T/ )7 —F8:E500mg
T/ ) 7—#&:E 1000mg
B9 &

AEMICRESN-FRICRLIEFNRVREDEE.
BAFEKRAZHICHY FTT, SERGOBEEFRUND
EFEMICAREMZIRATASICLETEFTEA,

HAHERARAL
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1.5 RREXIEHEROFBERURARORER

1.5.1 ERX (T F R OER

TIA V=)v h— A% _#kiL, Pharmacosmos A/S £ (LAF, PC4L) NT XA b T U8k Ll L
TCTFT 74 T7F—RIGOEEY A7 ZEBESEL 2 L 2L L TR L2 KBRILE gk
NA Y b —=ADFR )7~ N v 7 AEROBEEETH D,

NS-32 &, ThA Y~/ b —AFE G E GRS LT DERNATHY . KIEOHRERTH D
FIA V=L b — APELES T8 1000 2L b o OEHLRA V) THETH 5 728, FIEREMERMEN 2
& WEBEER A D e < SREAEFAMENMENZ L b mAROSE SRS TH LN TED,

15.2 BRZHEEMIZONT

FRRZHER M (IDA) (Z~LORRRST THHERA A BENTRE L, ~EZ 1 EARME
T LRGSR, AL 22~ 7 RREA R D, IDA L, R TR OBEEOEH NG THY 2, FANTIX
D 8.5%7 IDA Th D & OWENDH S Y, IDA OIERIZ, BE, B, EHEAAE VW ->7E
& UTORERDIED, RN, FFLEAZEN, We T IR 72 & OB R Z ORBLRBIENH Y |
FNT S, MEEBRORD R EEFZH b D, R TIE, MREHO IDA TREZIBZ L
LG REEILOHENZ W E Wbihd 49, IDA OJFRIZ, ARDH 5L METITiEs ARk, +
EEN L, o, RKERAHDO Z &b 20, BYEROPRE LTI, EAE Hifm s K %
G5, HRPORATOLZMETIE, BEOEEXLHAT~DTF 7 F7 =) U OZWDT- DIk
OFEPHE K LERZIEZ 09, 2oftl, BHREA, (LPFREER P OEMEER, 5 o i
R, FIEMHBEBICHES IDA HZ<BH LD Y,

15.3 BEOBRK EMER

IDA OIFFITFHE & 72 o T DIRBOIERZITH L L bio, MP~E/ e REL EREE
TEE S, SLICENORESZEIET2 2L THD 9, IRFICIIEAIOR O XUTFFIRNE 5
N0 HRBEOGAITROABEDDIBD ORI TH 5, BIEENTHEATE 208
FNCIX, 7oV BE 8T Y U A, RiERER, T~ VBRE—8k. Yol Ve SR SN D,
LU, RO AR BE O 10~20% CEIZED, [HEL, 5. TW W72 & DIELARER DY

WO LI, FIUIEREBORER R LD, Fio, ROBEER . IFEERDEIE £ Tz
BEHEFTAZLNLT FET T AT AR X, _wtwﬁﬁﬁﬁﬁﬁﬁ#%%n&w Ed
gl{ N 4’ 6)0

ZDI=, AKEANA T A = ZRERR D TEFI O BN & 5 M IBHESE # 3 iR
(2015 47) (AR, TENTA RTA 2 ) YTIEEIRNE G841 FREgs) oA s LT, O
RIVEA AV R < RN ERAI A IR T X 220, @i 7e EEROBIN L R ngFI TG b2, ©
THIbRRR R (RIEMERGER 2 L) CTEAIOWNIRA R Y], @WHLE DS OSKRIUR N E, @@
%EE@%@@W@%%@@%@&E%%MTwé BUEE N O C & 2 §RESkAN 1T B pEme
(bS] (7 = U FE) KON 2020 4F 9 HICHEI NNV ARF T~ )L h— R ZHEH (7 =
AT =7 ME) B D,
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EWNATA BT A 2iE, BIRNE S 2B 512572 > TiE, ShRRICKHR S VWX 2 BE Tk
D~NEZ B BV REROEEN OGRS GELFHE L, T A2 EMBENIC, 3R I kREk
BehEE LT 2 X0 EINn TG Y,

PR L BRI \1@%%@@%&LT@%E%i%kum%Tﬁézk#E\%%%5%
DOBH %R T DT DIIIEBEIORENLETH 5, I RZRICB WD TERERILEIC L D157%
%%T#ék@ﬁiﬁ@@%&%%gkié EMD, BEICE S TRPET 2AHARELS, E
BRI A PERR L B BLA DS & 3 _REBFITH L TH ARER IR £ O EAIMEH ST b O3 EL
WTHD Y, &b, FRANEAETDEIER & LTRY VIIERS Y | R Y > ME D B ERILIE
ol & RGNS E ST D 7Y,

Flo, INARF UL b—AE A OREE H B O EIRIT 1500 mg EREINTEY, H
ELROHEITEE L CGRIZTEIS00mg %5 CThHDH 2 LMD KT3I EFEGNLEL D, IR
¥ vl b— A8 T ERIAI O FENERRER TlxZ < OJEFI T Y REOIR TARE SN TE
. ERERRLEAANC B W TR AN AR Y VIEIC X BEILEICED 2 L A EERE S Tn
HZEMBIRY VIEAE EEAREENY 27 L LTW5, 2B, A XA L-iEshimsC® Tl
VR F T~V b— R T HRANC L AR Y CIER, < OBRETERES 3 » ALLEL JO?‘:D
Fifid 2 2 e SN TS, 61T, AKAEDVRF O~ b—2AF ZFROKY »IMSEFEBL
% bl U 72y R R R ER OGRS 10T, AFIOR Y MERBLRII I LR X L h— R
PREVERITARNZ & AFIEE TIERMFHT IR CISEITRD Heho7o 2 L3l &
nTnsg,

1.5.4 R DEE

Kﬁipcﬁ*;@ PRI 3N TH BB AT P 7 R R TR G 22 o [E TRER S 4,
2009 A 11 AR OANCARISE UIARME S L IZR2HE R OHFRZ LE L T 55512815
ﬁkéﬁ%ﬁﬁkbf%ﬁéhtoit/%ETHNNEIH’VD%%’KEAXiKW@@
FNEE S U < IZMEENT IR L2 MEMEB R B N B F I T 28R Z MR M A i & LT
AR I A, 2021 4F 1 ABE, 40 » ELLEOESUIMEL THERE STV D

2016 4E 12 Al H$ﬁ%ﬁﬁAﬁ#PCﬁk$ﬁ®!W_ ﬁé@ﬁ%%%@&@@ﬁ%wﬁ
WD T A o AR & fiik Ui, ENBRFE CId, PC AN B AN IDA B 2 X515 & LZ[EWNE 1
aﬁ%@&m&mﬁﬁ)_;Dﬁiﬁ\%%ﬁﬁqm)&wﬁﬁ%(mn%@ﬁb FRARPI A —
T AFG.T 500 mg £ T, ATEERHE T 1000 mg £ TOREMEICREN 202 & I ONT PK/PD (2
RIEZEN2NZ L 2R LT, ZOMEEEEE 2. AARBEKASHIIRRER E L TEN TR
HZ VS HRRIZME S IDA BEZXIG E LEREmLER & OIELIEEMFET 2 EHNE 11 AR
(NS32-P3-01 %) | JRRZEM E L CTENT 2 FHICZWIHIWEREICH D IDA BE LR E L
7ZEINE T AEERER (NS32-P3-02 k) Z#FEhiL7-, S5, lRIcEANBESND Z &
O g HIMICHE S IDA BE Z x5 & L7z ENE I AHRER (NS32-P3-03 #llR) 4 5k L7,
ENERRREBR DRSS, ARHFEOIIGE - 2RI BIT D HESEANE - A&, i LoEESEOMRI L 72
éﬁ@é&@%éT*%#é%ﬁﬁ%ﬁf%\H%k#éﬁﬁ&@#%%ﬂk&%%b\ﬁﬁw
Uz YAz L E LT,
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AN O BHHE DR 2 [ 1.5.4-1 1R,
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RS | BRI
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#E5h : PK-IBD-01 (5% K}
F1HH |[MESL PK-IBD-02 (BB &K
[E N : PK-IDA-01 GEAT &}
Bk Y&ﬂ:m@&% ECG substudy
(ZEEED
gk |EPYNS32-P3-01 (REAI A

PN :NS32-P3-02 (FEAIEE £
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1.5.4.1 mBEICET HER

BUHN DI K OFRBRFIEIZ DV TIE, PCAETRIES NI L OB GiEE2E L L, HANT
R AFEm L, ZOMBICESEHRE Lz, MAOLE.RERIT, ICH TA 7 A 1> T3
B, EHRFRER Q4 FEH) ROINERER (6 f6H) ORIEL Y. AROBFMWIMA T2E 36
EAM ERRE Lz, 72k, RUIRGFRBRIT 36 A Tk 2 TETH D,

JEER DR K OB 7 15 NC R EMEIC W TIE, SRS SRERE (514 V<L b— R
1  (MF &% 5 : 302MF10143) Z2&D = L,

1.5.4.2 FEER PR ER
P FEEINTE R OERIZHT=2 0 | PC ﬁf»%ﬁmﬂ X LT 2 SRR . SR Eh AE AR
K OvatEakiR OB pGE 2 e, 2B OFRERIC
TNA V= b — A ZER BRI B @Jﬁi ABT-870 & i\ 7z, EHI2, T4 V=L
N — R 8k A Nz in vivo SEZhFRBEEER K OV MERER (A bR, L el %=
B34 L, FHE R U GBINU T, o3, 70 M OB B 2 FRApEh RE AR | L 3227,
TXANT CBRICBET D AR RO HRATEH Lz,

1.5.4.2.1 IR

B BT AR T, SRS T ZICTAA Y~ h—RF EHkEG L x, &
5% 1 @»rO~EZ 2 B AEO BRI, FHZ R ORISR T - FIFH ST
WD ZEDRER S LT,

ZAVEREHEER TlX, ABT-870 23 HARMRER, (LR, PR, B - WIRERR KL OVH LA R
CRATTHELZFAM L7z, PR OFHMETIX, ~ 7 AXILT7 »~ M ABT-870 % 5, 20 K OY
80 mg Fe/kg D HE TEIRNEE G- L2 & 2 A, —BIER K OYTE), AZEE, ~F /e —
JVIR SRR, PUSRIER | AR SR ER L OMRIR O WIS b L KT S oz,
DS R S ORI R DFHT Tl A X2 ABT-870 % 5, 20 K& Y 80 mg Fe/kg D &ETHR— T A f
H L7zt ZA, 80mgFe/kg T—i#MEIZH 20% D LIIEIIMNBO Slz, F/-. 4 XIT
500 mg Fe/animal O M1 & Triffif& G- L1z & 2 A SEIMEOFELH 2 EH- & FIRHZHIRD RO Hi
7oo THUOMATERE~ OB IBHREN L > IRIZREETH D LB X biv, BRMEH TIEgX
ZHREICREDOBEMHE L, SRRRI &R LRNE TGS HZ L b, BERMARCRIT S
MATENREASIET Y A7 IR E W L7, B - WRESROFHECIL. 7 » MT ABT-870 % 5.
20 }2 O 80 mg Fe/kg D HE THEARNEZ G- L7 & Z A, 80 mg Fe/kg TIREDWWA, JREME DL
DI O A OBEIMMNRD G0, ARFEERITEVEE 2 b, HEEROETIX
EVE Y MBI ABT-870 %2 50, 158 K& TN 500 ug Fe/mL O JE ClgE Lzt 2 A,
500 ug Fe/mL ThH T 0 7RUEAFRO BV b O DBE R BT O b, BEREIMEH RS20
S77, =7 AT ABT-870 % 5, 20 }21* 80 mg Fe/kg D & CTERNIE G- L= L Z A, L& ES)
(ZHBE RIE X 720072,
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15422  EYIEHR

T A V= b= A B MO ABT-870 OFEMENREIZ SV T, B FalE 2 W TE RS
Mz, YEULFHEEPNET 2 EB 26X D5T XA T VEBOARTMEIC L 2MALED T
P L 7=,

TNA V< b= R AR R REHIRNE G T 5 & REEIZHA L2 fiE T
Fe*/Fe3 ik ila DM RS S, mAEICB W TEBEHEAm AR b,

TNA V<) b= R ZERO 5 K OREHZ DWW TR Z F i L T s, TF A 7
gL REOFE 2R T EHRIND, TXANTUHET v NEOTXICEET 2 & LD
JERE L R B A L D, BER, Y o RHi R E o bR bz, — T, IM~DOBAT
PEIZNSWEBZ BTz, £, TF AN T UBREMREW) (T v b, ) I LIZEZ A,
JERA~OBATIZOT 0 Tholz, TF A M7 8L, FRIRNER 512 I ZHIREN B R AR ERL D A &
. =2 RU Y —ANTERGEET S, T/ A Y~/ b—RF gRET VA V) ~IL h—RA Lk
DIBENZHR S LIELEBARTH L Z LD, FNEGZIIMLFT TIZL A ERBEET, 0%
FHIEARCRMEO= RY VY —AHNICEY IAEI, 8kET A V<L h—RIZBET 5 &5
z2bivd,

A X|Z ABT-870 Z# EIRNHE G- L7z & & DR FHPEIEFRIL 3~8% CTh o7z,

TNA Y= b= RFE RO NETIEETH U | Cytochrome P450 (2 L 5 Z2=Z T 722 &
DD, FEYENREFRSEM AR AAER A2 5 EfE Z AT RV & B 2 b,

15423  HMHHR

TNA Y~ b —=AF ZGROBMRHME DT DIZ, T /A Y <L h— R TH (T ABT-870 IZ &
2 HE e G-, AR G IR, BREERER, RSB, PURMERER & OVt
MR E Eh U, RTINS U7 2 B9, ER SRR O %
AW CRHIi 21T o 72, 23 AJRMERRBRIZFEM L e o 72,

B[l G- MEakiR Cld, ABT-870 O H[RIFH RN 4 G- IRf ORENG D ESE &I~ 7 A T 125 mg Fe/kg,
7 v hC 250 mg Fe/kg #, A X C 400 mg Fe/kg #8 & HIlr L7=, A X CIEmMEIEILRS T,
~ U A TIIE G- 1% RN HEFE I 2 SEFEALE L 7= B CHTIR D BEIR & 5 O RBEE 7o/ N ERE S 338
bivle, 7 v M, IEBMEDOIR T, RERD, Bk, REaiR, B, BEim kO 0o fE
IR, BHEOITES, MENRO OGN, O, FEEOMEE TEANTED b7zh, ABT-870 IZ
BENDHHITDOILEICL DD EEB R I, BHEFHERITEN L, B, 7 M
TEFIRN 512 & 2 1 Bk sl O B EIFIRN & G- RFIZ 381 2 s & 1000 mg Fekg THAET
RO bRt

AR 52 BR ClL, ABT-870 O NOAEL (X7 v b 4 M E & 5 3B T 5 mg Fe/kg K
i, A X 4 BEEKERGEMSRER T 80mgFe/kg Tho7-, 7 v b TIIMAREDOIME, EEHEDOW
D REER, REONENR, ATRONE, BEOFTES, A, 4 PERE. BEkE. ALT. AST.
ALP, 2 L AT r—/L KO E UL On, Ffilaowaaiiis. 7 v S —flid ok Ot
BB EFILE T ONCE < OB UTHERIC BT 2L 6, BROBME LRMROZEME K SR
MR, REE EARO R OZVE, iR K OFESE D OVE ANEDZEHE N DN £ 550 O FR AR OY
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(ZHRIRIE B O BEIE TR BT, Bid ABT-870 [ZHRT 280 HFICER LI-ZB(LThy ., *
7o, MO ZAbIX ABT-870 DO#AIZER T 2SN EZ(LTH D . BB e B2 b TidRn &
Ez bz, T2, MIECRMEGREEIEMOTTHE, 5 i, PIEEREOHIMATED S8,
RILER (NETREVKRONY FZ7 Yy b)) OB REMEZIE LT, Rifnsko 2 —o 7
— A=, BV AE U ER L SICEHE LB E B 2 b, RILEKANT A —F D%
B IHARN R G-IC L D BE A ERDOIGRDIRICKT 2T R E B LN M, R LIZFT 3T v
A V=N b= A GRS OFIRNE G- #E AR (Ferinject) DEMERBRIZIB N THREO AT
Do —H. A XTHEWAKPEROABENFED b, —ilEOZITHY , HEFHERITK
WeEBZ LN, £, BHEARIIRD IS BIE L E OISR SR S E (TR A R
D REITRD BRI -T2 2 LD EMEFRERITR N & B 2 S iz, £ O, FTFlo = &8,
ANEFLOMERFBRAE R Z £ 5 IFIfa D G RILE . 7 v /S — Ml O TE AL M O a0 DNT £ <
DIRE - Mk cA R, BEAFEAR~ I v T 7 — Y T~ OAFRENRD =23, ABT-
870 IZH KT BBk DOILE ITHISEDEIL TH D Z b HEFNEREORWELE B X DT,

EAR MR TlZ, ABT-870 OB 2 H D18 IR 2R AR kbR, M LR B M 2 I D Y
REE R L O~ U 2 FHE 02/ MMERBROWTh b atEz R L, BIEEEE R S 7220 &
L7z,

ATERE AR Tl TAA Y b —RE GO T v N EAWIEZIGEE. IR - IRIRIEAE &
ORI LI BT 23R CHEMWIC BB OREWE, &, Hiln &k ORI O IR X KR E O
EAFRO B, BRTIIERELOIEOBMDBFED bivic, T/AA Y~/ h—RE o v
FaHAW - JRIFREAICE T 2 R CIIREY OB EOIRE, EEOBD, KERMEDK
il R OV E U TTREE AN GRS DAL, HIRBIE T ROMEINNED b, £7-. BIETIIAE. Al
KOVEROFERRD Hivlz, T/VA Y~/ h—RFE O 7 v b &AW HAR K OHARO
FEAE N RHARDOMEREICBI T~ 2 3R CIE, REEhi © itk o K O O fERE, 165 & Db
K OMKE OB 23380 S 4L, RHEDOREIREIZ AL S Fit EORADICER L7z L B2 65 H
AR OEEORENTED S0, RE O AFEREE K AR OFZEITITT VA V<L F—R
BB GORBIIRO O hol, 7y MR TS E AW AR A RN TR b
TRV DB BT FIIZOW T, RREECHIE Lot M &E LR ARG’ E DL
B IS < AT, 7 v O NOAEL (2% L Cix 04 £, 7% NOAEL (2%} L CiX 1.4 5T
bole, THHREOBRAERUIFAFIL, BEW COZRBRNC LV BAE L BB EMEICE S
TREIRE L B2 BT, BRRME ] TR Z B IR R Ok E G LEGEE & e 52 &
INCEETHZ b, BRMARICI T 2 86RRITER T 2 15 OB Z R—IUIFH OB
A7 TR G D &HIWF LT,

PR ORI CIL, 7 v b 4 B GFERER I B TR O F R OV FiRE
PHOBESE, Hif, #RHE(L, RIE, BEHORIFELE ONBEANRD bl Z & 0vh, ABT-870 1%
JRI TR 2 7 & T L7z

PURMERBR CTlX. ABT-870 D7 F 7 4 X U —FRMITA Y ITHF AT L0 EL, TFA
N7 UBE T XA NT VIR, Flo, T4 V<L b — R 8O R IRFIEOSREE
ZBEAF OSREA & bl U7 fE R, IR0 77 £ A b7 U8k (LMWID*) K OVA 7 o — A8k ( 1S* )

* FIRADIFRRUEFICESHRZ
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EVIRLS, IARFT <V b= ( FCM* ) KV @holz, @ FEEKMES FREOT X A k
T UBBAITIR, T 7 4 X RISKOCHEKFEORIERRZBO HILTWDE R, 71 Y

