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15 ERXIIHRROEBREUVHKORER
151 BIEXTHREDOREE AZHRBEOERE
A T F o8 NEEERYE (DL, AHD 13, -$ Hoechst t: (¥ : Sanofi £L) (2 Xk v AJHL
ENFERRT AT F RTHY, 77 V%=1 B2 2RI T 2SR RO E4 0
FEHUERIC LY BEELEEZE (HAE) OR2MERBIECTERZEMT 5,
AFNE. 2008 4F 7 HITERMN, 2011 4 8 AT KIETHRB S 4, 2022 4F 5 ABIE, 56 » [ET
KB EN TS, £72, 2017 4 10 AIZEKIN T 2 2L Eo/NE D HAE SPERVEIZ AR 25508
KRS, 2022 5 ABUE, 51 »[ETERINTVD
ENTIX, AF% 30mg BT 2 EA—0RAITHD 17 4 ’79/1/&?‘7\530mg“/9
YU OWT, LR ORRE XX HA QNS VA I OV &8 C 2017 4F 7 A BGE AR
(LLF. #IEHEE) L. 2018 42 9 HICBUERFE KGR Z B L T 5,
INEE « DR EAGE ML MR I O Ak FE 1R
VL - A& @5, RAIZIEA BTN R ELTIL R 30mg &% FESNT D, 2hENSAR+
IR AR F5 L2 560%. 6 REREILL Lo fRE % 35\ T 1 8] 30 mg
RIBNMEETHZENTES, 2L, 24 H 720 O EREIL 3 FIE T
L5,

N NHIT, [ZoMmoT LLX—HE KN ES 449 | Tho,

HAE OZEIZ@E ., N/ HFEMO3E L, BEHED & SE R OEEE ML,
BEOEEICE > THRYVIELEL D, £2O—FHT, ENTIEIRENEICHT 2885 HT 5
BT <. BN HAE OGMERIEZZEERI R & L TOKRB STV D B kIR Cl
TATT7—EA X — (CI-INH) A THLXYF—FPHELRRT 7 V=0 B2 %
KRFEGUITH DA FIDN, H A OERI OIS X 28 IIMEH & LTINS HEHR ST
LDMWEIRTH %,

ZOXRI IR AEEE 2. Al 2500 B 18 BRI O /N A~O HE KR O E OB A B /Y
& LRI BLER AR A AR HEE (BT, AKfFE) 21752 & & LT,

152 REDRERVAE
HAE (X, |2, CI-INH @5 T OERIZ X5 CI-INH &/ /KHE (18] /e xE (11 8Y)
R0 B, EARE R OMEIRSE, RO & I AL TR E 20 KT 2 & 2 M e T
D H Y REMNEOBIEMEORDEETH 5, K OFBIZFEITONEIE b 5 EIRD R
THY ., HEEREIXEEOIRIEER A U, WM OV IR 2L S, B, WEIETEIE T
FRUEPAZICIVEERICEDIBENNH Y | BEELREIFE 726 L 5 5, HAE OF/EIT@E
wL R EEMDIRIE L, BEMED O K OEAEE NN L, BEOAJEIZHE -
THEVIRLAEL D, BIETEY OBERICEVFRINDIN, 2L 05E. AL RFEREZR
DHIERLEMBERT H, EOD, BEIXEICHEICKH T HARLZOR/M AR 2360
AlEERVHIL, AETEOE (QOL) BNE LK T L, fhasmpnmie b2 tbdbb, 2
INECTHRBETH D . FRICRIEEZRBR LI/NEBFIIA R E 207 < BEEESCRE
DREEEL 720 RENHERDEEEZFERTHZ b D, £ DRIFFERED/ NS N0
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WEEHRIEIC L DB DOV 27 NE V&< s, TDX 512, HAE [Z/NEHI B3 IET % TRA
MOEMEGNTRETH D,

LLRd s, EREO & B0 ERNTIIRE/NRISH T 2#EIG 2 AT 216REIT <, Hx
DEROHWIZ X DESAMER & UL THIANIICER SN TWLORBRTH D, £D7D),
AEISE O, HAE ORPEFRAEIT 0 2/NERREORBITRBEORETH L L EZ BN D,

[EINTid, HAE SWYEFEIEOFIEMS] 2 208 « R L LT, ~UJF— b P#EM 500 (fzf#
BRAEN C1 A 7 7 F =5 =B PR T 2 EETH (REA M LEIC X D8R
PE L8 PRV I O R TR O FIEINH]) OIS E A L TRV ([1], AT 744 7 &/ 150 mg (X
2RI ALy NMEREE) ROVZ 7 A v TE30mg v oY (7T AT (BBl
#z) ] BRAKO 2 L EO/NRISH T 2RI O@EIs 2 A L TW512]3]l, Zabo
THEORGIZ I BRI L ~EOHIE THHT5Z LITWRELEZALNDL DD,
BB 72 W5 & 72 2 WEEATHIE 2 3 T RME R AR S B 2 alREMEIKIRIR > TV DH T &b
World Allergy Organization/European Academy of Allergy and Clinical Immunology

(WAO/EAACD K OENDTA R7A Tk, BMERERBREOA T~ > NGRS A hE
IRIREZMEFFT DN B D & STV D[4][5],

1.5.3 HFEDEE
E NN B T BB ORBMEIZ OV T, # 1.53-1 1T/ LT,

1.5.3.1 &E
ARHFFIZBNT, Bz edlBuddihs LT,

15.3.2 JEERERERER
AT o7 ) | AHIO SR RE B AR T (RIS FEC BRI LS B R p <
v —UTHR LTS LB, HlAFRBARBBIL TN LTV b, S B & 73
BRI AIIE R BB 20 T .,

1.5.3.3 ERPREXER

AARNNREEICHT 2 HELOCHEO AR 2GS 2I12H720 . SEHET7IZF 0 L7 A
ARNPNRBFZRIGR E LIZENE 3 MIEEMRRAE (TAK-667-3001) (2%, hEA/NEBEHE
Zxtg & U ipsh e 3 tAIEE e (HGT-FIR-086) Z #HAfigE k& L7z,

F7o. VIEIHFERHICFHEE R L L AR AN NBE 26t & L2 ENGE 3 HIEE 5

(SHP-FIR-301) K UME AN BFE &2 5F5 & U2 igsh e 3 M1 bkt Bk  (HGT-FIR-054)
EBEEEE L,

LTI ARKFI O/ HAE B T3 58001 M OV M2 at L7 B R o E 2 R~ L
776
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& 30mg (12~25kg : 10 mg, 26~40kg : 15 mg, 41~50kg : 20 mg, 51~65 kg : 25 mg,
65kg#d : 30 mg) ] TAHZEZ TG Lz 0L, A& OEYENREZ IS BRalR
IZ XV RRET LT,

2BNCARFID G- iz, AMERIE B CTd o IR £ CORFMIZ. ERBIAT 1
BT 1.0 Befi], AR AR 1 61T 0.9 I TH 0 | B b ORBIFERFEI TR 5
T2 1HNCIEE HICHBLO HAE FEIERFEH L2720, 2 [BIH KO3 [ B OARFI R &G Sl
3. BAEEREM £ TOREITIWTN S ORI TH Y | 1 [BIH O L & RERICHZIMERRD
bz, £, ZEECHEIIALN T, BEMEIIRGFTH o7,

(2) HEANDNREBEEZRERE LIZBNE 3HIEERHAR (HGT-FIR-086)

HAE 1 B X MR OfEEZWT 28 3 25 2 LA B 18 AT O #E B & %512 A AKl 0.4 mg/kg

(R ARHE30mg) #RTHEE Lot &0EYBRE, 2ol AL IEERRARIC IV M
LTz,

BNERHIE H Cd 2 BAEMERFE £ TORFM O IAE (95%CD 1% 1.0 KefE] ([1.0, 1.1]
i) CTHO. B LOREEREMPEO OGN, £, etticfiEEzsAonT, 2
KHEEFRIFCH Tz,
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154 PETHVEXEHR. AERUVAE
FRRFRBRIC L 0 . AFIOFNE « ZEMEDPHER S NI Z LD £ 1.54-1 IR TRREXE
A, HEAOCHEICTARRZIT) 2L E LI,

x 1541 PEXEFHR. BERUVRAE

74 TATZUNVETEI Mg Y Y
HEF X ERERAEEML (6) FiHEEKR
BIE GhRESUTRAR) B PR ILE M O 2 A
FER O & (18 sk Lk ED B

WE, RAEA BT AN R E LT IE30mg %K FHENT B, IRBA+5
A XUTFER T L2356 1%. 6 BMLL Lo MFZ 3 C 1 [H] 30 mg %38
MFEFDHZENTED, HEL, 24l 0BREEKIT 3 EETET

%,
Q2 FELL & 18 AR O B

. IKE 12 ke~25 kg DBREICIIA BTN FE LT 1H 10 mg, 26 kg~

40 kg DEFEIZIFA B F /S b ELTLE 15 mg, 41 kg~50 kg DBEITIIAD
FX bELTLE20me, 51kg~65keg DBRFICIFAAF A FE LT
25mg. 65 kg X HEBEITIIA N TF /N b ELTLEI30mg & FENT D,
HREBAR T 25 E UTERDS TR L2 GEE,. 6 B EoMEEZ BV T,

1[0 10 mg, 15 mg, 20 mg, 25 mg X% 30mg TN EFNDEEX I E T
EBNEE5ET5Z ENTES, HEL, 4L 0BREREIF3IEETE

35,

CT#RES - 22 BRI FT)

1.5.5 JBBRMERF DR
AFIOBRRIZEE L, DT OREY S %1772,
ONAINE - s @il =055
I - o ke L, AT B AR

MRS O OIS 21572,

1.5.6 XFIDFH R UVE A

HARN/INE HAE B3 OBMERIEDIRIICE W T AR Z #5325 2 LI L0 ek 7
MG S, EEEIOREICH L TRE L THER LEZGAIC O AIMEIXE T L2 & A0R
ST, Fo, AANTA CEGICLDBER AR THY . THIRRRSMERIECT L TH A
RV T ERT DI ERERNIKE L, JEREZEMIED Z ENARRENTH S,

S5, BARANNRIZH L TARIZ &G Lz & 20 2MEICREOMEITANT, HE
SNDVAZIIBEIORENET a7 7 A NV ERETHDLEEZEZOND T LD IR CGES
BT ARERER NEACHED L —= IRV EAREL B R 5,

PLEX Y KFID/NE HAE ORMEFRIEICH T 28300 mRETH L Z Lz, BE&E
EVVIBETFOIRIFEEIZIT e VWARR 7 ¢ v MR TE 2L, BEIND Y A7 FE#HYNICE
HIHZENARRLEEADNTZZ NG, RKFORXT 4y NIV AT % EE->TEY, K
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(1) AHDOERKRTRE (FKERAANDOESE) [TXY. BAELEREEHKRD HAE D2 HEFHE

DERBHAREIZEON S,

AARNNREE 2535 & L2EWNE 3 HIEERME (TAK-667-3001) 2B\ T, AH O
HZ k0, REIEEE Lz 2 Bl O b AEREM S BIZRD Hiv, BIEEREME TO
IRF ] S ORI 23 e/ INMT 72 D T ORsfIE, BARWIAT 1 41T 1.0 Refd] X OVEAR /AR
% 1HITO9RERITHY . SMEARNEE 23R & LI iis e 3 FH Hufor ISR
(HGT-FIR-054) | AENNREFZXG L LS 3 fHIEERABR (HGT-FIR-086) &
O HARANRANEE 235 & L2EWNE 3 HIEEHmME (SHP-FIR-301) & FRIER DTG SR E
DHERR STz, HAE RBIEOIERITE R 24 Bl Tl K &2 0 A THET D G ST
B6]1Z LD, ARFEGIZ X 2ENTIERBRER S RS D, Fio, AR ORI
BETEGTHHI-D, #lRV— N ZAET2HLENRZL, FEEREVEEZ LD,

HAR NN 2 %512 06 L 72 Modeling & Simulation TlE, H AR A/ BEITARF % (K
HXDBORGETHE THREG L XOBRERIT, HARAARANEETIZAF 30mg 25 L7z
EELHEL T, Chx lTEmD272b DD, AUCGILIRRRE Th o1z, BT — IS5 |
Kﬁ®ﬁ%"%%%&f?%*ﬁ®%iﬁwk%ignk:kwg\HKA¢E%%KK
Fl & RBEX S OERG8& TR TR LcSGa. Fmicrrb b3 HARARANEE & REOH
IERELND EBEZDND,

Fo, AEANRNEE ZG L La e 3 FH ikt BEEBR  (HGT-FIR-054) . #hE A/
WREREEZNG L LA E 3 HIEEMRABR (HGT-FIR-086) K OVH AN ABE 234 L L
7ENE 3 FHFEE AR (SHP-FIR-301) 2B\ T, AT (PRI, HAE BEAEE., AiTE#E
DA, %) BOAHMERF LI ZA, ¥RETICLIHEIME~OEBET RN EEZD
nizZenn, BARNNEBEFIZBONTHRMRICBEE Y ROEELZ T D 2 L AL
REFETHHDEEZHND,

(2) BEEES (BEARAAXENES) TEVWTLEEAREEN RS L-BELREEDE
DERVEREMERT, £/, HAEDEURERO[LE LTAEEREICLSAE
%T%&Té‘&fs%%ikwﬂﬁ6?ﬂ%%®$%®§®ﬂtt§%?éo
W OEIREREICKIT 2 B AR SORMMEIL, F 3, EER, H-BE B OERREER

(JE049-3101) THFT &AL, % 3 fHLLI FRARBR CIEBME HH D& 5 LA & RBkIC, JE

WREAMNEHICRD SN TWDH[T], BARNNEEFEZ5 5L LZENE 3 SRR

(TAK-667-3001) TiX, #BE OZ MR OBLEN S | EFEEEIC BV TERIEFEE O

BETFC2HICE4EIACKRESNTHNDD, EEREEEEDKREG Lz & & L REROIERE

REICED b, Bt LoBa b anotz, AFloAsE#E . 20ff=1 7 B e

RF T 18 AR /N 6 IR BERINTED . 9 B3PI O NTT —Z BEE ST
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MARD BN, AEFGELT6HT 1 FHIRANRE S, BEITRE T, KHFL

OBE X E I N,

HAE TlE, HEOHE A 2RO TR TE 2 WIRERENER Y K LR 570, BE Ok

FRAY, ARRY R ORI R RILII R E WV, Fo, BEDOLROTNEZICL > T, REYNL

T/ 57 EAFENVEIC R R RFT 20, AHEBKEWR], FFICHEIHFEOSGA 1L, Sl
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FROEMEAHE, ERICLVEICELILAE DD, Ll IBEAZREICHGTHZ L1
R0 MO A~DOHELT AN Z D D & RIRFIFEAE O FIREE ARG L . eI 00 Refoe IRe ] 4 40
TELZENTREBEINTND, ENTEZEINTWVWD HAETRIEIED 5> b KAIO A A &%
HERARETH Y, HEEREIZLY REIEREM A G L 2 LR TE, KERLGLTHHRD
KTERALNRNT END, BEIZESTORET 4w MIKEV,

