72 &) OFBBUZERE L, Zhbo
JERDFBO SN EAITITHR G A2 F I L, w720 %17
Il Do MELARENRD N BETIL, H52H
LNz &, [235H]

1.2 ZO4DEIER

13. AEHE

13.1 FER

WERYS (AELCHEZBZ5E) 12X 2BR 2K
BUICHEVME T R Y D AIMED Y A7 NEmE D, fBEk, 54

. BN - A, R EERIERERH DDND 2 ERD
6O
13.2 g

B2 LT, KOERERIR L, SBEARGE ITRER
BEATHIRE, BEORMIGCTRET LI &, Fie,
SER DUCEDR I DAL WG EIIT MBI Rk e A 5%
A L oialae B 22 &,

14, ERLDEE

14.1 FHRIZFEFEDOER

B AAEANTT ) AF =2 — b BBV HELTRATS Z
& PTP > — FOORAARIC L 0 . BB 2N BB kS
EEA~HIA L, FIZIEBRILER I L CHRAAZEDE
BREHEEZRT L b b,

14. 1. 2ARFN RS L7c & &K E IR EE R T, #n
R THEHERNCT Y 2Z—2— Eh bR 32
&

14.1.37 V) 2% —— FBH0 H3EICE, Zro —
RE2RN L7, Do W LD THLETZ &,
RIFTRLENNE U BRI EERAT S 2L,
DEEAN AR TR LN, — M RN ST
WIILHEZEY ET2EEND R D,

16. FEWEhRE

16.1 mirhi=pes

A A NfERER A B ISR 60, 120,240 ug ™ (456 N) %
KREMOLMET CHEROKRYS Lz xomEdhsr 27
LY UVREHBIITROLERBY TH D,

—o— FAEILYY  B0ug
——  FAREIL 120uE
—a—  TFTAEILTY 240ug

1-2 15 18 21 2-4
5@ (h)
SRENRE T A —F & FRITR LT, %58 60, 120, 240 ug
1205 T AUC O Crex DIEIINFRD B vtz 9,

EYBEENTF A —F

INTA=H 60 pg 120 pg 240 pg
AUC; (pg- hr/mL) 23.25+4.48 50.84+7.46 | 139.90+10.99
AUCi (pg-hr/mL) | 35.61%9.01 61.95+9.96 | 150.24+14.17
Crax (Pg/ML) 16.57+2.52 33.26+1.46 56.80+8.80
T (hF) 0.71+0.10 0.88+0.14 0.79+0.19
tyz (hr) 1.630.56 2.13+0.66 2.00+0.15

0.5~5% 35 0.5%Kiik N
(A iPSENON LIRSSl )
AR N5 70N
BNP #4411

ey SRR, RIS | IEEhREEE, B

Fu, HIR BRpg | AR
FWATE)

H Ik E L, N L, JEEHA

e TR gk, HpEE
B, OETRE

— % - By RIYVETZIE, B8 | 5

EB LU TERE, A

CESIITAGEIN

fig

B R A F 5

B LOYR 1 H R SE RGN

i

FFARSE R P FPisnE Bw

FJER IO 9%, CAM

BT RALREkRE B, stz

& D PRI, 188

AR EKERNTISE T Cifig LTS (meantS.D.)

16. 2 IEIR

16.2.1 BEOEE

B A NfEEERR A B 16 NSAH] 120 pug ™ 2ok n &
U7z b & 280 & ik U AUCHTE 27%12 ., 45 Crax
1% 26% (2 L= 2,

16.3 9%
16.3. 1 (KR~ D




SRE R A B 23 NIZT A7 L2 1.78 pg & HiA|
FrRNHE ST LR, ERIREBICR T 2 0 mARIT
265 L THom= 3,

Ty M 15| TR LT AE T LYy 02 ug & A sk s
L. 30 0PI HURRBIREE A E Lz & 2 A, FURER > Bt
> B fige > TR ONE T DA 358 H LTz 4,

16.3.2 ZEAKAEE

[RAAEEIZ LY, & PljE# > 2327 12k 5 2~100
pg/mL @ 15| TR L7257 A E 7 L3 v OFfEA SR % in vitro
ARBRIZCTRFILIZ & 2 A, FEEERIT 74.0%~763% Th -
7= 9,

16.4 34

E FEONT v MIFS 7 2 Y —2% W= in vitro BRI B W
TT AT LI I TIE CYP4A50 12 L 2 RGEHTIE & A
ERWZ LARENTZ, Lo T, invivo iIZBWTE K
® CYP450 TR# SN A AlREMEIE N E B X bz, — 77,
Z v MRS T Y 2 — &2 Wz in vitro FRERIZEB W T
X, TAET LU ORBHOAERPIHBO LN TEY | &
Ho—HITFmcRE SN2 B 255 97,

16.5 HEift

SME AR A B 23 NIcT A€ L2 1.78 ug % Hial
RN G2 LIzfb R, 2527 V7 7 AL 7.6 LIhr TH
<729, SEAEERASZ L6 AT AET LT 1.78 yg
ZHEFIRNEE S LR, 52% (44%~60%) D ARZEL
RE LTRSS H7z 9,

16.6 WEDESREHTHHBE

16.6.1 BHeEEEES

SEARAB L 22 NGl LT, TAET LI DY)
BT 2 BHREREE OB L RT L, TAET LY
V178 g ZBEREDIERE (VLT F=0 7 VT TR
>80mL/5y, 5 N), BEOCEHRERERSE (VL T7IF=v
7 UT Z R 50~80mL/sy, 6 N), HEERE OB HEEERE
BE (VLT F= 7 UT I Z:30~49mLI%y. 5N) K&
DEEOEHRERERE (V1L T7F=27 VT T A:5
~29mL/%y, 6 N) ICHEIFIRINE ST LofEs, Bk
EEOEEEIIGCTCEE 7 VT I ANMET L, EWE
ICLEAEREE | PSR R OV OB e E B E il e
07 1%, 041%, 031K L7z, F7z, EFHFICTHS
BREE, PR R OVE B O BRI E R CIE, AUC 12
L5, 2.4 4%, 3.7 L. WEEMAERIT N
TR LAE, 2405, 32 IR L7298, [9.21, 9.2.2 B[R]

16.7 WA
SRE R A B 4 20 ANice T 2 FEERICT AT
L 400 pg P A EAT L8R (TAET LV U BN
HRAKGR) #ROLELIEGE, TAET LU U EEE BT
BE LS LHELT, TAEF LY AUC, Cmax
FNENILAE, 23F MLz, £, =V Ra~vsf v
VEBRERICT AT LV R ERE LR AICE, TATE
T ® AUC, Crx IZH B ZELITRBO b/ ino72 9,
[10.2 BFR]
) AFIOFR S ABER O ET TRABMEICIE, @, 1
H1REBENITAE S LY L LT 50 ug 2k 0% 54
5, Thb,

17. ERERBLIR

17.1 AR URLMEICET SRR
17.1.1 ENE MR

KMZIRIC X D HEBEIRZ A 2 BIEE &R, KA
50ug. 25pug Xix7 TR % 1 A 1[0, sERNC 12 Bk
O35 U CTHME R O 2 3 03 2 BIEAL —EE R

WATHEM PGB & 0 U7, FEFHMEEA ThH LG 12
AR O—Btd 7= v OEERHPER B DL BBV T,

AFI 50 pg. 25 pg 1377 B REEICH L THEE R B 2R

7210,

PRI RIERT 351 % A Y

5| SE Zib& (=) 7T R E O

B £ (95% [ HE X [H]) (95% 15 FE X )

50pg | 108 121 -0.45 P<0.0001
(-1.33;-1.09) | (-0.61;-0.28)

25ug | 113 -0.96 -0.20 P=0.0143
(-1.08;-0.84) | (-0.36;-0.04)

77 | 17 -0.76 — —

R (-0.88 ; -0.64)

1) F/h TRV L 95% F IR O R AR, T Iifks
BE, Visit (138, 4708, 8, 123), Flis (65 mAlil, 65 ik
PLE) #EESRE L, X—2 T A ORFEYEIREE & 32
B & U7 AR IIE D53 BT & iz,

BV O FEBEE 1%, AHAI 25 pug 7.0% (8/115) . 50 ug 5.5%
(6/109). 7Tt &R 6.0% (7/1117) T. 1%L LB DB
T-RIERIE, &K 25 ug THET R U 7 2FRRT T R
M 1.7% (2/115), 50 pg THEF b U ¥ AlfifE 1.8% (2/109)
ThHotz 10,

17.3 &0
EWNERKRBROOFEMIT OB R ., Sl 0 BECIRAEEO R
FHCIIET MU U AMAESFEE LT MEM 2GR O H T,
[7.1. 9.8 ]

18. FhIEE

18.1 {E AR

18.1.1 XY TLYU L ZRIKIZHT 2168
FRAESLY DTy MIBIT AR T L Vi, Vo ZR
KR OA T by o ZRRICHT D RA T (Ki) 132
NFN 1748,1.04, 481 nmol/lL TH Y . NY T L Vo R
ISR ek A EFME 2R L2 (Ki 2 1.04 nmol/L) 19,
FLAH Y UZEE (ML, M2, M3) ~OfEE B MEITIE
LAERDO LN o7 (Ki>1X10° nmol/L) 12,

18. 1. 2 KR U RFHFB @AM TTHEER

HEEL7- T — LT oA ALY —FHENETESEIZBW
T EREER D & FE R~ K M QSR FEDHE M, T
AETS LT 0.01 nmol/L LA E, 0.1 nmol/L VL E
DOPRETILHE LTz 19,

18.2 ;FIR/EA

T v MIFRBEKE 25 mUkg RO BE L%, T AL
VERTEREL, TAES LY URE% SR E TORE
ZRE LT & 2 A, 0.1nglkg UL ECHEOBEMIZAWRE
WD Lz 4,

19. AP ICETHEEEMHAR

—RA T AT T Ly ERBE KT (Desmopressin Acetate
Hydrate)

{54, : 1-Deamino-8-D-arginine-vasopressin acetate trihydrate

& 4 : DDAVP

4317 ¢ CasHeaN14012S2 + C2H402 + 3H20

5y 1 1183.31

I
{ ?

)/ Tyr-Phe-Gln-Asn-Cys-Pro-0-Arg-Gly-NH, * HyG — CO,H» 3H,0

0]

P HEDOHRTH D,

Ky =& = (99.5), FHElE (100) (20090



TLLVER T TV, TR AT E A ST RN,

22. ak
(T AL ODEE 25 pg)
100 #& [10 $& (7Y A& —) X10]

(=2 AJLE° 0D 50 pg)
100 #& [10 $& (U A& —) X10]

23. EEXH
1) FEPNERE: REFERL AT 2 I B K O ) RIS
(201243 H 30 HKFB I =V > 4/ h®0D §, CTD
2.7.6.6)

2) tEWNEEL : EYEREICRIFTRFEORE (2012412 A
21 A& I =Y » AL h®0OD &, CTD 2.7.6.7)

3) FENEEL : MY AEFRIRI I (2012 4F 3 A 30 HK
#WI=VU AL ®0D &, CTD 2.7.6.2)

4) VHHE{E, ARIEGER, PR, HEARRET, SRR, 7H<
. KW-8008 D RPNENEE(1)-12°1-KW-8008 D7 » kI
VT 2% HLIE] RN 1 514 DO WRIN - 31 - AR K UHF#EL
Rt LR, 1995; 29(10): 2517-39.