~ /b b— 25 ZERIIREAT O SRILA & bl U CHURIEIZIR W 0 LB X BT,
WM TIL, TA VY~ b—RAE 8RITT v MOKREEEZ R T (LA FHE L n

277,

1.5.4.3 PR EAER
[EIN A C i S 72 B R R BR D& 3R BRI DWW T AR IR T 5,

1.5.4.3.1 BHMERIRELER
(1)  #B5E 1#HER (PK-IBD-01) : & &%

SAEANORIEMEMZEE (IBD) BFE 12 a4 x50, AHZ HEFRIRNE G- L72BRD PK KOV
EMEOREIZ B E LT, 7 v 24— — IEERRERZ £ L 7=, 100 mg JefTHE & O 200 mg 5t
ITEEDRRE 6 BIIZH 1 BT TAAI 100 mg % 2 702F T, X1t 200 mg % 4 52 CTHEFERRN R
— 7 2% 5L, 4 HEOMREE & T T, F 2 W2 T 200 mg Xi% 100 mg % [FERICH& G- LTz,

FEFMEHE TH 2 PKIZ DN T, AUC KT Crax IFTHEEKFNEZ TR L, tmaxs ke LNty (X HTHE
THRBETH -7, RPSPEE CEAME) 1XWHE L b RGROK 1% T, &5 IR 5 b
JRFIZEEE S NS RO EIZ T bT N Th o7,

LAMEIZDUWT, AHl 100 mg X% 200 mg DFFIRN AR — 7 2 GHF D BEVEDR GO iz,

(2) @BHNE 14 (PK-IBD-02) : & &H

SMELAN D IBD (2 5 IDA B 16 ]2 xR, AHID PK,PD kM OVZEMEORE 2 B & LT,
FEEMBR A i L7z, K 500mg &5 2 4y i CHIEEARN AR — 7 285 SUIAH] 1000 mg
Z0 15 43D CHBELETFHE LTz,

FEFMEE THh 5 PKIZ DV T, AUC, AUCo & TN Cinax [ DWW TUIIHEFHEMNC A B 72 &K
TEHIEEMN, ke \Z DWW TIEHREHZAOIC A B 72 EAR AT 235588 B vz,

PD (ZDWT, ~EZ 1 BEREUSNORIKIRMEEL, i~ = U Ffl, TIBC XU TSAT T
X, WHETR—=ZF A 5 OG- FHICH B2 EINDBFES b,

LEANEIZOUNT . AH 500 mg O BEIFIRIN AR — T 2 B2 5. K% T 1000 mg 0 B[] 5356 #0008
PEDFRD BT,

(3)  #BHE I #BEKER (P-IDA-03 ECG substudy) : 8Z&%
SHEN D IDA A 2 %G  AHI D QTe sl O RES 2 H A9 & LT IDA 4 32 FliZAH] 1000 mg
Z B AR EE L2 O DEX AN T A —2 ROME P ERE LV QTe #Fli 24T~ 72,
AFNEEAZ LD QTe MIMRERMEMITRRD bIE, Myl EIREE & QTcF ZAb B DI HFHHY
(A EZRMBEITRRD b rinoT,

* FTEE AR IE IR M CE

TR
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15432 E N ERREABR

(1) EMNE R (PK-IDA-01) : FHMBER

HAN IDA B3 24 Bl %12, AFIOZ42M, PK X ONPD OfFa B E LT, FEilig
B A [EIN 1 fiak T L7z, AHI 100 mg KO 500 mg & 59 2 707 CTEBRINAR — 7 2 &5 X%
750 mg & OY 1000 mg %59 15 53 i CRTERIRN & 5 L7z,

FEFHHER Th LRI OV T BEFRORBLEIZ LR T 79.2% (19/24 f5]) T > 7273,
FEAERBRERFERTHY, MEOCAEFR, HCAVEERAFTHFZIIRDO N7,

PK (Z2W T, MiiE FHRERD AUC KON Coax 1 EAKAF 277 L, 1000 mg # %ﬁ&ﬁ@mm&
O Crnax 1 X, 500 mg FEIRIN AN — T 2GR OK) 2 {5 TdH 72, tin. CL KOV, I H B A7
SR T2,

PD TiE, ~E7 0 EVREDOR—ZT 4 U0 b OE(LEIE, # 5% 168 K] THO3 2L
7o HRFRMERB KL RMIE T = U FAEDR—2A T A b OB EIL. BBUhhAFO®RE &
o O 5-1% O IRF R I PO L 72, #EfE A RE (TIBC) KON h 7 27 = U fafnfE (TSAT)
DR—=AFTA DO EIE, B EEZICBBLREGRICHEOEEMN L, REREIRE I
L7z,

ZHE Y KA 500mg £ TOFFIRNA— 7 25} O 1000 mg F T O il §#E D A ICH-E
IR & PK/PD IZEBEZEN 72N 2 ERFRO Hiviz7= 8, ENGE N AR Z £+ 52 & L L
77

(2) ERE IFEFRER (NS32-P3-01) : FHEE#

W A RRIZEE S IDA B 356 Bl & x5, RANOEGHERILERI KT 2L ERGEET 5 2 & %
AL LIRS OWATRERIFEL MERRBR 2 [N 41 fisk THMi L 7=, REBIGHEO~E 7 o il
JER OB GRTOREN O S R AE (RE 40 kg REOBEIINELORX) (ZHESERE L7
Bt & & OB G B R B G Uiz, ARFIRE 237 61T i@@&ﬁil@mmmgmﬁﬁMQXﬁ@
$%Ti1@&mﬁzm@>if%5%ﬁgb WA G- CRagk 58RI EE L TV WA,

. REREE G L YIE B R E OZEDY 500 mg 8 T HIVUT AT, 500 mg LL T THIIZERIR
Wf~72&5LtOAﬁ&m%ﬁlwm TIE 1 [E 120mg £ TZH 2 [ 3 [E BLIC, A
R SUTERIRN AR —Z 245 LT=,

FHEFHHEE THEIR—AT A U NHONEST B B UREORRKEEDOVYIE (FEAERF )
I, ARFIRE 427 (1.32) g/dL, SHERRALEREE 4.40 (1.06) g/dL Tholo, X—RAT A VIKEDO~ES
B EAREAWER L LIc~E S m U REDRRECEO R/ "R EEEIL. AFIFE 4.33 ¢g/dL,
EERRCERRE 4.27 g/dL, BER] 220 /N 3 ERIE OHEE B D 72 (95%(E X [#) 1% 0.06 (-0.13, 0.24)
g/dL TH Y . 95%EHEXM D FIRNIESME~— 0 TH 5-0.5 g/dL Z ERl>7=Z Lt AHFID
GRS T DIRSMERHRES LTz, F7-. BIKEHKEER ThH T/ 1 BB L EN
R E 72D E TOMMB L ORI 5BEZER L ZWHREOEE, XN—AT7A v D~E/ b ik
JE D 2 g/dL LA E ER U72BRE OBIG K ONE T 1 B RN 12.0 g/dL BLE & 72> - gl
DENE K OEEA O S ZEFHE THO STV A MEFER /T A—F (B 0B RE, i
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BLL, BEIIPEET, WINbRHEFREXIIEABIZLVEE L L L0, AREIXRA
ThHoT=,

(3) ERE I #REE (NS-32-P3-02) : FHEE&EH

HILEREEICHE D IDA B 40 Bl xR, AARE (RIEFEHESUIFFIRN A — 2 248 5) 12
B HHEMER OO 2 B & L72IFEMIE IEER 4 EW 15 fiik T L7z, [FER
RREDO~E 7 v B RER O GRIEAEN OISR RE (RE 40 kg KO BEZIINE 5 D)
IS EE LTS L OB G E28 5 Uiz, ARSI 10 FlCiX. PIEHEEE 1 [E
1000 mg ({AEE 50 kg RIGOBETIX 1kg H720 20mg) £ TEZAMFHE L., OEHR G TREHR S
BIZEL T RWEEAIL, BEEY 25 (500 mg B THILESMEHE. 500mg UL T Thivid
RN —F 28 5.) Ui, BIRNAR— 7 2858 30 B CTix, #lE5-®1E500 mg & L, D%
1 H 1 [E&HK 500 mg Z 1 EMIC 2 BlOSE The/hElEIZ L0 ek b2 2 0% b Lz,

FEFMEE THDHRN—RAT A VInEONET B EVREORKENRO M (R E)
IX2IRT 433 (1.58) g/dL THY ., WTNOBETHLHRGRIZRONE 7 1 BV REICHBZENRD
b7z (P<0.001, XD H D tRE)

BIER N RMEIZDONT, FEIRN A — 7 A& G8E & il iR CRE 2BV ITRD b e h
o7z, Fz, NS32-P3-02 HERD A THRE LI- @l HIEK MR ) b P& O B HEHEIK T &
# (eGFR 73 30~60 mL/43/1.73 m?) 23\ T h ., RAIOH MK VL EMEDN R S Lz,

(4) ERE I#ERE (NS32-P3-03) : FHE#

iR HHILIZ A S IDA BFE 21 Bl 2 RFRIT, RAR G2 2 AR V2RO a4 B
& LT IEERMIEx FRERBR & [EIN 5 Mk T L7, #BE 2 & o0tk 24 e LI 48 RERHEI AT
DEHRIONE 7 0 B U RE R OMHRAMAEN S 5 R ARSI RE LIRS G a5 &5
L7z, #EEE1X 18] 1000 mg (K 50 kg RO EE TIX 1 kg H729 20 mg) F TH ATHERE
L. WIEBE 5 TRk 5B L TV e WA T, & Y 285 (500 mg 8 T H AU S ehiE.
500 mg LL N THAIUTFIRN A —F 28 5) L7,

FEFMEE THDHRN—AT A U NEDONET B EVREDORKE(LEOFIME (YR )
134.77 (094) gdL TH Y, FELHFiIEONE T B EVREICHEENSHEO LIV (P<0.001, X
DD IRE)

LRMIZONT, AEFGORIRIIHERE T 85.7% (1821 #) | HAIL T 23.8% (5/21 )
ThV, MEE R FLIRBD LN T, o, NS32 285 Ligiaa oLt heiRE o
W R O A BE L7 0 AR R OEEREEIC DWW THEIZE L, Wb REEE 705 EH L ORI
O BRI T,
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155 HERUERN
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FNZ X DIRENS B2 BT L CHIMMES MR T & o, 7, SRR bekic b~ B
NEZREVRENER L, #5% 2BETHRIERT S ZERHLMNI T,
ARENT, EREERLERIZ S, 1 RIHT-0 OB GENS L, BE T LR L L8 k&%
BN D72 GRS TR G35 Z E N ARETH 5,
R T, ARAIOF 512 X 238 MR BUE 2 BT 2 A HFRORBIE G N &5
FRALERIZ LR TED o 7oy, EERFERIT /e, —ILE CRHLATEETH - 7,
AFNL, BRSO LR XS~ L h— R T8k L T AR Y o MUE DR BUEIS DMK
<. EEEHNRKY VIMEITRRD SR TWRW T L | EHESFIRA K ) IiES X
%Y A7 ZalE L C IDA OIRIENFRE L 72 5,

LEX D AFNTRASHR G PR+ IEATE R0 b LIIgko s e fiits 2 L2 &
3% IDA BT L, Dl RECENMICRER G B2 KRG 25 2 L TE, $RZIRE
RN LB R ZMRE M2 s 5 2 e b, AR OBTIRIGROER D —> & L TR
D 1%:50
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. RES0kg L EDORAIZIE, & LTIEISZY 1000 mg % LR
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&LTﬁl@ RO ERE, Ik E LT1EHZY 500mg & ERRE LT
e R 2 [RIRRIRICERET D,

E, BRI TR E TOREGEEIL, BEONE S o B U RE K OK
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# ERET D,
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Ferric derisomaltose 1%, FRM TI3 oS AFF Al 53 4 #% T 2009 4F 11 A IZHA&GR S 4L, KETIE
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75 M 2016/3/25
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% O BAEN AR AL ARIEE 72N D8RR Z HEE o
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PR BRI E SN TITY 2 &,
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IEBHTIRAFNEDO R IEE R (NDD-CKD)
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H i RN B AL (2020 4 5 A ) KEWRASCE (2020 4E 7 ARR)
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FRRZIEOZWNIERRAEICESNTITH 2 &,
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7 (1) BECMERGEETET D 1000 mg % 20 4y LA B2 CEEEIR N % 59
(2 grsREEHLELET 2 5. SRRZVEEIM DS HR LS A a5
(3) Sl B O E T > 72, LRROAT v %
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20 mg/kg % 20 4y LL b7t CHE IR 359

(1) BECHEREELRET D Do BRRZMAMMAEIE LG EIITHRYS
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IEFRMES ]

(iii) FEEREOES

1000 mg DEEMEE G L% [(3) #kffifatk
DOFHM ] 21TV, 7R D 8 O W B % AT
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T %,
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SUMMARY OF PRODUCT CHARACTERISTICS

W This medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Monofer 100 mg/mL solution for injection/infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
One millilitre of solution contains 100 mg iron as ferric derisomaltose
1 mL vial/ampoule contains 100 mg iron as ferric derisomaltose
2 mL vial/ampoule contains 200 mg iron as ferric derisomaltose
5 mL vial/ampoule contains 500 mg iron as ferric derisomaltose
10 mL vial/ampoule contains 1000 mg iron as ferric derisomaltose

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for injection/infusion.

Dark brown, non-transparent solution.
4. CLINICAL PARTICULARS

4.1 Therapeutic indications
Monofer is indicated for the treatment of iron deficiency in the following conditions:
+ When oral iron preparations are ineffective or cannot be used
« Where there is a clinical need to deliver iron rapidly

The diagnosis must be based on laboratory tests.

4.2 Posology and method of administration

Monitor carefully patients for signs and symptoms of hypersensitivity reactions during and following
each administration of Monofer. Monofer should only be administered when staff trained to evaluate
and manage anaphylactic reactions is immediately available, in an environment where full resuscitation
facilities can be assured. The patient should be observed for adverse effects for at least 30 minutes
following each Monofer injection (see section 4.4).

Each 1V iron administration is associated with a risk of a hypersensitivity reaction. Thus, to minimise
risk the number of single IV iron administrations should be kept to a minimum.

Posology

The posology of Monofer follows a stepwise approach: [1] determination of the individual iron need
and [2] calculation and administration of the iron dose(s). The steps can be repeated after [3] post-iron
repletion assessments.



Step 1: Determination of the iron need:

The iron need can be determined using either the Simplified Table (i) or the Ganzoni formula below (ii).

The iron need is expressed in mg elemental iron.

i. Simplified Table:

Table 1. Simplified Table

Hb Hb Patients with bodyweight Patients with bodyweight Patients with bodyweight
(g/dL) (mmol/L) <50 kg 50 kg to <70 kg >70 kg

>10 >6.2 500 mg 1000 mg 1500 mg

<10 <6.2 500 mg 1500 mg 2000 mg

ii. Ganzoni formula:

Table 2. Ganzoni formula

Iron need = Body weight® x (Target Hb® — Actual Hb)® x 2.4 + Iron for iron stores©
[mg iron] [ka] [g/dL] [mg iron]

(A) Itis recommended to use the patient’s ideal body weight for obese patients or pre-pregnancy weight for pregnant

women.

For all other patients use actual body weight. Ideal body weight may be calculated in a number of ways e.g. by

calculating weight at BMI 25 i.e. ideal body weight = 25 * (height in m)?
(B) To convert Hb [mM] to Hb [g/dL] you should multiply Hb [mM] by factor 1.61145

(C) For a person with a body weight above 35 kg, the iron stores are 500 mg or above. Iron stores of 500 mg are at the

lower limit normal for small women. Some guidelines suggest using 10-15 mg iron /kg body weight.

(D) Default Hb target is 15 g/dL in the Ganzoni formula. In special cases such as pregnancy consider using a lower

haemoglobin target.

iii. Fixed iron need:

A fixed dose of 1000 mg is given and the patient is re-evaluated for further iron need according to “Step

3: Post-iron repletion assessments”. For patients weighing less than 50 kg use the Simplified table or
Ganzoni formula for iron need calculation.
Step 2: Calculation and administration of the maximum individual iron dose(s):

Based on the iron need determined above the appropriate dose(s) of Monofer should be administered
taking into consideration the following:

The total dose per week should not exceed 20 mg iron/kg bodyweight.
A single Monofer infusion should not exceed 20 mg iron/kg body weight.

A single Monofer bolus injection should not exceed 500 mg iron.

Step 3: Post-iron repletion assessments:

Re-assessment including blood tests should be performed by the clinician based on the individual
patient's condition. To evaluate the effect of IV iron treatment, the Hb level should be re-assessed no
earlier than 4 weeks post final Monofer administration to allow adequate time for erythropoiesis and
iron utilisation. In the event the patient requires further iron repletion, the iron need should be
recalculated.



Children and adolescents:

Monofer is not recommended for use in children and adolescents < 18 years due to insufficient data on
safety and efficacy.

Method of administration:

Monofer must be administered by the intravenous route either by injection or by infusion.

Monofer should not be administered concomitantly with oral iron preparations, since the absorption of
oral iron might be decreased (see section 4.5).

Intravenous bolus injection:

Monofer may be administered as an intravenous bolus injection up to 500 mg up to three times a week
at an administration rate of up to 250 mg iron/minute. It may be administered undiluted or diluted in
maximum 20 mL sterile 0.9% sodium chloride.

Table 3: Administration rates for intravenous bolus injection

Volume of Monofer Equivalent iron dose . _Admlnlstr_at!on ra_lte/ . Frequency
Minimum administration time
<5mL <500 mg 250 mg iron/minute 1-3 times a week

Intravenous infusion:

The iron need required may be administered in a single Monofer infusion up to 20 mg iron/kg body
weight or as weekly infusions until the cumulative iron need has been administered.

If the iron need exceeds 20 mg iron/kg body weight, the dose must be split in two administrations with
an interval of at least one week. It is recommended whenever possible to give 20 mg iron/kg body
weight in the first administration. Dependent on clinical judgement the second administration could
await follow-up laboratory tests.

Table 4: Administration rates for intravenous infusion

Iron dose Minimum administration time
<1000 mg More than 15 minutes
>1000 mg 30 minutes or more

Monofer should be infused undiluted or diluted in sterile 0.9% sodium chloride. For stability reasons,
Monofer should not be diluted to concentrations less than 1 mg iron/mL (not including the volume of
the ferric derisomaltose solution) and never diluted in more than 500 mL. Please refer to section 6.3 and
6.6.

Injection into dialyser:

Monofer may be administered during a haemodialysis session directly into the venous limb of the
dialyser under the same procedures as outlined for intravenous bolus injection.

4.3 Contraindications

Hypersensitivity to the active substance, to Monofer or any of its excipients listed in section6.1
Known serious hypersensitivity to other parenteral iron products

Non-iron deficiency anaemia (e.g. haemolytic anaemia)

Iron overload or disturbances in utilisation of iron (e.g. haemochromatosis, haemosiderosis)
Decompensated liver disease

4.4 Special warnings and precautions for use

Parenterally administered iron preparations can cause hypersensitivity reactions including serious and



potentially fatal anaphylactic/anaphylactoid reactions. Hypersensitivity reactions have also been
reported after previously uneventful doses of parenteral iron complexes. There have been reports of
hypersensitivity reactions which progressed to Kounis syndrome (acute allergic coronary arteriospasm
that can result in myocardial infarction, see section 4.8).

The risk is enhanced for patients with known allergies including drug allergies, including patients with a
history of severe asthma, eczema or other atopic allergy.

There is also an increased risk of hypersensitivity reactions to parenteral iron complexes in patients with
immune or inflammatory conditions (e.g. systemic lupus erythematosus, rheumatoid arthritis).

Monofer should only be administered when staff trained to evaluate and manage anaphylactic reactions
is immediately available, in an environment where full resuscitation facilities can be assured. Each
patient should be observed for adverse effects for at least 30 minutes following each Monofer injection.
If hypersensitivity reactions or signs of intolerance occur during administration, the treatment must be
stopped immediately. Facilities for cardio respiratory resuscitation and equipment for handling acute
anaphylactic/anaphylactoid reactions should be available, including an injectable 1:1000 adrenaline
solution. Additional treatment with antihistamines and/or corticosteroids should be given as appropriate.