The World Allergy Organization (%, HAE OFH¥Tod 5 THRIREE T, WAL EWV, Ema
DT ZELHLBMRIEICKT AT ROWBHFEEZHERL TBY, $XTOAFIZBY
T, WIS HEE L7 © EEIRRELOCHCE G2 BETRETHHEEN TN D, £,
CI-INH ® H 2 & 53 EF O QOL #hET 5 & OME L & 5[9]. 1S THA K OVNE D HAE
BEEXNGE LTCHEMY CTh HHIERTEZA D F AN M T U M AREORERIZLD &
HAE JAEICR 2 AFI 0 512310 5 8 Ck 5o a i 20 # | 1 ~20f] & | 1 o s
NI BT 95% & 2 T i-[10], £7-. 20 45 | A T 18 BRI /N BE 8 HllCAH
DEEINTEBY, AEMEOTERRT — 2 R0 6 HlOAEE 288 FIDOFIEIZK LT,
2%IXFIE XTI R . 4.5%IXBERANC LV ARFIREE I TWZ[11], HORGOES
DRI L T D Z Lk, B OG5 OREE R OBFED S O3RN E <, £72, The
World Allergy Organization DHELEIZ B> TWVWDH Z EZ/RL TS, S BHIT, /NEEEFICH
W, BIERBBEEOWRIHIFZIE Ch 2 G 2 HE L TT R TO/NNUBFIZBWL TA#EEIC
FoHEEGENFHCEGED ML —=0 7 E2BETRETHL L RESNTNDH[12]Z L0,
H R GERABE LT TEALDNRBRFICL > THLEDRFTETHL L E2 NS, 20|}
& [l 7 \CEPN HAE BEFEKIT/N R HAE MFREEICHRT 25 = — X2 308 Lo, AAIR
FEARANXIFFEEDONHEBE L DTG0 E A I T BT D 2 Ll BMHEREEZEHSH
ICRER S 2 ENARRRERTHLT20, BEARAKROEIBEEONEE DALY A S
DIREA T a R 0ED EHREIN TS Z &, WONCARFIN —Z b B < ERBLGICHR
HEINDIHIFHINTWVWDLZ EEHERLTWD,

(3) ZeMICHENGEL. BERICEhTLS,

AARNNREE 255 & L2EWNE 3 HIEEHAE (TAK-667-3001) (ZBW T, —ifkEo
HEEAL OGN A BT 2S, B TRE IR EETH Y, BERLOIT otz AGH
RIVE VL DBERE R NI NS S i 2 & e 2 I BT A b T, ARMITRAT
HoT,

SNENNREE 25 & L7opsh e 3 AHIEE B (HGT-FIR-086) I[ZHW\WTH, 24k
A BT, BAEMEIRGCTH Y, ERSO/NRBE 255 & U BRI Kk OVRE
IRFEZ DIEHRZ B E 2 THARFNI/NELEGICE L THRABEICENL TS EE X D,

(4) REEIICHE-YEBEOD HAE ZEDBRICRELTHERLESESELADFAD D
AYVEFIET LG,
WIE]FAEERF O 3 A0 Hel o IRGAER 3 3B (HGT-FIR-054, JE049-2102 K OF JE049-2103) I
BWT, BB L7 HAE ORMERIED 5 B, 1~5 8 H £ TOREICKT D AKORIEREIC
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B c B LEAMEN RSN, —B LEAEIIRKT 15 B HOREE THEFFS L,
BAE LT L2358 AR O A IMEPMET L7222 &R S 7-[13],

SMEI N 255 & U7oigsh e 3 tHFEE st (HGT-FIR-086) |28\ T, 2 [HIH KT}
3 BB OFAEITET 2 ARF O KA 512 K HAERFEFN £ TORH O P REIXZ 24 1.0
AR TH Y KE L THER LI2GE b AROFENERMET LN Z L ARENT,
Flo. BARNNEE 234 & LZEWNE 3 IFEEMmRAER (TAK-667-3001) 2B\ T, 14
(22 [EH KO3 BIHOARFID G STz BIFEREM £ TORMITWF s 1.0 KT
bY ., KELTHER LGS bAROFEIENET L2 EavRraniz,

1.5.7 & 3wk
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(2]
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(4]

[3]

(6]

[7]

(8]

[9]

[10]

[11]

AU — b P EEM 500 IRACE CSLX—U RSt 2019410 A. (R
72 L)
T T T AT T 'S0 mg T 3GE MRASHA—T v T 0 v 7 2021
A, W7 L)
Z WA v TFE300mg U VI cE S TEERAS A 20224F3 A
(B2 L)
—FEENE N B ARMIR 2 HAE WA BT A AERRZE B 2. AR M A V7
(HAE) A FJ 4 > tET 2014 £EhR. 2014 Dec. (372 L)
Maurer M, Magerl M, Ansotegui I, Aygoren-Piirsiin E, Betschel S, Bork K, et al. The
international WAO/EAACI guideline for the management of hereditary angioedema—The
2017 revision and update. Allergy. 2018;73:1575-96.
—ALENEN B ARMA TS HAE T A R 74 AERZE B BEME N EEZIE (HAE)
BT A BT A . WET 2019 . GRFHR L)
(74 ZPNVETIE30mg 2V ) REIRGEAGE RS RFIRATE BE (eCTD S22
5 1 290525002) CTD2.5.4.2 (iffl7z L)
Aygoren-Piirsiin E, Bygum A, Beusterien K, Hautamaki E, Sisic Z, Wait S, et al.
Socioeconomic burden of hereditary angioedema: results from the hereditary angioedema
burden of illness study in Europe. Orphanet J Rare Dis. 2014. doi:
10.1186/1750-1172-9-99.
Bygum A, Andersen KE, Mikkelsen CS. Self-administration of intravenous C1-inhibitor
therapy for hereditary angioedema and associated quality of life benefits. Eur J Dermatol.
2009;19:147-51.
Maurer M, Longhurst H, Aberer W, Bouillet L, Grumach AS, Botha J, et al.
Self-administration of icatibant for the treatment of angioedema attacks:findings from the
Icatinant Outcome Survey. JSA/WAO Joint Congress 2020.
Andresen I, Longhurst HJ, Aberer W, Bouillet L, Caballero T, Grumach AS, et al.
Icatibant Treatment of Acute Attacks in Pediatric Patients With Hereditary Angioedema:
Findings From the Icatibant Outcome Survey. Annual Meeting of the American Academy

of Allergy, Asthma & Immunology 2019.
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1.6 NEIZET5FEARKRFICET 52EH

(1) SETOEFARUERIKR

A BF Nk (BUF AHD 13, BN EETE (HAE) OSMERELEISE LT, 2008
7 FITERMN, 2011 48 8 HICKE TR S 41, 2022 4 5 ABIE, 56 # [ETHERRBIN TV D,
F 72,2017 4F 10 HIZERM T 2w 2L B /NE O HAE 23 VEICAR 5 s oWV T b KGR A B
L. 2022 45 5 ABIME, 51 5 ETEARINTWD,

FEREE LT, KEBRINZIBIT 2 REO ALK 2 £ 1.6-1 1ITR7

Fio. KEBRIND labeling (K OMBEEHFEET —% > — 8) % 5 ALFRIZIRA LT,




£ 1.6-1 BN RKEIZEITEHA4 DF/NY FORBERSIRR
= Ahab o A
me | gk | e | AE | ER fﬁjsg_;gfg
[%hE - 23]
Firazyr 14, (C1 =27 7 —F A b B ¥ —KIEE) A HFEH KO 2 Ll Eo/NRIZI T D s M & M 8E (HAE)
DBMFIEICHEIS E S5,
[ - HE]
JHE
JENA
AN ~DOHELEH &1 Firazyr % 1 51 30 mg 2 TS TH 5,
BEDIEL AL, | EORERIEET -0 1 EORGETREY 5, ENFHTH B0, SRATHEHRE L
LA, 6FM%ICH ) —ERLETAHAZLENTEE, 2EAOESGTHLHRB/AL T+ THALES, EREREER
DOLEARIE, EBIC6HMBIC3IEIEDKREZE RTHZENTE D, 24 FEFLUANIIC, 3EEZB2 THES LTI
ISR AAAN
EERFRER CIX, 1 » HEIZ 8 M2 2 5513 EE ST,
waa | T | s
(v | N | ECESVE AR R OEEN Q~17 ) OHESA &AL FICRT,
WM | Firazyr 2‘?? T4 ;\Oggg) [ AR GEAR)
rFU NN 12 kg to 25 kg 10 mg (1.0 ml)
) %igﬁz 26 kg to 40 kg 15 mg (1.5 ml)

41 kg to 50 kg

20 mg (2.0 ml)

51 kg to 65 kg

25 mg (2.5 ml)

>65 kg

30 mg (3.0 ml)

EZSEX Y QORI
EHE

EnE T,
Vg i

o e

BRARER TIZ, HAERBIE 1 BlH 720 1 HU EOHREIFT L TV 2R,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
FIRAZYR® (icatibant) safely and effectively. See full prescribing
information for FIRAZYR.

FIRAZYR (icatibant) Injection, for subcutaneous use
Initial U.S. Approval: 2011

-=mmmmmemmemmemme-——- INDICATIONS AND USAGE--------------mmmemmeeem
FIRAZYR is a bradykinin B2 receptor antagonist indicated for treatment
of acute attacks of hereditary angioedema (HAE) in adults 18 years of
age and older. (1)

-------------------- DOSAGE AND ADMINISTRATION--------------------
. 30 mg injected subcutaneously in the abdominal area. (2.1)

e  Ifresponse is inadequate or symptoms recur, additional injections
of 30 mg may be administered at intervals of at least 6 hours. (2.1)

. Do not administer more than 3 injections in 24 hours. (2.1)
. Patients may self-administer upon recognition of an HAE attack.
(2.2)

-------------------- DOSAGE FORMS AND STRENGTHS----—------—--—---
Injection: 10 mg per mL (3)

CONTRAINDICATIONS

None (4)

-~ WARNINGS AND PRECAUTIONS----------mmmm -
Laryngeal attacks: Following treatment of laryngeal attacks with
FIRAZYR, advise patients to seek immediate medical attention. (5.1)

----—-----ee——--ADVERSE REACTIONS
The most commonly reported adverse reactions were injection site
reactions, which occurred in almost all patients (97%) in clinical trials.
Other common adverse reactions occurring in greater than 1% of patients
included pyrexia, transaminase increase, dizziness, and rash. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Takeda
Pharmaceuticals America, Inc. at 1-800-828-2088 or FDA at 1-800-
FDA-1088 or www.fda.gov/medwatch.

--=-==-==-==-——-—-USE IN SPECIFIC POPULATIONS----------=--mmmmmmm--
Elderly patients demonstrate increased systemic exposure to icatibant.
Differences in efficacy and safety between elderly and younger patients
have not been identified. (8.5)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 10/2021
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

FIRAZYR® (icatibant) is indicated for the treatment of acute attacks of hereditary angioedema (HAE) in
adults 18 years of age and older.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosing

The recommended dose of FIRAZYR is 30 mg administered by subcutaneous (SC) injection in the
abdominal area. Additional doses may be administered at intervals of at least 6 hours if response is
inadequate or if symptoms recur. No more than 3 doses may be administered in any 24 hour period.

2.2 Administration Instructions

FIRAZYR should be inspected visually for particulate matter and discoloration prior to administration.
The drug solution should be clear and colorless. Do not administer if the product contains particulates or
is discolored.

Attach the provided 25 gauge needle to the syringe hub and screw on securely. Do not use a different
needle. Disinfect the injection site and administer FIRAZYR by subcutaneous injection over at least 30
seconds.

Patients may self-administer FIRAZYR upon recognition of symptoms of an HAE attack after training
under the guidance of a healthcare professional [see Patient Counseling Information (17)].

3 DOSAGE FORMS AND STRENGTHS

FIRAZYR injection is supplied in a prefilled syringe delivering 30 mg icatibant. Each syringe delivers 3
mL solution with a concentration of 10 mg per mL.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Laryngeal Attacks

Given the potential for airway obstruction during acute laryngeal HAE attacks, patients should be advised
to seek medical attention in an appropriate healthcare facility immediately in addition to treatment with
FIRAZYR.

6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

The safety of icatibant was evaluated in three controlled trials that included 223 patients who received
FIRAZYR 30 mg (n=113), placebo (n=75), or comparator (n=38). The mean age at study entry was 38
years (range 18 to 83 years), 64% were female, and 95% were white. The data described below represent
adverse reactions observed from the two placebo-controlled trials, consisting of 77 patients who received
FIRAZYR at a dose of 30 mg SC, and 75 who received placebo.

The most frequently reported adverse reactions (occurring in greater than 1% of patients and at a higher
rate with FIRAZYR versus placebo) are shown in Table 1.
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Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in
the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and
may not reflect the rates observed in practice.

Table 1 Adverse reactions observed in >1% of patients with acute attacks of HAE and at
a higher rate with FIRAZYR versus placebo in the placebo-controlled trials®

FIRAZYR Placebo
N =T77) (N =175)
System Organ Class
Preferred Term Subjects (%) Subjects (%)
General disorders and administration site conditions
Injection site reaction ° 75 (97) 25 (33)
Pyrexia 3(4) 0
Investigations
Transaminase increased 3(4) 0

Nervous system disorders

Dizziness 2(3) 1(D)

2Events occurring within 14 days of study drug administration

b Injection site bruising, Injection site hematoma, Injection site burning, Injection site erythema, Injection site hypoesthesia,
Injection site irritation, Injection site numbness, Injection site edema, Injection site pain, Injection site pressure sensation,
Injection site pruritus, Injection site swelling, Injection site urticaria, and Injection site warmth

The third trial was active-controlled and was comprised of 35 patients who received FIRAZYR 30 mg
and 38 patients who received the comparator. Adverse reactions for FIRAZYR were similar in nature
and frequency to those reported in Table 1.

In all three controlled trials, patients were eligible for treatment of subsequent attacks in an open-label
extension. Patients were treated with FIRAZYR 30 mg and could receive up to 3 doses of FIRAZYR 30
mg administered at least 6 hours apart for each attack. A total of 225 patients were treated with 1,076
doses of 30 mg FIRAZYR for 987 attacks of acute HAE. Adverse reactions similar in nature and
frequency were observed to those seen in the controlled phase of the trials. Other adverse reactions
reported included rash, nausea, and headache in patients exposed to FIRAZYR.

The safety of self-administration was evaluated in a separate, open-label trial in 56 patients with HAE. In
this trial, the safety profile of FIRAZYR in patients who self-administered FIRAZYR was similar in
nature and frequency to that of patients whose therapy was administered by healthcare professionals.

6.2 Immunogenicity

Across repeated treatment in the controlled trials, 4 patients tested positive for anti-icatibant antibodies.
Three of these patients had subsequent tests which were negative. No hypersensitivity or anaphylactic

reactions were reported with FIRAZYR. No association between anti-icatibant antibodies and efficacy
was observed.

6.3  Postmarketing Experience

The following adverse reactions have been identified during post approval use of FIRAZYR: urticaria.
Because these events 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.
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7 DRUG INTERACTIONS
7.1 ACE Inhibitors

FIRAZYR is a bradykinin B2 receptor antagonist and thereby has the potential to have a
pharmacodynamic interaction with ACE inhibitors where FIRAZYR may attenuate the antihypertensive
effect of ACE inhibitors. Clinical trials to date have excluded subjects taking ACE inhibitors.

8 USE IN SPECIFIC POPULATIONS
8.1  Pregnancy
Risk Summary

Available data from published literature and the pharmacovigilance database with Firazyr (icatibant) use
in pregnant women have not identified a drug-associated risk of major birth defects, miscarriage or
adverse maternal or fetal outcomes. In animal reproduction studies, icatibant, administered by the
subcutaneous route during the period of organogenesis, did not cause structural abnormalities in rats or
rabbits; however, premature birth and abortion were observed in rabbits at doses approximately 0.025
times the maximum recommended human dose (MRHD) and higher. Decreased embryofetal survival
was observed in rabbits at a subcutaneous dose that was 13 times the MRHD. In a pre- and post-natal
development study in rats, delayed parturition was observed at subcutaneous doses 0.5 times the MRHD
and higher, which resulted in deaths of dams at doses 2 times the MRHD and higher. Fetal death and
early pup deaths were observed with doses 2 times the MRHD (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data
Animal Data

In an embryo-fetal development study with rats that received icatibant from gestation days 7 to 18, there
was no evidence of any treatment-related structural abnormalities or effects on embryo-fetal survival with
maternal doses up to 2.7 times the MRHD (on a mg/m? basis with maternal subcutaneous doses up to 25
mg/kg/day). In a fertility and early embryonic development study with rats, icatibant increased pre-
implantation loss at a dose that was 7 times the MRHD (on an AUC basis at a maternal dose of 10
mg/kg/day).