5) fﬁtp‘ﬂ‘é*ﬂr 1251.KW-8008 @ invitro & FfKEA (2012 4 3

A 30 HA& I =V > A /L F®0OD $£., CTD 2.6.4.4.3)

6) fLWNER: B FROT y MFI 7 Y — A8 2R
Ak (2012 423 H 30 A& I =V > AL F®OD #E,
CTD2.6.4.5.1)

7) FENERL MR T Y R — MR 2Rt oiEE

(201243 A 30 H/KGE X =V » AL F®0D i,
CTD2.6.4.5.2)

8) FLIWNEEL : BHEREREIZI T DM BB~ D (2012
4£3 30 AR I =V > A/ h®0D #E, CTD 2.7.6.12)

9) Callréus T, Lundahl J, Hoglund P, Bengtsson P. Changes in
gastrointestinal motility influence the absorption of
desmopressin. Eur J Clin Pharmacol. 1999; 55(4): 305-9.

10) #ENEEF « BIEREENE AR (XXXXF X A X
A&7, CTD2.7.6.8)

11) #EPNEBF © KW-8008 D5 2 (AHE A RETIIERER (2012 42
3H 30 HA&RI=VU A/l ®0D &, CTD 2.6.2.2.2)
12) NGB : KW-8008 @ Oxytocin 32 2263 2 3 fndk:
DOfEFT (2012423 A 30 AAR I =V > A /L h®OD §iE,

CTD 2.6.2.2.2)

13) thNE R - KK OURFEFBMTIHEEA (2012423 A 30
A& I =V A/l F®0D &, CTD 2.6.2.2.3)

14) #ENERF - RYEM BT 21EM (T > ~) (2012 4 3
A 30 HA& I =V A /L F®0OD $£, CTD 2.6.2.2.5)

24, XHERERVEIVEDLE L
Tz VT e 7y —<HERAS < T VHEKRE
T105-0001 HAUHIHEXE /M T H 3% 17T =
‘M2 THEHZU—
7 J—& A ¥/ : 0120-093-168
F a x : 03-3596-1107

26. WERTREE
26.1 SUEARSETT (WIA)

)FERF{ING_ Jz) oy D7—kA&H
PHARMACEUTICALS | i}i%ﬂ;‘%zﬁ'/ Fq:TE 3 % 17 _‘|=j_l



FAET Vv FERREE KT
I =V AL | OD #E 25 ug. [A] 50 ug
1.8 WSFaE (%) Page 9 of 23

1.8.2  ZEEXIIBIROREBIL

1.8.2.1 e X IIBIR (R)
BRI DK ZIRIC L 2 & RBEIR

1.822  ZEE - IR (B) OREMBHAL

R RBEIR I RN B4 & HITHEINT 5 TERBIER ORFEW ZRIERDO—2>TH Y . RO
KEERE L., BREOEZE LSS, FOEFRIT 2002 FDEFEEEHI2 (ICS) 28 KEHERD -9
W 1EPL EREE 2T 60 EnIdiz) & LTWA,

WHRIBROIREABIIEMTH Y . 2R, KIHZIR, MERREEE, S IRES (B 2300 ARIER
SE . ETEEIEE, RIS K OMBMERTSI RIS BB R 7R E OISO H DV I e &
2 < ORFRER LTV D, WEZIRICE DEBEIREOEIN, ZIRICE D 24 FEREOHEM, L OW¥E
BEZIRFE R L D HEREMIBE LR B O > SR EBEIR ICE D,

ZOHRTHRBBARICES ERFERIEMEIR EEZ LN TS, KEZRIC X DERESERIT, $T
FRHBNVELTHDLT X =2« XY Ty (B4, BiRlRFBVEY . LIF AVP LK) D53 Ua;
DI L TWA ZENE SN TWD, TAET LI L, HiFIREBLVE S AVP OFFEED SR~
TFRTHY ., REAREZIHI L, BURRIERZ7RT,

BICK DR BUERRER TI3, Allin, PERI MR AR ICBIFR 72 <. ERIBEIREH 0% ITHHZIR (K%
ROPEIR 2 TR IR RS 24 REEIHEIR 8D 20~33%LL L2 D 54K [8) A b, Wb T, &KIH
BRIR & ik 2% B DR TSI L IR & 18 5 HRIBIR A AE T T\ %, EN TR, WHEBIRES 2K
(28 DAL IR 28 5 WRBER A OFIGIZBET 2 RBEZRHAEIT 20 ERPEREES 2 8]
LLEOERBIREE O TERRE L T2, Mg CILERBREE O 3~5EI LT 2MERH 5,

WAL ClE, WHZIR &2 0F O ISR DR & LT, 2009 4|2 European Association of Urology J ¥
4T & 7= Guidelines on Urinary Incontinence Ti&, T AE 7 L I U N OHELRE 7 L — KA (L~UL
1OTET U R) (BT b, BUE, DFENREESE UIEEAR & L CRCk A STt 100 » [EHLL
TZ OWISFE~OEAPER E L, K HANDN TV D,

—J7. ERNO REBRZFETA FT A4 ) Tk, KEZRICE 2 EMERICRHT 23EaE L L
TTFAET LY URIAL FRE, ZBAH ) SERFT 5N TS, ENTIET AT LY UHEIo
WHBERICHT T DI RER TH D720, TOHERT7 L— RIIRETH D, T AES Lo AL
STIE. BERE CTICEB SN R 2 HRET 5 720 B ORI RN AR T, /NS EEE 2 (b i PR 5BR
TRENEGOLNTREY, #1E7 L — RiIC LFMSN TV, ZBRAF D 2FKiX, Hial “EH, &
0 k=K VT KU U CREGARSE, PIRRIERAZHA L, KSR 2 IR 2RI R
RN B0 1550, BEABIMN OBERRBRII /<, BINIRARTHY, HE71L—RNIDTH
%o T, WEEIRIC X DREBERICH LT, HUKFRE 2 G e AR I TERE I VIHEE & L
THEIRENTWDN, ZL—REDOFMETH Y . 215 DIRRIEDHINEZ =345 72 B R 3R R pl ik
ITE LTV,

EIN O EBROEAH Y Tl W{EBEEDE (OAB) CHINZBREAIE (BPH) TIIEM O FEREER
DOHUEBIR 2D Z & HE < ZO XD RBEITH L, WEBHR~OR LWL T, OAB inH
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FAET Vv FERREE KT
I =Y AL | OD § 25 ug. [ 50 pg
1.8 WSFaE (%) Page 10 of 23

P BPH BN ST D, Lov L, BUTO FHEREIEIRIC R 5 16583 TR PR R 1264
DENFILIRER T, +02ERN TEXTEH T, FRICKMZIRIC L D KEIBEIRIZX T D IR IEO ST
DROHNTND, —FH, TAET LU, KEOREIZHT 2 EENRBAD DRI R TE 5 2
&w%\wﬁ%F WX DMEHBERICH LT, ENICBWTH LWRIEEL RS L EZBNRD,

KR L DR EBER I T 2 KB OEDEIC ST, EE - A& HRE L-ENE DERR
(FE 992026 CS36) . AAIDOHNMEA M9 25 B A THENE L 7= xR o E N5 TSR
(000029) . [EWNZFEMAHRER (000129) . KONBMEXGOENZIIE I AHFER (000030) . [EANFH
FEFER (000130) DOFEFRZ W T, RERIIZEEMm L 7=,

AHN OB HEFE LIZEWNS DB (FE 992026 CS36) (2B T, LMEHRE TIE 25 KO
smg@%%ﬁfﬁ?ﬁﬁ&%&f$wﬁﬁwmﬁﬁwﬁi ﬁ&b F o, IR 7B Rt e
(Rﬁéﬁﬁmmmwm%%ﬁﬁﬁ) DGR | KRN O LMEBE T D EIEIT 25 ug 167

—IZETHZ NI, —J7. BHRE T, WTHhoHERYL 7 7R & TEYKR
W%W@@@ﬁiﬁﬁwh LD B AIVTE M, %ﬁ%%@%%%ﬁﬁﬁ(Wﬁ@&ﬂwmmwm%fﬁﬁ
M) ZHORERMNS . KK 50 pug OFMENRB SN, I DORBROMERT, AECEERH 5 2
& TR U7 Vs R R R ER  (FE 992026 CS29., FE 992026 CS40. FE 992026 CS41) @f*ﬁ'é LEETDD
DTH-oT,

INHDOZ LD, RRIOFIEEMERT D2 &2 BIIC, LMEEBEE RS E L ENZ S T HHE
ﬁﬁ(mmm)&Uﬁiﬁﬁ%ﬁ%&LtIW%%%HWﬁ%(mm%)%%@L\mmmﬁﬁfm
25 } X 10 ug %, 000030 3k CTid 50 x OY 25 ug & VT, ARAIOFINE L et sd 77 R & kIR
Bat Lz,

e E %G L L7 000029 #kBR Cix, 5 12 O LR FPEIREEIZB T 5 _X—A T A4 Vb0
TALREICEWT, TRk UREICHE /221 w@%n@#otﬂ\ﬁﬁﬁﬁﬁﬂm@ﬁ77
TARLYEOEOIRE R LT, £ AFOFRAME R TRIIRE S %mif@ﬁ%%ﬁﬁ@i@
ER %R TR EIR EZEOMOBNIEOFHIE B OFRERN D &, AKI 25 LN 10 ug 1E. MEEE I
THEBTHD L LT,

FEE %G L L7= 000030 a8k T, &5 12 B O PR REHEREEICIB T A X—R2 T 4 b D
AL EIZBW T, 50 KON 25 pg DWW o A BRI kwr%77tfkwmfmmﬁéérb ES
ZOEITHENCAE Th o7, F7o. BIREZE —HER F TORRSOK IR BFOMOG % R
PR H OFE R D AH) 25 KON 50 pg (X B HEBE 13T AR MIHRIGRIE L LTAENTH 5 &
L7c, 72, 50ug & 25 ug & DI, FHIRBPEREETIIRE REITFE O bR olzn, 0
fLDOAHZNEDIEH TiL, 50 ug DA ZMEIL 25 ug & 0 mWEZFED Hivl-,

IO OBE NHRBROMBRAEE E 2. LB EZ G L LIZENSIHERE (000129) | KO
BYERE x5 & L ENE ISR (000130) % &+ L, 000129 3R CIEAA 25 ug. 000130 7k
TIEAH] 50 J OF 25 ug DA E & 22T DWW T 7T ' AR 2 RICHET LTz,

kARG L Uiz 000129 3Bk ClE, B5 12 HE O VKB PEREIICBIT HX—ZA T4 b0
ZALBIZIBWNT, AFI 25 ug i3 7 78R LR TEEZ R LD, 77 2RISR 2 23HEHNICER
TrhmnoT-,
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FAET Vv FERREE KT
I =V AL | OD #E 25 ug. [A] 50 ug
1.8 WSFaE (%) Page 11 of 23