In patients with compensated liver dysfunction, parenteral iron should only be administered after careful
benefit/risk assessment. Parenteral iron administration should be avoided in patients with hepatic
dysfunction (alanine aminotransferase and/or aspartate aminotransferase > 3 times upper limit of
normal) where iron overload is a precipitating factor, in particular Porphyria Cutanea Tarda (PCT).
Careful monitoring of iron status is recommended to avoid iron overload.

Parenteral iron should be used with caution in case of acute or chronic infection.
Monofer should not be used in patients with ongoing bacteraemia.
Hypotensive episodes may occur if intravenous injection is administered too rapidly.

Caution should be exercised to avoid paravenous leakage when administrating Monofer. Paravenous
leakage of Monofer at the injection site may lead to irritation of the skin and potentially long lasting
brown discolouration at the site of injection. In case of paravenous leakage, the administration of
Monofer must be stopped immediately.

4.5 Interaction with other medicinal products and other forms of interaction

As with all parenteral iron preparations the absorption of oral iron is reduced when administered
concomitantly.

Large doses of parenteral iron (5 mL or more) have been reported to give a brown colour to serum from
a blood sample drawn four hours after administration.

Parenteral iron may cause falsely elevated values of serum bilirubin and falsely decreased values of
serum calcium.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no adequate and well-controlled trials of Monofer in pregnant women. A careful risk/benefit
evaluation is therefore required before use during pregnancy and Monofer should not be used during
pregnancy unless clearly necessary.

Iron deficiency anaemia occurring in the first trimester of pregnancy can in many cases be treated with
oral iron. Treatment with Monofer should be confined to second and third trimester if the benefit is
judged to outweigh the potential risk for both the mother and the foetus.

Foetal bradycardia may occur following administration of parenteral irons. It is usually transient and a
consequence of a hypersensitivity reaction in the mother. The unborn baby should be carefully
monitored during intravenous administration of parenteral irons to pregnant women.

Breast-feeding
A clinical study showed that transfer of iron from Monofer to human milk was very low. At therapeutic



doses of Monofer no effects on the breastfeed newborns/infants are anticipated.

Fertility

There are no data on the effect of Monofer on human fertility. Fertility was unaffected following
Monofer treatment in animal studies (see section 5.3).

4.7  Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.

4.8 Undesirable effects

The table presents the adverse drug reactions (ADRS) reported during Monofer treatment in clinical
trials and in-market experience.

Acute severe hypersensitivity reactions may occur with parenteral iron preparations. They usually occur
within the first few minutes of administration and are generally characterised by the sudden onset of
respiratory difficulty and/or cardiovascular collapse; fatalities have been reported. Other less severe
manifestations of immediate hypersensitivity, such as urticaria and itching may also occur. In
pregnancy, associated foetal bradycardia may occur with parenteral iron preparations.

Fishbane reaction characterised by flushing in the face, acute chest and/or back pain and tightness
sometimes with dyspnea in association with 1V iron treatment may occur (frequency uncommon). This
may mimic the early symptoms of an anaphylactoid/anaphylactic reaction. The infusion should be
stopped and the patient's vital signs should be assessed. These symptoms disappear shortly after the iron
administration is stopped. They typically do not reoccur if the administration is restarted at a lower
infusion rate.

Distant skin discolouration has also been reported post marketing following 1V iron administration.

Adverse drug reactions observed during clinical trials and post-marketing experience
Common Uncommon Rare
System Organ Class | 1100 to <1/10)) (2171000 to <1/100) | (21710000 to <1/1000)|  \CLKOWD
Immune system disorders Hypersensitivity, including| Anaphylactoid/
severe reactions anaphylactic reactions
Nervous system disorders Headache, paraesthesia, Dysphonia, seizure,
dysgeusia, blurred vision, | tremor, altered mental
loss of consciousness, status,
dizziness, fatigue
Cardiac disorders Tachycardia Arrhythmia Kounis syndrome
Vascular disorders Hypotension, hypertension
Respiratory, thoracic and Chest pain, dyspnoea,
mediastinal disorders bronchospasm
Gastrointestinal Nausea Abdominal pain, vomiting,
disorders dyspepsia, constipation,
diarrhoea
Skin and subcutaneous Rash Pruritus, urticaria, Angioedema Distant skin
tissue disorders flushing, sweating, discolouration
dermatitis
Metabolism and Hypophosphataemia
nutritional disorders
Musculoskeletal and Back pain, myalgia,
connective tissue arthralgia, muscle spasms
disorders
General disorders and Injection site Pyrexia, chills/shivering, Malaise, influenza like
administration site reactions™ infection, local phlebitic illness**
conditions reaction, skin exfoliation
Investigations Hepatic enzyme increased

* Includes the following preferred terms, i.e. injection site erythema, -swelling, -burning, -pain, -bruising, - discolouration,



-extravasation, -irritation, -reaction.
** Influenza like illness whose onset may vary from a few hours to several days

Description of selected adverse reactions

Delayed reactions may also occur with parenteral iron preparations and can be severe. They are
characterised by arthralgia, myalgia and sometimes fever. The onset varies from several hours up to four
days after administration. Symptoms usually last two to four days and settle spontaneously or following
the use of simple analgesics.

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.
4.9 Overdose

The ferric derisomaltose in Monofer has a low toxicity. The preparation is well tolerated and has a
minimal risk of accidental overdosing.

Overdose may lead to accumulation of iron in storage sites eventually leading to haemosiderosis.
Monitoring of iron parameters such as serum ferritin may assist in recognising iron accumulation.
Supportive measures such as chelating agents can be used

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Iron parenteral preparation, ATC code: BO3SAC

Monofer solution for injection is a colloid with strongly bound iron in spheroidal iron-carbohydrate
particles.

The Monofer formulation contains iron in a complex that enables a controlled and slow release of
bioavailable iron to iron-binding proteins with little risk of free iron.

Each particle consists of a matrix of iron (111) atoms and derisomaltose with an average molecular
weight of 1000 Da and a narrow molecular weight distribution that is almost devoid of mono- and
disaccharides.

INN name: Ferric derisomaltose (also known as iron (111) isomaltoside 1000).

The chelation of iron (111) with carbohydrate confers to the particles a structure resembling ferritin that
is suggested to protect against the toxicity of unbound inorganic iron (I11).

The iron is available in a non-ionic water-soluble form in an aqueous solution with pH between 5.0 and
7.0.

Evidence of a therapeutic response can be seen within a few days of administration of Monofer as an
increase in the reticulocyte count. Due to the slow release of bioavailable iron serum ferritin peaks
within days after an intravenous dose of Monofer and slowly returns to baseline after weeks.

Clinical efficacy

The efficacy of Monofer has been studied in the different therapeutic areas necessitating IV iron to
correct iron deficiency. The main trials are described in more detail below.

Iron deficiency anaemia outside CKD

The P-Monofer-IDA-01 trial was an open-label, comparative, randomised, multi-centre, non-inferiority
trial conducted in 511 patients with IDA randomised 2:1 to either Monofer or iron sucrose. 90% of
recruited patients were females. The dosing of Monofer was performed according to the Simplified
Table as described in section 4.2 above and dosing of iron sucrose was calculated according to Ganzoni
and administered as 200 mg infusions. The primary endpoint was the proportion of patients with an Hb
increase >2 g/dL from baseline at any time between weeks 1 to 5. A higher proportion of patients
treated with Monofer compared to iron sucrose reached the primary endpoint, 68.5% vs 51.6%,



respectively (FAS, p <0.0001).

The P-Monofer-IDA-03 trial was an open-label, comparative, randomised, multi-centre trial conducted
in 1512 patients with IDA randomised 2:1 to either Monofer 1000 mg infused over 20 min (1009
subjects) or iron sucrose administered as 200 mg 1V injections repeated up to a cumulative dose of 1000
mg (503 subjects). For the co-primary efficacy endpoint the change from baseline to week 8 in Hb was
2.49 g/dL in the Monofer group and 2.49 g/dL in the iron sucrose group. The estimated treatment
difference [95% CI] of iron isomaltoside - iron sucrose was 0.00 g/dL [-0.13; 0.13]. Since the lower
bound of the 95% CI for the treatment difference was above -0.5 g/dL, non-inferiority was concluded.
For the co-primary safety endpoint, a total of 3 treatment emergent serious or severe hypersensitivity
reactions in 989 subjects (0.3%) were adjudicated and confirmed by the adjudication committee in the
iron isomaltoside group. The 95% CI was [0.06%; 0.88%] and as the upper bound was <3%, the
primary safety objective was considered met. In the iron sucrose group 2 treatment emergent serious or
severe hypersensitivity reactions in 494 subjects (0.4%) were adjudicated and confirmed by the
adjudication committee. The risk difference between iron isomaltoside and iron sucrose was estimated
to -0.10% [95% ClI: -0.91; 0.71].

Nephrology
Non-dialysis-dependent chronic kidney disease

The P-Monofer-CKD-02 trial was an open-label, comparative, randomised, multi-centre, non-inferiority
trial conducted in 351 iron deficient non-dialysis dependent (NDD) chronic kidney disease (CKD)
patients, randomised 2:1 to either Monofer or oral iron sulphate administered as 100 mg elemental oral
iron twice daily (200 mg daily) for 8 weeks. The patients in the Monofer group were randomised to
infusion of 1000 mg single dose or bolus injections of 500 mg. Monofer was non-inferior to oral iron at
week 4 (p<0.001) and also sustained a superior increase in Hb compared to oral iron from week 3 until
the end of trial at week 8 (p=0.009 at week 3).

The P-Monofer-CKD-04 trial was an open-label, comparative, randomised, multi-centre trial conducted
in 1538 NDD-CKD patients with IDA randomised 2:1 to either Monofer 1000 mg infused over 20 min
(1027 subjects) or iron sucrose administered as 200 mg IV injections repeated up to a cumulative dose
of 1000 mg (511 subjects). For the co-primary efficacy endpoint, the change from baseline to week 8 in
Hb was 1.22 g/dL in the Monofer group and 1.14 g/dL in the iron sucrose group. The estimated
treatment difference was 0.08 g/dL [95% CI: -0.06; 0.23]. Since the lower bound of the 95% CI was
above -0.5 g/dL, non-inferiority was concluded. For the co-primary safety endpoint, a total of 3
treatment emergent serious or severe hypersensitivity reactions in 1019 subjects (0.3%) were
adjudicated and confirmed by the adjudication committee in the iron isomaltoside group. The 95% ClI
was [0.06%; 0.86%] and as the upper bound was <3%, the primary safety objective was considered met.
No treatment emergent serious or severe hypersensitivity reactions were adjudicated and confirmed by
the adjudication committee in the iron sucrose group. The risk difference between iron isomaltoside and
iron sucrose was estimated to 0.29% [95% CI: - 0.19; 0.77].

Haemodialysis-dependent chronic kidney disease

The P-Monofer-CKD-03 trial was an open-label, comparative, randomised, multi-centre, non-inferiority
trial conducted in 351 haemodialysis patients randomised 2:1 to either Monofer or iron sucrose. Patients
were randomised to either a single injection of 500 mg or 500 mg in split doses of Monofer or 500 mg
iron sucrose in split doses. Both treatments showed similar efficacy with more than 82% of patients with
Hb in the target range (non-inferiority, p=0.01).

Oncology
Cancer related anaemia

The P-Monofer-CIA-01 trial was an open-label, comparative, randomised, multi-centre, non-inferiority
trial conducted in 350 cancer patients with anaemia randomised 2:1 to either Monofer or oral iron
sulphate administered as 100 mg elemental oral iron twice daily (200 mg daily) for 12 weeks. The
patients in the Monofer group were randomised to either an infusion of max 1000 mg single doses over
15 min or bolus injections of 500 mg over 2 min. The primary endpoint was change in Hb
concentrations from baseline to week 4. Monofer was non-inferior to oral iron at week 4 (p<0.001) and
a faster onset of the Hb response was observed with infusion of Monofer.



Gastroenterology

Inflammatory bowel disease

The P-Monofer-1BD-01 trial was an open-label, comparative, randomised, multi-centre, non-inferiority
trial conducted in 338 inflammatory bowel disease (IBD) patients randomised 2:1 to receive either
Monofer or oral iron sulphate administered as 100 mg elemental oral iron twice daily for 8 weeks (200
mg daily). The patients in the Monofer group were randomised to either an infusion of max 1000 mg
single doses over 15 min or bolus injections of 500 mg over 2 min. A modified Ganzoni formula was
used to calculate the 1V iron need with a target Hb of only 13 g/dL resulting in an average iron dose of
884 mg elemental iron compared to oral iron administered as 200 mg oral iron sulfate once daily for 8
weeks (11,200 mg elemental oral iron in total). The primary endpoint was change in Hb concentrations
from baseline to week 8. The patients had mild to moderate disease activity. Non-inferiority in change
of Hb to week 8 could not be demonstrated. The dose-response relationship observed with Monofer
suggests that the true iron demand of IV iron was underestimated by the modified Ganzoni formula. The
Hb response (Hb increase >2 g/dL) rate was 93% for patients receiving >1000 mg Monofer.

Women's health
Postpartum

The P-Monofer-PP-01 trial was an open-label, comparative, randomised, single-centre trial conducted in
200 healthy women with postpartum haemorrhage exceeding 700 mL and <1000 mL or PPH >1000 mL
and Hb >6.5 g/dL measured >12 hours after delivery. The women were randomised 1:1 to receive either
a single dose of 1200 mg Monofer or standard medical care. The primary endpoint was the aggregated
change in physical fatigue within 12 weeks postpartum. The difference in aggregated change in physical
fatigue score within 12 weeks postpartum was -0.97 (p=0.006), in favour of Monofer.

5.2 Pharmacokinetic properties

The Monofer formulation contains iron in a strongly bound complex that enables a controlled and slow
release of bioavailable iron to iron-binding proteins with little risk of free iron toxicity. After
administration of a single dose of Monofer of 100 to 1000 mg of iron in pharmacokinetic studies, the
iron injected or infused was cleared from the plasma with a half-life that ranged from 1 to 4 days. Renal
elimination of iron was negligible.

Following intravenous administration, ferric derisomaltose is rapidly taken up by the cells in the
reticuloendothelial system (RES), particularly in the liver and spleen from where iron is slowly released.

Circulating iron is removed from the plasma by cells of the reticuloendothelial system which split the
complex into its components of iron and derisomaltose. The iron is immediately bound to the available
protein moieties to form hemosiderin or ferritin, the physiological storage forms of iron, or to a lesser
extent, to the transport molecule transferrin. This iron, which is subject to physiological control,
replenishes haemoglobin and depleted iron stores.

Iron is not easily eliminated from the body and accumulation can be toxic. Due to the size of the
complex, Monofer is not eliminated via the kidneys. Small quantities of iron are eliminated in urine and
faeces.

Derisomaltoseis either metabolised or excreted.

5.3  Preclinical safety data

Iron complexes have been reported to be teratogenic and embryocidal in non-anaemic pregnant animals
at high single doses above 125 mg iron/kg body weight. The highest recommended dose in clinical use
is 20 mg iron/kg body weight.

In a fertility study with Monofer in rats no effects on male reproductive performance and spermatogenic
parameters were found at dose level tested.



6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
Water for injections
Sodium hydroxide (for pH adjustment)
Hydrochloric acid (for pH adjustment)

6.2 Incompatibilities
This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6
6.3  Shelf life
Shelf life of ampoules as packaged for sale
3 years
Shelf life of vials as packaged for sale
3 years
Shelf life after first opening of the container (undiluted):

From a microbiological point of view, unless the method of opening precludes the risk of microbial
contamination, the product should be used immediately.

If not used immediately, in-use storage times and conditions are the responsibility of the user.
Shelf life after dilution with sterile 0.9% sodium chloride:

From a microbiological point of view, the product should be used immediately.

6.4 Special precautions for storage
This medicinal product does not require any special storage conditions.

For storage conditions of the reconstituted and diluted solution, see section 6.3.

6.5 Nature and contents of container
Type 1 glass ampoule.
Pack sizes: 5x1mL,10x1mL,5x2mL,10x2mL,2x5mL,5x5mL,2x10mL,5x 10 mL
Type 1 glass vial with chlorobutyl rubber stopper and aluminium cap.

Pack sizes: 1x1mL,5x1mL,10x1mL,5x2mL,10x2mL,1x5mL,2x5mL,5x5mL,
1x10mL,2x10 mL,5x10mL

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

Inspect vials/ampoules visually for sediment and damage before use. Use only those containing
sediment-free, homogeneous solution.

Monofer is for single use only and any unused solution should be disposed of in accordance with local
requirements.

Monofer must only be mixed with sterile 0.9% sodium chloride. No other intravenous dilution solutions
should be used. No other therapeutic agents should be added. For dilution instructions, see section 4.2.

The reconstituted solution for injection should be visually inspected prior to use. Use only clear
solutions without sediment.
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MONOFERRIC- ferric derisomaltose injection, solution
Pharmacosmos Therapeutics Inc.

HIGHLIGHT' S OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use MONOFERRIC safely and effectively. See
Full Prescribing Information for MONOFERRIC.

MONOFERRIC (ferric derisomaltose) injection, for intravenous use

Initial U.S. Approval: 2020

------------------------------------------ INDICATIONS AND USAGE ------------mmmmmmmmmm oo
MONOFERRIC is an iron replacement product indicated for the treatment of iron deficiency anemia in adult patients:

e who have intolerance to oral iron or have had unsatisfactory response to oral iron. ( 1)

e who have non-hemodialysis dependent chronic kidney disease. ( 1)

e For patients weighing 50 kg or more: Administer 1,000 mg of Monoferric as an intravenous infusion.

e For patients weighing less than 50 kg: Administer Monoferric as 20 mg/kg actual body weight as an intravenous
infusion.

e Repeat Monoferric treatment if iron deficiency anemia reoccurs. ( 2)

-------------------------------------- DOSAGEFORMS AND STRENGTHS +--------omnmmmmmm oo
e Injection: 1,000 mg iron /10 mL (100 mg/mL) single-dose vial ( 3)

e Injection: 500 mg iron/5 mL (100 mg/mL) single-dose vial ( 3)

e Injection: 100 mg iron/mL single-dose vial ( 3)

R R L L LT CONTRAINDICATIONS --------mmmmmmmm e

Serious hypersensitivity to Monoferric or any of its components. ( 4)

---------------------------------------- WARNINGS AND PRECAUTIONS ---------mmmmmmmmm oo

e Hypersensitivity Reactions: Monitor patients for signs and symptoms of hypersensitivity during and after Monoferric
administration for at least 30 minutes and until clinically stable following completion of the infusion. ( 5.1)

e Iron Overload: Do not administer Monoferric to patients with iron overload. ( 5.2)

--------------------------------------------- ADVERSE REACTIONS -« - - - <= s oo
Most commonly reported adverse reactions (incidence >1%) are rash and nausea. ( 6)

To report SUSPECTED ADVERSE REACTIONS, contact Pharmacosmos at 1-888-828-0655 or FDA at 1-800-
FDA-1088 or www.fda.gov/medwatch.
See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.

Revised: 7/2020
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

Monoferric is indicated for the treatment of iron deficiency anemia (IDA) in adult patients:
e who have intolerance to oral iron or have had unsatisfactory response to oral iron
¢ who have non-hemodialysis dependent chronic kidney disease (NDD-CKD)

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

For patients weighing 50 kg or more: Administer 1,000 mg of Monoferric by intravenous infusion over
at least 20 minutes as a single dose. Repeat dose if iron deficiency anemia reoccurs.

For patients weighing less than 50 kg: Administer Monoferric as 20 mg/kg actual body weight by
intravenous infusion over at least 20 minutes as a single dose. Repeat dose if iron deficiency anemia
reoccurs.

The dosage of Monoferric is expressed in mg of elemental iron. Each mL of Monoferric contains 100
mg of elemental iron.

Only administer Monoferric when personnel and therapies are immediately available for the treatment of
serious hypersensitivity reactions ( Warnings and Precautions (5.1)) .

2.2 Preparation and Adminis tration

Inspect parenteral drug products visually for the absence of particulate matter and discoloration prior to



administration. The product contains no preservatives.

Each vial of Monoferric is single-dose only. Discard unused portion.

e Withdraw the appropriate volume of Monoferric and dilute in 100 mL to 500 mL of 0.9% Sodium
Chloride Injection, USP.