In an embryo-fetal development study with rabbits that received icatibant from gestation days 7 to 18,
premature birth and abortion rates increased at doses approximately 0.025 times the MRHD and higher
(on a mg/m? basis at maternal subcutaneous doses of 0.1 mg/kg and higher). Icatibant treatment resulted
in dose-related decreases of total implantations and total number of live fetuses as well as dose-related
increases of percent pre-implantation loss at a dose that was 13 times the MRHD (on an AUC basis with a
maternal subcutaneous dose of 10 mg/kg/day). There was no evidence of any treatment-related structural
abnormalities with maternal doses up to 13 times the MRHD (on an AUC basis with maternal
subcutaneous doses up to 10 mg/kg/day).

In a pre- and post-natal development study in the rat, dams received icatibant by the subcutaneous route
at doses of 1, 3, and 10 mg/kg/day from gestation day 6 to post-partum (PPD) day 20. Delayed parturition
was observed at doses 0.5 times the MRHD and higher (on an AUC basis with maternal subcutaneous
doses of 1 mg/kg/day and higher), which resulted in deaths of dams at doses 2 times the MRHD and
higher (on an AUC basis with maternal subcutaneous doses of 3 mg/kg/day and higher). Fetal death and
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increased pup deaths through PPD 4 were observed with doses 2 times the MRHD (on an AUC with a
maternal subcutaneous dose of 3 mg/kg/day and higher). Impairment of pup righting reflex and
decreased pup hair growth were also observed at 7 times the MRHD (on an AUC basis with a maternal
dose of 10 mg/kg). Icatibant and the M2 metabolite were found in maternal milk following subcutaneous
administration of icatibant. The no effect dose for F1 pups was identified at a dose 0.5 times the MRHD
(on an AUC basis with a maternal subcutaneous dose of 1 mg/kg/day). A no effect dose was not
identified for Fo maternal toxicity.

8.2 Lactation

Risk Summary

There are no data on the presence of icatibant in human milk, the effects on the breastfed infant, or the
effects on milk production. Icatibant and the M2 metabolite were found in rat milk following
subcutaneous administration of icatibant (see Data). When a drug is present in animal milk, it is likely
that the drug will be present in human milk. However, systemic absorption of icatibant in infants is not
expected after oral exposure through breast milk. The developmental and health benefits of breastfeeding
should be considered along with the mother's clinical need for FIRAZYR and any potential adverse
effects on the breastfed child from FIRAZYR or from the underlying maternal condition.

Data
Animal Data

Icatibant is excreted into the milk of lactating rats at concentrations that sometimes slightly exceeded
those measured in the maternal plasma.

8.4  Pediatric Use
Safety and effectiveness in pediatric patients below the age of 18 years have not been established.
Juvenile Toxicity Data

Subcutaneous daily administration of icatibant to young rats during the juvenile period of development
(postnatal days 22-70) delayed the sexual maturation of male reproductive tissues (atrophy of testes and
epididymides) at exposures approximating one-third or greater the MRHD on a mg/m? basis. Impaired
fertility and reproductive performance were also observed in male rats at the end of the postnatal
treatment period at exposures approximating the MRHD or greater on a mg/m? basis. No effects were
observed in females at exposures approximating 3-fold the MRHD on a mg/m? basis. The observed
tissue findings in males were consistent with those seen in sexually mature rats and dogs and are
attributed to antagonism of the bradykinin B2 receptor and subsequent effects on gonadotropins. The
observed effects may be a consequence of daily icatibant administration. Toxicity to the testis did not
occur in dogs treated twice a week for 9 months [see Carcinogenesis, Mutagenesis, Impairment of
Fertility (13.1)].

8.5 Geriatric Use

Clinical studies of FIRAZYR did not include sufficient numbers of subjects aged 65 and over to
determine whether they respond differently from younger subjects. Elderly patients are likely to have
increased systemic exposure to FIRAZYR compared to younger (18-45 years) patients /see Clinical
Pharmacology (12.3)]. Since other reported clinical experience has not identified differences in efficacy
and safety between elderly and younger patients, no dose adjustment is recommended.
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8.6  Hepatic Impairment

FIRAZYR was studied in patients with mild to moderate (Child Pugh scores of 5 to 8) hepatic
impairment. No change in systemic exposure is noted in these patient populations. No dose adjustment is
required in patients with hepatic impairment [see Clinical Pharmacology (12.3)].

8.7  Renal Impairment

Although a formal renal impairment study has not been conducted, 10 of 37 patients treated with
FIRAZYR had hepatorenal syndrome with glomerular filtration rate (GFR) below 60 mL/min.

FIRAZYR is cleared non-renally and hence it is not expected to show any change in systemic exposure in
patients with impaired renal function. No dose adjustment is required in patients with renal impairment
[see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

In a clinical study evaluating a 90 mg dose (30 mg in each of 3 subcutaneous sites), the adverse event
profile was similar to that seen with 30 mg administered in a single subcutaneous site.

In another clinical study, a dose of 3.2 mg/kg administered intravenously (approximately 8 times the
therapeutic dose for HAE) caused erythema, itching and hypotension in healthy subjects. No therapeutic
intervention was necessary.

11 DESCRIPTION

FIRAZYR (icatibant) is a synthetic decapeptide with five non-proteinogenic amino acids. The chemical
structure of icatibant acetate is presented in Figure 1.

Figure 1 Chemical Structure
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Chemical name: D-Arginyl-L-arginyl-L-prolyl-L[(4R)-4-hydroxyprolyl]-glycyl-L[3-(2-thienyl)alanyl]-L-
seryl-D-(1,2,3,4-tetrahydroisoquinolin-3-ylcarbonyl)-L[(3aS,7aS)-octahydroindol-2-ylcarbonyl]-L-
arginine, acetate salt

FIRAZYR is provided as a sterile, isotonic, and buffered solution of icatibant acetate in a single-dose,
prefilled syringe for subcutaneous administration. Each mL of the solution contains 10 mg of icatibant
(free base) which is equivalent to 11.38 mg of icatibant acetate. Each prefilled syringe delivers 3 mL of
solution equivalent to a 30 mg icatibant dose. The solution is clear and colorless.

The solution also contains sodium chloride (isotonicity reagent), glacial acetic acid (pH adjuster), sodium
hydroxide (pH adjuster) and water for injection with a pH of approximately 5.5. The solution does not
contain preservatives.

Pharmacological class: Icatibant is a bradykinin B2 receptor antagonist.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Icatibant is a competitive antagonist selective for the bradykinin B2 receptor, with an affinity similar to
bradykinin. Hereditary angioedema is caused by an absence or dysfunction of C1-esterase-inhibitor, a
key regulator of the Factor XII/kallikrein proteolytic cascade that leads to bradykinin production.
Bradykinin is a vasodilator which is thought to be responsible for the characteristic HAE symptoms of
localized swelling, inflammation, and pain. Icatibant inhibits bradykinin from binding the B2 receptor
and thereby treats the clinical symptoms of an acute, episodic attack of HAE.

12.2 Pharmacodynamics

Following bradykinin challenge, intravenous administration of FIRAZYR caused dose and time-
dependent inhibition of development of bradykinin-induced hypotension, vasodilation, and reflex
tachycardia in healthy young subjects. FIRAZYR intravenous doses of 0.4 and 0.8 mg/kg infused over 4
hours inhibited response to bradykinin challenge for 6 to 8 hours following completion of the infusion.
Based on exposure-response analysis, a subcutaneous dose of 30 mg FIRAZYR is predicted to be
effective against bradykinin challenge for at least 6 hours. The clinical significance of these findings is
unknown.

The effect of FIRAZYR 30 and 90 mg following a single subcutaneous injection on QTc interval was
evaluated in a randomized, placebo-, and active-controlled (moxifloxacin 400 mg) four-period crossover
thorough QT study in 72 healthy subjects. In a study with demonstrated ability to detect small effects, the
upper bound of the one-sided 95% confidence interval for the largest placebo adjusted, baseline-corrected
QTc based on individual correction method (QTcl) was below 10 ms, the threshold for regulatory
concern. The dose of 90 mg is adequate to represent the high exposure clinical scenario.

12.3 Pharmacokinetics

The pharmacokinetics of FIRAZYR has been characterized in studies using both intravenous and
subcutaneous administration to healthy subjects and patients. The pharmacokinetic profile of FIRAZYR
in patients with HAE is similar to that in healthy subjects.

The absolute bioavailability of FIRAZYR following a 30 mg subcutaneous dose is approximately 97%.
Following subcutaneous administration of a single 30 mg dose of FIRAZYR to healthy subjects (N=96),
a mean (+ standard deviation) maximum plasma concentration (Cmax) of 974 + 280 ng/mL was observed
after approximately 0.75 hours. The mean area under the concentration-time curve (AUCy.) after a
single 30 mg dose was 2165 + 568 ng-hr/mL, with no evidence of accumulation of icatibant following
three 30 mg doses administered 6 hours apart. Following subcutaneous administration, plasma clearance
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was 245 + 58 mL/min with a mean elimination half-life of 1.4 &+ 0.4 hours and volume of distribution at
steady state (V) 0f 29.0 + 8.7 L.

Icatibant is extensively metabolized by proteolytic enzymes to inactive metabolites that are primarily
excreted in the urine, with less than 10% of the dose eliminated as unchanged drug. Icatibant is not
degraded by oxidative metabolic pathways, is not an inhibitor of major cytochrome P450 (CYP)
isoenzymes (CYP 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1, and 3A4) and is not an inducer of CYP
1A2 and 3A4.

Special populations
Hepatic Impairment

The pharmacokinetic parameters of FIRAZYR were found to be generally comparable between healthy
subjects (n=8) and mild to moderate (Child Pugh scores of 5 to 8) hepatic impaired patients (n=8)
following a dose of 0.15 mg/kg/day as continuous intravenous infusion over 3 days. In a separate study,
FIRAZYR clearance in subjects with a wide range of hepatic impairment (Child-Pugh scores of 7 to 15)
was similar to that in healthy subjects. No dose adjustment is necessary for patients with impairment of
hepatic function /see Use in Specific Populations (8.6)].

Renal Impairment

Since renal clearance of icatibant is a minor eliminating pathway, renal impairment is not expected to
affect the pharmacokinetics of FIRAZYR and hence a formal renal impairment study was not conducted
for FIRAZYR. In 10 patients with hepatorenal syndrome (GFR 30-60 mL/min), clearance of FIRAZYR
was not dependent on renal function and therefore, did not show any observable differences in the plasma
levels of icatibant or its metabolites compared to subjects with normal renal function. No dose
adjustment is necessary for patients with impairment of renal function /see Use in Specific Populations

(8.7)].
Age and Gender

Three 30 mg subcutaneous doses of FIRAZYR administered every 6 hours were studied in young (18 to
45 years of age) and elderly (over 65 years of age) healthy male and female subjects. Following single-
dose administration of 30 mg subcutaneous FIRAZYR, elderly males and females showed approximately
2-fold higher AUC compared to young males and females, respectively. However, only minor
differences (~12-14%) between Cmax of gender—matched elderly and young subjects were observed.
Older subjects tend to exhibit lower clearance compared to younger subjects and therefore higher
systemic exposure. Gender effect on FIRAZYR pharmacokinetics was also observed in addition to age
effect. Clearance of FIRAZYR is significantly correlated with bodyweight with lower clearance values
noted for lower bodyweights. Hence, females with typically lower body weights compared to males
exhibit lower clearance values, resulting in approximately 2-fold higher systemic exposure (both AUC
and Cmax) compared to males. Differences in efficacy and safety between elderly and younger patients
and male and female patients have not been identified. Dose adjustment based on age and gender is not
warranted.

Drug Interactions

Formal drug-drug interaction studies were not conducted with FIRAZYR. Icatibant metabolism is not
mediated by CYP450 enzymes. In vitro study did not show any significant inhibition and/or induction of
drug metabolizing CYP450 enzymes; therefore, metabolic drug interactions between FIRAZYR and
CYP450 substrates, inhibitors and inducers are not expected.
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Two-year studies were conducted in CD1 mice and Wistar rats to assess the carcinogenic potential of
FIRAZYR. No evidence of tumorigenicity was observed in mice and rats at icatibant subcutaneous doses
up to 15 mg/kg/day (twice per week) and 6 mg/kg/day (daily), respectively (approximately 10-fold and 6-
fold greater than the MRHD on an AUC basis, respectively).

Icatibant tested negative for genotoxicity in the in vifro Ames bacterial reverse mutation test, in vitro
Chinese hamster bone marrow chromosome aberration assay, and in vivo mouse micronucleus test.

Daily subcutaneous administration of icatibant to rats and dogs caused ovarian, uterine, and testicular
atrophy/degeneration and adverse effects on the mammary and prostate glands. In rats, testicular atrophy,
reduced prostate gland secretion, decreased testosterone levels and degenerate corpora lutea occurred at
doses greater than or equal to 3 mg/kg (approximately 5-fold greater than the MRHD in males and 2-fold
greater than the MRHD in females on an AUC basis) and a decrease in developing ovarian follicles,
mammary gland masculinization, and uterine atrophy occurred at doses greater than or equal to 10 mg/kg
(approximately 6-fold greater than MRHD in females on an AUC basis). In dogs, reduced sperm counts
and uterine atrophy occurred at doses greater than or equal to 1 mg/kg (approximately 2-fold greater than
the MRHD on an AUC basis). Atrophy of the testes and prostate with decreased testosterone levels,
decreased ovary size and decreased number of developing follicles occurred at a dose of 10 mg/kg
(approximately 30-fold greater than the MRHD in males and 15-fold greater than at the MRHD in
females on an AUC basis).

In contrast to the effects of daily icatibant administration, toxicity to the ovary, uterus, testis, mammary
gland, and prostate did not occur in dogs treated twice a week for 9 months. AUC exposures from a dose
of 3 mg/kg in these dogs were 5- and 3-fold the MRHD exposures in men and women, respectively.
Sperm counts and testosterone remained unaffected over the course of the study in male dogs dosed twice
a week.

Reproduction studies in male mice and rats with daily administration of icatibant found no effects on
fertility or reproductive performance with intravenous doses up to 81 mg/kg (approximately 5-fold
greater than the MRHD on a mg/m? basis) or subcutaneous doses up to 10 mg/kg (approximately 11-fold
greater than the MRHD on an AUC basis), respectively.

13.2  Animal Toxicology and/or Pharmacology

The B2 receptor has been implicated in the cardioprotective effects of bradykinin and antagonism of this
receptor could potentially have negative cardiovascular effects during reperfusion after acute ischemia.
Icatibant decreased coronary blood flow in the isolated guinea pig heart and aggravated the duration of
post-ischemic reperfusion arrhythmias in the isolated rat heart. Intracoronary infusion of icatibant in an
anesthetized myocardial infarction dog model increased mortality rate 2-fold over saline ischemia. There
is limited human experience in acute ischemia. FIRAZYR should be used during acute coronary
ischemia, unstable angina pectoris, or in the weeks following a stroke only if the benefit exceeds the
theoretical risk to the patient.

14 CLINICAL STUDIES

The efficacy and safety of FIRAZYR for the treatment of acute attacks of HAE in adults were studied in
three controlled clinical trials. Among the 223 patients in these studies, the mean age was 38 years, 64%
were female, and 95% were white. Approximately 57% of patients reported use of attenuated androgens,
antifibrinolytic agents, or C1 inhibitors. Response to therapy was primarily assessed using visual analog
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scores on a 100 mm scale and patient- and physician-reported symptom scores for abdominal and
cutaneous pain and swelling.

Trial 1 was a randomized, placebo-controlled, double-blind, parallel-group study of 98 adult patients with
a median age of 36 years. Patients who had developed moderate to severe cutaneous or abdominal or
mild to moderate laryngeal attacks of HAE were randomized to receive either FIRAZYR 30 mg or
placebo by subcutaneous injection. Patients with severe laryngeal attacks of HAE received open-label
FIRAZYR 30 mg. The primary endpoint was assessed using a 3-item composite visual analog score
(VAS), comprised of averaged assessments of skin swelling, skin pain, and abdominal pain. Response
was defined as at least a 50% reduction from the pretreatment composite 3-item VAS score (Figure 2).
The median time to 50% reduction in symptoms for patients with cutaneous or abdominal attacks treated
with FIRAZYR (n=43) compared to placebo (n=45) was 2.0 hours [95% CI 1.5, 3.0] versus 19.8 hours
[95% CI 6.1, 26.3], respectively (p<0.001).