B ARG L L7z 000130 kR Tk, B5- 12 RO BRI PR EEICBIT 2 _X—RAF7 4 b D
EALEIZRB T, AFI25 LN50 ug TV T DO HERHIZBWTE 7 7R L k@untkELZ R~ L, £
77 T8RN L OEITHFFHNAE CThoTe, KEBIRIGEDO BITo 5 —B Y72 0 OFEJR MHERIE
B LRI RIS LR OFIAEIZHB W TH, 25 KOVB0 pug 1L 7' 7 A L bk L CdiEZ R L,
ZDEITHEFHNAE Th o7, S HIT, AR OA RAVEZ R THEIRSE 55 —HER £ TORERSAA D
SRPRVE 2R TR R 85, O ADMEHEE B ICB W T T T RIS LEEHEMICAE Tho 722
DD, ARHKI 25 K ON50 ug (X B MEEE IR L CTRIFBRIGEEEE LTHATH D Z L BRI,
Fe 512 O QOL FHlC %, AMIAEIRIC X A HEEEIZEI % QOL % 3l L 72 N-QoL #a A = 7 Je V42
A2 B AR OEE A a7 RIREIEEFEIEONC Hsu 5 Bef U » h— MINESE REIZIH VT, 25
FKOVS0 pg 1TV TN OFHIE B ICB W TH 7 7R & ER b ENRE R LT,

E NS MAHEER (000129, 000130) DHEERF M ONHT 72 AR A AFU 7= TR IR BB 1okt L. Al 50 K&
25 ug i 1AEMKR S+ 2 B 5RB (000131) T, ‘FHERMBIEREEIL, £ ToORGRETHR
% VEFRES O U, $E5-1% 52 RS E CTHkRE L 72802 R 0338D B, SEEIRRIHER [ Dk
DRI R Lo, [FIRRIC, IR —HER £ COREM, KEREICBWVWTYH, 2 ToREHTERE
% LR DR ZRD, #5452 B E THERRFEICHIIEN R Sz, S5, KA
JRIZ X DHEREIZBE 95 QOL D E#ERh %4 3 i35 N-QoL O A a7 | RIREEERBLOBA T,
Hsu 5 BefiE U~ 71— FIRESE RED 2 TOFRCBN T, WINoRERTYH, #54% 52 BIFSE T
SOES R L, FE ORGSR & & bIic X 0 ekET HHEM BB iz,

UbXv, BYEOEMEZRICE DEMEBERICH LT, TAET LI v OFENAESE 25 pg &% 0850 pg
T E R AR L, £7225ug &bl L 50 ug TR Y mWAEMEN RS, S 62, BEBEGRIZE N
TUENRDNEE LT Z b, RFIORE X TR % THRMICB T 2 KEIZIRIC L D2 &ERIBR) &
RE LTz,

1.823  FEXIIHRICEET IER (R)

AFNEEIL, AT ORSE R ONERE 21T 72 ETH . WEIZREET 28 33% L4 . B o% PR A%
MN2EILL EOGARICOAZEETDHZ &,

BRBROIRENC T, KRZROMIZ, AIZIRIERIE, @IEBIRE DS OB & IREEE S H 5 2
b, WHBIRDIFRPKRZ RO L D Z L MRS 2 2 &, BZBRIERIE & OEiE s
Dt CHEFIEIR DIER Z B3 25 A TSR OIRIREZ1T 9 2 &, £D LT KRBIROERD
B L2 WEEITIE, IR TEEZROBER NGRZIT> 72 LT AR OKRE O HG %2 ZE
TE 2,

WHIZIROIRIN & 72 DB (BMEAE, BERP. OAR2, BAL, FFIEE S, IR R e e
R L) BN DZ LI E L, AFEERNCmERE, OEX. g - RERAESEOREBRAES
BIZ2% 42 FEhi+ 52 L, ZHDDOEENED GNTZHEEIT. YKREDOEREZITHY Z &, [2.3,
2.6 2]

HOKHIBR 72 & DRSO TEREEITY) 2 &, [22B0R]

1) WL RIEE : 24 BEH) O JRYEH BT 2 W O JRYEH B o EI &
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FAET Vv FERREE KT
I =Y AL | OD § 25 ug. [ 50 pg
1.8 WSFaE (%) Page 12 of 23

1824  HEXREHRCEET HER (RB) ORERL

AR ORGERBR O X REF L, KMZIREED 033 L EORMEZIRZ580 . HORMPEREIEA 2
ML EDBETHD Z LINORE LT,

AZIRIEIE , EIEBEIRENESE 2380 535813, £ ORI LICFTT D 2 L BRHBURBHTRTA R
TAUTHIREINTNDLZ ENLREE L,

B2 R DN IINBROREE S & 2 72 DEENBZW 2170, BB EZRBO 56T, £ OIEK
AT T L CAFIBR G OEG 2 W5 Z ENEETHD Z LORIE LT,

FOKIZBIT 2 A0 HEE - fTERIEZAT O LN EETH D Z L ORIE LT,

1.8.3 HAERVCHEOREMRIL

1.8.3.1 AEEOHE (R)
AN B, @E . 10 1REERNICT AE L& LTE0ug ZfRA#% 515,

1.8.3.2 AERCHE (8) ORERIL

FAYE DR ERHL

TAET LY OREREFICONT, BIERARAERGERE 16 B THRETL 72 000032 R T, 7
ZET L AWENAREERE 120 ug & 22 R i OB DR 52 DWW T Y B 24— S —1E%2 AV TR
L7ofE3,. AUCHTZENE A 44.94 J T 12.03 pg-h/mL, Cmax I Li 14.89 KT 3.90 pg/mL Td -
Tre TAES VLV OENBERZRBEZRE LESEA, BEORELZ), SFEEREZORMIX
WETDZENEELNEEZ D, FI2AA @#(H@ﬂ;ﬁbm’@ 2 KHTHLZ b, MERORAID 3~4 K
FIZRAAL D RV MRIE O IE MEIR T 36 1) 2 K HIHEIRIC L D IR A BT 720, EATR G- & L7,

HAEDORERIL
MO R FBEIR BT D H T EER TR SN o 722 L h . BHEOKRBERBHIC
DOWTCREHET D,

FAET LY OFENAEESE 100, 50, 25 K& TN 10 pg O F B SOGRIRR 2 3R L7 [E N I RRER
(FE 992026 CS36) (23T, FMEgkEs CHEMISA R b4, 25, 50, 100 ug T 7 AR EHART
LR IR IEE O A B 72D 0353880 BTz, 7o BFHZRERRR R (RIZZEIE
>200 mOsm/kg %z 7~ HEfH]) 25, 50 ug THZIIED RS ST,

BB 2R & Lz EWNEIE DTARE (000030) (23T, K@w&vwm@@ﬁﬁikﬁé
PEIZHONWT T TR 2 RICHE Lz, £ORR. &5 12 HFE O FEE PR EEIZB 1T 2 X—2 F
A EOEALEIZIBV T, 50 LT 25 ug OV 3o HEREC iab\f%)77fd“<‘:ttf\fmb\aﬁz%%:
R, FEZOEITMHNICEE Ch o7, £o, BIREZE PR E TORMSCKFIREEOMOF
2 R Rl B2 B W T H ., AHI 50 LY 25 pg 1377 & AR ﬁbfﬁﬁ%pﬁﬁf%oto
7. 50 ug & 25 pug & ONCIE, FEKFEPEIRIEHCIER X 222136580 D e o 7253, %@M@ﬁ%
PEDOIAH TiX, 50 pg DA NEZ 25 pg £ 0 &y MEm 237 w%hto*ﬁ A 50 pg D EEE-Z
fMiEF b U 7 2fEAY 130 mmol/L AKjifi Td - 72 BRI 2% 4 B (8%) RO HAT=H DD, %ﬁﬁh%ﬁo
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FAET Vv FERREE KT
I =V AL | OD #E 25 ug. [A] 50 ug
1.8 WSFaE (%) Page 13 of 23

HOTIEHRL, BEMNHEERZ2MOFRLBLE ST, AH 50 LT 25 ug D2t & ZRMED
wmaEni,

BB E RS L L-ENFEIERR (000130) (28T, AHI 50 & 825 pg DA M & 22tk
ODWTT T ERERITHE L, TORR, FEMIEE Th 2 5 12 8 O FER EIPER T
BIFHR—=2F A4 o NnEOELEIZE VT, AHKI50 K25 ug TV FhoHAEICBWTHL 7T 'R
LHEREWSEEZ R L, FT TR EOEESHEFICARE Ch o7, £ 50 &N 25 pg O [H
BERBI DAL BT 7 7 B RICk L TENE, -045[0] (95%CI (-0.61,-0.28) ] . -0.20 [7] [95%CI

(-0.36,-0.04) )] T, 50ugiE25ug LV bEWEEL R LTc, KEBERIGEOBIITHH Y4720
DOIPIR BRI A 1 [E LA TSI L= OESIZB N TH, 50 KN 25 ug 1377 B R & il
LCk#EERL, TOETIKIFFNCHETH 1=, DI, ABIOAFAMEEZ R BIRESE PR F
T OWEFEROAA D FRBVE M 2 R TR S R 55, oA RWEREIE B 123\ T 7 T B RISk LR
WCHEB Tho7eZ &b, AHI50 KON 25 pg 1L B HEEFFIC U CRBBERIGIFREE LTHEDITH DL Z
LR ST, &b 128 O QOLFHili T 6 . AHIBIRIC K H6EREICEI 32 QOL 4 #Fff L 72 N-QoL
A a7 KOV 7 B AT ORE R 27 RIREEE A ONS Hsu 5 BERE Y~ 71— MRE5ER
FEIZBWT, 50 KON 25 pg liZW TN ORMEEBICBWTH 77 v R & ERIDSE R E R LT, Zh
B OFNERHIZIBNTEH 50 g DM 25 ug £ W bEBKE o7, —J7. AKI 50 ug O 512 L
V. IIEF R Y 7 2MEDS 130 mmol/L A 2% 2 61 (1.8%) . 25 pg OFEHIC X 0 ifiE T B U T AfEA
130 mmol/L A28 16 (0.9%) 23O LN DD, BRERIERZED O TIEAR < et s
IR HMOFEG BB INT . AK 50 KON 25 ug DL eME & BEMEDNHER STz,

7o ENEIARRER OPERHA M OFT 7 A A ATV IR FIBER A ISR L, AH 50 Je T 25 pg & fix
R UFREG 2R 550 (000131) T, FHRMPEREEIL, £TORLGH TRG% 1HEK
RINBIA U, Feb% 52 IR AL E THERE L 723D BERDNFED B v, IR PR RR [ O J8i b b 3 FE
M LTz [ARRIC, BEARERZE —HEIR £ TORH, HREREICEWTH, 2 TORGH TREZ 1A
MO RO, B4R 52 B R E TRERRERFICAMENHERR S e, & BIC, ERBURIC X D
FEZ B9 %5 QOL DeER R 27 32 N-QoL DA =7 AIRFAEEFEE DI A =77, Hsu 5 B U
v B — FMREEREDOETOFMICENT, WTNLOKRGHETY, 54 52 iR £ TUlEsh RITF
foe L. BFfE] ORI & & HIZ X W sET DHmARBO N, —TF7 BT MU U AMFEDFEE &0,
RHRGICE A EFRO B S 2 < ZEMEOFTZ 2 BEITRO e o7z,

PbEXY ., BHEOKMERIC L DEEHERIZH LT, TAET L w OPENAEESE 50 &Y 25 ug 1%
KBRIGEIE L L COEDIRNIH Y | KT b U AME S & DLEMEICRER N E BRI
7eZ &, F£7025ug L 50 pug TE Y mWAMMEN RSN Z &, S HIC, BEYIERGRICHE W T
EBRDBF L, BEMEICHERBSLRO N7 2 b, BHOKMEZIRIC X D& EER
WX T DT AT LU OENRESEDO H&IX, 50ug 2 & 53725 Z LRI TH 25 & 277,