¢ Final diluted concentration should be more than 1 mg iron/mL.

e Compatibility of Monoferric with other drugs has not been established. Monoferric should not be
mixed with or physically added to solutions containing other drugs.

e Administer the prepared solution via intravenous infusion over at least 20 minutes.

e Following dilution with 0.9% Sodium Chloride Injection, USP, Monoferric solution may be stored
at room temperature for up to 8 hours.

e Extravasation of Monoferric may cause brown discoloration at the extravasation site which may be
long lasting. Monitor for extravasation. If extravasation occurs, discontinue the Monoferric
administration at that site.

3 DOSAGE FORMS AND STRENGTHS

Monoferric is a sterile, dark brown, non-transparent aqueous solution available as:
e Injection: 1,000 mg iron/10 mL (100 mg/mL) single-dose vial
® Injection: 500 mg iron/5 mL (100 mg/mL) single-dose vial
® Injection: 100 mg iron/mL single-dose vial

4 CONTRAINDICATIONS

Monoferric is contraindicated in patients with a history of serious hypersensitivity to Monoferric or any
of its components (see Warnings and Precautions (5.1), Description (11)) . Reactions have included shock,
clinically significant hypotension, loss of consciousness, and/or collapse.

5 WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity Reactions

Serious hypersensitivity reactions, including anaphylactic-type reactions, some of which have been
life-threatening and fatal, have beenreported in patients receiving Monoferric. Patients may present with
shock, clinically significant hypotension, loss of consciousness, and/or collapse. Monitor patients for
signs and symptoms of hypersensitivity during and after Monoferric administration for at least 30
minutes and until clinically stable following completion of the infusion. Only administer Monoferric
when personnel and therapies are immediately available for the treatment of serious hypersensitivity
reactions. Monoferric is contraindicated in patients with prior serious hypersensitivity reactions to
Monoferric or any of its components ( see Contraindications (4)). In clinical trials in patients with IDA
and CKD, serious or severe hypersensitivity were reported in 0.3% (6/2008) of the Monoferric treated
subjects. These included 3 events of hypersensitivity in 3 patients; 2 events of infusion-related reactions
in 2 patients and 1 event of asthma in one patient.

5.2 Iron Overload

Excessive therapy with parenteral iron can lead to excess iron storage and possibly iatrogenic
hemosiderosis or hemochromatosis. Monitor the hematologic response (hemoglobin and hematocrit)
and iron parameters (serum ferritin and transferrin saturation) during parenteral iron therapy. Do not
administer Monoferric to patients with iron overload (see Overdosage (10)) .

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are discussed in greater detail in other sections



of the labeling:
e Hypersensitivity Reactions (see Warnings and Precautions (5.1)) .
¢ Iron Overload (see Warnings and Precautions (5.2)) .

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, the adverse reaction rates
observed cannot be directly compared to rates in other clinical trials and may not reflect the rates
observed in clinical practice.

The safety of Monoferric was evaluated in 3008 patients with iron deficiency anemia enrolled in two
randomized, actively-controlled trials. Trial 1 enrolled adult patients with iron deficiency anemia with
intolerance to oral iron or had an unsatisfactory response to oral iron with a clinical need for repletion
of ironstores. Eligible subjects were required to have a baseline hemoglobin of <11g/dl, transferrin
saturation (TSAT) of less than 20% and serum ferritin level of <100 ng/mL. Trial 2 enrolled adult
patients with non-dialysis dependent chronic kidney disease (CKD) with iron deficiency anemia ( see
Clinical Studies (14)). Eligible subjects also had to have serum ferritin <200 pg/L or <300 ng/mL if
TSAT <30%.

Trial 1 and Trial 2

In the two randomized, actively-controlled clinical trials, Trial 1 and Trial 2 (see Clinical Studies (14)) ,
patients were randomized in a 2:1 ratio to intravenous Monoferric (n=2008) or intravenous iron
sucrose (n=1000) respectively. Monoferric was administered as a single intravenous infusion of 1000
mg diluted in 100 mL 0.9 % sodium chloride and given over approximately 20 minutes (approximately
50 mg iron/min). Iron sucrose was administered as 200 mg undiluted intravenous injections over
approximately 2-5 minutes and repeated according to standard practice or physician choice up to a
maximum of five times (1000 mg) within the first two weeks starting at baseline.

The data described below reflect exposure to Monoferric in 2008 patients exposed to a 1000 mg
single intravenous dose of Monoferric. The mean cumulative intravenous Iron exposure was 984 mg.

Trial 1 included 1483 patients with iron deficiency anemia in the safety analysis that had intolerance to
oral iron or have had unsatisfactory response to oral iron or with a clinical need for rapid repletion of
iron stores. Trial 2 included 1525 patients in the safety analysis who had non-dialysis dependent CKD.
The mean (SD) age of the combined study population was 56.4 (18.3) years. The majority of patients
were women (75.7%).

Adverse reactions were reported in 8.6% (172/2008) of patients treated with Monoferric.

Adverse reactions related to treatment and reported by >1% of the treated patients in the combined
analysis of Trial 1 and 2 are listed in Table 1.

Table 1. Adverse Reactions (21%) in Patients Receiving Monoferric in
Clinical Trials 1 and 2

Monoferric (N = 2008) Iron sucrose (N =1000)

N (%) N (%)
Adverse Reaction
Nausea 24 (1.2) 11 (1.1)
Rash 21 (1) 1(0.1)

Adjudicated serious or severe hypersensitivity reactions were reported in 6/2008 (0.3%) patients in the
Monoferric group.

Hypophosphatemia (serum phosphate <2.0 mg/dL) was reported in 3.5% of Monoferric-treated patients
inTrials 1 & 2.



6.2 Post-marketing Experience

Because these reactions are reported voluntarily from a population of uncertain size, it is not always
possible to reliably estimate their frequency or establish a causal relationship to drug exposure. The
following adverse reactions have been most commonly reported from the post-marketing spontaneous
reports with Monoferric:

Cardiac disorders: Tachycardia
Gastrointestinal disorders: Abdominal pain, nausea and vomiting, constipation, diarrhea

General disorders and administration site conditions: Fatigue, pyrexia, chest pain, chills, Fishbane
reaction, extravasation, influenza like symptoms, injection site reactions

Immune System disorders: Anaphylactic/anaphylactoid reaction, hypersensitivity
Investigations: Hepatic enzymes increased
Musculoskeletal and connective tissue disorders: Back pain, muscle spasms, arthralgia, myalgia

Nervous system disorders: Dizziness, headache, paresthesia, dysgeusia, seizure, loss of
consciousness, syncope

Psychiatric disorders: Anxiety

Respiratory, thoracic and mediastinal disorders: Dyspnea, cough

Skin and subcutaneous tissue disorders: Erythema, urticaria, discoloration skin, rash, pruritus, sweating
Vascular disorders: Hypertension, hypotension, flushing, phlebitis

Extravasation of Monoferric at the injection site that may lead to irritation of the skin and potentially
long lasting brown discoloration at the site of injection has also beenreported.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no available data on Monoferric use in pregnant women to evaluate for a drug-associated risk
of major birth defects, miscarriage or adverse maternal or fetal outcomes. Published studies on the use
of intravenous iron products in pregnant women have not reported an association with adverse
developmental outcomes. However, these studies cannot establish or exclude the absence of any drug-
related risk during pregnancy because the studies were not designed to assess for the risk of major birth
defects ( see Data) . There are risks to the mother and fetus associated with untreated iron deficiency
anemia (IDA) in pregnancy as well as risks to the fetus associated with maternal severe hypersensitivity
reactions ( see Clinical Considerations) . Iron complexes have beenreported to be teratogenic and
embryocidal in non-iron depleted pregnant animals. The findings in animals may be due to iron overload
and may not be applicable to patients with iron deficiency. Animal reproduction studies of ferric
derisomaltose administered to rats and rabbits during the period of organogenesis caused adverse
developmental outcomes including structural abnormalities and embryo-fetal mortality at doses
approximately 0.09 and 0.4 times the maximum recommended human dose (MRHD) of 1000 mg,
respectively, based on body surface area ( see Data) .

The estimated background risk of major birth defects and miscarriage for the indicated populations is
unknown. Adverse outcomes in pregnancy occur regardless of the health of the mother or the use of
medications. Inthe U.S. general population, the estimated background risk of major birth defects and

miscarriage inclinically recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations



Disease-associated maternal and/or embryo/fetal risk

Untreated iron deficiency anemia (IDA) in pregnancy is associated with adverse maternal outcomes such
as post-partum anemia. Adverse pregnancy outcomes associated with IDA includes increased risk for
preterm delivery and low birth weight.

Fetal/Neonatal adverse reactions

Severe adverse reactions including circulatory failure (severe hypotension, shock including in the
context of anaphylactic reaction) may occur in pregnant women with parenteral iron products (such as
Monoferric) which may cause fetal bradycardia, especially during the second and third trimester.

Data
Animal Data

Iron complexes have beenreported to be teratogenic and embryocidal in non-anemic pregnant animals at
single doses above 125 mg iron/kg body weight. The highest recommended dose in human clinical use
is 20 mg iron/kg body weight.

In a combined fertility and embryo-fetal development study inrats, ferric derisomaltose was
administered intravenously to female rats 14 days prior to cohabitation and through gestation day (GD)
17 at doses of 3, 11, and 32 mg Fe/kg/day. The doses of 11 and 32 mg Fe/kg/day (approximately 0.1 and
0.3 times the MRHD of 1000 mg, based on body surface area (BSA)) resulted in anincrease in the
incidence of skeletal developmental delays.

Ferric derisomaltose was administered intravenously to pregnant rabbits during organogenesis, from
GD7 to GD20, at doses of 11, 25 and 43 mg Fe/kg/day. The dose of 43 mg Fe/kg/day (approximately 0.8
times the MRHD of 1000 mg, based on BSA) resulted in increased maternal mortality, abortion, and
premature delivery, and increased postimplantation loss. Adverse developmental findings at this dose
included fetal mortality, reduced fetal weights, and fetal developmental variations and malformations
(including domed head, cleft palate, macroglossia, hydrocephaly, small brain). Fetal malformations and
reduced fetal weights were also noted in the 25 mg Fe/kg/day group (approximately 0.5 times the
MRHD based on BSA).

8.2 Lactation

Risk Summary

The available data on the use of Monoferric in lactating women demonstrate that iron is present in breast
milk. However, the data do not inform the potential exposure of iron for the breastfed child or the
effects on milk production. The developmental and health benefits of breastfeeding should be
considered along with the mother's clinical need for Monoferric in addition to any potential adverse
effects on the breastfed child from the drug or from the underlying maternal condition.

Clinical Considerations

Monitor breastfed children for gastrointestinal toxicity (constipation, diarrhea).

8.4 Pediatric Use

Safety and effectiveness have not been established in pediatric patients.

8.5 Geriatric Use

Of the 3934 patients in clinical studies of Monoferric, 29% were 65 years and over, while 13% were
75 years and over. No overall differences in safety or effectiveness were observed between these
patients and younger subjects, and other reported clinical experience has not identified differences in
responses between the elderly and younger patients, but greater sensitivity of some older individuals
cannot be ruled out.



10 OVERDOSAGE

Excessive dosages of Monoferric may lead to accumulation of iron in storage sites potentially leading
to hemosiderosis and hemochromatosis. Avoid use of Monoferric in patients with iron overload (see
Warnings and Precautions (5.2)) .

11 DESCRIPTION

Monoferric is anironreplacement product containing ferric derisomaltose for intravenous infusion.
Ferric derisomaltose is aniron carbohydrate complex with a matrix structure composed of
interchanging layers of ferric hydroxide and the carbohydrate derisomaltose. Derisomaltose consists of
linear, hydrogenated isomaltooligosaccharides with an average molecular weight of 1000 Da and a
narrow molecular weight distribution that is almost devoid of mono- and disaccharides.

Ferric derisomaltose has an average molecular weight of 155,000 Da and has the following empirical
formula:

{FeO (13x) (OH) (143x) (C 6H 50 73) x}, (H20) T, -
(C 6H 100 6) R(-C 6H 100 5-) z(C 6H 130 5) g, (NaCl) y
X=0.0311;T=0.25R=0.14;2=0.49; Y =0.14

Iron atoms placed in the electronegative cavities of the 3-D structure between and within the
derisomaltose molecules. A schematic representation is presented below

Monoferric is a sterile, dark brown, non-transparent aqueous solution with pH 5.0-7.0, containing ferric
derisomaltose dissolved in water for injections and filled into Type I glass vials.

Each 1 mL of solution contains 100 mg of elemental iron as ferric derisomaltose in water for injection.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Ferric derisomaltose is a complex of iron (III) hydroxide and derisomaltose, an iron carbohydrate
oligosaccharide that releases iron. Iron binds to transferrin for transport to erythroid precursor cells to
be incorporated into hemoglobin.

12.2 Pharmacodynamics

Serum ferritin peaks approximately 7 days after an intravenous dose of Monoferric and slowly returns to
stable levels after about 4 weeks.



Cardiac Electrophysiology

Electrocardiogram (ECG) monitoring for QT prolongation was performed in a sub-study in 35 patients
randomized to Monoferric in Trial 1. No large mean increase in QTc (i.e. >20 ms) interval was detected
at the 1000 mg single dose of Monoferric.

12.3 Pharmacokinetics

The pharmacokinetics of total iron (derisomaltose-bound plus transferrin-bound iron) were evaluated in
adult patients with IDA.

After a single dose of Monoferric, maximum concentration (C 5x) and area under the concentration
time curve (AUC) of serumtotal iron increased approximately proportionally over the 100 to 1000 mg
dose range. After a 1000 mg single dose, the C ,x and AUC j,¢ of total iron (geometric mean and
CV%) of serumtotal iron were 408 (10.5) pg/mL and 17730 (22.1) pg.h /mL.

Distribution

Circulating ironis removed from the plasma by cells of the reticuloendothelial system. The ironis
bound to the available protein moieties to form hemosiderin or ferritin, the physiological storage forms
of iron, or to a lesser extent, to the transport molecule transferrin.

Elimination
After a single 1000 mg Monoferric dose, the mean (CV%) half-life of serumtotal ironis 27 (13.3%) hr.
Excretion

Due to the size of the complex, Monoferric is not excreted via the kidneys. Small quantities of iron are
excreted in urine and feces.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity studies have not been conducted.

Iron oligosaccharide, an earlier formulation of ferric derisomaltose, was not genotoxic in an in vitro
bacterial reverse mutation assay, an in vitro chromosomal aberrations test and an in vivo mouse
micronucleus assay.

In a combined fertility and embryo-fetal development study inrats, ferric derisomaltose was
administered intravenously to male rats 28 days prior to mating and through cohabitation and to female
rats 14 days prior to cohabitation and through GD 17. Doses administered were 2, 6, or 19 mg Fe/kg/day
inmales and 3, 11, or 32 mg Fe/kg/day in females. There was no effect on male or female fertility in rats
atup to 19 mg Fe/kg/day (approximately 0.2 times the MRHD of 1000 mg, based on BSA) in males and
up to 32 mg Fe/kg/day (approximately 0.3 times the MRHD of 1000 mg based on BSA) in females.

14 CLINICAL STUDIES

The safety and efficacy of Monoferric for treatment of iron deficiency anemia (IDA) were evaluated in
two randomized, open-label, actively-controlled clinical trials performed in a total of 3050 patients with
IDA of different etiology. Trial 1 included patients with IDA who had intolerance to oral iron or who
had had unsatisfactory response to oral iron or for whom there was a clinical need for rapid repletion
of iron stores. Trial 2 included patients with IDA who had non-dialysis dependent chronic kidney
disease (NDD-CKD). In these two 8-Week trials, patients were randomized 2:1 to treatment with
Monoferric or iron sucrose. Monoferric was intravenously administered as a single dose of 1000 mg.

Iron Deficiency Anemia in Patients Who Had Intolerance to Oral Iron or Who Had Unsatisfactory
Response to Oral Iron




In Trial 1 (NCT02940886) 1512 adult patients with IDA caused by different etiologies, who had
documented intolerance or lack of response to oral iron or screening hemoglobin (Hb) measurement
sufficiently low to require repletion of iron stores were randomized in a 2:1 ratio to treatment with
Monoferric or iron sucrose. Adult patients aged >18 years with baseline Hb <11 g/dL,, TSAT <20 %,
and s-ferritin <100 ng/mL were eligible for enrollment. The median age of patients was 44 years (range
18-91) and 89 % were women.

The efficacy of Monoferric was established based upon the change in Hb from baseline to week 8.
Non-inferiority was demonstrated for change in Hb from baseline to Week 8 (Table 2).

Table 2. Change in Hemoglobin Endpoints in Trial 1

Monoferric Iron sucrose

Trial 1 N = 1009 N =503 Difference

Mean change in Hb from2.49 2.49 Estimate T: 0.00 (95%
Baseline to Week 8 (2.41;2.56) (2.38;2.59) CI-0.13;0.13)

Mean * (95% CI), g/dL Non-inferiority
(Primary endpoint) confirmed

ES
Least square mean

T The estimate is from a mixed model for repeated measures with treatment, week,
treatment-by-week and stratum as fixed effects and baseline Hb and baseline-by-week as
covariates.

Iron Deficiency Anemia in Patients with Non-Hemodialysis Dependent Chronic Kidney Disease (NDD-
CKD)

Trial 2 (NCT02940860) was a randomized controlled trial in 1538 patients with NDD-CKD who were
randomized in a 2:1 ratio to treatment with Monoferric or iron sucrose respectively. Adult patients aged
>18 years with Hb <11 g/dL, s-ferritin <100 ng/mL (or <300 ng/mL if TSAT <30%), chronic renal
impairment with eGFR between 15-59 mL/min, and either no ESAs or ESAs at a stable dose (+/-20 %)
for 4 weeks before randomization were eligible for enrollment. The median age of patients was 69
years (range 25-97), 63% were female.

The efficacy of Monoferric was established based upon the demonstration of non-inferiority for
change in hemoglobin from baseline to Week 8 (Table 3).

Table 3. Change in Hemoglobin Endpoints in Trial 2

. Monoferric Iron sucrose .
Trial 2 N = 1027 N =511 Difference
Mean change in Hb from 1.22 1.14 Estimate T: 0.08 (95%
Baseline to Week 8 (1.14;1.31) (1.03;1.26) CI-0.06;0.23)
Mean * (95% CI), g/dL Non-inferiority
(Primary endpoint) confirmed

3
Least square mean

T The estimate is from a mixed model for repeated measures with treatment, week,
treatment-by-week and stratum as fixed effects and baseline Hb and baseline-by-week as
covariates.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

Monoferric injection is a sterile, dark brown, non-transparent aqueous solution supplied in cartons as



single-dose vials (10 mL, 5 mL or 1 mL) in the following configurations:

Number of vials per

Vial size NDC
carton
1,000 mg/10 mL 1 73594-9310-1
500 mg/5 mL 1 73594-9305-1
100 mg/mL 5 73594-9301-2

16.2 Storage and Handling

Store at 20° to 25°C (68° to 77°F); excursions permitted to 15° to 30°C (59° to 86°F). See the USP
controlled room temperature.

Do not freeze.

When added to an infusion bag containing 0.9% Sodium Chloride Injection, USP, Monoferric solution
may be stored for up to 8 hours at room temperature.

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

Prior History of Allergies to Parenteral Iron Products

Question patients regarding any prior history of reactions to parenteral iron products (see Warnings and
Precautions (5.1)) .

Hypersensitivity Reactions

Advise patients to report any signs and symptoms of hypersensitivity that may develop during and
following Monoferric administration, such as rash, itching, dizziness, lightheadedness, swelling and
breathing problems (see Warnings and Precautions (5.1)) .