Figure 2 Time to 50% reduction from baseline in 3-item VAS score.
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Other evaluated endpoints included time to almost complete symptom relief (VAS<10 mm) and rescue
medication use. In Trial 1, the median times to almost complete symptom relief were 8.0 versus 36.0
hours for FIRAZYR and placebo, respectively. In terms of rescue medication use, 3/43 (7%) patients
treated with FIRAZYR used additional rescue medication in comparison to 18/45 (40%) patients treated
with placebo.

In a second placebo-controlled trial and an active-controlled trial, a total of 26 and 35 patients,
respectively, received FIRAZYR 30 mg for the treatment of an acute HAE attack. Across the three trials,
FIRAZYR had a median time to 50% reduction from baseline symptoms ranging from 2.0 to 2.3 hours.

Recurrent attacks

In all three controlled trials, patients were eligible for treatment of subsequent attacks in an open-label
extension. Patients were treated with FIRAZYR 30 mg and could receive up to 3 doses of FIRAZYR 30
mg administered at least 6 hours apart for each attack. A total of 225 patients were treated with 1,076
doses of 30 mg FIRAZYR for 987 attacks of acute HAE in these trials. In an assessment of the first 5
FIRAZYR-treated attacks (621 doses for 582 attacks), the median times to a 50% reduction from the
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pretreatment composite 3-itemVAS score were similar across attacks (2.0, 2.0, 2.4, 2.0, 1.5 hours). The
majority (93%) of these attacks of HAE were treated with a single dose of FIRAZYR.

Laryngeal attacks

A total of 60 patients with laryngeal attacks were treated with FIRAZYR in the controlled trials. Efficacy
results were similar to those observed for non-laryngeal (cutaneous and abdominal) sites of attack.

Self-administration

Self-administration of FIRAZYR by 56 patients was assessed in an open label trial. Patients who
administered FIRAZYR during an acute attack of HAE had a median time to 50% reduction from the
pretreatment composite 3-itemVAS score of 2.6 hours.

16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

FIRAZYR is supplied as a single-dose, prefilled syringe for subcutaneous administration. Each syringe
delivers 3 mL of a sterile solution of icatibant 30 mg (as icatibant acetate). Each glass syringe has a
bromobutyl plunger stopper, which is not made of latex natural rubber.

FIRAZYR is available in cartons containing one single-dose, prefilled syringe and one 25 G Luer lock
needle. NDC 54092-702-02.

FIRAZYR is also available in a pack containing 3 cartons; each carton contains one single-dose, prefilled
syringe and one 25 G Luer lock needle. NDC 54092-702-03.

16.2 Storage and Handling

Keep out of the reach of children.

Store between 2 - 25° C (36 - 77° F).

Do not freeze.

Store in carton until time of administration.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information and Instructions for
Use).

17.1 Information for Patients

Patients may self-administer FIRAZYR upon recognition of an HAE attack after training under the
guidance of a healthcare professional.

Patients with laryngeal symptoms should seek medical attention immediately in an appropriate
healthcare facility after administration of FIRAZYR [see Warnings and Precautions (5.1)].

Injection site reactions are reported in most patients after administration of FIRAZYR. Other adverse
reactions reported after administration of FIRAZYR include pyrexia, increase in transaminases, dizziness,
and rash [see Adverse Reactions (6.1)].

Tiredness, drowsiness, and dizziness have been reported following the use of FIRAZYR. Patients should
be advised not to drive or use machinery if they feel tired or dizzy.
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Patient Information
FIRAZYR® (FIR-a-zeer)
(icatibant) Injection

Please read this Patient Information before you use FIRAZYR and each time you get a refill.

There may be new information. This information does not take the place of talking with
your healthcare provider about your medical condition or your treatment.
What is FIRAZYR?

FIRAZYR is a medicine used to treat acute attacks of hereditary angioedema (HAE) in

adults

18 years and older. It is not known if FIRAZYR is safe or effective for children under

18 years of age.

What

should I tell my healthcare provider before taking FIRAZYR?

Before you use FIRAZYR, tell your healthcare provider if you:

have any other medical conditions.

are breastfeeding or plan to breastfeed. It is not known if FIRAZYR passes into your
breast milk. Talk to your healthcare provider about the best way to feed your baby if
you use FIRAZYR.

are pregnant or plan to become pregnant. It is not known if FIRAZYR will harm your
unborn baby. You and your healthcare provider will decide if FIRAZYR is right for
you.

Tell your healthcare provider about all the medicines you take, including
prescription and non-prescription medicines, vitamins, and herbal supplements.

How should I use FIRAZYR?

What

Use FIRAZYR exactly as your healthcare provider tells you to use it.

Your healthcare provider will prescribe the right dose of FIRAZYR for you and tell
you when to use it.

Your healthcare provider will teach you or a caregiver how to give FIRAZYR
injections

Read the Instructions for Use at the end of the Patient Information for
information about the right way to use FIRAZYR.

If your symptoms continue or come back, you may repeat your FIRAZYR
injection at least six hours apart.

Do not use more than 3 doses in 24 hours.
If you have a laryngeal attack, inject FIRAZYR and then go to the nearest
hospital emergency room right away.

should I avoid while using FIRAZYR?

Tiredness, drowsiness, and dizziness can occur in people who take FIRAZYR. If this occurs,
do not drive a car, use machinery, or do anything that needs you to be alert.
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What are the possible side effects of FIRAZYR?
The most common side effects of FIRAZYR include:

e redness, bruising, swelling, warmth, burning, itching, irritation, hives, numbness,
pressure, or pain at the injection site

e fever

e too much of an enzyme called transaminase in your blood
e dizziness

e nausea

e headache

e rash

Tell your healthcare provider if you have any side effect that bothers you or that does not
go away.

These are not all of the possible side effects of FIRAZYR. For more information, ask your
healthcare provider or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA
at 1-800-FDA-1088.
How should I store FIRAZYR?

e Store FIRAZYR between 36°F to 77°F (2°C to 25°C).

¢ Do not freeze.

e Store FIRAZYR in the original carton until you are ready to use it.
Keep FIRAZYR and all medicines out of the reach of children.

General information about the safe and effective use of FIRAZYR

Medicines are sometimes prescribed for purposes other than those listed in a Patient
Information leaflet. Do not use FIRAZYR for a condition for which it was not prescribed.
Do not give FIRAZYR to other people, even if they have the same symptoms that you have.
It may harm them.

This Patient Information leaflet summarizes the most important information about
FIRAZYR. If you would like more information, talk with your healthcare provider. You can
ask your pharmacist or healthcare provider for information about FIRAZYR that is written
for health professionals.

For more information, go to www.FIRAZYR.com or call 1-800-828-2088.

What are the ingredients in FIRAZYR?
Active ingredient: icatibant acetate

Inactive Ingredients: sodium chloride (isotonicity reagent), glacial acetic acid (pH
adjuster), sodium hydroxide (pH adjuster), and water
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Step-by-Step Instructions for your FIRAZYR injection

Step 1. Preparing your dose of FIRAZYR
e Wash your hands with soap and water.
¢ You will need the following supplies:

o Your FIRAZYR carton that includes 1 single-dose FIRAZYR prefilled
syringe and 1 needle.

o An alcohol wipe

o The medicine inside your FIRAZYR prefilled syringe should be clear and
colorless. Do not use your FIRAZYR prefilled syringe if the solution
contains particles, is cloudy, or an unusual color.

PREFILLED SYRINGE

Plunger

Protective cap
over syringe tip

CAPPED NEEDLE ALCOHOL WIPE*

Meedle cap
Needle

*wipe not induded
in carton
MNeedle cap seal

Figure A

Step 2. Remove the prefilled syringe and needle from the carton. See Figure B.

Figure B
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Step 3. Remove the seal from the needle cap (the needle should remain inside the
protective needle cap until ready to use). See Figure C.

Figure C

Step 4. Remove the protective cap from the end of the pre-filled syringe by
unscrewing the cap. Hold the syringe firmly. Carefully attach the needle to the
prefilled syringe containing the colorless FIRAZYR solution. See Figure D.

Figure D

Step 5. Firmly screw the needle on the prefilled syringe. Be careful not to
remove the needle from the needle cap. See Figure E.

Figure E
Preparing the Injection Site
Step 6. Choose the injection site. The injection site should be a fold of skin on your

stomach, about 2 to 4 inches (5 to 10 cm) below your belly button on either side. See

Figure F.

The area you choose for injection should be at least 2 inches (5 cm) away from any scars.
Do not choose an area that is bruised, swollen, or painful.
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Figure F

Step 7. Clean your FIRAZYR injection site with an alcohol wipe and allow it to
dry. See Figure G.

e

\
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S

Figure G

Injecting your FIRAZYR

Step 8. Remove the needle from the needle cap by holding the needle cap and
carefully pulling the syringe. Do not pull up on the plunger. See Figure H.

S

R

\ e
>

Step 9. Hold the FIRAZYR prefilled syringe in 1 hand, between your fingers and
thumb. See Figure I.

v

Figure H

Figure I
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Step 10. Use your other hand to gently pinch the fold of skin you cleaned with
the alcohol wipe between your thumb and fingers for your injection. See Figure J.

&)
=

Step 11. Hold the syringe between a 45 to 90 degree angle to your skin with the
needle facing the fold of skin you are holding. See Figure K.

Figure ]

90 degree angle

E N N .

= a5 degree angle

Figure K

Step 12. Hold the fold of skin. Bring the syringe to the skin and quickly insert the
needle into the skin fold. See Figure L.

i

Figure L
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Step 13. Push the plunger, at the top of the syringe, over at least 30 seconds
until no FIRAZYR is in the syringe. See Figure M.

Figure M

Step 14. Release the skin fold and gently pull the needle out. See Figure N.

Figure N

Disposal of your used FIRAZYR prefilled syringe

Step 15. Place the used FIRAZYR syringe, with the needle attached, in a sharps
container (such as a red biohazard container), a hard plastic container, (such as a
detergent bottle), or a metal container (such as an empty coffee can). Seal the
container and throw it away the right way. There may be state and local laws
about the right way to throw away used syringes and needles. Ask your
healthcare provider or pharmacist how to throw away used syringes and needles.
See Figure O.
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BIOHAZARD

DO NOT RECYCLE
CONTAINS SHARPS

Figure O

This Patient Package Insert and Instructions for Use have been approved by the
U.S. Food and Drug Administration.

Distributed by:
Takeda Pharmaceuticals America, Inc.
Lexington, MA 02421

FIRAZYR® and the FIRAZYR Logo® are registered trademarks of Shire Orphan Therapies
GmbH. TAKEDA® and the TAKEDA Logo® are registered trademarks of Takeda
Pharmaceutical Company Limited.

© 2021 Takeda Pharmaceutical Company Limited. All rights reserved.
October 2021
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BTIIBREECROHAERORIPECHBIEZ SN (F—25H) |

AENZ X IR OIS & 72 BT 2 EERERIEKIBIE R OGEOHEE NNy 7 7T 0 K
UAZIIAHTH D, TXTOMYRIZIE, ERERE, WE, XL OMoRERRIFIZETS
RNy 7T RYAI NS D, KEO—BANTIE, BRERIZBT 2 258700 R R EE &
ORPEDHETE N> 7 7T 0 RU R 71, EREN 2%~4% Kk N 15%~20% T 5.

T

B CTOT—H

R 7 HEHZ2S 18 H B ¥ TlZ icatibant & 5- L 727 v b & HWZIE - JRIRFEARERIZIHB W T,
MRHD O 2.7 f5E TOME (B T 58 25 mgkeg/H £ TTO mgm’ 1IZH£3<) T, &5I1CH
B LB ST - IRIRAFERA~DORBITRD bNenoTc, 7y M HWEZREKR U]
BIRFEAERBRIZ I T, dcatibant (X MRHD @ 7 f5 D& (RHMA$ 58 10 mg/kg/H TD AUC (ZH
3<) T, HREIIMBAZ NS,

R 7 HH225 18 H H &£ TIZ icatibant Z 5 L7 7% W R - fln W AERBRIZ W T,
MRHD D#] 0.025 {524 LD & (RHAR T 58 0.1 mgkg LL ETO mg/m” 1I23£-3<) T, RpER
S OVRPESREN EF- LT=, Icatibant O FE 512X W . MRHD @ 13 {50 f & (FHAR TE5-% 10 mg/kg/
HTO AUC IZH-5<) T, ARAIMEIENHERFITINT 5 & & b, AR ORRAE
TERE VA FH BARAF RO L=, MRHD @ 13 {5 & CTOHE (RHMAK TH 55 10 mgkg/ H £ T
TD AUC IZHS<) T, BEICEELZEREFIIRO bR RnoT,

7 v b &AW AR R OH AR ORAERBRICBW T, HiE6 B H S HER 20 A H % TORM.
icatibant % 1, 3 &X' 10 mg/kg/ H D& TR T#H5-L7=, MRHD @ 0.5 (5L EOH & (RHAR T
B8 1 mgkg/ AL ETO AUC TS L) THMEIESBIZE 41, MRHD O 2 {52 LD & (RHA
B R H-B 3 mg/kg/ H LAETD AUC 1235 <) TREMIOIET 3378 Hiv7=, MRHD @ 2 5L 1=




1.6 SEIZH T HERKREFICET 2ER HEAZELHIEH®RASH
TAK-667 (/hR)

DOHE (AR TH5E 3mgkg/ BEL ETO AUC (I22£5<) T, MR K OHA%Z4BHET
DOHARFET OBMNAEIZE Sz, £72. MRHD @ 7 %0 & (BHAR FH5-8 10 mg/kg TD
AUC I2£-5<) T, HAEROERMN OES K OHAROEEOHE DR T REE S,

Icatibant D fZ T 572 (2 icatibant 2 N M2 (R S REFLHP IS S vz, FI AR 2
ZEE. MRHD @ 0.5 5O M & (FHARK TS558 1 mgkg/H TO AUC I285<) Tho7z, FO

RHAREEMEIC 3 2 S B IR E CTX 7o T,
8.2 23
U A7 O

b b O H A~ icatibant DT, FFALTFIRFOILIE~DOEE, UTILHEFE~DO RIS
T — A L7000, Ieatibant D FEEZIZT v N OFLH I icatibant & OXM2 (i3 S - (5
—2ZH) . BYOIITITEMPIRE SN D5G,. FOEYITE FOAIFPIC bR S D AT
REMEDR RV, LALZRD D, RERLAIT L7 g% O FLIRIZ I T icatibant 3 RH WIS D
SISV, BILERIC X 25 E KO EOFRIZ W TIE, RHERIZ & - T FIRAZYR
DRI 72 B OV FIRAZYR SUTEHARO IR 720 RBEICRIRT 5, BB Z2%1 5 7t
~OBIENRER L L LI, BEINLINETHD,

T—H

Y CcoOT—%

Icatibant [ZZFALF D T v~ S OFIHHITEIT L, RHRMAES TRIE S -BE 2 b3 RS 2
EtbdboT,

84 INRE~ADEE
18 AT D /NI BT D AKN D22t o O BT HESL STV U,

BN BT BT — ¥

Sl (A% 22~70 H) O T » T icatibant 218 H 2 F 5. L 72 B, (AL HAk#HA R © MRHD
DFI3 D1 UL EDOHEICETEE LT [T »~ b DA OVERGADSEAE OB ORE IR BfR oD ZE
i) Lize Fio. 85I ORAR R TIE, RRmFEHE Tk L% MRHD LI Lo &ICIRE L7
HEZ > b DOZRERE L OVEFRSRE DK T 23380 b L7z, (AR AL T MRHD OF) 3 {50 H &I
BELTCMET v MK BT O bR o7z, HEZ > FOMBEFTRIE, BB LZT v FED
AR THELNEFRE L, ZhE, 77 VF =0 B2 Z/EROIETHER R OZ D% D 25 R
ha KT AERABNERTH 5, R LNT/EMIL, Icatibant DEHZE G OfREREE X b
%, FERICKIT @I, W 2E 9 » ARG S A XTIERRO bviehoTe EPALME &
R, RIGREREEE (13.1) 2