1833 HERVCHARICEETIEE (B)

1. ., (KE, MEFF MY 7 AMME, OEEZSORENSIEKST M U AMEZEBHELLTWVWEEZS
NAHGEIZIE, TAET Ly LT8G a2fthd o2 2BETHZ L, [98.
11.1.1, 17.3 =]
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F2AET L B K
I =V AL | OD #E 25 ug. [A] 50 ug
18 KA CE (R) Page 14 of 23

2. WRIZRIZ L DEESR ORI DHOKHIIRZ: & OAETEFRE L OITERIEOLENE, W NS
KA G R OET F U U AMAEDFERFIIZB T 2K EHOLENZEE L, AFNTKZRLT
e Z &, Tek. AANZOOH (FT) ICANLD LHESMITET 5,

3. H5EALAL 8D 121 % HZIZ, EROUENRD b2 WA X, ARG HIEE2EE S
HZ &,
1834 HERUVCHECEETIER (R) ORERIL

1. i, RE, 57T FY U LE, DEET, AFNCEDET ) U AMERBO ) 27 R+ L7205
AR SD L, ZOLORNFEEZD, BEOREBLEE A T, UGN ELERT 2020
HH T EINBRRIE LT,

2. RERIKGEWMEEZ D ZENREE LN ENORIE LT,

3. AHOBRIT, 34 HETIZRDOOND Z LBNBESND, TQ@F‘%&A37‘JH?§§T (IEIR D YEDS
PO BIVIRNG AL, BT EAkET DA IRIE A FRETT D EN D 5 TR E LT,

1.84 HFHEOEER (B) KUZOREIRIL

3'5&1: &Uﬁuuﬂ(nﬁgﬁﬁk‘fﬂ ﬁo%\ JL%EP*Z?“—& “/"_‘}\ (U\T CCDS) IU\ \—Eng(n %%’T&)é
[R=VU > AL OD#E60ug. 120 pg, 240 ug) @ IMEFH EOEE) BEHNESEESEIHE L,
1.8.4.1 %wh

1.8.4.1.1 %t (B

AFNOFHPRIERNC L 0 @R 72 K EFRRICE S KT N Y o AEZ 5| & Z T AfREENR H 0 . F7=,
TAES L UERRRE K I A L7 BE CEERKT N Y U AMIEIC X SRS STV D
e, BEKNZOFBEICR LT, AKfE (KT MY U AMAE) BEEATLHE08HDT L, K
SEIEBOEEMEIZOWT a0 - ffE+52 L, (81, 82, 11.1.1 5]

1.8.4.1.2 %®E (8) ORERL

AANIOEWNERRABRIC BT, BARIERZ D KO RBEERET Y ¥ AMIEITRD b TR
WH oo, BERMET MY UAMIEIZT AT 7 LY URBIOBETREEIERTHL 72D, 3=
AJL b OD #£ 60 pg. 120 pg. 240 pg DRt HEML L CREE L7z,

1.8.4.2 #®E KROBEHEICIIIERELRNI L)

1.8.4.2.1 HE ROBEFIZEERELRNZE) (B

1. BT FY U AMIEDBEE XIIZOBERED H 5 8% KT U U AMESHESUIRRT 5%
nids, 1 [11L11ZH]

2. EHEMSOTLRMESHUE D BE (RAERED 40 mL/kg/l24 il 2 2 %) K7~ U 7 AMIENF
HLd v, 1[5, 11.1.15/H]
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F2AET L B K

I —
L —

U Av b OD € 25 pg. 7] 50 pg

1.8 WSFaE (%) Page 15 of 23
3. DAEXIIZOBERESH D WIZDRWRGH HEE KT Y U AMENRBI LTV, £,

8.

9.

DARENEEN IRET 58T R”H 5, ] [6.. 83, 11.1.1, 11.1.2 5]

FIPRIRIC L D100 2 B3 2 KRR U2 OO H 2 BF (K N U o AMAENFEH LT
VW, ] [8.3, 11.1.1 =]

POMIR AR NE ARG S UMERREDOBE KT MU U AMEREH LTV, ] [1111 28]

HREEEED) FOBRRERE ED H HHRE (Z V7 F =027 U T T AN 50mU4AT) (6.0 9213
A ]

AN D BT U CHEBUE DO BEERED & % B
FT7 Y RRMRA, F7 ¥ FRFBEEH, v—TRRAZ 5T oBFE [10.1 3]

BIEREAT vA NAl QEFAL BEOAL WARF, EGAL LAD) 2&GHho/BE (101 2H]

1.8.4.22 BB (ROBZEIIIRE LN &) OREBRL

1.

N

TAET LV UoBIAIORSIZE Y BEERKT M) U AMIEORENRH D, KT U 7 AMLGER
FVWARNZHEE LTS E, BT 2B8FNRHDLZEnbREL, £7-. BETKT Y 7 A
MIEDEBEAED DAL, FXEOFREMERN Em W=D, 5 28ET 5 X 5 CCDS Oit#il YE#L L
THRE L,

4,5 VWTFNORBIZBWTH ARSI 2GSRI L, AFNC L DT F U ¥ AMAEERFEBT 5 W hE

P& D 7=, CCDS DRtdfilZHEML L TR E L7,

KOGWFREZRI R L, RANC K 1K) N Y U AMFER KR T LRSS L Z L, KOO A4A
DOWEXIRIT D AREMEN H 5 2 L bikE LT,

M/ OERARIEBRIC I T, PAERELL R O BHERER S B8 O M il 23 &% A2~ 2~3
FIER LTS Z &, MHPREDOHEMARD D Z b, EARMINR 725 /RN H
0. KOHTBE LG SR I T EHN SN D I2ORE LT,

WEIHBEAEOBEEDR S 556, L0 BEZREUESISN R 5 alRett 2 B8 LiiE L,

F7 Y RRMRA, F7 2 FREUEA R OV—THRANL, WIS BRI T S Na ORI E
il LIRB~OPRl 2 i S5 Z LIS K W RIRREZRT Z &b, KOGITFREMED NS
BIFET P D AMIEZSI SR ITZENMOENTWD, o, ERRKRAERICESWT, FT7Y¥
RARFIRAN, F7 2 FRBEAEISUIV—TRIRANZ 0P LB, BEOMmEST Y v AMED
KTRROONTEY  AFEFT Y RRFRAL F7 2 FRELAF & OV —TRRA O G
EVET DU U LMIEFEIL D U 27 DSEETAIREVED & 5 2 & R ONAh TidL— T RIRAD A
o THLZLENORE LT,

KEFEIZ R TH DN, WIMNIBIT AT AT LY o REBKIOBIKRRICB W T, Mg rY @
LAE2N 125 mmOl/LLL F & 72 272 561D 5 B ABICREIBEE AT v A REINGEH STz & o
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FAET Vv FERREE KT
I =V AL | OD #E 25 ug. [A] 50 ug
1.8 WSFaE (%) Page 16 of 23

G0 | AH BB SEAT B A NALE OPFIC & 08T LU & AMIERBO Y A7 5589w
BEMMEETE RN L, ROWCIIBIR AT 01 FADIHIERTHS - L BREL
foo 7, SMAAIS, SSUREERIVENS LB ORVAIE AR B, EOAL R
Al VEIRA, AHEEBONGE LI,

1.8.4.3 HELREANEER

1.8.4.3.1 HEEREANEE (B)

1. AFFEEFIMEF Y 7 AMIEIC LD KFPFERE KT ENHLOT, UTFTOSICEETDHZ
Lo (1. 1111 58]

FOKHIBR 21TV, S50 - B IC X 2K ERE L EETH 2 L,

AAEBG-BHARNC G T~ U U MEDRIE 21TV, K5OG 22 2 &,

ARG HPIT GBSO &S LA B~7 H) | 14 A%, KOZO®KITESIC
MiFF ~ U U MEOREZITV, MIFFT N U AMEP IR IK T 2RO GECH L E LT
135 mEq/L i 7 O 7oA 12, GE2HIET 5 2 &,

AFNP G- FITEHANCBE OREZ B L, K amgd 2R (BRI, B, Bl -
MEr:5E) 23380 6N HEIlid, BEbHICRGETHL, WiE)T M) v AMEZRIET S Z &,

2. KT U T AMIEIC K DAKFEAER DR OCEELZBET 572 OIHRE R OEDOFRIZLLTO
FUZOWTHoii - fFET 52 L, (1., 1111 21]

AR OEGOINZ I B o migkd (g U v MERE) BZUETHY | EETOFERIC
W EZZIT 52 L,

BELZEGD, H50 2~3HEHFTL 0 EERRBZO K OBBIIHR/NR E 5 2 &, BEIZKS
ZERLTCLE > EIEAFOREEZI TR &,

IKRGGRBIEED/NT  ADEARL, IKDHIFR DS E L 72 D BMR R (S MRYYE, B B
k%) 260 L TV LHEEIIARIORE Z2hild 5 Z L,

K7 b U T AMAEIC X DK TRz R SR (UK, BE, B - EE) 2NHbbh
TG EIIZEDICRG 2T L, ERCIEMIOER 5 2 L,

FeCMP 2 2 2 T D BRI, ARG P THD F oMY EMICHmE T L,
3. AAIBGBIARNCERRRE R OB 2 £ L. AR GICE VKT b v AMENER T 58%

Wind 5 BB (DRI 2 1 0 BASE) NEO LNTHEITIE. ARk 21TH
Nz b, (23, 2450]
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FAET LV U ERSE K
I=VU AL | OD #E 25 pug. [F 50 ug
1.8 WSFaE (%) Page 17 of 23

1.8.4.3.2 HEREANEER (B) OREIRIL

1.,3. HERKTFT MY ULAMIEZ, TAES L CRBOEET RXZAEH T L7120, BBLOEE
bz T3 %7292, CCDS KN = U > AL | OD $E 60 ug, 120 ug. 240 pg OFCHIZHERL L T
RE LT,

2. KT MY U AMED TR OEEE PRI 5720l2iE, ffET b U 7 AMEORIE K ERE
HOBEINEZOWTHEERZDFE~OHY] - IFENEETHL 2 L22H, CCDS K =V
ALk OD #E 60 pg. 120 pg. 240 pg Ot ML L CREE L=,

1844 BEOEREATLIRECHTIAR

18441  BBHHE - BEEROHLBE (B)

1. miEZ M) EBRER A, mEEARELLE, EERMARLE, POAED B
ME EFICEVEREE( LS D2 BENLH D,

2. TERENEAREZAT HEE
K7 MU U AMIERAFEER LLT UV, [11.1.1 2 /]

1.8.4.4.2 EBOHE « BEROH 2 BEORERIL (R)

1 AANX, V2EZEEBICR L TERWVIERMEZ BT 5720 THWL OO, FIEEM., & IEEH
DRDHND AR H D, > T, ZNDDOEEBOIERZEASEDLRREMENRH D Z b,
CCDS KT8 =V > A/ b OD #£ 60 pug, 120 ug. 240 pug OFCaicHERL L T E LT,

2. TEERTHERDIZL., TEENDLHWSNS ADH, ACTH, TSH., GH. LH. FSH. PRL ®HJfiZ2
LD RN 3 WEED D UVITSWTTEIC LY . & L TRMARLE VR ZH D W3R X
AEKEIRIEL A BT AEEBETHY . FOERO—o L LTEF N W AMJERZHIT S5, FEA
AER R EZ AT HBRBEICAFZHRETH2L12X0., K7 MU U AMIENSEB T L AREMRH 5 7=
OERE LT,