Distributed by: Pharmacosmos Therapeutics Inc., Morristown, NJ 07960
Monoferric is manufactured under license from Pharmacosmos A/S, Denmark
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Monoferric D BL[A[F: 554 . g (Cmax) M ONMLIE HHaSE O FERERT HER N iifE (AUC) 1,
100~1000 mg o J &L TIFIFE B LT L 7=, 1000 mg HL[EIEE 5-9% O I i FHRAEE D Crax & Y
AUCin (B&f - KT CV%) 13408 (10.5) pg/mL MU 17730 (22.1) pg.h/mL ThH o7z,

JAKiI]

fEBR LA O8KIE, MNROHIIC X - CTENDRESND, Sid. FIFAATRE R & v 37 B
SITREELT, ~EVT VX7 = U F o, SRoEMENITEREE. XdMmEs - F 7 v A7
= U UEIBKRT 5,

HEPS
Monoferric Hi[5] 1000 mg ¢ 5-1% O [fiiF H R ER D X0 (CV%) 13 27 i (13.3%) Th 5.
Pttt

HERDOKE D72, Monoferric 1X& &z 7 L CHE S 72wy, D EOEKITIRCHEFITHE
mxhna,



13 JEERER=M
131 HNARME. RERME. ZREEES
28 A JRPERRBR I 52 S AL TU Ry,

BeA U DT ORIFITH B3, HEZ VD invitro 185 225R28 BEEBR . invitro e AR B
AR & N invivo = 7 A/NERBRICB W CEBLE A s I o T,

7 v M W2 ZBRRE M OWE - In R AIC B9~ 2 3B T, Z20d 28 H Al M O SRR i th o1 Z
v M, WO ARSI 14 H AT H4EHR 17 H B £ TOMEZ » Mz, ferric derisomaltose % kN
eh Lz, BE8T, T2, 6 XX 19mgFe/kg/H., M3, 11 XX 32mgFe/kg/H TH -7, 7
> R CIE, 19 mg Fe/kg/H (BSA #% ¢ MRHD 1000 mg ™#J 0.2 %) & C. Mt Tl% 32 mg Fe/kg/ H

(BSA #.5C MRHD 1000 mg ®#J 0.3 {%) £ T, MEHEDZJRFEIZ KT T 2 BN IZRD S o T2,

14 BREREER

gz (IDA) OIRPEIZK 5 Monoferric DZ2EME L Aok, B2 59%IKH O IDA =4
9% EF 3050 4l D R TN S Av7z 2 R O FEVE 2L IE S R FEE e IRERER TR < 7, AR 11T
L BRASANSRMIZ ., B ASANCBOSA 57, SATERATER O SOl 2 lifa 2 ERIR DI L ZE 72 IDA
BEEMAANT, BBk 2 13, FEEHIRFEIEER 7 E (NDD-CKD) %1 5 IDA B Z x4 &
L7z, Zhn 2400 8l ORER Cl, B3I Monoferric XX A7 0 —AKIC L H1EIC2:1T
Z K WZE A1 S 7=, Monoferric 1000 mg [ HE AR G- S vz,

8 H ERANC RIS XSSOSR 157 7 IDA B

#BR 1 (NCT02940886) TlE. #f~x Z0RIKIC K 5 IDA O NEBFE 1512 fil & x5 & LTz, #&ngk
SORME XL SIS KA SO IERATRE O MG 2 LB L T 513 LR~ E 7 ey (Hb) HIE
ENHERR ST B DY, Monoferric LA 7 i — ZAERIZ K HIRRIC 2 1 1 DR TEAESIZE Y A
oz, X—RAT A4 Hb=11g/dL., TSAT<20%. K OMiE~ = U F <100 ng/mL @ 18 Ll k-
DRCNEFE 288k s & LTe, BE OFR P REIT 44 5% (FEPH 18~91 k) T, 89%1 T
ol

Monoferric DML, X—AF A 6 8B FTD Hb DZ(RIZHESWTHESL LTz, N— R
FA D 8HHEEE TO Hb OEALICHOWTIEL R KEES LT~ (£ 2),

%2 HEB1I2BHA3AESOE DIV RRA Y FOELE

. Monoferric AT \— Ak .
PR L N = 1009 N =503 RE
NR—=ZF A b 8 WHET | 249 2.49 HETEE 20.00(95% CI -0.13;0.13)
D~EZ BB OREEE | (2.41;,2.56) (2.38;2.59) L PEMER
Mean'(95% ClI), g/dL
(FERmEA)

R VNSE S35
2 MM, B5. B, B L ORE, B ORBIEEFEARE L, R—2 T VO~ B LY
WL D= AT AEERERE T HROEF AN BB,

IEBHTIRAE B EB B (NDD-CKD) %15 IDA 2%

Ak 2 (NCT02940860) (%, NDD-CKD 4 1538 il & %5 L L7 T v & ML TH D |
Monoferric XX A 7 B — AR L DTERICENEN2: 1 DLFETT X A7z Hb=11g/dL,
g ~7 = U F 2 =100ng/mL (TSAT =30%D5 13 =300 ng/mL) . eGFR 7% 15~59 mL/%) D18

7



FEREREE . M ONESA 72 L U IEAEA (LAl 4 HIZZEHE (+/-20%) D ESA DWW D 18 7%
PLED RN B 28k & Uiz, BEOFE P IEIL 69 % (#iPFH 25~97 i%) T. 63%72 &
MTH o7,

Monoferric DEZNEIL, X—Z2 T4 b 8 A X TONEZ v U BbBEOIFLMZ R+ 2
ENZHASWTHRES L (38 3),

x3 HEBR21ZBFTAHANEJOEVOI Y FRSA Y FDEE

Monoferric A a— Ak

Pk 2 N = 1027 N=511 RERM =
R=ZAT7A DL 8HEBET | 1.22 1.14 HEEfE 2:0.08(95% CI -0.06;0.23)
D~FEZ v OFEE R | (1.14;1.31) (1.03;1.26) L MR
Mean'(95% Cl), g/dL
(EZRHEH)
1: /b )
2 HEEEIL, &S, BT okE, BILORKEREZBEENRE L, X—AT A VREONEZ B E oL

WL D=2 T A Nl A48 kﬁ‘é/ LAET LD BET,

16 B ITER UEHKLY
16.1 @

Monoferric JEFHEIZ. JE L 7-Ba O ARFEH 2 KIEDOW T, RO XK 95 2Rk o B[ £ 5 H /S
A 7 (10mL, 5mL X Z1mL) ¢ LThH— b EIND

NA T YA R 17— %720 DA TR NDC
1,000 mg/10 mL 1 73594-9310-1
500 mg/5 mL 1 73594-9305-1
100 mg/mL 5 73594-9301-2
16.2 BTk B OVERER (Y

20°~25°C (68°~77°F) THR{EL. 15°~30°C (59°~86°F) D#iPH £ CldifizFFrl4 5, USP
SIS,

HWAE L7z &

0.9%t T~ U o A7ESHE (USP) DA - 7=k~ 72Nz % & . Monoferric A7 I3 =21E.C 8
Rl CIRFTDH 2R TX 5D,

17 EEMIT1FHR
FDA WKRB L7-HBE 7L (BEEWR) o BEICBET 5,

FERR ORIt 5 T LV — DBR TR

FERR O BEBUAN TR D B DL RE [ B4R OMEW Lo/EE 6.1) B2R] IOV THREITERM
T5HZ L,

M IEUE S

BB, O FEMED F V., FEES DS B, JEIR, PR & Monoferric £ 5- 4 & OV
HAZRBT D RO & 5 ﬂf®ﬁﬁ&0ﬁ%%$¢?6i9$% BhET 5 [ BHEk O
M EoEE (5.1) B,




id4ri 7o Pharmacosmos Therapeutics Inc., Morristown, NJ 07960

Monoferric IZ5 >~ —7 @ Pharmacosmos A/IS 7> 6D 7 A & o A2 K S TCHIE SN 5,
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Page 1

17 RERA—ER
AHN O RIFERZhih— &£ 2 1.7-1 [T~ T,

BUE, ENTIRIE SN TV DB ZEA M 2R - AR & D WARPIES HEANL, SRRt

BREDNAF <L h—RE FTH D,

x 1.7-1 RERMSE—EX

£/ U7 —HiE 500 mg . N . N
e . . 7 =V UHE 40 mg 7oA V=7 MiFE 500 mg
%/ U7 —#{E 1000 mg
— W4 FIA V2 h—RE gk ERERR Lk HARF T~ h— A gk
Stt4 H A sk sk HI= Tt PV 7 T RS A
BhRE LT Rh H R 2 M Rk 2 M R 2 M
WA SCEAERL H 2014 4= 10 A kil (38 3 hi) 2021427 ALET (B8 4 W)




R OB LEEZSRI L L

sk 20144E10 HELRT (&85 3 R0 H AP E i o o 3 =
* 20074 11 A a7 873292 ——]
A7 & . EiRfRT —
{ERMIE | SMES CFoR ORI ICEE TS o K 7 % % | 21900AMX00101000 ==
FHIRSD NS EEES EE - EMSOMNLEIC X i WX R 20074F- 6 A =
hfEH+AZ L) W 7% B R 20074 7 B _—
BiRMES & - %4
- ® :
7 7 2 FF40mg
FESIN
SRR T HE
(2) WEEodsEHE

(B2 (kOBECEIB/ELEVIE)]
1. BERZVBEIIGVWESE [BARELTRTBENEH S, |
2.%%&rﬁ%m%%%ﬁ[Hﬁ%%%ﬁéﬁéﬁ%ﬂﬁ

3. KAIH LBHEOBAEED S 2 BE

[#88% - MHIR]
1. 8 B
72V iE4A0melE 19 (2mL) ks L T40mglsiH4+
LEEREIbSkEEE T4,
. RAIOMR
AimlEiFE G, MEoNEHETH D,

pH 9.0~10.0
BUBEL (45 (EBEAIERISHT 2 )

[%hE - 2R]
SR ZVER M

(A& - FAE]
FHEBOSHOB/S P REX T EY SHESCEBUSEHT S
t =]

VESETEH LTRSS T L, gk LT, BHEEA 1 B40~120
mg (2 ~6mL) % 250 L TiRa ICBRIRMES T 5.
B, M, ERICE DEEMKT 2.

k<L - ARICREY 3 EAEOERD
FHRIOBSICBEL L, b LOLBEHBERHL, &5
b EMECIMEREZ T, 7 ) FEFERE TR
E, ABBRECESBEVWEIFETR L.

(BE I LEHBORHE
HOPLORIESHEFHEL TEHEETTHICLIZEY, #ol
xS aEESBITIONS L L b2, ARESEEEFE I LN

TEB, &8, &< IPRSHRITIRATIEZ IRk g

EVOT, SRUEREOMICEHESRZ OMETLLEND L,
- R E B (gt gk
BEOATIOE EXg/dLEHEEWkgE W HET 2, (FR
AVIZE B, 7272 L, HbE : 16g/dL%E100% &£ 3 3)
wEEE (ng) =(2.72(16—X) +17IW
A G-k (mg] — %

%mﬁupﬁ
e # 5 6 7 8 9 10 11 12 13
20 940| 880| 830| 780 7200 670 610 560 500
30 1,410(1,330(1,240|1, 160(1,080|1,000| 920| 840| 750
40 1,880|1,770|1,660|1,550(1,440|1,330|1,220|1, 120(1, 010
50 2,35012,210(2,07011,940(1,800|1,670|1,530|1,390|1, 260
60 2,82012,650|2,490|2,330|2,160(2,000|1,840|1,670|1,510
70 3,280(3,090|2,900|2, 710|2,520(2, 330|2, 140|1,950| 1, 760
14¥ 2 mLihik & L T40mg &4
[fEA EDEE]

1. HEHS (AOBECREECHETZLE)
(1) e EREDBE
[BMAFERT LI LD B, |

[(FREEFELLT2BEEH 5, ]
2. BELREFRER
(1) FFFROSHOKRSHEREEEIITEY SHECRYER
i T o
HMEFENRWIESIZEESERIEL, SEREIZD
WiTHEETLIIE,
3. ElfER
HEAEBI635HI 445 (6.93%), 63EORIER G STy
5o ELEERILTEMAS12H (1.89%), EL 7 (1.10%),
T (1.10%) S Thots (7 =¥ 2 "D FHEMRER)
(1) HEXEZBEHER GHAMEA)
1) ayy
o3 v ZHER (R\EY, mWEKRT, MPRRES) 2°
HobhbZdiHsroT, BEZ DIV, Zhs
OFERTL AL, MPSEEE, Bl - EhSrs o b
NG &Iz 2k L, Bt nEsr) 2 &,
BEIEE
B S(2 L0, B, MERFLZE BRLE?S 5

(2)

2)

s ZENHEDT, BEL T, ERVDHE
b HE i3S EhETaI L,
(2) ZDMOBHER
SHEET 0.1~ 5 %Kil
B W OE| %S
FF f# | AST(GOT), ALT(GPT)
D L5
M 1 28 B, ER
g R BN, THE, ©IU,
PRk
2 o fib| &y mE?, Mo L | B, suk EE L
CAUER, s (DU, | 1ROUE, A
BIEEAE, b, NS,
R R
Rz B Wik RS L Z Ehd L,
4. BREAOHRS

— iR ICEME TIHAEEBESETLTWwAOT, ARICEE
+azk,
5. BAELDEE
(1) #EEE - THEE
FIRMICORMEF T2 2L, 4ok, EEEEICEETSZ
Lo ([ - B omEEE)
EGTEF
ESHCEE L CRmENCEE LevwE ) +aEET A &,
MR L2235 &1id, B Emcazibss,
F7o, BN, MERE, BERESoRFMIGzREI T LN
HD, SOLIHEICIE, BBAEEL (£, EES
OB SIEIERATR V&R I L ) BERYE
B3 o), Ty —J%E LTI AR S5 %0
L Rl 11 o g B
FIREF
pHEOZALIZ L W REBILATEI h T v T, ol
FEOBREIZBLTEEETAZE, b, AREHFRT
LLENH LA, AE, FBEI0~20%0 7 KT
BHET5 ~10f8IcT 52k,

(2

(3)



4) PTIHy hEF
FHANET > BA Y b A T FNEEHLTHWEOT,
T INEHO—7 2 I LTREAMEICIRZ &, &
B, 77 vhy bR ORATETAEID, v b
Hrxsy / —LETHRL, 7y b5k,

(B8 B Bk %)
AEEMEEEMAMBEIC2 ~6mLEdiEES L-W4E, 182
72 00.181~0.527g/dL (13%1 0 F50.341g/dL), F7- MBI IC
5 L7:84, 0.089~0.329g/dL (7 #OFH0. 152g/dL) D~
T ENFROLRTWE, T, HEgmEFIC2mL
Toliir S Loa, 1 HHS/:00.6~1.7%( 8 FIOFH1.1%)
DOANETBE > ORMPRO I TWS, 45

(3% %) % 78]
E hTOEA
gRZHEALEE CREAN) 1C%Fe- SRR LE IR IS L
7HE, RMERNATZOE e LTRHENS, 510~
14 H CARMIRPIOFeld k@ & k5, ¥

[Bxbek 2 (CBEd 2B b mER]
—ix% | EHEEE E#: (Saccharated Ferric Oxide)
AR ¢ [Fe(OH)3Im[CizH22011)n
PR WREE-EEBAOKRT, 2Bk {, iz,
KICHEBTHETRT L, A /=N, JoFl—FN
NiZZ2 0T R NAIIZITEAEE TRV,

[2 %]
7 1 T E$EA0mg
2 mL X 10%
2 mL X504
(= = x k)

1) REA A BAR, 14, 843 (1956)

2) SHIE=E i EFoH@H, 121, 413 (1982)
3) E.Beutler: Lab.Clinic Med.51, 415 (1958)

4) dedE D BBHE, 9, 689 (1956)

5) EUE 1 ERARLAFZE, 44, 418 (1967)

(kg k%]
EZ A SRR O TR - PR T RIS TR T S v,

HELEXESH BEHYE—Frry—
T930-8583 ELhsEmhie 1 TH 621
B8 (0120)517-215
Fax (076)442-8948

2352034-5
A



BATDOIRMCEZZRT 5 &

(o)}
o
o
Ae]

4k 202145 7 AET (45 4 W)

% 20204 9 ACkET

B ST (BURE R OB TR
FRhEAR - 34

#HrZHEMmMEER
HIVEXS IV b — RE ST

wrsses’ ) T4 md S/ 1D S 58:2500m

BES-ChiVyCigey
873222

23100AMX00290000
202049

IRl
W oe itk

Ferinject solution for injection/infusion 500mg

&) R -BEMSFEOMTE LV EITEZ L

=® 2

2.1 BRZIREB I wEE [BBRZRTBENEDH 5]
2.2 RFENH UHBUEDERE D H 5 BE

3. #RK - MR
3.1 8%
W 58 4 7 x4 ¥ =7 Mi#E00mg
AT GER st
o #l | pHEREEH
3.2 WHIOMRK
W 5 %4 7z A VY =7 MEFHE0mg
i3 R | RGO EN %
pH 50~7.0
& E I | 10~1.3 CEEEREICTT 51k)

4. FHEER (33 R
SR Z A

5. %EER 3 RICEHET 5 E
AN AE N FA O 3515 H3 N e AT AN 2 7 35 1R Y T 5
Bk,

6. RARVHE
MHE BAICEE LT LIS 72 )500mes 8 1, M
HOOE RHEHES 20 BEGRE BROMPANE7DE Y
R OIS U525 ERIESEE LC1500mg e § %,

7. AERUHAEICEET EE

* %71 RFOFGITBEL T, DLFE2SEI, BEEGIIRbR
W9, BiGE (EGNE) ICEET AL, B, AH
OFGEE LM, 1m0 ke LT500mg (184 7))
L9 5,

ARA DL LCoRPG R $E5-mE)
PRk
25kglh I 35kglh I N
35k g T0kgk il TOkgblL-
i 1,500mg
. GH 1T, 1%
?: 10.0g/dLA# 720 500mg% it 1,500mg
z oneomE LS | Ga e, Lk
Z 5,90mg 1 1.000m 729500mg% 7l
1 ) _ 1000mg 00
| 100g/dLb - GH 1, 1S | 3
it 7z V)5(,)‘0mg%§1'
2 a4 5-)

7.2 KAl ®HML 2T 2598, 50U BT TGRIRIC
fHET 22 & AAZAHRL CTHEMT 259813, 67 ke
JCRGHIHET B 2 &

7.3 35kg RO LA IITRTHHTE L T5 2 &0

7.4 M AE 70 I ARFI B G T % 4 WAL S T EAT
b7, FRBROLEMER, 58Tk 4 H DR B2
FAEZBE M, E7 =) F il BEOREE, S,
PomEICE L THEEICHKT 52 &, [12.2, 17.1.1, 17.1.2
Z ]

LHENERZFIH2EEICHT IR

9.1 BHHE - IFEEZEDH 3 8E

9.1.1 RIEMBRENEJOECREZEHLTVWEEE
BIMZFHRETBENDD 5.

9.3 FrikeEEERE

ARHENPE G X B IFREREOBALICEE T A2 & SHFICXD
WFHERE RS EATEAL S B WA B0 HFHERERE B E %2 1 4
ELZBRRER IR LT, [16.3.1 B

9.5 iTi7

I IR L C W A WO & 5 LIRS, it Lo
PEAEWIEZE L2 MM S M ABEICOAEETH &
v b RO X % W 7z AR Rl g A B RS B R
BCHRBOBEFHEINTEY., BEIWICHIT 2 B
D LD KB L EZ bR TwEYY, F720 FY T
N AR S Tw Y,

9.6 ®ILiF

B ORI REOE L ZE L, RALOME
PR ERE T2, b PO PNOBITASED SR
Twa?Y,

9.7 NR%

INRBE R E L2 BRRBIIER L T,

1. BIfEA
ROEWERRH HbILAZ LDHBHDT, BlEE 512 TV,
FEHPRRD LNTEEHKEG 2 HIET 5 % S#iY) 2 L %
792k,
1.1 EXAEHEA
1. 1.1 BEEE CHEAH)
Yav s, TFI74 9%V —F0HEELBBUELD Hbh
LT EVDH D,
11.2 ZOOEIER

10%24 + 1%L L 01%~ 1 %A | AW
Hihfe % U (4.3%) {(cys¥]
T Hik yGTPHEIN, JF
FERERRA A -
HALE: RS, A
BE)i IR
Z 0ht My 2% | FER, HAEH% TR, Bl
4 (20.1%) Az