8.5 BlE~DEKRE

AFNOERRERIT, Sl EE OARFN ST 2 RIS HmbinBH & R 502§ 572D+
7265 U LD BER A STpino T, mlmEE L, JEEEEE (18~457%) LI LT, AHl
~OEVEERNINT D WREMEN S D R FEH (12.3) 2] . ZOMOBE S TW DI




1.6 HEICHE T HERARRFICEHT HEH HEERIXMARML
TAK-667 (/NR)

RRRBRIZ B Wi, mlm R & IRl B ORI TAE M K O 2 B TR O HIL TV RN =8,
FHEFASITLEL 20,

8.6 FEEEEE~DEE
WL/ O R (Child-Pugh 2237 5~8) OFHEREFEERE 255 L L TARAIZHREF L, 20
BEEMICBT 2 25 BEROZITRD b\, IR F R I3 2 H &Lz
VN (B (12.3) 2

8.7 BREEEEE~OEE

BRI EREE 2 x5 & LI B IBRIL TN S AL TORWA, RFIOF G- %2325 7 37 il 10
BUNIRFBIEGEREZ A L, SRERAJEE=E (GFR) 7% 60 mL/min A TH > 72, AFNTB R TGS
N, BEEEERT IR 2 2FBHEEICE T2V E PRI S, BfEREEATIC
35 ARSI E e (AR (12.3) 2/

10. BEHRE

90 mg (3 »FTOHEGEAIZZEINEI 30 mg & & 5) O &AM LcERRBRICB T 2 6%
FHTOT 7 A, 1 FTOREENIZ 30 mg &2 TG L7=HEa LB L Tz,

B OEEARER TIL, 3.2 mgkg (HAE OIEFEHEOR 8 %) OFFIRNZEGIZ LD | BEREWEERF TR
BE, 9 FER OMRMEAREL Lie, 1R AITLE e h o7z,

11. A/ - R
FIRAZYR (icatibant) [X. SMEDIEHX LRI ERERT X VBEREETHERT H_XTF RTH 5,
Icatibant acetate D24 % X-1 127~ T,

M-1 LFEE

H,N
2\f OH

HN s
\1\ Os N HO
o) ir ’ 0 " 0
N No N
AT AL,

S K
ey
- o

HJLJ/ = ﬁ\t

HaN" SNH HaN™ “NH




1.6 HEICETHERAREFICET LEH HEAZELHIEH®RASH
TAK-667 (/hR)

b4
D-Arginyl-L-arginyl-L-prolyl-L[(4R)-4-hydroxyprolyl]-glycyl-L[3-(2-thienyl)alanyl]-L-seryl-D-(1,2,3,4-te
trahydroisoquinolin-3-ylcarbonyl)-L[(3aS,7aS)-octahydroindol-2-ylcarbonyl]-L-arginine, acetate salt
AFNT, RTHRGEHOT LT v R Y o PITHRIE S U7 Teatibant acetate 0D Ik B 25 326% &K K
THY, 1EOHROFEHICESID, ¥R 1 mL H, icatibant Z 10 mg (icatibant FEEEHE 11.38 mg
WZHY) EF T2 (ZU—), £7 V7 4 v KU U PiE, 30 mg @ icatibant %A 795 3 mL
DEWEPFRE SN TV D, RRIZEAEHOKETH S,

WAL MY U A (IR . OKEEER (pH FEAD . KiR{ET b U w4 (pH HEAD K OVE
HAAKEESHL, pHIFK 55 Th D, WIRITRIFAIZEH L7V,

FEZNPHE  icatibant [X 7T V¥ = B2 ZFERIEFAITH 5,

12. ERERZEE

12.1 {EFABF

Icatibant [X, 77 V% = B2 KRR T 21BN R EHHEHICTHY . 77 V=LA
FBEOHMMEAGT %, HAEIX, 79 X% = OEARIRETLE VIRTE BV 7L A 0D
B R GO R A — RO BEERFIEIN T THDH Cl TAT T7—8A e B X —DKRE L
BEEREICRINT 5, 77 V% =1%, HAE ORI IER TH 5 RFTH 72 IER, KIE &K V&
FOIRIK EE 2 5D IMEIERIEA 2 A1 %, lcatibant |77 V% = & B2 ZRIROFES % Bl
EHL, ZOREFR HAE O — Ry 72 BMERIEOBRIKIER 2 85T 5,

122 ¥h%

T VR =GR, ARIOFEIRNEEIZLY . EEEIEEHERE BN TT 7 V% =R
T HARIME B RaR K OSSR AR S A & % O MR AF I RS S u7z, ARA 0.4 mg/kg
F 0.8 mg/kg % 4 BER/ T CTHARNZR G35 2 L1k, ®E%ETH 6~8 FEichl=»> T
TOX = VB EA~ORIENILESNZ, AAI30mg O FEEI1Z, 77 V%= EEICx LT
6 REMILL LR A2 KT 2 & DIREEE - RUGSFITICESW T PRIS T, 2 b OFT ROEEIKT
BHERIIAHATH D,

AFH 30 mg KON 90 mg & Hila| 2 TG L7254 O QTe MRS KIE T # &% 72 Bl O FEEY R
FrarRe LEBEAL, 77 BRKROFEE (EXv7axh 2 400mg) . 4], 7=
AFA—3—_ %72 (thorough) QT FBR THFT L7z, WM ENRE TE DNV RSN
HBRICBWT, T EARMIE, X—Z2F A UHHIE L7 BRI EEIC IS < iRk QTe (QTel)
O R 95% S FEIX [ 0 EFR I, BLHIY R3O & o EMEE OB TH 5 10 ms Rii ThH o7,
90 mg F5- 1%, BRI TOEBBEEL L CHETH D,

12.3 EMEE

ARENIOSRGERE T, fEFEERE & O HAE B AR &2 5 RN & OV T8 5 L 72 58k CREf &
NTW5, HAE BEICB T 2 ARKOIEMEE T 0 7 7 A Wid, @EFREBRE OERY e v~ 7
ANVEFE LTV D,

AAI 30 mg & TG L2 ORI NA T XL Z 8T 1%, F97%TH D, AHI30mg
ZAEFERRERE (96 1)) | HA[A R F# 51449 0.75 BRI (2, fem MAE TR (Copa) O FHE (£




1.6 SEIZH T HERKREFICET 2ER HEAZELHIEH®RASH
TAK-667 (/hR)

PEYER 72) 9744280 ng/mL, MR H L7z, AA| 30 mg & HEE G- L 7=t O ¥R — R dh A3 T
& (AUCy...) DO FHEIE 2165568 ngh/mL TH Y . 6 FFH Z L IZAH] 30 mg % 3 [ 5 L7-
%12 icatibant D EFMEITR D LN oT-, K THREG#%, 52 V7 7 2 A% 245458 mL/min
ThHY ., HRFEFIROEFIREIZE T 20MEE (V) OFHHEIX. ZER 1.4+0.4 FFfH
FX29.0£8.7L THh - 7=,

Icatibant I%, R# & RIEVES D ¥ RV B REERIC X 0 JRFEICARH S v, BICRPICHE
MEns, HH5EEO 10%RMEIIREMAEE U TH S5, Icatibant (IEE(L AR T oy iR
SN\, Fie, EERTF T oA P450 (CYP) 74 V¥ A L (CYPIA2, 2A6, 2B6, 2C8,
2C9. 2C19, 2D6, 2E1 M (F3A4) ZPHFEET, CYPIA2 TN 3A4 5K 8 L7220,

KRl 72 42

JFHERERE & BE ~ D 5

AFI0.15 /kg/ B Z R SIc L 0 3 BREES L%k oY EiiE <7 2 — & 1%, BEFEHRE (8
Bil) LEREE)ND S (Child-Pugh 2 27 5~8) OfFFEREREEREE 8 f#]) CTRBLREEIL
TWDHZ MRS NT, HIORBRTIX, WWAWEEE O ¥R EEHE (Child-Pugh X 27 7
~15) BT LIARANO 7 VT T A%, EHBREICBITL27 V7 7 2 LHEL T\, JIF
WRERE S A A 2 BF I 2 BRI E R\ (R EMICIIT S/ (8.6) M

B REIEE AT~

Icatibant D& 7 U T 7 A EFHGROMNREBIHIRKE Th D720, BHEREESE IIAF Oy E)fE
ICHEERIFSRNE PRI, 20, BilREERE 25 L Lo ARKH O EX 23R
XFEM SN e oo, FFBEGERE (GFR 30~60 mL/min) %2453 2% B3 10 flicB VT, AHID
T VT T ATBRERRIZ A S LT, BRERE N IR Zp gkl L i L C. icatibant M ONF DAY
B o M B PR R I S 0 e FEITER D Do T, EREREREE A2 AT 5 BE TR D I E
NI B2\ (FE R LETIC 517 S0 (8.7) 2

i K OV 72

FeEitn (18~45 %) KOVE M (65 ki) DOREFE 7 B O YR E 2 x84, AHl 30 mg
Z 6 P & &0 3 MR TG L TRkl L7z, A 30 mg & B[R B2 M4 5 L 7= 1% o @il B ML L OY
D AUC X, ZNZENFEEImBEROLELI VR 2EE 270, L L, Cu l22WTIE
PR 2 — B S Eomim B E L IRl B E TEMARZE (K 12%~14%) Lo bhiknoi,
SR X IEE R L0 2 VT T U ANRN O EFRERNEINT SEAN D D,
i & FERIC, AR OERBBEREICKT T MR ORBLBEO bRz, AFIOZ VT T2 2 3KE
CAHBEICHEL, MENRWVIEZ VT I U ANMRMEEZRT, 2070, BEX 0 ik
ERBNEZETIEZ VT 7 U ARKEZ R L, 25 HRER (AUC KO Cp,) BB LE L
TR 2 N4 %, milmBE & IEREEE L O BIERE & Lt BH OB Aok Vet
ZITRD LTV, Flin L OPERNCE S < HEFEITLER N,

A HAE
AN O ER 2 FE Y BAEARBRILEM S 720y o 72, Icatibant 1. CYP450 FEE 2 L TR S




1.6 HEICETHERAREFICET LEH HEAZELHIEH®RASH
TAK-667 (/hR)

72N, In vitro 3RER Tl FEMCHIEESR CTh 5 CYP450 R DO D 2372 [HE K OFEE TR 6
Nipotz, ZOd, AFlE CYP450 FE DM ST DAHAENER ., PLE KOG E LA
CrnweE2bN5,

13 JFERRREE

13.1 A, TRRME. ZREEESH

CD1 v 7 A KO Wister 7 v b Z& IV T ARFI DI AT et A -3 2 2 4 ek 4 S i L 72,
TNENRK 15mgkg/H (B 2[E) KU 6mgkg/H (ER) (ZHEih AUC #5 T MRHD @
10 5 KON 6 f5#8) @ icatibant 7 Z FH#H L7z~ 7 AR ONT v FC, WEEREEO=ET > AL
WO BN o Tz,

Icatibant (%, FMEE 2 72 in vitro (IR 29828 BEER (Ames i) | T A =— AN LA F —
Fil &2 AV in vitro Qe R B E B K OV in vivo 7 v MIERBRIZB W CEBEEN BN TH
7,

Z v h F O X T icatibant &3 H L T#& 5 L72BE I, 2 MO RO ZEME /MR 4 L,
LR & ORI~ O FEREARRD bz, 7 v T, 3mgkg LA E (AUC #H THMED
MRHD D) 5 fi5# & O %> MRHD OF) 2 f5#8) OG5 LV | FERZENE, BINZMR 2 WA |
TARAT B LUK T R OVEMEE AR B i, 10 mg/kg LA E (AUC #25 T4 %> MRHD
DH) 6 fGH) OEEIZEY | IIROREL O . FAROBEIEL K 0T 5 FEfE 83580 iz,
A X T, 1 mgkg L E (AUC #5 T MRHD O 2 f5#8) O 512k 0 | KFHED kO
FHERFEO BTz, 10 mgkg (AUC #25 T H PO MRHD O 30 {58 & O %% D MRHD D)
15 f588) OFHFIZEY, T7A MAT a0 LoyUR T2 9 R K ORI RO ZEME, JREY 1 X
D /IN B ORI 0 58 A= 35 DD 358 8 B ATz,

Icatibant O A& 5-O/ERH & IXxBAgIC, B2 B9 » AM&ES I N4 X Ti, IR, +5.
FEEL FLIR K OSSR IS 3T 5 B X380 D hr o 72,3 mg/kg & #5- J L7214 X D AUC 1,
BVER O Z D MRHD #5-DOZE1K 5 5RO 35 Th o7, 2 B G S L7zl XU
BITFOKFHELOT A M AT v %, R ZE L CTREL2 T RhoT,

e~ A K NT » T icatibant Z 38 H & 5 U 7= AR TIX. 224 81 mgkg (K
K MAFEHLR T MRHD O] 5 f5#8) £ THIRNE 5. 10 mg/kg (AUC #5 T MRHD O 11 %
) TR TR LTH, ZIRGEROVAEFHREICHT 22 BIIRO b noT,

132 BB HBHRV ./ XIFRE

B2 XA KT T 7 UF = OLBREFEMICES L TEBY B2 B EROFEHUEMIL, SrE i
% OB PSS R~ E B2 KX T AeetEN H 5, Ileatibant (X, E/LVE > FMEHL
DL &2 S, £72. 7 v Mgl ORI T 5 it O BT IEAREARD I E % 5
XHZ L7z, JFREE T OLAIEZEE T /LA X|T icatibant & ENVRN G- L 1554, ABEHEKE
PG U7z & bl UC RN 2 5 B L7e, YRR MBI 7~ 2 BRBRBRIZE 5 T 5,
AMEEEIIRE M, AL EROIEDRFR D BN D G ITIMATRIER OBERFIL, BFIZE > T
N7 4y PHEEGRR Y AT & ERIDGEICOBARKFZLHT L2 &,

14 BREREAER

10



1.6 HEICH T HERAREEFICET 2EH KHEERIEHARH
TAK-667 (/IMR)

i\ HAE 38 O SMERIEDIGHRIZ BT D ARFI OB MR O 2% | 3 DO X KRR T
L7z, 2D ORBRICESIN LTz 223 BIlOFE4EERIL 38 5 TH Y . 64%03 LM, 95%A AN T
bHol-, ¥I57%DHBEIL, BFELLET v Resry, FilERERAXIICI A e 2 —n
R Z®E Lz, IRIFE~ORIGIE, EI2100mm DY 27 AT a7 2a7 (VAS) if
N BE K OERDS S U 7 M50 M OV DR & ONERRIZ DWW T OSER X 27 % VN CREfl
L7z,

BRI, 98 Bl N BE (Rl IE < 36 5%) AxfG L LIcBEER(k, 77 hxti, &
B, WATHMRBR CH o7z, PHEENOREEORER L < IIMEH TO HAE F/E UL )
O AR OMETAE CO HAE BIEDR o T BE %, AFI30mg VX7 7B REZK TG T 58
DWT I EELEZR TR AT 72, B OMRERES TO HAE BIENR O b2 BH L. FEM
TOARAI 30 mg OF G251 o, FEFGNE A 1L, KEOMIR, B 0K & OWE IR O FH o
YN Be5 3HHABE VAS # W T L=, 1BE~OKIGIEL, 3 HEHES VAS 3% 54
B S0%LL KT 22 @R LI (K-2) o RIEUIMEH CORIMENREL LI EZ BT
DIERDY 50%FE T 5 F TORH O T IfEIE, AFEERE (43 61) TIX 2.0 FFfH (95%F X
[ :1.53.0)0 ThHolDIZk L, 7T BAREE (45 61) TIE 19.8 FffE] (95%EHXH : 6.1,26.3)
Toholz (p<0.001) ,

-2 VAS (3IEE) HNR—RS5 4 Uhid 50%E TS 5 % THEER

10 FIRAZYR #f (43 f5l)
s = 7 SRR (45 )
i=‘i na
g 06
é 0.4 -'
;:_E N ) I-'. NI
N o = . |

0o | | .