1.8.4.4.3 BTHREEERE (B)

1L PHELDEOBEREREOHLEE (VLT F=227 V7T T 2 AH 50 mUSy i)

B LW by AR OEE , A E O ERD SN EELREWER NS5 2 & n
b, [26, 16.6.1 ]

2. HREOBHEREEEZEOHBEE (Z L T7F=22 U T 52 AN 50~80 mL/4Y)

i PR OSE R i REDHINAGED SNEEREWEHNARIT L 2L 03dH D5, [1661F
Sl

18444  BHEEERE (X)) ORTHRIML
1. RO 6 HBIR,
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FAET Vv FERREE KT
I =V AL | OD #E 25 ug. [A] 50 ug
1.8 WSFaE (%) Page 18 of 23

2. BEOEAIZBWTY, EHEFFNELS 22 RIS E TE T, Ko 29 =& Z 3 rREME
MNBHAHTZDEELT,
1.8.4.45 mRE (R)

BEOREEZHEL CT AT LY E LT 2B ug b B 52BMT52 b Hochatdsa2 L, £
7. BEOREBAZBE LN OERICEETHZ L, KT MY U AMENRREER LT VMEM N S 5,
(7.1, 11.1.1, 17.3 #]

1.8.4.4.6 BEE (R) ORERIL

AL, AANC L DK B Y U AMIERBLO Y 27 R & 72D ATRMERH 5, B ORI HhE
LTCTARAET LY e LT 285 g b & 54T 222 Hallmitd o2 L, BEOREZBIZL
RN HEEICEG T ENRMETHL I ENDORELE,
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F2AET L B K

=V AL b OD $E 25 ug. [A] 50 pg

L8 fI3CE ()

Page 19 of 23

1.8.4.5 FHEEA

1.8.45.1 BERZS (BFRLZVWZ L)

(%)

Kh4 %

MRARAER - #BTIE

BF - fEREF

F7 YV NRFRFH

M) 7L RAFT7T Y REFRA (A b
Fu, AN T)  BERkrZuaF T YR
EAMA (e RazaaF 7Y R, =h—
R, SHRNIA, Savy, arFq o4, 7
LIy b))  _uUFLe RezoaFr
T RERRA] (RonA R)

F7 ¥ KRHALIFH]
AVHENIRN (FRY 7 R) | FUSR
KN (e —N) [ ATALUR (RAH
oY) |  AFIT (TLATY)
J— TR RA

TJukvIR (FYvIR) | TAX=F
(xrbry) . FF7EIFN 7Ty
7). TYEIR (F4T7—1h) [28,
11.1.1&H1]

& H U U AMERREBR T 2B N1 H
5,

W BIET MU U AMAEA BT 53

Thhd 5,

R REAT A Al EFAL &oAl
W ANF, FERGALL AL

L R=vynor (FLRk=y) | 7L k=
yar ) UBEAT AR NI A (LR
F~) . Tl R=vuaranyprzasin
FRU LA ORIV R=2) | _E R
2 UEHERA (VeTry, BELAZ
V) RERAEZY ) VR ATV R
vA (VrTuy)  TXRHERAEY L (T
HRuy) | TRV RAE S VR AT
NFRITA (ThRey) | TFPAH
SNV FUBEAT L (Y AEY
V) . b RpaLrFyy (a—=kUL) |
[l N = =) P S0V AN BT 5 8 O P mll N ML
A (IO Rra—ky) | ERpairsFy
VANTBRTATIF NI T (Ve 2
—F7) . NIT7Aav my (LA a—
N . NI Ty sur7eh=F (U
L h-A) L TT Y= REFRA] (v
Ja—b, YAEa—L) [ XA EY
UTBEF VBT ATV (Fa—) |
AFNLTL R=vynror (A Re—L) | R
FLT VL R=yaranyBrAT)Lr h
Uoh (Y ARa—)L) | AF LT L
F=vua BT A7/ (FK« A Fa—
V) | EAX ST T BV R AT
V(TR I R) . TLNFHS7nm
EA VBT AT VEFRA (TAEA R,
T RZT TNAT A Tr—h) [ TNTFA
ST T UK o TV E AT
(T=aAT 4, LAXRT, TULY
=) YT VLY=FR Faszxa) [ an
F UEHRT ATV (a—bky) | TR
oo )LFY UER AT (7r ) R7)
(2.9, 11.1.1&H]

BT M U AMENRER T 2BZN1H
o

CAEZSN

1.8.4.52 BERZR (BERALZ2WVnWZ &)

D% 8 HE U 9 HEM,
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FAET Vv FERREE KT
I =V AL | OD #E 25 ug. [A] 50 ug
1.8 WSFaE (%) Page 20 of 23

1.8.45.3 BEHEE BEtRHICEERT?ZE) B

KH4% BRIREER - #EFE BT - fEREF
ZBGRILD OA KT b U D AMIES X2 EEEEEORE | PIRRFLVE 25U, KRR O Y
(1 I7T I HRESE) BHDHOT, MiEF M) UVAEFEEZE= | A7 ZETILRnH D,
BRI O b= TR GIAS L EA =5 L,

(TNRFH I v~ LA UERIES)

Z DA DHR R ARV > ARl B oy W R
% #E 2 JKHA

(Zanrra<wdr, IARTEBEL 7
o783 R [111.138]

AT oA FHEH KSR A KT B U ¥ AMIEIC L D KPEBRIERSTE | RRETRE O Y 27 2832 L83 h 5,
A FAX V%) [11.11 5] BT 2BZNRH D=0, 1EERK,
W, D EEEORBUCER TS 2
&,
73 REEEE [11.1.1, 16.7 2] AR OMAPRESEM L, FHMNERET | BRRIERANRERT 5 2 & T KikiTH
LEENDD D, MEF P Y U AMIED Y A7 8+ B2
nnd b,
KF MY T AMIEEZRZTRBEARHHHE | (KT M) U AMENRRTIBZANRD | WINHLET M) v AMENERT IR
Al 2 ENDRDH D,

(Avwa /) J7 b, FRATT—NV5E)
[11.1.1 &=HE]

1.8.4.5.4 BEREE BEFRIER T L) (B) ORERIL

[=BR%H09 DAl BRIt e b= BRIV IALRAEFEA], & OMOFRRAVE ARG 57 WEEEE
AT 2 A
PORIR A VE o AN G WMERRE 2 2 5 2 KA & OFF I, KDITE OV 27 RS, KT
FU D AMIENKERT L ENHDH I LD, CCDS KON =V > AL | OD §E 60 ug. 120 pg.
240 pg OFCHEUTHERL U TERIE LT,

[FEAT a1 RS ERA]

TORAE T TV ARROMENT LY B ESN D L. FURR SR IVE > D4y E AT S ATRE
PERHDHZ B, CCDS LR =Y > A/ b OD £ 60 pg, 120 pug. 240 ug O Fo# I HEL L TR E L
7=,

J

[2~<T 3 Fififst]
BT X NHREARIC K 2 I EH O TIC LY . AAID AUC KO Crax 2380 (I 365) L. 1EHEF
FelRefH] 2 IR 3 2 FREMEDS RIR S 7o Z &2, CCDS R =Y > AL | OD #E 60 png, 120 pg,
240 pg DOFCHEUTHERL U CTERAE LT,

(K RV o AMEZE Z 9820035 5 3HA]

KT NY U AMAEZR Z T8ENNHLFEHEOIFHIE, KT ) U AMIENBIRT H U X7 21
REIEDLAREMEDRH DS, T NI U LAPEERZ BT 207V AT el (AR 77 ) RIK
F RV T AMJEZFIER T EORENH DT 0 bR TEAR] (AT T V=) BRERA L
LTRE LT,

1.8.4.6 BIVEA
KHEFE T, B ENEEZRER (000030, 000130 M X 000131 #ER) 1231F AR BUEE L LT,
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FAET Vv FERREE KT
I =V AL | OD #E 25 ug. [A] 50 ug
1.8 WSFaE (%) Page 21 of 23

1.8.4.6.1 BIVER ()

WORWEHNRH 5D Z ERHDHDT, BELHIITITV. BENPRD NG ICITEG 2k
T B Y AE AT 2 &,

1.8.4.6.2 BERREIER (8)
1. (&5 MY v AMmSE (0.8%)

5 N YU D AMAEIT K 2 BRI, I, ESEEOBERKTRERSH b 2 Ei3b 5, BN
O LNIGEICIEE G 2 Ik LT RGEBIRERIR L, BERGEEISHERIEZIT ) e & BHD
ROUSJE CTRES D Z &, KT b U AMIERRD GRZBETIE, #H52HEALRVN L, (1,
2.1-25, 7.1, 81, 82, 9.1.2, 9.8, 10.1, 102 ]

2. O oMmtOARE (BEEAH)

o o MR LAEOYIHER (TR, SR RERN, JFEREUIIL, MR &) ORBICHE
H L. INDHOERDRD bNGE I3 RELPIEL, BEURMEZIT) Z &, 5 oMo ARER
ROLNTEETIE, REEZHALRNI &, [232H]

1.8.4.6.3 HAREBIEA (8) ORERL

1. AR OERNBEARERICISOD T, BRRIERZ S X9 REHERET MU U AMEITRESO b T
WH OO, BERKFT NY U AMIETT AT T LUV RBOBETREEEHTHL7-D, =1
> A )LV OD $E 60 pg. 120 ug. 240 pg OFLEICHERL L Ca%E L7,

2. AN WT, KEBIROBFICAEZZE LTSE10 0 s RO AERFEH LT L OWE DN H
%, WHRIZRIZEDHEHREAT 5EBH TR THLHERE L mlinOSE X — KIS LT
BOMETLTHEY 9 o MEOAENRHER LT NI &, EEAREOEBIEH D 5 o M OAR2N
BT DAREMZ B E TE RV L DRE LT,

1.8.4.6.4 ZOMOBIER (R)

0.5~5%Ri 0.5%R BEEARH

Rt LOERE | M) Y oA, BNPEN

TR R R IR, MR E U, BIIR TEEhE S, ok, A
FEATE)

H i {FERL, DN, TR L, BEERPREG, DETR
Jl, DEAE

- BEEEER X RAYMETRIE, BARVIE, A 5

[ AR N

I P e L&

BB L ORKEEE i H PR N

JTF IR R P R HE S

R & ¥ OV TR #®%., CAME, 25ttt

fi I PR, B

1.8.4.6.5 ZOMOBEIER (R) OFRERIL
DTS T 2FRE2EWERHE L CEREL,

KA CCDS (Zitd STV A EIEH
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FAET LW KT
=Y ALk OD #E 25 ug. [ 50 pg
1.8 WSFaE (%) Page 22 of 23

[EI N ERFER  (FE 992026 CS36, 000029, 000030, 000129, 000130 K TF 000131 #AER) (245N T 2
B B3RS ST mIFEH

I=U ALk OD$E 60 ug. 120 pg. 240 pg IZitdlk L T DEHWEHD 9 B, AAITHR DO HILD
B2 LD EITER