12. [ERRERRICRITTEE

12.1 M5EY &

ML) 2 I ARG AT 20 5 720, 1KY >~
MEDFEBUTES T2 2 &0 [17.1.1, 17.1.2 BH]

122 E7 T UF1E

M%7 =) F IR ARR G HRICEME RS 05, AFH
PEGHT e 4 JBARIE (IR & OERE (S SOME L 2 W T Rg k23
HHIEIRETHIE, (7.4 BH]

13. BEHRE
13.1 fE4R

BBREND S DML END D, T BRI Vil
FEICE D BWALIEICE S S L 0H 27,
13.2 B

BHEMA P 545 FERICIE UClib 2 0ii 2475 2 &,

F21



14. BALDEE
14.1 EZIFFARFOER
14.1.1 FRFE
O EBA LBV Lo HMTHELEE. 14TV
72 0 100mL o A AR CHFAR L, AR AR DAL
DI HH L w2 ko k& LT 2mg/mLARMICARL
TERL LV REHMIBEREL, SEMEHEETS 2 &,
14.2 ERIRSROER
WHHCER L i Mgt L w X 9 +oiEs 5 2 L,
M AT U223 E 10, 8 R L8 320 B T8 o 980 Je O
BICb 2R EEERIT LD D S, MEFIEH AL
DoNLER, B RLEEAT) 2L,

16. EEYEIFRE
16.1 IMAEE
185% LL _F65% A il T8 T40kgbh £ (1,000mg#f 1350kgbh 1)
DR ZHERMEZ24B0Z. AH % $k & L CT100~1,000mg%
1L SERICEHE U MMEHE L2 L S oMEs (1 Vv ERx
YRV b= A, RN OGAEENE Y X B ERG L 8 Rk
OEEERR) DOIEPBIFEST XA —FBUTOEDEB ) TH-
79,

A W[ AR PIA G O ML DI IRE ST A — 5

ENIErEN B AUCy8n tye
(mg) (ug - h/mL) (h)
100 6 465+88™ 62.7"
500 6 3,400+570 89.1+93.0
800 6 6,560=1,190 70.5+28.0
1,000 6 8,680+1,200 422+24.2
V-2 fil R A 7

FD METOANVEF IV b —R LA L728 AR O#REE
5 N LR LTS O BESk

#2) #E LTk

#:3) AUCg 44

H4) 1ol

1000
—1+— 1000mg
—4— 800mg
100 —A— 500mg

—@— 100mg

=
£
i:’-D 10 A
)
S
® 14
#r
=]
0.1 4
0.01 +—rr e T I T IREE IREE )
0 24 48 72 96 120 144 168
B8 (h)

XOMTEER : AVERF IV b — R LA L2gk, RN OBRES
[ PAT A Rt S DA Qb3 R

AHI100~1,000mg % HHIR NI - O MG SRR (55 6 Bl T3 1H)

16.3 2%

16.3.1 EEZ v NRUBXRZHEMS v b
E#T v NLOBRRZWEMS v MMIAR OPFelik ik % 8
ELTH5mgHERNIES- L2 &, wFhody Mk
Wb, HIRPIE 55 0 B BRI S ER. ERE B O R
R S, I K O A B W TR A L, i
ERCIIRERFIIC R L7, [9.3 ]

16.3.2 #FHRES v b
RS v M2, AH O Fellih% $k & LT 5 mg# iTHR12
HHEICHEERARES L2 &, R5&2BM E Tolpl
O BT HEIRE RE  BO RE I £ 0 K o 7z P8R
7 H TR K OB 2 2 U 3% 5 B 5 Bk 99.2% M OF
31%H AT L7,

16.3.3 & MERESERET IV
In vitrot MEEHEFREFVICBWT, KE O Felikik %
Bl LTH06mg/mL (b M2 1 a7z 0 500me% 5 L7z
EXOREIMEHEBEORK 3 RSy A7 v
T TR B~ L 725 R B D0 I B s & O Tk L3 A
WE o2,

16. 4 X
MPTHLVRF YV =AW a-7 I 5 —FIZL YIS
GIEEIN D RFEPLHNVKRF <N b — A5 1250
SN ARFNE, M ROMBBICIY A ik, =V F
VY — ANTHESGEES R Y,

16.5 HEitit
RHICEIZIT E A LR S N a5 729

17. BRER AR 8
171 EIHROREMICET 255

17.1.1 ENENHERER (REEARER)
185 LA 1505 A dii TR E3Skg M LM% H ik &0k SR Z
BHEMESE (h~EZa ¥ Ul 60g/dLEL E11.0g/dLA
Gy M7 =) F VM : 12ng/mLA) 23861 % xR, A&
FIOS R ALk %, PRlo b Ick o RSk (8%
L L T1,000mgXix1,500mg) T CTHHARM%S-9 5 E1E41L
IEF WAL ATHE W LGB 2 M L 720 ARFIBE L, 1 Hd 72
D #kE LC500mg #IC 1 EL FRAICEE O SRR
LHIrEEhs,

AHN Je OV E Bl A L 8k D e -

S BRI (PS5 PAE) oliithANE'Z O Y U EDS
10.0g/dLEL 111.0g/dLA G 2> 2 3% 5- Bl i H o AR &
D70k g A D H5

S B (BHBGET) ol ANEZ O ¥ S ENS
6.0g/dLLL_110.0g/dLA i 2> 2 $5- B H O AR A
TOkg A DI f5

SN (B BN DML AE 2T S i
6.0g/dLLL F11.0g/dLA 2> 2 $5- ik H O R A
T0kgVh EO¥is

HGB12H% T compANE 0¥ U EORKZELE (R

BFEAREIE) OREHE (RFIH-SHERILEREE) [95%15

X7 13-015g/dL [-0.350.04] TH b, KHBOEHEERL

BRIRIAS B IS S e (FEMEBR FHiE-1.0g/dL) o
128K F TolhA~EZ 0 ¥ O K bE

1,000mg

1,500mg

AFH T AL Sk
(119¢%1) (119%1)
fivpne 70 © S EOBRBILRD | 500 a1 | 405g/dL
il [377404] | [392419]
[95%15 HEIX [H]] B T
R 0.15g/dL
[95%15 BEIX [ ] [10.35,0.04]

) #HGHEERF X=X 54 YOIMPANEZ O E iR E %

et & U e it
HHFMG12E% E TOMPEANE 70 ¥ EOHERKNIT LT
DEBYTHoTo

It R 7
154

® : AT

144 |0 EHERRALkNE

13 1 [ —
12 |
11 |

10 4

MmHpANESOE A& (g/dL)

7

wHm s 1 2 4 6 8 12
#H B %R GB)



FIVEH OB, ARAIBE37.8% (45/11961) . EhEmRILek
#E32.8% (39/119%1) Td o720 AFIBETOLEZRENEM I,
i) > 3% 4218.5% (22/11981) . FiE5.9% (7 /11961) T&H -
2o (7.4, 12.1 BIR]

17.1.2 ENEIHERR (—REFRHR)
165% LA I TR FE35kgbh E o bk s 9 SR Z %A m
BE (b A~Er e oS, Bk 60g/dL E130g/dL
Fii, 2otk : 60g/dLEL E120g/dLAH, Mg 7 =) F fE
12ng/mLA G (CRPAE A3 2 #& 4l _E B o 35 £100ng/mLA
i) 39F & KRS, AFE 1 RDAYEE L T500mg?z B
W21, PRl oA R S8kE (8k& L T1,000mg
N1E1,500mg) F CTHIR NG9 % It Bk 5 el & 5t
L7z AFNE, 1HIBHZDHE L T500mgzBHIZ 1M, #%
FRICHE I HWHET A 2 & L sz,

ARHAN ORG-S

BB (BLBER) OMRAEZ Y YR

100g/dLEL F130g/dLA M (F1E) 1210.0g/dLEL

1120g/dLAE G (M) 2208 5-FiG H ORE A
T0kg A DYy 65

CBIEH (G EGH) oA E s o e i
6.0g/dLEL E10.0g/dLA 7> 2 45 G- Bl #f H D AR A
TOkg A DY 5

B (R G-BaE) omhAEs uE v
6.0g/dLEL 1130g/dLA T (J31%) 3L136.0g/dLEL L
120g/dLA M (1) 2> H 54 H O R EH
T0kgbh LD ¥6r

Y EBER12E % T COMPANEZ O VOB HIILLT
@kﬁb’?&)of:o

IRl R 7
16 4

1,000mg

1,500mg

15 4
14 4
134
12 4
11 4

10 4

MmHAANESOE A& (g/dL)

9

8

51 2 4 6 8 12
H 5 15H (B)
FIVERH O 5 A1, 487% (19/39%1) <. ELmIMEMIZ.
My > A23.1% (9 /3961) . FEHEES1% (2 /3961). %
#51% (2 /3950, IFHEREMAEE B 5A5.1% (2/3961) TH-o
7%, (7.4, 12.1 ]

18. ERhEIE

18.1 fEA#F
ARENZ, w7077 —=VICMY AFNCHMRS Nz i
MeErT A7) v ERHELTHRNEERT 5, MT VA
72 ) VITREA LS B TORIERRICIY AT, AT
yavryaRIcFAEEhsY,

18.2 ¥&Mm{EA
PRZATHE LGS v MR Z8:E LT5mg? Hib
RIS L2 5, P AE 7 0 8 U lEd BR L 72Y,

18.3 £ FTOEA
187 DL 1655 A il T & H40kgPh L (1,000mgh (350kgbh 1)
DR ZEE M BF2M0Z. KA % L L TL00~1,000mg%
LW, SRS M L2 & M7 =) F Vil
BRI b Nz T2, ETORITBVT,
AP GROE TN, MiE S v 272 Y OFEReH
AT EIRIASTRD S dze T 7z MR EREL OB 2372
5h7=9,

19. BRI TR 2 IB{LERVA R

—MRERFR : AR F IV b A gk
(Ferric carboxymaltose)

f KRS BB =kE R [D-rva¥s )
v (1-4)] D-Zva v osisik
(Poly [D-glucopyranosyl(1—4)] -D-gluconic
acid complex of hydrated iron (II) oxide)

 Fe, ([CeH,0051,CoH,,07), (OH),0, - nHL,0

:+ 130,000~200,000

CHANKRF YRV b= AEHRIIBEOBREKTH
o JKIZEHEITFRT

1t

i

RO
N
S M

21. AGIRMH
PR ) 2 7 SRR 2 Mg o b, BYICERT 52 Lo

22. ‘a%E
(Zx4>Y 7 FEEE500mg)
10mL x 1254 7 )b, 10mL X 5734 7V

23. EE K

1) HNER: v bEHWZEIRNFRREE ARG L B8 - I
JRFEAEAN OB BT % 3B GRERTE 5 VFR048/002163)
(KFE4EH H: 201948 3 H26H. CTD2.6.6.6.3)

2) ALNERL 7 FE O EIRNERSE ARG KB - A
WHRAENO BT 5 Bk G5 VFR049/004349)
KB4 A H: 20194 3 H26H. CTD2.6.6.64)

3) AR BIEEIRNE G- %O T v e AR L O
BAT GRS VFR062/033271) (7K&84EH H: 20194 3
H26H. CTD2648.1)

4)  FPERL RS R L L% sk I 2 Ik
B GRERFE 5 VIT-IV-CL-009)

5) Yuichiro Shimizu. et al.: Bone. 2009:45:314-816.

6) FLNEEL Z2130 SR ZHEMEZ 2 xR & L2 ENE
I bAHER (GRERFE S Z213-01) (GKEE4EH H: 20194E 3 H
26H. CTD27.62.1.1)

7) ALNEEL IEE T v b OMRN R OEIRN RS L7
#BooAi GAERF 5 VFR060/033441) (KFE4EH H: 2019
£ 3 H26H. CTD26.44.1)

8) ALNER: AT v b OFHNN KL OEIRNICHEES L7
BOWIL, 5545 B OHEME R GRERTE 5 VFR061/043161)
(REZAEH H: 20194F 3 A26H. CTD26.2.2, 2644.2)

9) Malek A. Arzneimittelforschung. 2010;60 (6a):354-361.

10) Koskenkorva-Frank TS. et al: Free Radic Biol Med.
2013;65:1174-1194

11) Katsuya Ikuta. et al: Int J Hematol. 2019;109(1):41-49

12) Katsuya Ikuta. et al: Int J Hematol. 2019;109(1):50-58

13) Geisser P. et al: Pharmaceutics. 2011; 3 (1):12-33.

24, XEEERERUBOAEDHEE
) TR A BERRHRE
T103-8351 HHUARH UL X H AAG /NI 10-11
TEL (03) 3661-0277 FAX (03) 3663-2352
ZAFHER 9:00~1750 (EHALH - BARER 2B )

26. BERTEEF
26. 1 8LEMRTT
RIS TE S S s
T103-8351  HULUHEHISLIX H AAE/MHHT10-11

BsiRTTTT

BU7HELEMASH
SRR E A/ AT 10711

F21
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1.8 RIXE ()
NS-32 DIRFICE () Zhlil 1ITRT,

181 HEXEHMR () RUZORERRL

1.8.1.1 HREXFTHRE (F) RUMBEIXEIHRICEHEYT HIE ()
<HHREXIFZER (R) >
BRR Z M 1

<HHREXIFBRICPRE S DR () >
AANTHRE A SGAN OE G NEE I NE L R G AR T2 Z &,

1.8.1.2 MEEX IR (R) RUMBERITHNRICEEST HFE () OFRTERL
(1) PEEXFHR (F) OFRFEIRR
gz MM (IDA) (X2 AR, el W i, oiets Hi, BRE, BrEOR4,
NI E e ERx 72 )RR L O RBIET DB TH D03, AR ASA A A = 254373 2015
FEIZHAT L7z T8FIomE EE RIS X 2 & fipgiast) CUF. TENTA R A 0) 1ZE, &
S OFKRERIZEFRR S TIDA I T 2RBIEIARE L TV AEkERiHB T LIch D) LitHis
NTWD, ZOXHZRBURC, EWNE I FFER (NS32-P3-01 7R, NS32-P3-02 7k, NS32-P3-
03 R) K OV ARGRBRIZ I\ T, Ak 2 ZRIRIRR BIZfE 5 IDA JBF T, B OF MR O 4
PERHERINTWD Z LA E 2, BB T2 UIRE () 1% T8RZMHEm) L& E L,
LUz, [ENAAORGRRER A OBEEE 201,
S A RRICEE D IDA B 255 & L7z NS32-P3-01 ikl o EERHIE H T D% 514 12 1 %
TONEZ B EUREDRREEITIBW T, HREETH 2 B SR & DIEHMENRREE
ENnie, o, BIRGHEEE CHH~E/ u B U REOEILENRK E /2D ETORM, ~
BB EUPREN 2 gldL UL E B U EBRE RIS, ~E/ n B REN 12 g/dL L EE Ao
TeBRAE RIS WWRNTA~NE T 1 EREOEEHER OR RN G | B LS~ TR
IZANEZ R EVREN ERT5ZEBHALNERD . KEIOFRERERIEEEX U b Rk
BOREB/OND ZEPRBENT,
C HEEFEEICE D IDA BE Z 55 & U7z NS32-P3-02 #kBR, /0iffé i (o 5 IDA B %%t
% & L7- NS32-P3-03 iBRIZHBV T, NS32-P3-01 5kBi & [FIFRE DT 7 1 B DR K
FALEDHER ST,
+ NS32-P3-01 7l K OY NS32-P3-02 ikBRIZ W T, a7 v 7 7 A VTR Ch - 72, Wi
DORER G BE UL ERBETITRD S o To, AAIOBEMORIWER Th 2 3HkE, %
BT, WITIUHIRE - PR CRALE IRHERIEIC LV EIE L, FHEARETH T2,
- ENE AR OE S EEIET (IDA OJRKEE, X—2 T A4 VIRFO~NE 7 B B RE, (K
R, MR N—R T A UREOBREER], B G ER]) (2B T, WO ERICE
WS ARAN DA MK OV RYEDSHERE S T,
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c YEANTTIRIE B R R, RIEMEIGR R, BYEOARE, DAL, itk il 2 5K & 3
Bk % RIFIRBBIC £ 5 IDA BH Z %4 L LEBRRROMANHE SN THY . Lho
BRI W T H AR 52 X 28 OMHBDER 2RI TV D,

(2) PEERIIHHRICEEET HEE (F)

ENHTA RTA BT, FESFI OIS L, ORWERARRROSFEZRATE 20, @
i 7e EEROE KDL ROSFITHRIZA DRV, OMMLEREER (RIEMERRE R L) CTEAD
WIRSARE LD, @B S OSRRIUE T 6], @FHT° B i O RO ki 056 & il S
NTWD, Eo, ENE I AERBRORREE T, BRASANC RIS, RIE Tl R gaia 2
VERGED IDARE L LTV ENLERE LT,

1.82 FHERUVHAE () RUZOFEFEIRR
1.8.2.1 RZERUVAZE (F)
<HEEROHE () >
<6HERUHE () >
W, RE 50kg LA BRI, #k& LT 1 MH7Y 1000mg Z ERE UGl 1 B
. XE#kE LT 1al&d7=v 500mg = EfR & U TRl 2 [BfEIRICERET D,
W, RE 50kg RIEGOMAIZIEL, #kE LT 1ESBZY 20mgkg & FRE LCH 1 B
E. EEEE LT RIS 500mg & EIR & U Tl Rl 2 BRERICERET D,
BB, RREE TR E CORKGSEIT, BEONE/n B REROEREITGC D3, $E
L T 2000mg (fAH 50kg A DA I 1000mg) # B[R ET %,
<THEROCHEICEET 2EE () >
TLARKNOEFIZEE LTk, BLF 22510, MERGICRLRVE )| MEHSEICER TS Z
Lo F LEEGSEROEGMBIIHELOHEZEE 2, @UICRETHZ &,
ARENORR G-k &

i R
e ‘ L }
NES e R 40kg AT gg%é %gié 70kg ULk
10g/dL LA £ FEOER A I 750mg 1000mg 1500mg
10g/dL Al TR, 1000mg 1500mg 2000mg

REE 40kg ARG D BF IR D88 (mg) = [22X (16— HAl~F 7 v B gidl) +10] X (I
#H kg)

7.2 534 TP O SRR ZVER LD B Of & B8\ OWREITIL, AEIRATOME, A 571
DNETREAREICESERET L2 L,

7.3 FHAMOLEMIL, B TR 8ELUKZARICA~E/r B VRE, 7 =) F M|, &
FOREENS, SHERICHE L THEICHWET5 2 &, [12.2 2 H]

7.4 KF % SIEFHET 2580, ARRAEEHR THARL 156 2L ENT TRET 2 2 L, #IRNE
53 2560F, fRET 6 LUTAEBREER CHRL T 2 5L BT TRRICERET5 2
& [141.1 28]
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1.8.2.2 RZERUVAE () TVICAZERVASICEET 538 () OFERNL

(1) #HBES5EORE (F) DRTERRL

EWNATA K74 121%, IDA BEICHESAZ 5T 556, SERREICHO WX 2 BE L
DB GESEEZHAET 2 &, RSB GRS T 2720 EHMNIC RS L, LRI
BEETIIRREZITHU L Z ENEE LV ETHINTWD, 2O, ENE I FEFER T,
B GBI BE Z LI~ E 7 m B U RE R ORE) DL E R G @2 0E U, B ci
HTEx X0 1 EORERE &L EIRELTHEILTRGT L2 & L,

FEINE I FERRER T, #RE L OB EEZRELST VWL DI, M5 RREZ AW, i
SRR T RNEAEEE (SmPC) Dffi S B ALK 22512, PMDA & OXfHiBE OfE RITHEDS & |
HARANDEIEIZ o - 125 R AR EER LTz, ZOf5 RRERICRE Lo GEEIL, WD
OREVEHLI-HEGELEBBURBELL TRV, SMERIEROTOORETHN EHETH
HEB Xz, £z, KE A0kg KD BE TIX, DT DRIBEENLER G RIEET LD, &
OB HLNH L O A AW CTEBNICRE GEEAFINT 2 X 2B E LT,