; 12 24 = * N
Fr A 5 s

LM OTE A 3, FEROIEEEA7 % (VAS<I0 mm) % TORE CRFRTIE O]
Thote. W 1ICH T DIEROBIEERAR K E TORMO TR, AAET 8.0 T
bol=DICKkt L, 77w REET 36.0 B Tl o 7o, BFIEBOEOME M L CIE, AR
43 10113 0 (79%) 35S R IHAA B = 12 L, 75 & AR BETIE 45 BIFF 18 1 (40%)
BRI LTz,

2 O H DT T R REER K OVFEE SRR Tld, Z4Eh 26 611 ] O 35 4175 HAE O A5 1E

11



1.6 HEICETHERAREFICET LEH HEAZELHIEH®RASH
TAK-667 (/hR)

WZXF L CARHKI 30 mg OG- 1572, 3HEOREBEZEL T, AFNCL D X=X T A »OERN
50%FEFN4 5 £ TOREM O P RAEILZ, 2.0 B 5 2.3 B O& AN TH - 7=,

HHIEFNE

3OO0 T R TOMMEREICIB W TERFEIIIHFEMROMBIIFITEIT L. 5l EHiE BIEICHT 518
WEEZTDHZ LN TE, BEIIAA 30mg (2L DREEZIF, F3MEICH L TAH 30 mg D
5% 6 KL EOMRZ BN T3IEETRITH I LN TE, 5225 FIOBEHEITIHIT D 987
[B]> HAE O &MEREIEICx L TARI 30 mg & 1,076 [EIfEH L7, AFIZMHH L7-&oD 5 [E D%
fE (582 [EIDFAEITKE L TAA 621 BIOMEH]) OFHlIcIH VT, 3HAES VAS BRI
50%K T 9% £ TORE O RAEIL, BIEMTEEL T\ (2.0, 2.0, 2.4, 2.0, 1.5FFfH) .
ZAUH O HAE FIEO Ky (93%) 1ZAAKI O Hila# 512 L v i ST,

I TDFEE
S FRFRER Cld, MEIE CORIMENIEIL L 723 60 BIIAR 2 &G L=, AT, MEEELISN O ERAL
(g KOG ORIETRO NG & FRETH - T,

H O£ #5

FEERABRICB T, 56 flaxtR e LTARAIOBE &5 %25l L7z, HAE O2MERIEFRIZA
FlZ &5 L= BEICEBIT 5 3HEEEA VAS BN EHIN D 50%IK T35 £ TORE/ O Sufil i,
26 BFfEl TH o 72,

16 @% - FERURKRVLLEDOEE

16.1 A%

AHNT, ETFHRGEAOTL 74V Ry o2 THY, 1 ROLZOHERICRONE, £V Y
(Z1E. 30 mg @ icatibant (icatibant acetate) % %A 5 3 mL DIME KA FRE I N TND, &
HIGAY o DFZTeE T FART TP =2 hy /=BT D, ZOA by —(%
TT v 7 A (RRAL) ZEHLTHRN,

AENI. TV 7 4V R D P ROANT —a v 725 GIERENS 1 KA h— kLT
AFARETHL (1 EOLOEHICRHLS) . NDC 54092-702-02,

Flo, AKAD3I =LYy FOAFARTHL, B —FAIBFTT LT 4V R PR
NT—8 v 725G HERENRE T ARAAS>THDE (1 EORDOHEHICESND) . NDC
54092-702-03,

16.2 FER UERRLY

INEROFOJENRNE ZAITRET D L,
2°C~25°C (36°F~77°F) ORI THRET D,
WG AT D 2 b

FHAEE T, I— AT ANTREE TIRE T 5,

17 EFHHo€) VIER

12



1.6 HEICETHERAREFICET LEH HEAZELHIEH®RASH
TAK-667 (/hR)

FDA ARBEH TNV 7 (BERTHREAOMERBAE) 25l L ) BFITHET 52 L,
17.1 BEMIT1ER

ERHRMEFEE OFREIC L DA 2 T 7%, BEF L HAE BIEAX AR LIRS CAR A A O 5

TX 5,

WEEA T OMRAFEAE L2 1T AR 2 & EZ EHICEN R EREEA TR EEXIT 52 & (B
R OMEH FoEE (5.1) 2/

REBE %, 1ZE A EDOBRE CTHENMKIERRD b, REEGHZICRD SN2 0o
BITERIZ, B, NI U RAT7 I F—EHN, BEtEDEW, BB EThoTl (FIEA (6.1)
2

KFN 2%, 9297, IRKEOFEIMED £V ORAENED SN TWD, 9 UTFEIED
ZRUTZGAT, HOER I OMBE 2T 2 X5 BEERET L Z L,

Mot

Takeda Pharmaceuticals America, Inc.

Lexington, MA 02421

FIRAZYR # £ O FIRAZYR & =%, Shire Orphan Therapies GmbH O P & 7= (35 FkpFHE T4,
TAKEDA 3 X O TAKEDA = =3, i H#E 5L TR ORI £ 72 13088 paHE T,

© 2021 Takeda Pharmaceutical Company Limited. All rights reserved.
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1.6 HEICETHERAREFICET LEH HEAZELHIEH®RASH
TAK-667 (/hR)

BT ER
FIRAZYR® (FIR-a-zeer)
(icatibant) &

AREFGFI L O EZATT LN, REEFRTIEREZFRZ L, BERAEFHSINLTWDE
ERH5H, RKEZEMTERILZ., HRZOEFHMEXIIBEICOWTEREICHKRT LI LD
Kb IciTe b,

FIRAZYR & 11 ?
AHFNE, 18 LA ED R ANIZE T 5 HAE OB IEOIREICHEHA SN HEHTH 5, AHIE,
18 JE AT D/ NRICK L CE R OB TH I NIAHTH S,

AFEARNC, EREICRETREZ L

TRICATITELHE. ARFEHMCEREICRET D2 L,

e HAE DS O EFHIE

o I IEAETEL TV D, REDPHLITTICBTT 20MEARATH D, ARHZ 6T
DY aE, RO EGE R HAITIEIZ OV T EIREICHRT 5 2 &,

o MHIRXIIHIEEZ TFEL TS, AAIOKRE~OEBIRHTH D, AFIOELGNEY TH
DMNFIERELIRET D L,

LG EEEIR S, FELFEERS, X I N—T YT Y A M GRS O RT DA
IZoWT, FRERCHRETHZ L,

AN OMER 1L

o ARANL., EWRENERLEMHFIECESEHAT S,

o  EREIX, AFOMERRAEZLTT L, WOoRETXENERT 5,
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Firazyr 30 mg solution for injection in pre-filled syringe

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each pre-filled syringe of 3 ml contains icatibant acetate equivalent to 30 mg icatibant.
Each ml of the solution contains 10 mg of icatibant.

Excipient(s) with known effect
For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Solution for injection.

The solution is a clear and colourless liquid.
4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Firazyr is indicated for symptomatic treatment of acute attacks of hereditary angioedema (HAE) in
adults, adolescents and children aged 2 years and older, with C1-esterase-inhibitor deficiency.

4.2 Posology and method of administration

Firazyr is intended for use under the guidance of a healthcare professional.

Posology

Adults

The recommended dose for adults is a single subcutaneous injection of Firazyr 30 mg.

In the majority of cases a single injection of Firazyr is sufficient to treat an attack. In case of
insufficient relief or recurrence of symptoms, a second injection of Firazyr can be administered after
6 hours. If the second injection produces insufficient relief or a recurrence of symptoms is observed, a
third injection of Firazyr can be administered after a further 6 hours. No more than 3 injections of
Firazyr should be administered in a 24 hour period.

In the clinical trials, not more than 8 injections of Firazyr per month have been administered.

Paediatric population

The recommended dose of Firazyr based on body weight in children and adolescents (aged 2 to 17
years) is provided in table 1 below.



Table 1: Dosage regimen for paediatric patients

Body Weight Dose (Injection Volume)
12 kg to 25 kg 10 mg (1.0 ml)
26 kg to 40 kg 15 mg (1.5 ml)
41 kg to 50 kg 20 mg (2.0 ml)
51 kg to 65 kg 25 mg (2.5 ml)
>65 kg 30 mg (3.0 ml)

In the clinical trial, not more than 1 injection of Firazyr per HAE attack has been administered.

No dosage regimen for children aged less than 2 years or weighing less than 12 kg can be
recommended as the safety and efficacy in this paediatric group has not been established.

Elderly
Limited information is available on patients older than 65 years of age.

Elderly people have been shown to have increased systemic exposure to icatibant. The relevance of
this to the safety of Firazyr is unknown (see section 5.2).

Hepatic impairment

No dose adjustment is required in patients with hepatic impairment.
Renal impairment

No dose adjustment is required in patients with renal impairment.

Method of administration

Firazyr is intended for subcutaneous administration preferably in the abdominal area.
Firazyr solution for injection should be injected slowly due to the volume to be administered.
Each Firazyr syringe is intended for single use only.

Refer to the patient information leaflet for instructions for use.

Caregiver/self-administration

The decision on initiating caregiver or self-administration of Firazyr should only be taken by a
physician experienced in the diagnosis and treatment of hereditary angioedema (see section 4.4).

Adults

Firazyr may be self-administered or administered by a caregiver only after training in subcutaneous
injection technique by a healthcare professional.



Children and adolescents aged 2-17 years

Firazyr may be administered by a caregiver only after training in subcutaneous injection technique by
a healthcare professional.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

Laryngeal attacks

Patients with laryngeal attacks should be managed in an appropriate medical institution after injection
until the physician considers discharge to be safe.

Ischemic heart disease

Under ischemic conditions, a deterioration of cardiac function and a decrease in coronary blood flow
could theoretically arise from antagonism of bradykinin receptor type 2. Caution should therefore be
observed in the administration of Firazyr to patients with acute ischemic heart disease or unstable
angina pectoris (see section 5.3).

Stroke

Although there is evidence to support a beneficial effect of B2 receptor blockade immediately
following a stroke, there is a theoretical possibility that icatibant may attenuate the positive late phase
neuroprotective effects of bradykinin. Accordingly, caution should be observed in the administration

of icatibant to patients in the weeks following a stroke.

Caregiver/self-administration

For patients who have never received Firazyr previously, the first treatment should be given in a
medical institution or under the guidance of a physician.

In case of insufficient relief or recurrence of symptoms after self-treatment or administration by a
caregiver, it is recommended that the patient or caregiver should seek medical advice. For adults,
subsequent doses that may be required for the same attack should be administered within a medical
institution (see section 4.2). There are no data on administering subsequent doses for the same attack
in adolescents or children.

Patients experiencing a laryngeal attack should always seek medical advice and be observed in a
medical institution also after having taken the injection at home.

Sodium content

This medicinal product contains less than 1 mmol (23 milligrams) of sodium per syringe, so it is
essentially ‘sodium-free.’

Paediatric population

There is limited experience with treatment of more than one HAE attack with Firazyr in the paediatric
population.

4.5 Interaction with other medicinal products and other forms of interaction

Pharmacokinetic drug interactions involving CYP450 are not expected (see section 5.2).



Co-administration of Firazyr with angiotensin-converting-enzyme (ACE) inhibitors has not been
studied. ACE inhibitors are contraindicated in HAE patients due to possible enhancement of
bradykinin levels.

Paediatric population
Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Pregnancy

For icatibant, no clinical data on exposed pregnancies are available. Animal studies showed effects on
uterine implantation and parturition (see section 5.3), but the potential risk for humans is unknown.

Firazyr should be used during pregnancy only, if the potential benefit justifies the potential risk for the
foetus, (e.g for treatment of potentially life threatening laryngeal attacks).

Breast-feeding

Icatibant is excreted in the milk of lactating rats at concentrations similar to those in maternal blood.
No effects were detected in the post-natal development of rat pups.

It is unknown whether icatibant is excreted in human breast milk but it is recommended that
breastfeeding women, who wish to take Firazyr, should not breastfeed for 12 hours after treatment.

Fertility

In both rats and dogs, repeated use of icatibant resulted in effects on reproductive organs. Icatibant had
no effect on the fertility of male mice and rats (see section 5.3). In a study of 39 healthy adult men and
women treated with 30 mg every 6 hours for 3 doses every 3 days for a total of 9 doses, there were no
clinically significant changes from baseline in basal and GnRH-stimulated concentration of
reproductive hormones in either females or males. There were no significant effects of icatibant on the
concentration of luteal phase progesterone and luteal function, or on menstrual cycle length in females
and there were no significant effects of icatibant on sperm count, motility and morphology in males.
The dosing regimen used for this study is unlikely to be sustained in the clinical setting.

4.7 Effects on ability to drive and use machines

Firazyr has minor influence on the ability to drive and use machines. Fatigue, lethargy, tiredness,
somnolence, and dizziness have been reported following the use of Firazyr. These symptoms may
occur as a result of an attack of HAE. Patients should be advised not to drive and use machines if they
feel tired or dizzy.

4.8 Undesirable effects

Summary of the safety profile

In clinical studies used for registration, a total of 999 HAE attacks have been treated with 30 mg
Firazyr administered subcutaneously by a healthcare professional. Firazyr 30 mg SC has been
administered by a healthcare professional to 129 healthy subjects and 236 patients with HAE.

Almost all subjects who were treated with subcutaneous icatibant in clinical trials developed reactions
at the site of injection (characterised by skin irritation, swelling, pain, itchiness, erythema, burning



sensation). These reactions were generally mild to moderate in severity, transient, and resolved
without further intervention.

Tabulated list of adverse reactions

The frequency of adverse reactions listed in Table 1 is defined using the following convention:

Very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000
to <1/1,000); very rare (<1/10,000).

All adverse reactions from post-marketing experience are italicised.

Table 2: Adverse reactions reported with icatibant

System Organ Class Preferred Term
(incidence category)

Nervous system disorders

(Common, >1/100 to <1/10) Dizziness
Headache

Gastrointestinal disorders

(Common, >1/100 to <1/10) Nausea

Skin and subcutaneous tissue disorders

(Common, >1/100 to <1/10) Rash
Erythema
Pruritus

(Unknown) Urticaria

General disorders and administration site

conditions

(Very Common, >1/10) Injection site reactions*
(Common, >1/100 to <1/10) Pyrexia

Investigations

(Common, >1/100 to <1/10) Transaminases increased

* Injection site bruising, Injection site hematoma, Injection site burning, Injection site erythema, Injection
site hypoesthesia, Injection site irritation, Injection site numbness, Injection site edema, Injection site pain,
Injection site pressure sensation, Injection site pruritus, Injection site swelling, Injection site urticaria, and
Injection site warmth.

Paediatric Population

A total of 32 paediatric patients (8 children aged 2 to 11 years and 24 adolescents aged 12 to 17 years)
with HAE were exposed to treatment with icatibant during clinical studies. Thirty-one patients
received a single dose of icatibant and 1 patient (an adolescent) received icatibant for two HAE attacks
(in total, two doses). Firazyr was administered by subcutaneous injection at a dose of 0.4 mg/kg based
on body weight to a maximum dose of 30 mg.

The majority of paediatric patients who were treated with subcutaneous icatibant experienced injection
site reactions such as erythema, swelling, burning sensation, skin pain and itching/pruritus; these were
found to be mild to moderate in severity and consistent with reactions that have been reported in
adults. Two paediatric patients experienced injection site reactions which were assessed as severe and
which were completely resolved within 6 hours. These reactions were erythema, swelling, burning and
warm sensation.




No clinically significant changes in reproductive hormones were observed during clinical studies.

Description of selected adverse reactions

Immunogenicity

Across repeated treatment in adults in the controlled phase III trials, transient positivity to anti-
icatibant antibodies was observed in rare cases. All patients maintained efficacy. One Firazyr-treated
patient tested positive for anti-icatibant antibodies before and after treatment with Firazyr. This patient
was followed for 5 months and further samples were negative for anti-icatibant antibodies. No
hypersensitivity or anaphylactic reactions were reported with Firazyr.

Reporting of suspected adverse reactions

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

4.9 Overdose

No clinical information on overdose is available.

A dose of 3.2 mg/kg intravenously (approximately 8 times the therapeutic dose) caused transient
erythema, itching, flushing or hypotension in healthy subjects. No therapeutic intervention was
necessary.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other haematological agents, drugs used to treat hereditary angioedema;
ATC code: BO6ACO02.