AFNZxFT 2 WEIE & & 2 55 RIVEH
1.8.4.7 BERE

1.8.4.7.1 BERE (R)
1. JEIR

i EREG (HEACHEZBASE) (IZXDRIKSIFRICHENMET U 7 AMAED Y 2 7 H3E %
D\@E@\ﬁ%\@@\%b°@%\&£\M&%% ENDHOEDONDZEND D,

2. WE

BehH2m1E LT, ASEERAEZRIRE L, HERSEESIIHERIEZITI R Y, BEORICS CTLES
HZE, £, SEROUEN BNV EIC i%ﬁmﬁﬁ&%ﬁTéE% KD EEET D
L,

1.8.4.7.2 BERE (R) OREIRIL

AFIOR GEETRZXEWEH THLEF MY 7 AMAENFEE T 2 W HEMEN & 5 DT, CCDS K13
=U ALk OD&E 60 pg, 120 pug, 240 ng OFCHEICHEILL TERE LTz, 72, FilRA L ITmERE
KOFEARL 7 vt I FOBRGIZE D EBIIZIERT 2 2 i, Mg MY v Aol ERZ25 &
fZ U, =B EME RS OMRRFEE N RE T 2 /RN H 0 | HERIREDLE LR D T &0
. 7R AE TR E U CidReEE T, BRI A A T D EANC X D AE OB A T D 2
L L7,

1.8.4.8 BHAEOEER

1.8.4.8.1 EKARZMEOEE (R)
1. AKFNIT7 VUV AZ—2— bbb EROH L CiRAT 22 & mp/wb@h% X0 WA
BERFEA~RIA L, EIXFLE2B I L CHtRBIAREDEELREGIEEZ R T ZENH D,

2. AFNIBHEIL72 & &K ERITREERT-D, W =T THEHERNCT Y AZ—— FnHHD
Idj‘é—L ko

3. TUREZ—U—FBEY Hﬂ‘ﬁ‘m I, BEHOY— FHA LK, po< b LIFDOETH LT
T L, RIFRPENNECTGEITEERMAT D2 L, BHEOEAITLNTRLDLNWZD, &
— hZHPRSFITHLHZ kﬂ"é EENDZ LD D,
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FAET Vv FERREE KT
I =V AL | OD #E 25 ug. [A] 50 ug
1.8 WSFaE (%) Page 23 of 23

1.8.4.8.2 HKARMFRFOTEE (B) ORERAL

1. AFNOAIEZPTP > — Tl bon, 7Y 22— — FOERRIZ LY . FEEOASGHES
NI ND72D,  [PTP OFEAKIRIZOW T (BEGEFEF 240 5, FRk 843 H 27 H) 2
FHoOEF|EL,

2,3, RHIOVERNG, BEEZ LIZHE, KOKONIIALETHHZ &, £z, U — FrbHV H
FTLEMITLENTLED 2L H D72, WIEIIRNTE 5 L )Rl L7,
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FAET L W KT
=Y ALk OD&E 25 ug. [F 50 pg
1.9 —MRAYA FRICAR 2 30 Page 1 of 3

1.9 —fRMIAFRICFR D X E

Ferring Pharmaceuticals CONFIDENTIAL



FRAET L FEE KT
=Y ALk OD&E 25 ug. [F 50 pg

1.9 —fXAIA FRICER 5 S0 Page 2 of 3
HR
1.9.1 BRI ARETZBTR (JAN) .o 3
192 EEEEA (INN) oot 3
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FAET L W KT
=Y ALk OD&E 25 ug. [F 50 pg
1.9 —MRAYA FRICAR 2 30 Page 3 of 3

1.9.1 EXEGH—BEHILFR (JAN)

ARIEDEIR S —RHI4FR (Japanese Accepted Names (JAN) ) %, BEF0 524 11 H 24 H OEHK A TR
FESITB WV TIRIE ST,

Z D%, HASWIE ARSI CFRk 18 4 3 J 31 AIEA @4 SR 285 5) 1B\, EHHOH
AL MAIENER ST, ZHUTHED, 85 15 SE H ARSR R 7 ICINE STV R W ESRELIZF% 5 JAN (2
DONTh, Rk 18 4E 3 H 31 HATERAFA 365 0331013 55 A S5 )44 25 K A b o) e A A B i 4

(A AR O B ARG MAEDOELIZ O EHRHEO—AI4FR (JAN) OEHRWIZDWT ) 1230
T, FAEICIEVETT 52 L L &, Ao JAN X, Fik 194 8 H 6 H A& 45 0806001
FIE A B AN R R A R RS I EIC BT B EEO— A FROEFTIZOWT (£
D1) ] IZC, TOEENBEHMII, Tieh BV Ligoiz,

[AAL] 7 AET L IR AR

[# 4] Desmopressin Acetate Hydrate

192 EER—f&4 (INN)

AREDFEPEE—M4  (International Nonproprietary Names (INN) ) i, Supplement to WHO Chronicle, Vol.
29, No. 10, 1975, Recommended INN: List 15 (Z5\W\W T, L FDO LB s T b,

desmopressin
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FAET L W KT
=Y ALk OD&E 25 ug. [F 50 pg
1.10 =¥ - BIEEOREREEHOE LD Page 1 of 7

1.10 ¥ - BIERZEDOREEEEHDOE LD
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FRAET L FEE KT
=Y ALk OD&E 25 ug. [F 50 pg

1.10 =¥ - BIEEOREREEHOE LD Page 2 of 7
HR

1.10.1  FBE - BIEEOHEEBEEEROELD (BUT) e, 3
1.10.2 BE - BERZOHEEEEBEBOE LD GEM s 7
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FAET L W KT
=Y ALk OD&E 25 ug. [F 50 pg
1.10 =¥ - BIEEOREREEHOE LD Page 3 of 7

1.10.1 HEX - BIEZ0HEEFEESOE LD T

L4 - Bl

1-F7 2 )-8D-TIAFX=r- RNy Ty WLETAET LI Y) | ZOHEEEW
i b ORI

t E2V

i

5
g—Tyr—Phe— Gin-Asn-Cys-Pro-0-Arg-Gly-NHz « H3G-COH « 3H:0
o

e - 2 R

TAET LSRR 0.01% A, TAES LU - AT L—25
FRAR M PR AR E

FARAET LY« A7 L—10 Bfn
RIZIBEH DUVMNIIREEOIR IS TR
W IRIE

I=VU A/l OD #E 120 ug. [l 240 ug
PRIZBEE & D WITIRIEE DR TS 5 RIRAE

I =V ALk OD § 60 pg. [7 120 ug, [A] 240 pg
FRAX P PR AR E

MiE - i &

T AT LY Bk 0.01%1Fn

IR BET AR T Vv UNERRE KR & LT 1 |l 2.5 pg~5 pg (0.025~0.05
mL) % 10 1~2[E&RPENICEET 5.

BN - T AE S U UK & L C 1Rl 5 ug~10 pg (0.05~0.1 mL)
Z 1 H 1~2[EEENICEEST D,

G EIBEOPUKE, JRE, JRICE, JRIZFEEIC X EEEET 5,

FRAES LV s AT =25
ANE G BET AE T UL UREREKF & LT 1R 25 pg~5 pg (1~2 5] &
1H 1~2RE&ENICEET 5,
FRN : BET AT L UERREKFI & LC 1A 5ug~10pg (2~4ME5%) &1
H 1~2 [l & ENIC 575,
BHEITBEOHKE, JRE, RICE, RIZEEIC XD EEEBT 5,

FAES LT« A7 1L—10 W

WL, 1 H LEBERNCT AT Ly UEEREKFI & LT 10 ug (1 ME7%) 25
BENICE G 2B L, R0 725E1E, LH LERERNICT A€ 7 Lo UEE
Fetikfid L LC20ug (QMEFR) I ET D,

B, 1 BEEHRIIT AT VU UERBEK I & LT 20 ug (2 "EEE) &7
5o
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FRAET L FEE KT
=Y ALk OD&E 25 ug. [F 50 pg

110 #3E - BEREOREFEEEHOE L ©

Page 4 of 7

I =V A/l OD #E 120 ug. [l 240 ug
B, 1H LEBERNCT AET L& LT 120 ug 2ok A8E- L, 2R+
SR EEAIE. 1 A LEBERMCT AE L e LT 240 pg ICHIRET 25 2 LR T
=2,

=V A/ OD #E 60 pg. [7] 120 pg. [l 240 pg
WE, TAES L LTLRIE0~120ug = 1 B 1~3[ERENELHT 5, fh5E
FEEOHOKE, JRE. JRECE, RIZGEIZEVEEHEET 220, 1 BREGET
20 ug FTE L, 1HEGEIT 7200 ZH X 72N &,

BIFEE DR E | AR« B
A - B, UG IR
TR K OE | TAET Ly v &k 0.01%HFn (1) 25 mL 7 A€ 7 L o R KT
RSy - 4y | 250 ug &)
TFTAET VLV v s A L=25fM (LR5mLHYT A€ 7 L o U EEEHE KT 125 pg
“H)
FAET LY v« A7 L1001 (LESmLHT 27 L o KR K Fn) 500 pg
“H)
I=Ur AL ODEEGONg (LEEFTAET LI L LTE0Ug 2 EH)
I=U AL OD#EL120pg (LEEFTRAEF L& LT120ug 25 H)
=V AL ODEE240pg (LEEFTAET L L LT240 g 5 H)
&5 PE | (R G-atE (RS O EE & © pglkg) ]

By Ay iR
S~ (HERE) >2000 >2000
A X (If) >2000 -
(A8 #5751 ]
i Bh5 Bh B 5 & It F AT AL
I K (uo/kg/H)  (ug/ka/B)  CREEREER ORI
WEZ v b | 48K | KT | 2,20,200 2 L s 0D Yo R A . 3L
(HEREE) HE . BHEEO LR
FEER, P i B R D N
(20 pg/kg)
7w bk AFEM | #1o |0,50,80,130 | 130 BIEOFELEZ BN
(MEREE) LM e L
A 6»H | T 01,110, 1 H£HE EROER, £
(HEREE) 100 BEYLIR, PRAME L
A, FLEATNEEIE
(10 pg/kg)

Ferring Pharmaceuticals

CONFIDENTIAL




FRAET L FEE KT
=Y ALk OD&E 25 ug. [F 50 pg

1.10 =¥ - BIEEOREREEHOE LD Page 5 of 7
7w b 65 H | #&A |0,25, 75 200 | 200 BIDOZELEZ DI
(HEREE) L2 e L

A X 43 | 2T | 2,20,200 2 BN R DZENE, ik
(HEREE) [~ IR &
Mefb, FLEEE - BAE
Rz - FLERE R B
DER (20 pg/kg)
£ X 43R | #&0 | 0,25,10,40 |40 BIOHELEZ BN
(HETE) L2 e L
A X 6xH | T |1,10,100 1 EIRE RO, SREK
(HETE) KOR—~ L FERED T
J2. FLERE OB LR
DRER (10 pg/kg)
S X 6% H | &M |0,25 75 200 | 200 BIDOEELEZ DI
(MEREE) L2 e L

B | FRAES LR 0.01%H N
mIVE S8 B 13 4 /98 151 = 13.3%

SRR, TRIE (4 1) . SOREERRIEL - Bk, MESC - ERE (B ) L KHEE. BHIRA
HoQ)
Hi A R A L RS B 4 51 198 5] = 4.1%

ALT (GPT) k& (31F) . AST (GOT) L&, & Nafk T, g CHET (1)