EWNE N FERBROSRBRICIE N T, 25 RERE AN TCRE L, #5 Lo KA ORE S
BOEIL 1226.4~1381.0mg, e KR 5513 2000mg Th -7z, FHlE L7-iE s s 2EE
HLIZBREOEIGIEL, AFIFETIE 92.8%~100%ThH 0, 1Z& A EOBE THEREEDORKE % £
T H 2 ENTET,

I OREEEEZES LEEENG I FHREBRICE T, KFIOF MR NERERREN
(1.8.1.2 (1) HZM) . 6T, REGEN, FEAI~EZ 0 B RERNUIMEERERINCEY . F
SIVE R O IR & 7 D BRI B e o 72,

PLEG | BEARGRBR CEM L7l 5 R (KHE 40 kg Rl O BH TIIAHE 5 OX) & W,
ARENOMRBERERET D2 EITHYTHD LB X2, BB, WTHOBRRBRICBNTH, K
R 5 BIXgkE LT 2000 mg THY . ZNEIEZ DGR TORDER OLEMEIXHER LT
WRNWZ ED, 5RO ERAZ8E LT 2000mg (A 50 kg A D & Tlix 1000 mg) & it
WTHrZ Lz,

(2) HBEAE (F) OFRTRL

HAN IDA B 2 x5t5: & L7ZEWNEE | #H3BR (PK-IDA-01 3BR) (23T, AHI0> 100 mg X%
500 mg O HEEFFARN A — 7 25 3OS 750 mg X% 1000 mg O B [a] S X 5 224k,
HYENHE N OS2 2 e LT R, #IRNAR —F 25T 500mg £ T, A #E T 1000 mg %
TORRMECHBENR 2N & EYBRE R OSBRI RIEZEN N 2 & BRI 7e, g
FRIRE D AUC KT Crax IE 33510 2 H EARAFAVICHIIN L, 1000 mg AU EERF D AUC & 1Y Crax
I%. 500 mg FRNA— T A G OK 2 {5 Th -7,

EINE | FHERBRORER L0 RIEZEN W EDRSNTZZ b, BN TR STV kL -
F & OIS o FH FERE A BB I ENG 1N FHRERO L - HEZ3RE LT,

Be 5T, SRR OFRIR R IRN AR — 7 252 WS Z & & L, SRR, AH
D1 ERKEGEZRG T2 L1280, ERTA KT A A THER ST D EEERAI O 1
MCOBRGNAREL 7ed, Fio, BHEEZBOT I LR, BHHEEEMIED VAT 28
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W52 LN ESND, FIRNER—F 2513, AFIZ R LICkRET25 2 ERAHET, A
FFHEL D SEWEARR TRV BEICRETEDLZ LD, ARPT L7225 IDATRRIZEB W T
EREO=—ZANHDHEEZT,

BRI S SN8ANT, ~ 7 a7 7 —VIC K DR Sh, 2 BEMEBEEOHZ T ThT v A
7 = U TR S IR IMERE MR S 2o BRINCIE 1 Bl R G- 8% s TR CIRHE 1 kg
H7=0 20mg, FAIRNA—F 2B HEEC500mg IZ TERB I TV, w7 17 7 — Y OALEEE
7105 1181 1000 mg B2 5 HEE G35 2 L OFAMEIIIRIN 2 nWE SR TNAHZ L &2E
JE L ENE N ARRER TO 1 Bl K% G213 BN | AR CEARMERRD b lEma v,
S EERE 1000 mg £ T, FRIRNA— 7 A G500 mg £ CT& Lo, el ZRME2HEL T,
I E 50 kg RO BFITIT 1kg 720 20mg & EFRE Lz,

MiEZ, WA CIEEIC LEBHZ0 1000 mg £ TEREGINNTWDLEENRH L7280, milEeET
151 1000 mg ¥ 1 [\, FEIRNA— T 2R G130 FIE G L THAIMER L BRI AR IT R0 &
EZoNDZ ENEB 1RI500mg 2 1 #EMIC2E&ERGT5Z s L,

D HNE - HEOREZ, ENTRZICARINEG SN2 BEDOLIMIRIBE THL Z L
EEBLTH, KBAHITNSNWEB X B, @MY TH D &l LT,

ORI ARICBWTEREEZIT - ZENE IHERBRICE W T, AR O LR HR S
(1.8.1.2 (1) HZM) | I 51T, NS32-P3-02 FRERIZHB W TC, WG ZEIRNA— 7 A5 & L
A TH, IR G D EEEEOES & AER R AMICIE L 2 2 2R ITRO bR NS
LRSI,

LLENG | BERRBRCHEH LML - HEZRGEREGEHELE LTHWS Z L L L, AlliHE
XITERNE G- OZNE N CTRIEAREZRET 5 2 & T, ERiAEE OWRIECRKBTIR IS 2 L
R HEABRINTED B2 D,

(3) HERUVHAEICEEYT HEE () ORTERML

1) 7118

ARAN O B GIIBGRRYEIZDRNR D Z LD, EEBE O DIZ b 5-8k& 4 & 5-a1~E
7o e R ORE 2L ORI E LT,

2) 7218

Oy HMICPE S IDA BAE AR5 L L7z NS32-P3-03 iRABRIC I\ T, MEIRE ICPER I O (A&
IFAEARRT & B U TN L TV D Z e bR G EZ RO HEICHE S 2V & B x| TIRRTOKRE
EHVTREBESEZEL TV EhoRE L,

3) 7318

BFICL T, FIRERLEL R AGENEESND Z D, RGO EZ E LT
E LT,

ENTA RTA 021, ~EZ v B U REOEFEIEAMA T 13 g/dL LI, Bl 2ot 12 g/dL
UETHY, SFIBG%, MRFRIMERSE#CAER S i H o B8 L CGRILERICKAT S £ T
IR EET D LRI TWD, £, ME7 = U F UEIIENOIrEgkE & <ML,
ZDOIEFEIL 25~250 ng/mL Toh 5 Z &, FE S 8RITHIHEN 2 RIS — HED A N7tk IC]T
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JEER & ~F T\ BB E AL, FHESRAIR B ER DML 7 = U F BRI O BT R & B
M Lo, BT 2RICET 20N RNZ ERG#icsh Tns,

ENE AR CIE, WINoORBRS ~T 7 o LR EOFEMIT R~ 128 L, Week 3~5
ICIEFR E 2o T2, ZTORITIFIE T L2 D NS32-P3-01 B Tk Week 10 (KRAIFEHH&E T 9
HE) ([ZHKEE R L, NS32-P3-02 75 & U NS32-P3-03 5Bk Tl & Alils Tdh 5 Week 12 &
" Week 8 (AL TH ILBEAB RO 7THEE) IZRKMEEZR Lz, I35 7 = U F ElE Week 1
~2 TR KA & 7R LT2 D B 2 (238D L, NS32-P3-01 5 BR Tl Week 3 (AAII 544 T4 23 H) |
NS32-P3-02 #BR Tix Week 5 (KA G4 T# 4 HE) 12, T EFEE THA LIZ06, Week
12 FTIEFIHRNZHER L7z, NS32-P3-03 5B Tid, Ay (Week 8, AFIF G4 T1% 7 i
H) [T EFEE T LT,

LIEDD, ARIOFMHENR MR T DI101E, HEHRTH 8 BLUBEZRLZICTHZLnlne
Ez 1,

4) 7417

HESRA 2 BORIC G595 LIBUEDO R Y A7 RNmEDH 2 b, ENEKRRR ettt
B LI EEICCRET 2R 2EETLIZ L& L,

1.8.3 ZTOMDFMAXE () ZBHABTRUVZDRERN
® 1831 EZ (8B) RURERR

WA (%)
2. B (ROBEFITITEE LN L)
2.1 AFND LAY 5 UIBBOE OBEERE D & 5 B

B EARL

AEN DR 6T U BE DB & 556, AHIH%
HAZ X 0 mBUER Z BT D ATREMEN B B 7o X E
L7z,

2.2 BRRZARIEICRWEE (SR a kBT hi b
%, ]

BRI WBH ICAR 2R 55 & ShBRIE
ZHIEEZTBENDRHDTHRE LI,

& 1832 HENDERZEIHBEFICEHT IR (B) RURERRL

WMIE (R)

B EAR AL

9. HEOEREZATLEEICHET IR

9.1 AOHE - BEERSG D & 5 B

9.1.1 BIEHEKM~E S/ a UV RIEZAIFL TS A
#H
W ZFHETL2BENND D,

FIEMEM~T 7 n BV IRIERIEO SR A4 FOIE
REREHI W T, BIEMAREA~E 7 7 B U RIED#EK
ZHEMEE IR N EE AW GE . EEORMAE
EERZTZENRRESNTNDZ ENLRRE LT,

9.3 JIFHERERR T e H
ARG K DI RE O BACICIEE T2 2 &, 8
W X0 NTHEREFE HE AL 2 FTREMED B D
HTBgRE RS s 2kt G & U BRI 3 580 L
TR,

SOERENC L 2 TR E OB vI1L, BiEsAI R O
TEHY 27 ThDHZ EMHHREL,
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% 1832 HENEEFHITHIEFICETLIIE () RURTERRL FEx)
WACE (%) B EAR L
9.5 Il EIN CIIiEi 2 5h 4 & U 7= R BB T 9240 L T/

A TR LT 2 WREMED & 2 I TR
WL DOFRYED BRI E BE S &R S5
BICOHEET D 2 & WS CUER S AH z # Ik
WG L7z & & RBORIRBIRE ST DY,
Z v b ROV B3 & T ARG AR i RBR
BT, RROFEABED SN TEY | REWIC
B DEEFNAE D HIEO REELEZD
NTng 23, FHZ T EBIKRE~BITT S
TEBHERINTND Z L2 n 9 KAILIRIEA~
BT DRl & %,

W ST IRSENR ] B ORI O et | A 2 IR
Fe 5 U7oBs A8 & bl U T BAF 22 MR ER
BATH, W TR 7 — & ([ B W T— i The
WOBNRMNBESNTZ, £z, Ty FPROUYFa [
W ARF D AT TR, NS T A T gk
DIERBATHERBR OFE RITIE ST HRIE LT,

9.6 fZ¥Lim
1B EOFRMER OCRFLREROAIEMELZE L,
A OMBUT T IEZRETT 52 &, B hORFL
PA~BITT 22RO TVD, [16.3 B3]

BRI IR L TAR Z IR G Lz L& R ~0BAT
BRDHNTZ EMBRIE LTz, 723k, ENERRRER
(ZRT 2R OSRILIT, —ARAI 22 REFL T OBk EE
PEZ D bOTIT ol

9.7 /NIZE
INREEE G b U T2 BRIARERBR IS L TR,

INREEZ G L LT-EBRRBIIER L TE 63, 24
PENTESL STV RN DR E LT,

* 1.8.3-3 EIfEMA

(8) RURERR

WMIE (R)

BEAR L

11.8I7EH
WORWERNH b DZ ERHDHDT, Biggs
FIA TV, BRENRO DG EICITE S 2 F
B9 570 CiU) R AEZ 1T D 2 L,

11.1 \ERZENEH

11.1.1 WEUE AR
vavl, TFT 47X O EE R RBUE N
bHobhbdZ Enb b,

EWNAEERBRICB W CBRBJESRE S TS 2
D WESNOURA SCES CREYSA SCE, SmPC,
CCSl) #BEIZ, FRICHEBEZET HRIEMN & LTRE
L7,

11.2 = Do FEIER
[# Do EIWER OFIZRT 1 B H1)

[ N AR AR (NS32-P3-01 3k 237 f4i, NS32-P3-02 7
Bk 40 #ilJ O NS32-P3-03 5% 21 #il) THRIMEH & LT
PO b b D EFIH LT,

#* 1.8.34

FRRRERRICRETEE

(B]) RUERERM

s ()

RREAR AL

12, FERAARARE RN RAE 35

12.1 Myl v 1l
MIF Y AE AR 5% RN 2@ H %
72O AR VIED B EET D Z &, [17.1.1-
17.1.3 &Hf]

122 M7 = U F 1l
MY 7 = U F MEIEARAE 5% IS L RS 2
DD ARG T 4 R IETRERE 2 IE
IS LR W FREER B D Z L ICHEET 5 2
L, [135H]

MgV A8, ENEERRBRICHB O T Week 2 #iC—
EPEICIR T L2 2 Ebrid Lz,

i 7 = U F fll%. NS32-P3-01 7tk Tl Week 1 (2
RARMEAZ 7R L, Week 3 LARRICIER HEEMEN A HERS L
720 NS32-P3-02 35k T Week 2 |ZH K% 7~k L, Week
5 DARRICIER BN 2 HER Uiz, §E Sz gkidi
HRERIC—HRDAER RIS E ~E S 1
E AT S, EEERAIE BB DI 7 = ) T
IR OB RER B 2 IERE IR L7\ 2D BRIE L
72
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* 1.8.3-5 @EHE5 () RUKEEN
WCE (%) B EAR L
13. EER G
13.1 fiEdR PRBTE L, B OB E L OVFESOUA SCES CRIE

FRBFEERH DAL END D, £, BN
AR Y CIMEIC LD BILEICEDS Z LB D

WAFSCE, SmPC, CCSI) DREHNAELBEICHEL
2o BHIBYZMRY > ECE HALIE X, AFITIXEN

%, S B IR IR B OIS T AR B 56 FH T H R ELAGR D H i
THEOLT, WIAORM CEEIZ L FEEIT AV F3E
TEFIHRE SN THA Z LD Lz,
13.2 AL
FRPEME A O Fe 5% | FEIRITIS U T e QUi 417 | FHSEOIE @K% O CCSI DTN A 4 BB IR E LT,
5T &,

#* 1.8.3-6

BALDIE () RURERRL

s ()

A EARAL

14, w A EoRE

14.1 FEARIFHRFEO TR

1411 AH) (100mg/mL) % AR 28561, AFR
RCTHFRERIRT 5 2 & AUMFEDS & IR
AR 500 mL £ T, #IRNEGDEE TR
RS HRRK20mL £TE L, #E LT 1mg/mL
AWIZAHARL TE e 67220, [7.4 /]

AR Z RS 25613, ENERRB IRV TR
RIER % F O CERICR LT AR IR S i ©
BHEINTWAZ bt Lz, F72. AHAl 100 %
TSRO BR L ENET — 2 IS & | KERRMCE
T R ARPEEE I8 LTI mg/mL BLEE+ 5, )
LR ENTWAD Z Enh, RIERICERE LT,

14.1.2 KFN DAL 7L 1 EHEWNEIY Th D, ik
TOHOEHIHER LW L,

AANT L BN O ARAL T ATH Y . PLEME
FAZ G4 L TWRWn=d, —iRE97 15 R uE
Ui @& L7,

14.1.3 FABBITHCIHER T2 2 &, AfzIcot
FAAPRIFET DA, KR THRAFE L, 8 FEHLL
WICERGZ2/&TT5Z &,

AANEFEMAY 2 00 U7 4:F T T 12 BRRLARRIC
KIGH OEEFTHFED Hiv, 8 FEH TIXFEH b T
WEWN S T =S E | KRERASCET 10.9%5E b
F R U T AEEE (USP) DA - 7=k N~ 712z
% & Monoferric AT =R T 8 Bl & THR7FT 5 2
ENTE D, ERRESNTND Z EDD, FERICERE
L7,

14.2 SEHIB 5RO AE

14.2.1 ARA| & AP LIS O =0 o 5 A
L= L OFLA XIXF U T A > TORMFE AT
HIZ ok,

A & A BRI LLA O g <ol o> §i i B 3 A &R
ALTEBORAZLICET 2T =282 &b
RIE LTz,

14.2.2 HESHCEE LT B MR L2 L 5 45k
BT 52 &, MEMIRH LA, R
FBAL LA KR D SRIE K YR W 7= 5 BRI
HEEEZITZENRD D, MEINRHBRD B
TGAE, WU R EEITH 2 &

HHESFINC — RIS B FROTE S HECH 5, [
PRI 35U TGS S ST 0 L R
BB HBE D QOL ICK & < BT 5720, SmPC,
KERA CEONEEBEICRE LT,
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® 1837 ZTOHMDIEE (F) RURERN
WASCE () A AR

15. Z DO DOEE

15.1 ERPRARBRICIE S < 1HH
AR &P E LT 500 mg LA LG L72a . Ml | ENERRER (PK-IDA-01 k) T, 500mg 2L o
NBOERET D2 ERFHESN WD, HHAFICHEO BN TEY, CCSI IZhild#nrdH D Z

Enb, WELT,




RATDORMCEEZZRT L2 L

20XX 4F XX HAER (55 1 hR) FRR Z AR IR A
L5 S I R

Bk IR (R T

TINA V) N — A TR

HAREERDEES
873222

) ;E / rb“ 7 _®§ ij_: 500mg —— /)07 —#E500mg | E /U7 —H#E 1000mg
AR - 3 4 T/ J7—"§%F 1000mg RERE
MonoVer for I.V. Injection
) FEE—EAEOLTEICIVFEHTSZ &
2EE (ROBEIZEBEE LAV L) AFOFE L5 Prlk
21 KA DA LBEOE DBEERED b % Bl B
22 BRZRBEIC VR [BOBRIAZ KT BT B 5, ] ~EZREY | 40kg LLL | 50kg BA L .
e A0k AU | oo it | Tokg gty | (OB R
4R - Mk 10g/dL LI b | FREDFF | 750mg 1000mg 1500mg
3.1 48R K& HNT
o T ik | E T 10g/dL A | B9 5, 1000mg 1500mg 2000mg
o 500mg 1000mg (K A0kg KD BRE I 2B 58 (mg) = [2.2X (16—
Ay e | NAE 5mL 10mL BHHAI~E v U RE g/dl) +10] X (FE kg)
(134 FIA =k TA V<) bk
7 L) EER) — A Gk A Bk — A Bk A Bk 7.2 Syietg M2 5 Bk Z PR I o B3 O 58k m O REIC
oy L LT500mg & | & LT 1000mg & I3, HIRRTORE, AFERGRIO~NE /o eV REICESEH
RS HT5H Hsz &,
WAl | pH FH%ER] GERE, KL N U T L) 1.3 PR OB, BTk 8 HUMKAE BZIc~E/
3.2 BEID K VIREE, MG T = U T UAE, BEORESENS, SRR E
balliz ARPETERHR (SA T V) LCHEEICHBTAZ &, [12.2 2]
JEEEIN W18 (o DK 7.4 AR & i EET DAL, ARAER TARL 15 0Ll B
oH 5 0~7.0 FTRET S 2 L, BIRNBST 5541, ARESE LT
BT L 28 AFEER CTHIRL T 2 oL EnT TRERICRGT 2L,

4R THHR
HRZMHEIM

SEERTHNRICEET 5T E
ARFNLAE 11 R F D $e 5 703 N EE ST ARNTE 2 72 B 2 IR 0 A 5
LTk,

6.FERUVAZ

W, ARE 50kg LLEORR AT, #k& LT 1R&HZZY 1000mg
Z BRRE UCHE 1 LA ERE, U3gke LT 1 EIHZ Y 500mg
Z BIRE UTROOE 2 BB RICEET 5,

TEHE R 50kg RGO AIZIEL, k& LT 1[HIHT= D 20mg/kg
Z BRRE UCE 1 LR FE, U3gk s LT 1 HH72 Y 500mg
Z BRRE UTRORE 2 BB RICHET 5,

B, IBERKE TR E CORBREGEEIX, BEO~E U R
JE R OMREIZIG U D28, #k& LT 2000mg (fRE 50kg A DA%
A 1000mg) % LR ET 2,

TRERVAEICEET 58

11 A OFGAIZE L TE, LT 2251, BER5CRben
E9. MELGESRICEET LI L, Fio, 1 EEGEEL O
BRI AEROCHEEZRE 2, WUNCRET L2 &,
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[14.1.1 2]

IBENERZEITHEEICHTHEE

9.1 BHHE - BMEEEDHLEE

911 REMKREAESIOEVREZSHLTWDES
EizFHETH2BENRH D,

9.3 FFieEEE R E
AFNEGAT L D IFHEREDIBALICIEE§ 25 2 & gkl X v iT
FRREREE N AL T 5 Al EEMEN & 5 IFHERERR SR x5 & L
ToERARRRBR X 5EHE L Tueuy,