Mechanism of action

HAE (an autosomal dominant disease) is caused by an absence or dysfunction of C1-esterase-
inhibitor. HAE attacks are accompanied by an increased release of bradykinin, which is the key
mediator in the development of the clinical symptoms.

HAE manifests as intermittent attacks of subcutaneous and/or sub mucosal oedema involving the
upper respiratory tract, the skin and the gastrointestinal tract. An attack usually lasts between 2 to 5
days.

Icatibant is a selective competitive antagonist at the bradykinin type 2 (B2) receptor. It is a synthetic
decapeptide with a structure similar to bradykinin, but with 5 non-proteinogenic amino acids. In HAE

increased bradykinin concentrations are the key mediator in the development of the clinical symptoms.

Pharmacodynamic effects

In healthy young subjects, icatibant administered in doses of 0.8 mg/kg over 4 hours; 1.5 mg/kg/day or
0.15 mg/kg/day for 3 days, development of bradykinin-induced hypotension, vasodilatation and reflex
tachycardia was prevented. Icatibant was shown to be a competitive antagonist when the bradykinin
challenge dose was increased 4-fold.



Clinical efficacy and safety

Efficacy data were obtained from an initial open-label Phase II study and from three controlled Phase
IIT studies.

Phase I1I clinical studies (FAST-1 and FAST-2) were randomized, double-blind, controlled trials and
had identical designs except for the comparator (one with oral tranexamic acid as the comparator and
one placebo controlled). A total of 130 patients were randomized to receive either a 30 mg dose of
icatibant (63 patients) or comparator (either tranexamic acid, - 38 or placebo - 29 patients).
Subsequent episodes of HAE were treated in an open label extension. Patients with symptoms of
laryngeal angioedema received open label treatment with icatibant. The primary efficacy endpoint was
the time to onset of symptom relief using a visual analogue scale (VAS). Table 3 shows the efficacy
results for these studies.

FAST-3 was a randomized, placebo-controlled, parallel-group study of 98 adult patients with a median
age of 36 years. Patients were randomized to receive either icatibant 30 mg or placebo by
subcutaneous injection. A subset of patients in this study experienced acute HAE attacks while
receiving androgens, antifibrinolytic agents or Cl inhibitors. The primary endpoint was time to onset
of symptom relief assessed using a 3-item composite visual analog score (VAS-3) consisting of
assessments of skin swelling, skin pain, and abdominal pain. Table 4 shows the efficacy results for
FAST-3.

In these studies, patients on icatibant had a faster median time to onset of symptom relief (2.0, 2.5 and
2.0 hours, respectively) compared to tranexamic acid (12.0 hours) and placebo (4.6 and 19.8 hours).
The treatment effect of icatibant was confirmed by secondary efficacy endpoints.

In an integrated analysis of these controlled Phase III studies, the time to onset of symptom relief and
time to onset of primary symptom relief were similar regardless of age group, sex, race, weight or
whether or not the patient used androgens or antifibrinolytic agents.

Response was also consistent across repeated attacks in the controlled Phase III trials. A total of 237
patients were treated with 1,386 doses of 30 mg icatibant for 1,278 attacks of acute HAE. In the first
15 Firazyr treated attacks (1,114 doses for 1,030 attacks), the median times to onset of symptom relief
were similar across attacks (2.0 to 2.5 hours). 92.4% of these attacks of HAE were treated with a
single dose of Firazyr.

Table 3. Efficacy results for FAST-1 and FAST-2

Controlled Clinical Study of FIRAZYR vs Tranexamic acid or Placebo: Efficacy Results

FAST-2 FAST-1
icatibant Trane{(amlc icatibant Placebo
acid
Number of subjects Number of subjects
in ITT Population 36 38 in ITT Population 27 2




Controlled Clinical Study of FIRAZYR vs Tranexamic acid or Placebo: Efficacy Results

baseline to 4 hours

baseline to 4 hours

FAST-2 FAST-1
icatibant Trane{(amlc icatibant Placebo
acid
Baseline Baseline
VAS(mm) 63.7 61.5 VAS(mm) 69.3 67.7
Change from 416 146 Change from 448 235

Difference
between treatments
(95% CI, p-value)

-27.8 (-39.4, -16.2) p < 0.001

Difference
between treatments
(95% CI, p-value)

-23.3(-37.1,-9.4) p=0.002

between treatments
(95% CI, p-value)

-24.1 (-33.6, -14.6) p < 0.001

between treatments
(95% CI, p-value)

Change from Change from

baseline to -54.0 -30.3 baseline to -54.2 -42.4
12 hours 12 hours

Difference Difference

-15.2 (-28.6, -1.7) p=0.028

Median time to
onset of symptom

Median time to
onset of symptom

relief (hours) relief (hours)

All episodes All episodes

(N = 74) 2.0 12.0 (N = 56) 2.5 4.6

Response rate Response rate

(%, CI) at 4 hours (%, CI) at 4 hours

after start of after start of

treatment treatment

All episodes 80.0 30.6 All episodes 66.7 46.4

(N =74) (63.1,91.6) | (16.3,48.1) |(N=156) (46.0, 83.5) | (27.5,66.1)

Median time to Median time to

onset of symptom onset of symptom

relief: all relief: all

symptoms (hours): symptoms (hours):
Abdominal pain 1.6 3.5 Abdominal pain 2.0 33
Skin swelling 2.6 18.1 Skin swelling 3.1 10.2
Skin pain 1.5 12.0 Skin pain 1.6 9.0

Median time to Median time to

almost complete almost complete

symptom relief symptom relief

(hours) (hours)

All episodes All episodes

(N = 74) 10.0 51.0 (N = 56) 8.5 19.4

Median time to Median time to

regression of regression of

symptoms, by symptoms, by

patient (hours) patient (hours)

All episodes All episodes

(N = 74) 0.8 7.9 (N = 56) 0.8 16.9

Median time to Median time to

overall patient overall patient

improvement, by improvement, by

physician (hours) physician (hours)

All episodes All episodes

(N = 74) 1.5 6.9 (N = 56) 1.0 5.7




Table 4. Efficacy results for FAST-3

Efficacy Results: FAST-3; Controlled Phase -- ITT population

Endpoint Statistic Firazyr Placebo p-value
(n=43) (n=45)

Primary Endpoint

Time to Onset of Symptom Median 2.0 19.8 <0.001

Relief-- Composite VAS (hrs)

Other Endpoints

Time to Onset of Primary Median 1.5 18.5 <0.001

Symptom Relief (hrs)

Change in Composite VAS Mean -19.74 -7.49 <0.001

Score at 2 hrs after treatment

Change in Composite Mean -0.53 -0.22 <0.001
Subject-Assessed Symptom
Score at 2 hours

Change in Composite Mean -0.44 -0.19 <0.001
Investigator-Assessed
Symptom Score at 2 hours

Time to Almost Complete Median 8.0 36.0 0.012
Symptom Relief (hrs)
Time to Subject-Assessed Median 0.8 3.5 <0.001

Initial Symptom
Improvement (hrs)

Time to Investigator- Median 0.8 34 <0.001
Assessed Initial Visual
Symptom Improvement (hrs)

A total of 66 patients with attacks of HAE affecting the larynx were treated in these controlled Phase
III clinical trials. The results were similar to patients with non-laryngeal attacks of HAE with respect
to time to onset of symptom relief.

Paediatric population

An open label, non-randomised single-arm study (HGT-FIR-086) was performed with a total of 32
patients. All patients received at least one dose of icatibant (0.4mg/kg body weight up to a maximum
dose of 30 mg) and the majority of patients were followed up for a minimum of 6 months. Eleven
patients were of prepubertal status and 21 patients were either pubertal or postpubertal.

The efficacy population consisted of 22 patients who had been treated with icatibant (11 prepubertal
and 11 pubertal/postpubertal) for HAE attack.

The primary efficacy endpoint was the time to onset of symptom relief (TOSR) measured using a
composite investigator-reported symptom score. Time to symptom relief was defined as the duration
of time (in hours) taken for improvement of symptoms to occur by a magnitude of 20%.

Overall the median time to onset of symptom relief was 1.0 hour (95% confidence interval, 1.0-1.1

hours). At 1 and 2 hours post treatment, approximately 50% and 90% of patients experienced onset of
symptom relief, respectively.
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Overall, the median time to minimal symptoms (earliest time post treatment when all symptoms were
either mild or absent) was 1.1 hours (95% confidence interval, 1.0-2.0 hours).

5.2 Pharmacokinetic properties
The pharmacokinetics of icatibant has been characterized by studies using both intravenous and

subcutaneous administration to healthy volunteers and patients. The pharmacokinetic profile of
icatibant in patients with HAE is similar to that in healthy volunteers.

Absorption

Following subcutaneous administration, the absolute bioavailability of icatibant is 97%. The time to
maximum concentration is approximately 30 minutes.

Distribution
Icatibant volume of distribution (Vss) is about 20-25 L. Plasma protein binding is 44%.

Biotransformation

Icatibant is extensively metabolized by proteolytic enzymes to inactive metabolites that are primarily
excreted in the urine.

In vitro studies have confirmed that icatibant is not degraded by oxidative metabolic pathways and is
not an inhibitor of major cytochrome P450 (CYP) isoenzymes (CYP 1A2, 2A6, 2B6, 2C8, 2C9, 2C19,
2D6, 2E1, and 3A4) and is not an inducer of CYP 1A2 and 3A4.

Elimination

Icatibant is mainly eliminated by metabolism with less than 10% of the dose eliminated in the urine as

unchanged drug. Clearance is about 15-20 1/h and independent of dose. The terminal plasma half-life
is about 1-2 hours.

Special populations

Elderly

Data suggest an age-related decline in clearance resulting in about 50-60% higher exposure in older
people (75-80 years) compared to patients aged 40 years.

Gender

Data suggest that there is no difference in the clearance between females and males after correcting for
body weight.

Hepatic and Renal Impairment
Limited data suggest that icatibant exposure is not influenced by hepatic or renal impairment.
Race

Information on individual race effect is limited. Available exposure data suggest no difference in the
clearance between non-White (n=40) and White (n=132) subjects.
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Paediatric population

The pharmacokinetics of icatibant were characterized in paediatric HAE patients in study HGT-FIR-
086 (see section 5.1). Following a single subcutaneous administration (0.4 mg/kg up to a maximum of
30 mg), the time to maximum concentration is approximately 30 minutes and the terminal half-life is
about 2 hours. There are no observed differences in the exposure to icatibant between HAE patients
with and without an attack. Population pharmacokinetic modelling using both adult and paediatric data
showed that clearance of icatibant is related to body weight with lower clearance values noted for
lower body weights in the paediatric HAE population. Based on modelling for weight banded dosing,
the predicted exposure to icatibant in the paediatric HAE population (see section 4.2) is lower than the
observed exposure in studies conducted with adult HAE patients.

53 Preclinical safety data

Repeated-dose studies of up to 6-months duration in rats and 9-months duration in dogs have been
conducted. In both rats and dogs, there was a dose-related reduction in circulating sex hormone levels
and the repeated use of icatibant reversibly delayed sexual maturation.

Maximum daily exposures defined by area under the curve (AUC) at the No Observed Adverse Effect
Levels (NOAEL) in the 9-month study in dog were 2.3 times the AUC in adult humans after a
subcutaneous dose of 30 mg. A NOAEL was not measurable in the rat study, however, all of the
findings from that study showed either completely or partially reversible effects in treated rats.
Adrenal gland hypertrophy was observed at all doses tested in rats. Adrenal gland hypertrophy was
seen to reverse after cessation of icatibant treatment. The clinical relevance of the adrenal gland
findings is unknown.

Icatibant had no effect on the fertility of male mice (top dose 80.8 mg/kg/day) and rats (top dose
10 mg/kg/day).

In a 2 year study to evaluate the carcinogenic potential of icatibant in rats, daily doses giving exposure
levels up to approximately 2-fold that achieved after a therapeutic dose in humans had no effect on the
incidence or morphology of tumours. Results do not indicate a carcinogenic potential for icatibant.

In a standard battery of in vitro and in vivo tests icatibant was not genotoxic.

Icatibant was not teratogenic when administered by SC injection during early embryonic and fetal
development in rat (top dose 25 mg/kg/day) and rabbit (top dose 10 mg/kg/day). Icatibant is a potent
antagonist of bradykinin and therefore, at high dose levels, treatment can have effects on the uterine
implantation process and subsequent uterine stability in early pregnancy. These uterine effects also
manifest in late stage pregnancy where icatibant exhibits a tocolytic effect resulting in delayed
parturition in the rat, with increased fetal distress and perinatal death at high doses (10 mg/kg/day).

A 2-week subcutaneous dose range finding study in juvenile rats identified 25 mg/kg/day as a
maximally tolerated dose. In the pivotal juvenile toxicity study in which sexually immature rats were
treated daily with 3 mg/kg/day for 7 weeks, atrophy of testes and epididymides were observed; the
observed microscopic findings were partially reversible. Similar effects of icatibant on reproductive
tissue were seen in sexually mature rats and dogs. These tissue findings were consistent with reported
effects on gonadotrophins and during the subsequent treatment-free period appear to be reversible.

Icatibant did not elicit any cardiac conduction change in vitro (hERG channel) or in vivo in normal
dogs or in various dog models (ventricular pacing, physical exertion and coronary ligation) where no
associated hemodynamic changes were observed. Icatibant has been shown to aggravate induced
cardiac ischemia in several non-clinical models, although a detrimental effect has not consistently
been shown in acute ischemia.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium chloride

Acetic acid, glacial (for pH adjustment)
Sodium hydroxide (for pH adjustment)
Water for injections

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

2 years.

6.4 Special precautions for storage
Do not store above 25°C.

Do not freeze.

6.5 Nature and contents of container

3 ml of solution in a 3 ml pre-filled syringe (type I glass) with plunger stopper (bromobutyl coated
with fluorocarbon polymer). A hypodermic needle (25 G; 16 mm) is included in the pack.

Pack size of one pre-filled syringe with one needle or a multipack containing three pre-filled syringes
with three needles.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling

The solution should be clear and colourless and free from visible particles.

Use in the paediatric population

The appropriate dose to be administered is based on body weight (see section 4.2).

Where the required dose is less than 30 mg (3 ml), the following equipment is required to extract and
administer the appropriate dose:

o Adapter (proximal and/or distal female luer lock connector/coupler)
. 3 ml (recommended) graduated syringe

The pre-filled icatibant syringe and all other components are for single use only.
Any unused product or waste material should be disposed of in accordance with local requirements.

All needles and syringes should be disposed of in a sharps container.
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7. MARKETING AUTHORISATION HOLDER
Takeda Pharmaceuticals International AG Ireland Branch
Block 3 Miesian Plaza

50 — 58 Baggot Street Lower

Dublin 2

D02 Y754, Ireland

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/08/461/001

EU/1/08/461/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 11 July 2008

Date of latest renewal: 13 March 2013

10. DATE OF REVISION OF THE TEXT

Detailed information on this product is available on the website of the European Medicines Agency
http://www.ema.europa.eu.
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ANNEX IT

MANUFACTURER(S) RESPONSIBLE FOR BATCH
RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A. MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

Takeda Pharmaceuticals International AG Ireland Branch
Block 3 Miesian Plaza

50 — 58 Baggot Street Lower

Dublin 2

D02 Y754, Ireland

Shire Pharmaceuticals Ireland Limited
Block 2 & 3 Miesian Plaza

50 — 58 Baggot Street Lower

Dublin 2

D02 Y754, Ireland

The printed package leaflet of the medicinal product must state the name and address of the
manufacturer responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

o Periodic safety update reports (PSURs)

The requirements for submission of PSURs for this medicinal product are set out in the list of Union
reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC and any
subsequent updates published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance activities
and interventions detailed in the agreed RMP presented in Module 1.8.2 of the marketing authorisation
and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:
o At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX III

LABELLING AND PACKAGE LEAFLET

17



A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON OF UNIT PACK

1. NAME OF THE MEDICINAL PRODUCT

Firazyr 30 mg solution for injection in pre-filled syringe
icatibant

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each 3 ml pre-filled syringe contains icatibant acetate equivalent to 30 mg icatibant.
Each ml of the solution contains 10 mg of icatibant.