Hol

FRAES LV« 2 L—25 Wi
mIlVE S8 B3 3 151 1 55 4] = 5.5%
DEVE 27F) | B, Rk (14F)
B R I A 2L S JE B 4 151 1 55 1] = 7.3%
My Nafk ™ (2 ) . AMmEREL LS. AST (GOT) k&, ALT (GPT) k&, ik
CHEF., FUZVUETFA KER Q14

FRAES LV« 27 L—10 #Hn
BIl{E 38 B 20 441 / 315 41 = 6.3%
BRI, 50 (4 1) | WS 3 ) | M. mErk, FEEA RERIGE. &,
AR, BEmEEE (24
e R AR A S 8 B3R 18 4 / 315 1l = 5.7%
~ErZuvr bR (5298 6l) . ~~ N7 Uy MEd (2 4298 #1]) . HifnEk
B (14298 ) | /B (1441297 f511) . AST (GOT) #8hn (1 #4:/295
B) . ALT (GPT) 0 (1 {4/294 f51]) . LDH AN (1 {4293 1)) | IMiEHREE F
B (L1F284 1) . BUNESAD (L4292 41) . ifudE Najgid (144295 %1) . ik
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FAET L W KT
=Y ALk OD&E 25 ug. [F 50 pg
1.10 =¥ - BIEEOREREEHOE LD Page 6 of 7

RHEEIERT (17262 1) . JREABM (11295 #]) . Rouavel ) —47 8
M (1141295 f51))

S =V ALk OD#E 120 ug. [F 240 pg (7 SRIE)
[EW]
RIVE I BLR 1/45 B = 2.2%
Mo, teEuEk (11)
P A o A S B 8 B AR 0/45 151 = 0.0%
(o]
1 FH 76 B =R 9/388 f41] = 2.3%
Bl SER (B 1) . TBWRANFLEIE (2 #F) | TR, RPN, ZIR.
PRREE, UA VAVERMR, <R (11
i AR A S 8 B =R 0/388 = 0.0%

S=U ALk OD#E60pg. [l 120 pg. [F] 240 pug (oM R AAE)

RIIVEF 28 B3R 8/20 f51] = 40.0%

fKF R YU U AMSE - ffF MY o ApED (7)) | W, 0¥, SR EE (1
)

B PR T A 2 5 FE B3 0/45 151 = 0.0%

e

o

WHANTEEE S U kUt A - A
T YT 7y —< RS WA A
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FAET L W KT
=Y ALk OD&E 25 ug. [F 50 pg
1.10 =¥ - BIEEOREREEHOE LD Page 7 of 7

1.10.2 HIE - BIRZOREREEHOE E® (GBI

L4 - Bl
& K
BRE - B R | BHEICRIT 2 EKMZIRIT K D ERBER

MiE - &

B
77
B, W, 1B 1 EERERCT AT L8 LT 50 g 2R A& 54
%

B D $E E

s R OF | =V AL R ODEE2S pg LEEHFT AET L& LT 25 ug 25 4)

Ay + 0B =V A0 b ODEESONg (LEETTAEF LY L LT50 pg 2 6H)

= {3

gl F M| I=VUrA/ b OD#E25pug. [F50pug
BITEFBIR  48/480 5] = 10.0% (FRIERALE %% 2 & Tr)
KF Y U AISE - g N Y o AR (18 ) | T R U U ARRASTTF R
W8 k) | ATRERERE. SEE (21F)

ES | 72V s 7 —< RS A A
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T AE T LY EERRER KT
I =V ALk ODSE 25 ug. [FI50 g
112 iR E— Page 1/11

32 75— XidmEE

325k (F2e 7 vy Rk, I
3253t (= ® 7 L v mmtk iy I

HE = EE SBR[ ENMES | GBS
3.2.5.3.2 [Impurities A = —F HEFk il
3.2.84 FoEHR (5217 L v oKy .

HE S EEH SBR[ ENMES | GBS
3.2.5.4.4 |Batch Anayses A x—F WS R

32.PHIK| (/7 #F—FODEE. HFENHIEESE)
3.2.P.1 HIFI M ML (V) 7 Z#—FOD$E, HFENAREESE)

HE S EE SBR[ ENMES | GBS
3.2.P.1 |Description and Composition of the Drug Product T —7 WS R
3.2.P.2 BIRIBH R DR (/7 X —F 0D, HIENAREEE)

HE S EEA SBR[ ENMES | GBS
3.2.P.2  [Pharmaceutical Development S| WS il

3.2.P.38E (/) 7 X —J 0D, HWENAREESE)

HE S EE SBR[ ENMES | GBS
3.2.P.3.1 [Manufacturer(s) e[E WS SR
3.2.P.3.2 [Batch Formula e[E WS Al
3.2.P.3.3 |Description of Manufacturing Process and Process Controls e[E WS SR
3.2.P.3.4 [Controls of Critical Steps and Intermediates e[E WS SR
3.2.P.3.5 [Process Validation and/or Evaluation e[E WS SR
3.2.P4 RMAIDOEI (/7 X —F0DEE, HFENFRIEEE)

HE S EE SBR[ ENMES | GBS
3.2.P.4.1 |Specifications (Excipients) T —7 WS Al
3.2.P.4.2 |Analytical Procedures (Excipients) Fw—7 WS Al
3.2.P.4.3 |Validation of Analytical Procedures (Excipients) T = HES- Al
3.2.P.4.4 |Justification of Specifications (Excipients) Fw—7 WS SR
3.2.P.4.5 |Excipients of Human or Animal Origin T —7 WS Al
3.2.P.4.6 [Novel Excipients FL—7 WS Al
3.2.P5 BAIDEHE (/7 X —F0ODEE, HFENAREESE)

HE S EE SBR[ ENMES | GBS
3.2.P.5.1 [Specification(s) e[E WS SR
3.2.P.5.2 |Analytical Procedure: Determination of desmopressin identity, content and E S| WA+ il

degradation products in desmopressin ODT units by LC-UV _
3.2.P.5.3 |Validation of Analytical Procedure: Determination of desmopressin HE[E AN FAth

identity, content and degradation products in desmopressin oral
lvophilisate units by L C-UV

3.2.P.5.4 [Batch Analyses B st P A

3.2.P.5.5 [Characterisation of Impurities T —7 o+ P A

3.2.P.5.5 |Appendix 1: Assessment for the potential of Elemental Impurities in HE[E AN BRI
Desmopressin products

3.2.P.5.6 |Justification of Specification(s) T~ —7 HEFk il

3.2.P.6 IEYES TAEHEME (/) 7 X —FODEE,  HIFEN HRBEEE)

HE S EE AR I | EANAESS | BEBE
3.2.P.6  [Reference Standards or Materials T =7 HEFk il
3.2.P.7 Ramk Otk (/7 X —FODE,  HIFENAREEE)

HE = EEA AR I | EANAESS | BEBE
3.2.P.7 [Container Closure System EE] HEFk il
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F AT T LY U KT
2=V Y AL ODEE 25 ug. [FI50 ug
112 IRfTER—&

Page 2/11
3.2.P8 Mt (V7 #—7FOD$E, MWerNAEEEE)

HE S EEA SBR[ ENMES | GBS
3.2.P.8.1 [Stability Summary and Conclusion T =7 HES SR
3.2.P.8.2 |Post-approval Stability Protocol and Stability Commitment Fw—7 WS Al
3.2.P.8.3 [Stability Data F U= HEFk M
3.2.A Z DA
3.2.A.2 SRR S O 22 AR

HE S EE SBR[ ENMES | GBS
3.2.A.2 |Adventitious Agents Safety Evaluation T = WS il
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FRAET L UHERE K
2=V ALk OD$E 25 ug. 7150 pg Page 3/11
112 ivfE R —%

WA (BEVa—4)  EBERBREBEE

4.2 BB G &
4.2.3 FHERER
4.2.3.7 Z O O 75 PEARR _
CERHE R, s | s | e | | T
4.2.3.7-1 |DDAVP Tablets & Desmopressin Orally i & WSS | R
Disintegrating Tablets -1- Month Bridging 20—
Toxicity Study in Dogs (72837)
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FAE T LY UEIRE KT
I =V Y AL | OD&E 25 pug. [A150 pg
112 IR ER—E

Page 4/11

HEES (¥ =—/L5)

: ERARABRE S &

5.2 BRIRRBR—BR

5.3 RERHEE K O EEEH
5.3.1 AYEA FHRBEE

5.3.1.2 ki BA B X OEM iy RIZEME (BE)

HrhE

A

EH

IR 52 Jte 11 )

FEIN/
{4t

FEA
5%

53.1.2-1

Dissolution study of Nocdurna 25 and 50 ug and
MINIRIN Melt 120 ug for Japan

Ferring
Pharmaceuticals
A/S

2005 ~
20008

5

2

533 FRREMER (PK) RBREREE

53.3.3

RIPEEIR 2 R E) L 72 PK ERBR S &

BEE

YeEd

)

AR S i 40

AR S it S T

=P/
gt

FEA/
2E

53.33-1

Bioavailability and Pharmacokinetics of
Desmopressin in Elderly Men Age Group 55-75
Years. A phase Il study of 0.2 mg peroral
desmopressin and 2 pg i.v. desmopressin given at
two occasions each, at day and at night, in a
randomised fashion. (45A07-39)

Ferring AB

19858 H ~
1908

Tow—7

5

B

53.3.3-2

Pharmacokinetics of 400 g desmopressin p.o. in
elderly nocturia patients and correlation between
absorption of desmopressin and clinical effect.
(MICP98-1)

Ferring
Pharmaceuticals
AJS

19848 A ~
pi G JE

5.3.5 A2t R e B EE

5.3.5.1 H

im 9 2 W LGE (B3 % Helge I EABR S

BEE

YeEd

)

AR S i 40

AR S it S T

=P/
gt

A/
5%

5351-1

A Multi-centre, Double-blind, Randomised,
Placebo-controlled, Parallel-group, Comparative
Trial to Investigate the Dose-Response of 4
Different Dose Levels of Minirin Melt and
Placebo in Water-loaded Male and Female
Japanese Nocturia Patients (Single Dose), and to
Study the Efficacy of 4 Different Dose Levels of
Minirin Melt and Placebo after 28 Days of
Dosing (Multiple Doses) (FE 992026 CS36)