9.5 1EIF
Tt SUTAENRE LT B ATREME D & 2 Aot 1d TR E DA %5
NEBMEZ B2 Sl S Ao AR T 5 2 L
TR ISR 2 BRIRIN B 5 L 7= & & RIEOMRIRDS S ST
W5V, Ty RO XA R AT AR BRI B T
JRROFERFES TR Y FEIC T 2 8RR > #
PED TR E L Z 2 TS DY FXR 2 T UM IRIE
AT T L2 EDRMERENTWD Z L Y AHl b IR IE~B
1TT 5 AREMNER S 5,

9.6 1% FLI%
TaE E DB IR ORFRL R DM A %58 L AL OfkE: X
B E RS L, b FORILTARBITTS LD
nTnsd, [16.3 28]



9.7 /MR
/N T G e LT BRRBBRIE M L Ty,

EIER

WOEWERR S 5D Z LN DHDT, BELEL 431217V,
BT LN A IS 2 T 5 2 Syl A L &
1TH52 &,

1.1 EXGRIER

1111 BEE (B AT

vav I TF T 4 TX U EEOEERIBBUENH S b =

LB D,
11.2 ZDHMDEI1EFH
5%LL - 1~ 5%A i 1A
HE B ETY
HAb#R M AP, | MR, LR
NN N
JiF Tk BT B% 3 b | BFEERESLH
1=
R KU v R | g7 =) F | BakEGE
M fiE UEM, &7
= U F U MSE
i EA R BIfJE . 50 | A
Ii
FEPARRE R SR fEE AR
WP i I ]
R E iR BI5 RLEE, 2 | KIEER
O FERE, B
Z D FEEL R, AR | R ESERAL
SEEZ AR YT RE
JEE, 957, ifUE
-5 CRP #4

12ERRERRICRETZE
121 MK &
M3E V AIFIAFE GZ IR T3 28RN H 5720 KU i
JEORBUIEE TS Z &, [17.1.1-17.1.3 B]
122MF 7 FUE
M5 7 = U F AEIIAFBE G ICEEZ RS 2 & 0D A
G T 4 B TR R 2 RIS SO L2 W ATREME S B
LHZLICEETDLZ L, (1.3 2]

13BBERS

13.1 SE4K
FRREES H LN D Z Enb D, o, BEHNARKY v ifE
RV HHILEICED Z L 03 D 7,

132 &
SRAEMA OB G55 ERITIE C Tl 2R @& 2475 2 &,
14EREDEE

141 FRIFAREFOEE

1411 A4 (100mg/mL) AT 285 A 1%, AP R TR
FRT D2 & RIEHEOE G TR R K 500mL £ T,
RN 5 O A ITRIRES R 20mL ETE L, #kE LT
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Img/mL REHIZHAR LTI 5220, [7.4 2]

14.1.2 KENOASA T AL L EEENEIY Th 5, FKRIRE Z D% O
HiZER LN &,

14.1.3 BRI TN T2 2 &, IRBICR0 2 53R~ 17
T HHEAIX ER CHRF L S FHHLUNICE A T 52 &,

142 EFIBSHOEE

14.2.1 A5 & A= BRE I IS Ol <>t o0 § i 34 %% & OFL S
ERI U T A v CTORNEALET S 2 &

1422 HHICE L CmESMTRE LAanW L S +0EE+ 5 2
& MESNTIRH L2541, IR ERALE I K O JE
KOEMCh b 0HRLE LR T ER8b 5, mEINRH
MR BTG A I, WEIRAEEITH Z &,

15.ZDMDEE

15.1 BRER{EAIZE D < &R
KA &L LT 500mg LA FEEH LI-HA.
L ERHESN TS Y,

My A8tz 9

16.ZE 4 EhAE

16.1 AR
20 mRLL_I 65 A TRE 50kg BL oD B AR SRR Z M 15
F 24 T, AFIA$EE LT 100mg X% 500mg &% 2 4373 T
BAEIFARPI 5. 750mg i 1000mg Z %9 15 437 F T A A
WEFE LT L XY AT A= FILUTOLEEY Tho

- 6)
o

(-

AF kL LT 100mg, 500mg ZFARMN#EL. 750mg, 1000mg
ZRURERE LTz & & O M Fiesk™) IREHER (CFHH)

~ 100

=

=

=

b

£ 10

®

E

&+

B

H 1L 100 mg (n=6)
—— 300 mg (n=6)
—¥— 730 mg (n=6)
—4— 1000 m g (n=3)

01

T T T T T T T T T T T T T 1
0 12 24 36 48 60 72 34 96 108 120 132 144 156 168
e 54k OEFH (hr)



AF &8k L LT 100mg, 500mg % &k L5-. 750mg, 1000mg
Z SRR L7 & & o hiaek™ ) o3y EiEe NS A — X

&L_j‘ Cmax tmax t1/2 A[JCO*DO
#i | (ug/mL) (hr) (hr) (pug+hr/mL)
100 0.209
42.0(26.7) 19.4(21.5) | 1250(22.1)
mg (0.167,0.500)
500 0.250
208 (14.1) 22.8(14.3) | 8460(9.8)
mg (0.167,2.000)
750 1.000
239(20.3) 24.4(7.2) | 10600(15.4)
mg (0.250,1.500)
1000 , 1.000 N :
408(10.8) =2 - 126.8(12.8) ™9 117700(20.4) =¥
mg (10.8) (0.250,2.000) 2 (128) (20.4)
6 B, Sf Yy (EEREN) .t lEHOAE ORe/MEL IR AH)

WD ek TAA Y~ b b—RA AENOSFEEMES XV E
(hF A7) %) LR U8k ONlEsEsk
H2) 5%, HE3) 44

16.3 2%
Bk TR MR 24 I AKI A8k L LT 100~1000mg % £ 5-
L7z & & O0MmER CEYME) 13, 1.940~2.475L TH-72 9,
O3 i ISR 5 Bk Z PE MR 21 fillc, AAl% Dayl 12
#k& LT 840~1000mg, Day8 IZ#k& LT 40~1000mg #% 5 L
TeREO A SR CEX#E) 1%, Day4 < 0.98mg/L TH Y |
Dayl5 % T 0.55~0.75mg/L ZHB L7= 7,

16.4 1t 34t
AFNL, BN R OMBIZE Y A E Nk, =2 KU VY —
LANTERNSEES LA ®,

16.5 HEtt
JAEMEER BB 12 BRI 28k & LT 100mg & OF 200mg %
HREIFIRNEE S L7z & X O JRPEFEIER CE5ME) 1349 1%T
Hot? GMEAT—4),

17 BRER A&

171 BERUVERLMEIZET 55

17.1.1 ENEMHEEER (NS32-P3-01 FHER)
18 7% LA b 49 B LA T O N ERAN BAENEN 22 WA L < ITBhRAR
oy AT B B ARE 2 NE LT 5% A RIS SRR Z M
FLEE (T 70 R 11.0g/dL R, g7 = U F
fE : 12ng/mL AJifi) 355 Bl & X%IGs, BED~EZ v B RE
FOREITIE U TR Gk R 2 e U AR &R b gk 4
TR -9 2 AR 2 (I 5 Il AT BE R bl sk 2 920 U 7=
AFIBEOREE G0, 1 BlH7Z0 gk L ThoK 1000mg (AHE
50kg Rl DY AT 20mg/kg) & RMFET 52 L & L, 2 HH
OFHIT, e b1 L AR 58O 2 2 FRIRICERIRN B 500
NIRRT 28 & Lie, #HBG 12 B ETCo~ES B Y
VIRE O KR R FEREE A EHM) OREFZE ORFITE-&
BERRLERTE) [95%F 4R X ] 1% 0.06g/dL [-0.13,0.24] TH Y |
AFIHED GBI LS T3 2 IELPEGE S uiz GELPERR
S pl-0.5g/dL) 17,
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12 R E TONE T 1 B U BED R KRB E

AFIE EERR L RE
(237 1) (118 f511)
NET B ECREDRK
IS B0 A 2 [4.33g/dL] [4.27g/dL]
o 4.22,4.44 4.12,4.42
[95%{F HE X [#]] ’ ’
TR 22 0.06g/dL
[95%(F #E X 1] ] [-0.13,0.24]

) GHEAR A, N—RA T A DONET 0 R B
& U708 oobr

PeEBME 12 8% E TONEZ 0 BV BEOHERBMIZILL T O &
By ThHot,

S KHIRE
R L gRRE

~NES B EUBE (g/dL)

s =
[——]
' o
R
S

wEm 1 2 3 4 5 s 1 s
BeE5%YR G8)
BIVEF ORELEIT, 46.8% (111/237 ) Th o7, FRBIEH
(FEHLR 5%LL 1) 1, FEEN 8.4% (20/237 i) . SHhFIZ 8.0% (19/237
) AR Y BRINAE 5.9% (14/237 1)), M35 7 = U F #4900 5.5%
(13/237 f51) T -7, [12.1 BH]

17.1.2 ENEMHEEER (NS32-P3-02 ER)

18 UL LR OB AR N 2 0FE L T EAR 5. X
R R SRR 2 LB L T DAL RIS O SRR Z MR M
BE (NEZu e VR 11.0g/dL K, MiE7 =V F 8
30ng/mL A (CRP 23 ZEYEH ERRAE D35E 100ng/mL Ail) )

40 Bl RBRIT, BEONEZ 0 B UREROREICLE D TR
BHSEZIE L, REIZTHIRNES (B5RE 2 A #EE B #E
12 3:1 DEIGTT X LEI) 3564 —7 0 T~V g Eli
L7z, ABECIIYIEE 5138k s LT 500mg & L, D% 1 H 1

[Elf A 500mg Z 1 WIS 2 [IOMEE CThoNEEIc L v | i
B2 48 U CHARNE S U=, BREETIZYIE#EGIT, 1 HbH

720 #ke LCTHROK 1000mg (RHE 50kg A D& 1% 20mg/kg)
AR T S22 L L L, 2 HO&RGIE, iR L ¥R
GO EEFRICEHIRNE G USRS E T 2 s s Lis &
HBMG 12 WHECTONES B EUEEORE KB E [95%E
FEX ] 134 - 4.33g/dL [3.82,4.83], A FE (30 5) : 4.27g/dL
[3.83,4.71]. B #£ (10 f5) : 4.49g/dL [2.69,6.29] T ~7= 'V,
BeHBMG 12 % £ TONTZ 0 B UBREOHBRITILLTO &
By Tchot,



—E &

~EZ R EVRE (g/dl)

BEEHIRE )

FIWER O3EL=1E, 30.0% (12/40 ) Th 7=, HeENER (3
5Nl E) 13X, Y UERMLE 10.0% (4/40 §) . =EFRIZ 7.5%
(3/40 f51) , #EN5.0% (2/40 ) CTH o7z, [12.1 BHE]

17.1.3 EINE MHEER (NS32-P3-03 FXER)
20 R LA_E 03 10T i H IS 40 meA OF% 1 $EENC B MEA 22
WA U IR0, AT AR 22 Bk MRS 2 B & 4 5 A5 ith
HIM G P 5 $kZ  iARF (R 36 WMo MiF 7 = U F 1A
25.0ng/mlL A, 384 24 BRI 6 48 Rl & TO~E/ 2 B
VPR 10g/dL AR, Wt 24 W E TOMITRE St
# 0 500mL LA R) 21 Bl x5, BE O (24 RER DA
48 IEIARTH) D~F 7 v B RE R OUTIRATOEREIZIS U T
PG 2 RE U ARA A BRI G- 54— F Lk
B e L=, #IE%EIE, 1 EH-0 & LTRKR 1000mg
(I 50kg RiH DO H A 1L 20mg/kg) & milFHET HZ & & L,

Iyheth 48 W ClO A EE MG To 2 & & L=, 2 EIA
DO HIT e 58 L YR 5B O 2 E R IR 53
RHEET 52 L Lz, #58 8 A E cCo~E/ B Y
VIR DR RZA bR [95%FFEIKM] 1% 4.77g/dL [4.34,5.20]
ThoT",

PR 8 B E TCONES BV EEOHBRIZILL Fo L
B Thot,

16

o AA
15
% 14 W”il#
213 ﬁwli”lﬁiﬁl"”l
% 12 % 1
u o1l
N 10
W T |/
SR
8
7 ‘ |
wEw 4 8 o - .
BEHHM (A)

BIVEH OFERIL, 33.3% (7/21 #1) T, FREEH (BHE
%L E) 1. RFEESE LA 14.3% (3/21 f5)) TH o7, [12.1 &
&

18. 33 FHE

18.1 E AR
RETE L T NA Y~ b= ADEAKRTH 0 IR 514
VAN BCR OIS IV SAE D ) TA V<)L h— AN
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DOBELZSRIE R T 27 2 U o A LT &R S
N, ~NEZREUARICHHENS PP,

18.2 =M {EFA
BRRZHER M T ZCARBZ RN ST 5 Z Licky  ~ET
0 ERBED ERBERD S Y,

198RS ICBET HEILEMAR
—RAVBTR © TAA Y < b — Rk
(Ferric Derisomaltose) — (JAN)
R e gkl A ) Ala-D-Zat T - (1
6) -0~ h—L & DA
(Oligo[ a ~D—glucopyranosyl- (1—6) J-D-glucitol
complex of iron (II) oxide)
%Tit : Fey (CEHllOS[CGHIOOBJaCGHIBOS)y
31 : 130,000~180,000
PRIR - R R E DMK TH D,
AT TEETT <, =& 7 —/b (96) 1T
FE A ETET R0,

154

20BN EDEE
WS AZRET D Z &

22.8%
(E/ J 7 —&:E 500mg)
5mL X5 /3o 7L
(E/ J7—F:E 1000mg)
10mL X5 /3o 7L

23 EEXXHR
D) HiR%T — 4 (s ~oh) GKGEFEA B : OFEOHOH.,
CTD 2.7.4.6)

2) 7 v MHRRE. FBIRE TOMMIIRIEAE K OIE - fEIRFEAIC
B 2B OKRREA R OFOHOHR, CTD 2.6.6.6.1.1)

3) YR BRI AR GRERFEH R OFOHOR, CTD
2.6.6.6.2.1)

4) FERRRBRICRBIT 5T ¥ A b T VRO RBBITIE KR
AR :OFOHOH, CTD 2.6.4.4.3)

5) Shimizu Y, et al.:Bone. 2009;45:814-6

6) ERH IR OKRFEH A OFOHOR, CTD 2.7.6.2)

7) EABIERER OKRFEH A OFOHOR, CTD 2.7.6.6)

8) Koskenkorva-Frank TS, et al.:Free Radic Biol Med. 2013;65:

1174-94

9) VAV T FHERER ORFRAEH A : OFOHAOH. CTD 2.7.6.1)

10) ENE MRS GkREA B : OFOAOH ., CTD 2.7.6.4)

11) EWNBIERER GRRFA B OFOHOR, CTD 2.7.6.5)

12) Jahn MR, et al:Eur ] Pharm Biopharm. 2011;78:480-91

13) Geisser P, et al.:Pharmaceutics. 2011;3:12-33

14) $RXRZHAEIM T 2 &Rz aimdeEEH ORRFEAR : O
HOHOH. CTD 2.6.2.2)

20 XHREERER VR WLEHE R
AR A S SR Y
T601-8550 HUARTHFEE X & #ERErE 2 HEF T 14



7Y —XA ¥/ 0120-321-372
TEL 075-321-9064
FAX 075-321-9061

26 B EHRFEEEE

26.1 HiEHRSEIT
A A SRR At
HUERTIRE X FEREVE 2 R O RT 14

£ / 77— Pharmacosmos A/S OBERFGIECTH VY . AR L
Pharmacosmos A/S 725 T A 2 A %521 T CW\WE 9,
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1.9 — IR TR R D XE
1.9.1 JAN
SF241 H 9 B SASKIESR 0109 55 1 5 TEHGLO—FALFRZHOWT] 1Tk 5,

JAN :
(AARL) TA V<)L b— A5 8k
(¥44) Ferric Derisomaltose

==
(BAR%) BbF gL RV [0-D-Zvat T ) 2 -(1—-6)]-D-7 Ly b—/L & DB AR
(J54,) Poly[a-D-glucopyranosyl-(1—6)]-D-glucitol complex of iron(I1I) oxide

1.9.2 INN
[EIBE M4 (INN) (22U Tld, Recommended INN: List 72 (WHO Drug Information, 2014, Vol.28)
D 396 N—ITILHE STV D,

INN : Ferric Derisomaltose

{b54 : (1—6)-0-D-glucopyranan-(1—6)-D-glucitol iron(III) complex



NS-32 110 EE-BIEZFDEEBEEEHDELYD Page 1
1.10 B EREERIOE L
. WAL 8 RV [TV T 7-D-Z)Lat’T ) (1—6)]-D-Z /L h—)b
{4 - B, i [ (170
L DEEIK
=
IHE « ZhR AL =Yl

% - &

W, RE S0kg L EDORAIZIE, k& LT1E®HD 1000mg % EFRE L
T 1 ELRGEEHE, U3k E LT 1 EIHZY 500 mg & B & U TR 2
[EFEARIZERET 5,
W, RE 50 kg RO AL, #kE LT1HEBED 20 mgkg & LR E
UCl 1 PR ERE, 3k E LT1 RIS 500mg 2 ERE L CTRKIE
2 [FIRERICERET B,
B IRRKE TR E CORBE G#EIL. BFEO~E 1 BV RE R OKREIC
JEU B0, #&E LT 2000mg (FAE 50 kg AT D% A1 1000 mg) % B[R &

35,
B D IR E
JFUR © A Y~ h— R gk
A . £ U7 —FE 500 (11470 (S5mL) H, T/A V<)L h—
A RO e
oy iz m
ARGy - 5k &

£/ U7 —FE 1000 mg (13474 (10mL) H, T4 V<LK
— A T #kA 8k LT 1000 mg & A)




NS-32 110 FE-BIEZDREEEEEHOELD Page 2
HA[R] B -
S FRARN
~ A (HERE) EWS D ELSE AL ¢ 125 mg Felkg
7w b (HERE) HEWE DO EAE B © >250 mg Fe/kg @
A X (HERE) HEWE D ESE B © > 400 mg Fe/kg
A% 5w
Bhi | EG BhE | EEEE L
7
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Jahn MR, Andreasen HB, F tterer S, Nawroth T, Sch nemann V, Kolb U, et al. A comparative study of
3.3-1 the physicochemical properties of iron isomaltoside 1000 (Monofer ), a new intravenous iron preparation
and its clinical implications. Eur J Pharm Biopharm. 2011;78:480-91.

F tterer S. Physicochemical characterization, biological distribution and pharmacological safety of

3.3-2 nanoparticular iron complex drugs for parenteral administration. Dissertation zur Erlangung des Grades,
2014.

F tterer S, Andrusenko I, Kolb U, Hofmeister W, Langguth P. Structural characterization of iron
oxide/hydroxide nanoparticles in nine different parenteral drugs for the treatment of iron deficiency

333 anaemia by electron diffraction (ED) and X-ray powder diffraction (XRPD). J Pharm Biomed Anal.
2013;86:151-60.
3.3-4 London E. The molecular formula and proposed structure of the iron-dexran complex, imferon. J Pharm
' Sci. 2004;93:1838-46.
335 K stele X, Sturm C, Kl fers P. **C NMR spectroscopy as a tool for the in situ characterisation of iron-

supplementing preparations. Eur J Pharm Biopharm. 2014;86:469-77.
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4.3-1 the physicochemical properties of iron isomaltoside 1000 (Monofer ), a new intravenous iron preparation
and its clinical implications. Eur J Pharm Biopharm. 2011;78:480-91.
432 Tipnis UR, He GY, Khan MF. Differential induction of polyamine oxidase activity in liver and heart of
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4.3-3 Pechet GS. Parenteral iron overload. Organ and cell distribution in rats. Lab Invest. 1969;20:119-26.
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4.3-15 Beliles RP, Palme AK. The effect of massive transplacental iron loading . Toxicology. 1975;5:147-58.
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' metabolism. Cell. 2004;117:285-97.
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