ES N
77 =<

20104E7H ~
2011424 H

h-.m%%
5

FEW

R

5.3.5.1-2

A Randomised, Double-blind, Placebo-
controlled, Parallel-group, Multi-centre Trial
Investigating the Efficacy and Safety of Two
Different Dose Levels of Desmopressin (FE
992026) Orally Disintegrating Tablets after 12
Weeks of Dosing for the Treatment of Nocturia in
Adult Women (000029)

eI
77—~

201249 H ~
201346

—

fis 336

EW

5.3.5.1-3

A Randomised, Double-blind, Placebo-
controlled, Parallel-group, Multi-centre Trial
Investigating the Efficacy and Safety of Two
Different Dose Levels of Desmopressin (FE
992026) Orally Disintegrating Tablets after 12
Weeks of Dosing for the Treatment of Nocturia in
Adult Men (000030)

eI
77—~

201249 H ~
201346

—

fis 735 i

EW

2T
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FRET L oERRE KT

I =V Y AL | OD&E 25 pug. [A150 pg Page 5/11
1.12 BB —5E
5.3.5.1-4 |A Randomised, Double-blind, Placebo- 7z V27 - [20164:98 ~ r ERBIEES
controlled, Multi-centre Trial Investigatingthe |7 7 —~®  |20174£9 A fth, #150
Efficacy and Safety of Desmopressin (FE e 7%
992026) Orally Disintegrating Tablets During 12
Weeks of Treatment for Nocturia due to
Nocturnal Polyuria in Japanese Female Subjects
(000129)
5.3.5.1-5 |A Randomised, Double-blind, Placebo- 77 - |20164E9H ~ EN | #Em
controlled, Multi-centre Trial Investigatingthe |7 7 —~®  |20174£9 A =ﬁﬁ 157
Efficacy and Safety of Desmopressin (FE e 7%
992026) Orally Disintegrating Tablets During 12
Weeks of Treatment for Nocturia due to
Nocturnal Polyuria in Japanese Male Subjects
(000130)
5.3.5.1-6 A Multi-centre, Randomised, Double-blind, Ferring 20104E11H ~ [kE., B+ %& | W4 | 25
Placebo-controlled, Parallel-group Trial to International 2011411H
Demonstrate the Efficacy and Safety of PharmaScience
Desmopressin Orally Disintegrating Tablet for the|Center U.S. Inc.
Treatment of Nocturia in Adult Females
(FE 992026 CS40)
5.3.5.1-7 |A Multi-centre, Randomised, Double-blind, Ferring 20114F2 A ~ |kE., A% | w4t | FHE
Placebo-controlled, Parallel-group Trial with an  |International 201241 H
Open-Label Extension to Demonstrate the PharmaScience
Efficacy and Safety of Desmopressin Orally Center U.S. Inc.
Disintegrating Tablet for the Treatment of
Nocturia in Adult Males (FE 992026 CS41)
5.3.5.1-8 |A Randomized, Double Blind, Placebo Ferring 20074E6 H ~ [KE., & | WA | 2%
Controlled, Parallel Group, Multi-Center Study ~ [Pharmaceuticals|20084F-2 H
with a Double Blind Extension Investigating the |Inc.
Efficacy and Safety of a Fast-Dissolving (“Melt”)
Formulation of Desmopressin for the Treatment
of Nocturia in Adults (FE 992026 CS29)
5.3.5.2 Ff kf R AR i 2
o . e s =ty e 4 E /| FFAH/
RS HEA EE PR ST | BBR I ST ik | 2 |
5.3.5.2-1 A Multi-Centre Trial Investigating the Long Term |~ = U 7" - [20174E1)] ~ |— EW [ #Hm
Safety and Tolerability of Desmopressin (FE 77 —~M |20184:9H fth, 5156
992026) Orally Disintegrating Tablets for the e 7%
Treatment of Nocturia due to Nocturnal Polyuria
in Japanese Subjects (000131)
5.3.5.2-2  [A Multi-Center Extension Study Investigating the |Ferring 20074E12H ~ [RE. & | Wt | 35
Long Term Efficacy and Safety of a Fast- Pharmaceuticals| 201045 H
Dissolving (“Melt”) Formulation of Inc.
Desmopressin for the Treatment of Nocturia in
Adults (FE 992026 CS31)
5.3.5.3 BH D BBR AR A OF - CHENT L 7o i
YR 5 kL, s | wwomemm | o | DY | T
5.3.5.3-1 [Statistical Report of Pooled Analysis for Clinical |7 = U > 2« [— — ERIEET
Efficacy and Safety 77—~
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FRET L oERRE KT
I =1V AL b ODEE 25 pg. 750 pg Page 6/11
112 ivfE R —%

5.3.6 Tl O ARBICET 2 HESE

RORE k4 s | wwomiemm | oz | DY | T
5.3.6-1 PERIODIC SAFETY UPDATE REPORT FOR |Ferring 01 January — | 2 &
DESMOPRESSIN Pharmaceutical 2017 - 31
MINIRIN/OCTOSTIM/NOCDURNA/DDAVP/S |A/S December 2017
TIMATE
5.3.7 BET — ¥ —ER K OEFFLEk
5.3.7.1 H & E DRI & 72 - 7= T30 20 B8R M OV 22720 G 20 e D B ik i D i f51]— B 55
G w4 s | RBRIEIN | ABRE T 2‘1’ ﬁ;@’
53701 IR O Ao TEARREOT 7=V 7 - 2010071 ~ | | 157 | i
B2 A R 0D W FE R R O E ] — % 77—~ |20114E41 . i 5136
(FE992026 CS36) fi=n
53712 |HEREORILL Lo FEHARRREOE |72V 27 - [20124F9A ~ (A | 57N | 2%
B A ME O RREERER OERF — B R 77—~® |201346 4 h
(000029) fitt 136 5%
53.7.1-3 |HEREDORIL Z2-o-THERRBREONE |72V 7 - (20028980 ~ (N | =70 | =0
B2 H OME DRI ER O JE ] — B 3% 77—~M |20134E6 4 ‘—
(000030) fitt 1357 5%
53.7.14 |[HERTEORILL Lo FEHARRBREOE |72V 7 - [20164F9A ~ (I | 54 | 2%
B2 AT B 0D W FERR R O SE (] — 2% 77—~ |20174E91 fi, §+50
(000129) gz
53.7.1-5 |HEBREDRIE 2o FEARBLOE (7= 7 - (20064290 ~ | | =Y | FFh
%fxﬁiﬁi&@*ﬁ%ﬁ%ﬁ%ﬁmﬂﬂ —HER 77—~ |20174E9 . (5157
000130 i
53.7.1-6 |HEREDORILE 72 - 72 EE 2R B OFE |Ferring 20104E11H ~ Eiﬂé s | s | B35
B A ME O RREEERER O RER — B R International  |20114E11 A
(FE 992026 CS40) PharmaScience
Center U.S. Inc.
5.3.7.1-7 BREORME 72 o 7= FERRBR L OFE  |Ferring 201142 H ~ [kE., B+ | #sh | FEl
B2 A O M RERABR O JiE 5] — £ International  |20124E1 A
(FE 992026 CS41) PharmaScience
Center U.S. Inc.
53.7.1-8 |HEREDRILE 72 - 72 EF 2R B OFE |Ferring 200746 H ~ [RE. & | Wt | 35
B A ME O RREEERER O ER — B R Pharmaceuticals| 2008452 A
(FE 992026 CS29) Inc.
53.7.1-9 |HEZREORIE 2o EFLRRBELOE |77 - [20164F98 ~ | R = | AT
B A7 S O BRI DI — B 2 77 —<M  |201849/ | (756
(000131) HAgy
53.7.1-10 |HERE ORI & 72 - 72 EF 22 Bk O'F |Ferring 20074E12H ~ [kE. 2+ & | Wt | 35
B A ME O RREERER ORERF — B Pharmaceuticals|20104E5 A
(FE 992026 CS31) Inc.
5.3.7.2 Ehi S -2 COBAERBRICB W CEWER M S ER o — &%

G w4 wr | RRIEHN | AT ‘Z’ ig’_
53.7.2-1 |[EMEIN-L2TOBFERRRICBOCENWER |7V 27 - 20104674 ~ [ | =N | A
DB S UIIER O — B 77 —~M |20114E4H fih £+36

(FE992026 CS36) Hizs

53.7.2-2 |EMENT-L£TOBFERRICBOCENWER |7V 27 - |20124F9 ~ ERRIES
REL S NTIER O —E 77—~ [20134E6H ]
(000029) fi1 536012

53.7.2-3 |FMi SN2 TOBFRBRICBWOCEITER [7=) 7 - [2012429A ~ | | = | #Hm
DEE S LIEm o — 3k 77 —~M |2013tE6H ‘—
(000030) it Z-35%i3%

53724 |FiSNT-E2TCOMKRRICBEWCEITEN [Z7=V>7 - [20064F9A ~ | | =7 | &%
DB S NTERI O — &R 77 =<MW 201749 A ‘_ i1 350
(000129) piia
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FRAET VY o EIRE KR

=Y v AL | ODSE 25 pg. [F150 ug Page 7/11
112 ivfE R —%
GRS B4 g | RBRIEIN | ABRE T ‘;‘1’ ’;@’
53725 |3l =472 C O ARRICHB WV CRITER |7 =D > 7 + |20166F91 ~ i ERRIEED
DR SHIER O —EHR 77—~ |20174E91 I . 57
(000130) Ty
5.3.7.2-6 |FMi SN2 TORKRBRIZIB O CRIEA  [Ferring 2010411 H ~ [RE. & | Wbt | 35
DIBLER S VTIER D — TR International  |20114E11 A
(FE 992026 CS40) PharmaScience
Center U.S. Inc.
5.3.7.2-7 |FEhE Ih7-2 TOBKRRBICB W CEIER  |Ferring 201142 H ~ [kE. B+ | W4 | BEl
NEESNIZER O—EF International  |20124F1H
(FE 992026 CS41) PharmaScience
Center U.S. Inc.
5.3.7.2-8 |FMi SN 7= TORKRBRIZIB O CRIEA  [Ferring 200746 H ~ [RE. & | Wbt | 35
DB SNER O —E Pharmaceuticals|20084%2 A
(FE 992026 CS29) Inc.
53.7.2-9 |FEitiIh7=2TOBEKRBRICBWCTEIEHN |7=VU 27« [20164F9H ~ EWN | 7
DS ST ER O — T FR 77 —~M  |20184E9 |— il 5156
(000131) iy
5.3.7.2-10 |FEh S 722 T ORRKRBRIZIB O CRIEA  [Ferring 20074E12H ~ [RE. & | Wt | 35
DIBLER S VTIER D —TiFk Pharmaceuticals|20104E5 A
(FE 992026 CS31) Inc.
5.3.7.3 Elfi S TCORKERBRICBL CEERAEHESNEER INTIEM O —EE
G w4 wr | RRIEHN | AT ‘;'1’ ;ﬁg’_
53731 |EfEN-E2TOBKRBRICBONTEEYR |72V 7 - 20107~ [ | =4 | 2EMm
HERELNBESNTIEF O—EFH 77 —~M |20114E4H . 5136
(FE992026 CS36) fizy
53732 |Eisn-2COEKRBRICENCEER [7=U>7 - [20024290 ~ (nmm | = | 25
HERELNBERSNTIEF O—EFH 77 —~M |2013tE6H ‘—
(000029) fi1 536012
53.7.3-3 |Efish7-2TOBKRBICBWCEER |7V 7« [20124F9H ~
HEHSNBRINTIER O —EHR 77 —~M 20136 H
(000030)
53.7.3-4 |Efidh7-2TORKRBICBWCEER |7V 7« [20164F9H ~
HEERNBRESNTIEG O —EFR 77— |20174E9 1
(000129)
53.7.3-5 |EifisIh7-2TORKRBICBWTEER |7V 7« [20164F9H ~
HEHERGNEBSNIIEF O —ER 77 —~M 20174894
(000130) Jie
5.3.7.3-6 |FEhE Ih7-2 TOBRKRRBICBWTEEZ [Ferring 2010411 ~ [kE., #+%& | W4 | 25
HEHSNBER I TIEM O —EHR International  |20114E11H
(FE 992026 CS40) PharmaScience
Center U.S. Inc.
5.3.7.3-7 |FEMi SN2 TORKRBRIZB W CHEER [Ferring 201142 ~ [RE. & | st | B
HERFEPEEINTIES O—EE International  |20124F1H
(FE 992026 CS41) PharmaScience
Center U.S. Inc.
5.3.7.3-8 |FEhE SN2 TORKRRIZIBWTEEZ  |Ferring 20074E6 H ~ [KE., #+& | W4 | 5
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