3. LIST OF EXCIPIENTS

Contains: acetic acid glacial, sodium hydroxide, sodium chloride, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
One pre-filled syringe
One 25G needle

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use
Read the package leaflet before use
For single use only

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY
| 8.  EXPIRY DATE

EXP

9.  SPECIAL STORAGE CONDITIONS

Do not store above 25°C. Do not freeze.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharmaceuticals International AG Ireland Branch
Dublin 2
D02 Y754, Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/461/001

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Firazyr 30 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON OF MULTI-PACK (INCLUDING BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

Firazyr 30 mg solution for injection in pre-filled syringe
icatibant

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each 3 ml pre-filled syringe contains icatibant acetate equivalent to 30 mg icatibant.
Each ml of the solution contains 10 mg of icatibant.

3. LIST OF EXCIPIENTS

Contains: acetic acid glacial, sodium hydroxide, sodium chloride, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
Multipack containing three pre-filled syringes and three 25G needles

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use
Read the package leaflet before use
For single use only

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY
8. EXPIRY DATE

EXP

9.  SPECIAL STORAGE CONDITIONS

Do not store above 25°C. Do not freeze.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharmaceuticals International AG Ireland Branch
Dublin 2
D02 Y754, Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/461/002

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Firazyr 30 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INTERMEDIATE CARTON OF MULTI-PACK (WITHOUT BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

Firazyr 30 mg solution for injection in pre-filled syringe
icatibant

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each 3 ml pre-filled syringe contains icatibant acetate equivalent to 30 mg icatibant.
Each ml of the solution contains 10 mg of icatibant.

3. LIST OF EXCIPIENTS

Contains: acetic acid glacial, sodium hydroxide, sodium chloride, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
One pre-filled syringe and one 25G needle.
Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Subcutaneous use
Read the package leaflet before use
For single use only

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY
| 8.  EXPIRY DATE

EXP

9.  SPECIAL STORAGE CONDITIONS

Do not store above 25°C. Do not freeze.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharmaceuticals International AG Ireland Branch
Dublin 2
D02 Y754, Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/08/461/002

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Firazyr 30 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

{BLISTER TRAY LID}

| 1. NAME OF THE MEDICINAL PRODUCT

Firazyr 30 mg solution for injection in pre-filled syringe
icatibant

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharmaceuticals International AG Ireland Branch

3. EXPIRY DATE

EXP

| 4.  BATCH NUMBER

Lot

5. OTHER

Subcutaneous use
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SYRINGE LABEL
1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION
Firazyr 30 mg
icatibant
sC
‘ 2. METHOD OF ADMINISTRATION
3. EXPIRY DATE
EXP
4. BATCH NUMBER
Lot
5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT
30 mg/3 ml
6. OTHER

Takeda Pharmaceuticals International AG Ireland Branch
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B. PACKAGE LEAFLET
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Package Leaflet: Information for the user

Firazyr 30 mg solution for injection pre-filled syringe
icatibant

Read all of this leaflet carefully before you start using this medicine because it contains
important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet:

What Firazyr is and what it is used for

What you need to know before you use Firazyr
How to use Firazyr

Possible side effects

How to store Firazyr

Contents of the pack and other information

AN

1. What Firazyr is and what it is used for
Firazyr contains the active substance icatibant.

Firazyr is used for treating the symptoms of hereditary angioedema (HAE) in adults, adolescents and
children aged 2 years and older.

In HAE levels of a substance in your bloodstream called bradykinin are increased and this leads to
symptoms like swelling, pain, nausea, and diarrhoea.

Firazyr blocks the activity of bradykinin and therefore ends the further progression of the symptoms.

2.  What you need to know before you use Firazyr
Do not use Firazyr

- If you are allergic to icatibant, or any of the other ingredients of this medicine (listed in
section 6).

Warnings and precautions
Talk to your doctor before taking Firazyr:
- if you are suffering from angina (reduced blood flow to the heart muscle)

- if you have recently suffered a stroke

Some of the side effects connected with Firazyr are similar to the symptoms of your disease. Tell your
doctor immediately if you notice that your symptoms of the attack get worse after you received Firazyr
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In addition:
- You or your caregiver must be trained on subcutaneous (under the skin) injection technique
before you self-inject or your caregiver injects you with Firazyr.

- Immediately after you self-inject Firazyr or your caregiver injects you with Firazyr while you
are experiencing a laryngeal attack (obstruction of the upper airway), you must seek medical
care in a medical institution.

- If your symptoms are not resolved following one self- or caregiver administered injection of
Firazyr, you should seek medical advice regarding additional injections of Firazyr. For adult
patients, up to 2 additional injections may be given within 24 hours.

Children and adolescents

Firazyr is not recommended for use in children under 2 years of age or weighing less than 12 kg because
it has not been studied in these patients.

Other medicines and Firazyr

Tell your doctor if you are taking, have recently taken or might take any other medicines.

Firazyr is not known to interact with other medicines. If you are taking a medicine known as an
Angiotensin Converting Enzyme (ACE) inhibitor (for example: captopril, enalapril, ramipril,
quinapril, lisinopril) which is used to lower your blood pressure or for any other reason, you should
inform your doctor before receiving Firazyr.

Pregnancy and breast feeding

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor before starting to use Firazyr.

If you are breast-feeding you should not breast-feed for 12 hours after you have last received Firazyr.
Driving and using machines

Do not drive or use machines if you feel tired or dizzy as a result of your HAE attack or after using
Firazyr.

Firazyr contains sodium

The injection solution contains less than 1 mmol (23 milligrams) of sodium per syringe, so it is
essentially ‘sodium-free’.

3. How to use Firazyr

Always use this medicine exactly as your doctor has told you. Check with your doctor if you are not
sure.

If you have never received Firazyr previously, your first dose of Firazyr will always be injected by
your doctor or nurse. Your doctor will tell you when it is safe for you to go home. After discussion
with your doctor or nurse and after training in subcutaneous (under the skin) injection technique, you
may be able to inject yourself with Firazyr or your caregiver may inject Firazyr for you when you have
an HAE attack. It is important that Firazyr is injected subcutaneously (under the skin) as soon as you
notice an attack of angioedema. Your healthcare provider will teach you and your caregiver how to
safely inject Firazyr by following the instructions in the Package Leaflet.
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When and how often should you use Firazyr?
Your doctor has determined the exact dose of Firazyr and will tell you how often it should be used.
Adults

- The recommended dose of Firazyr is one injection (3 ml, 30 mg) injected subcutaneously (under
the skin) as soon as you notice the attack of angioedema (for example increased skin swelling,
particularly affecting the face and neck, or increasing tummy pain).

- If you experience no relief of symptoms after 6 hours, you should seek medical advice regarding
additional injections of Firazyr. For adults, up to 2 additional injections may be given within 24
hours.

- You should not have more than 3 injections in a 24 hour period and if you require more than
8 injections in a month, you should seek medical advice.

Children and adolescents aged 2 to 17 years

- The recommended dose of Firazyr is one injection of 1 ml up to a maximum of 3 ml based on
body weight injected subcutaneously (under the skin) as soon as you develop symptoms of an
angioedema attack (for example increased skin swelling, particularly affecting the face and neck,
increasing tummy pain).

- See section on instructions for use for the dose to inject.

- If you are not sure which dose to inject, ask your doctor, pharmacist or nurse.

- If your symptoms get worse or do not improve, you must seek immediate medical help.

How should Firazyr be administered?

Firazyr is intended for subcutaneous injection (under the skin). Each syringe should only be used
once.

Firazyr is injected with a short needle into the fatty tissue under the skin in the abdomen (tummy).
If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

The following step-by step instructions are intended for:

- self-administration (adults)

- administration by a caregiver or healthcare professional to adults, adolescents or children
aged over 2 years (weighing at least 12 kg).

The instructions include the following main steps:

1)  General Information

2a)  Preparing the syringe for children and adolescents (2-17 years) weighing 65 kg or less
2b)  Preparing the syringe and needle for injection (all patients)

3)  Preparing the injection site

4)  Injecting the solution

5)  Disposal of the injection material
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Step-by-Step Instructions for Injection

1) General Information

e (lean the work area (surface) to be used before beginning the process.

e Wash your hands with soap and water.

e Open the tray by peeling back the seal.

o Remove the pre-filled syringe from the tray.

e Remove the cap from the end of the pre-filled syringe by unscrewing the cap.

e Put down the pre-filled syringe after unscrewing the cap.

2a) Preparing the syringe for
children and adolescents (2-17 years)
weighing 65 kg or less:

Important information for healthcare professionals and caregivers:

Where the dose is less than 30 mg (3 ml), the following equipment is required to extract the
appropriate dose (see below):

a) Firazyr pre-filled syringe (containing icatibant solution)
b) Connector (adapter)

¢) 3 ml graduated syringe

@j{h m

@{m

The required injection volume in ml should be drawn up in an empty 3 ml graduated syringe (see table
below).
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Table 1: Dosage regimen for children and adolescents

Body Weight Injection Volume
12 kg to 25 kg 1.0 ml
26 kg to 40 kg 1.5 ml
41 kg to 50 kg 2.0 ml
51 kg to 65 kg 2.5 ml

Patients weighing more than 65 kg will use the full contents of the pre-filled syringe (3 ml).

A If you are not sure which volume of solution to extract, ask your doctor, pharmacist or
nurse

1) Remove the caps on each end of the connector.

A Avoid touching the ends of the connector and syringe tips, to prevent contamination
2) Screw the connector onto the pre-filled syringe.

3) Attach the graduated syringe to the other end of the connector ensuring that both connections fit
securely.

(e= B cwﬁfw:@:@

Transferring the icatibant solution to the graduated syringe:

1) To start transfer of icatibant solution, push the pre-filled syringe plunger (on far left of below
image).

(g (T I:l@ C“H'”'U”H”“I””l ﬂ

32




2) If the icatibant solution does not begin to transfer to the graduated syringe, pull slightly on the
graduated syringe plunger until the icatibant solution starts to flow into the graduated syringe (see
below image).

@ I—@S,m”””l””l””“”” ___@
—

3) Continue to push on the pre-filled syringe plunger until the required injection volume (dose) is
transferred to the graduated syringe. Refer to table 1 for dosage information.

If there is air in the graduated syringe:

e Turn the connected syringes so that the pre-filled syringe is on top (see below image).

|
;

o Push the plunger of the graduated syringe so that any air is transferred back into the pre-filled
syringe (this step may need to be repeated several times).

e  Withdraw the required volume of icatibant solution.
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4) Remove the pre-filled syringe and connector from the graduated syringe.

5) Discard the pre-filled syringe and connector into the sharps container.

2b) Preparing the syringe and needle for injection:
All patients (adults, adolescents and children)

. Remove the needle cap from the blister.

. Remove the seal from the needle cap (the needle should be still in the needle cap).

o  Grip the syringe firmly. Carefully attach the needle to the syringe containing the colourless
solution.

e Screw the syringe on the needle still fixed in the needle cap.
o Remove the needle from the needle cap by pulling the syringe. Do not pull up on the plunger.

e The syringe is now ready for injection.
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3) Preparing the injection site

/ )
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Choose the injection site. The injection site should be a skin fold on your abdomen approximately
5-10 cm (2-4 inches) below your navel on either side. This area should be at least 5 cm (2 inches)
away from any scars. Do not choose an area that is bruised, swollen, or painful.

Clean the injection site with a rubbing alcohol pad and allow it to dry.

4) Injecting the solution

Hold the syringe in one hand between two fingers with your thumb at the bottom of the plunger.

Make sure that there is no air bubble in the syringe by pressing the plunger until the first drop

appears on the tip of the needle.
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. Hold syringe between 45-90 degrees angle to skin with needle facing the skin.

. Keeping the syringe in one hand, use your other hand to gently hold a fold of skin between your
thumb and fingers at the previously disinfected injection site.

. Hold the fold of skin, bring the syringe to the skin and quickly insert the needle into the skin
fold.

. Slowly push the plunger of the syringe with a steady hand until all the fluid is injected into the
skin and no liquid remains in the syringe.

. Press slowly so that this takes approximately 30 seconds.

. Release the skin fold and gently pull the needle out.

5) Disposal of the injection material

e Discard the syringe, needle and needle cap into the sharp container for throwing away waste that
might hurt others if not handled properly.
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4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. Almost all
patients receiving Firazyr will experience a reaction at the site of the injection (such as skin irritation,
swelling, pain, itchiness, redness of the skin and burning sensation). These effects are usually mild and
clear up without the need for any additional treatment.

Very common (may affect more than 1 in 10 people):
Additional injection site reactions (pressure sensation, bruising, reduced sensation and/or numbness,
raised itchy skin rash and warmth).

Common (may affect up to 1 in 10 people):
Feeling sick

Headache

Dizziness

Fever

Itching

Rash

Skin redness

Abnormal liver function test

Not known (frequency cannot be estimated from the available data):
Hives (urticaria)
Tell your doctor immediately if you notice that the symptoms of your attack get worse after you

received Firazyr.

If you get any side effects talk to your doctor. This includes any possible side effects not listed in this
leaflet.

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the national reporting system
listed in Appendix V. By reporting side effects you can help provide more information on the safety of
this medicine.

5. How to store Firazyr
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date stated on the label after ‘EXP’. The expiry date refers to
the last day of that month.

Do not store above 25°C. Do not freeze.
Do not use this medicine if you notice that the syringe or needle packaging is damaged or if there are
any visible signs of deterioration, for example if the solution is cloudy, if it has floating particles, or if

the colour of the solution has changed.

Do not throw away any medicines via waste water or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
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6. Contents of the pack and other information
What Firazyr contains

The active substance is icatibant. Each pre-filled syringe contains 30 milligrams of icatibant (as
acetate). The other ingredients are sodium chloride, acetic acid glacial, sodium hydroxide and water
for injection.

What Firazyr looks like and contents of the pack

Firazyr is presented as a clear, colourless solution for injection in a pre-filled glass syringe of 3 ml.
Hypodermic needle is included in the pack.

Firazyr is available as a single pack containing one pre-filled syringe with one needle or as a
multipack containing three pre-filled syringes with three needles.

Not all pack sizes may be marketed.

Marketing Authorisation Holder and Manufacturer

Marketing Authorisation Holder

Takeda Pharmaceuticals International AG Ireland Branch
Block 3 Miesian Plaza

50 — 58 Baggot Street Lower

Dublin 2

D02 Y754, Ireland

Tel: +800 66838470

E-mail: medinfoemea@takeda.com

Manufacturer

Takeda Pharmaceuticals International AG Ireland Branch
Block 3 Miesian Plaza

50 — 58 Baggot Street Lower

Dublin 2

D02 Y754, Ireland

Shire Pharmaceuticals Ireland Limited
Block 2 & 3 Miesian Plaza

50 — 58 Baggot Street Lower

Dublin 2

D02 Y754, Ireland

This leaflet was last revised in .
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency website:
http://www.ema.europa.eu. There are also links to other websites about rare diseases and treatments.
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1. EXRDBH
L7 4V KUY YA S A Firazyr 30 mg A 1R
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ERAMERITIEAEH OB TH 5,

4. ERERAIFFIE

4.1 heE - HE

Firazyr I, (Cl =X 7 7 —€ A e ¥ —KR$EJE) A, FEHEO2 U Eo/hRickiT 5
BETEMm A ERE (HAE) ORAMRIEICEISE Sh 5,
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Firazyr |ZEREFEOFEDO FITHEHT 52 &,

HE

JEN

B N ~OHESE ] B (X Firazyr % 1 18] 30 mg 2 TR TH 5,

BEOIZEALIX, 1 BHORELZIRET L2701 BORETREY 5, IRBPA+5THD
D, SRR LG A E, 6 HZICH 9 —ER 5 TN TE 5, 2BBORETHRIR
DAY THLIHEC, IEREELZRBOL5GG1E., 61T 6 FFREZIC3EIEOKRE 2 EfiT %
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x-1 MNREBEHEORE

RE MHE (EAR)

12 kg to 25 kg 10 mg (1.0 ml)
26 kg to 40 kg 15 mg (1.5 ml)
41 kg to 50 kg 20 mg (2.0 ml)
51 kg to 65 kg 25 mg (2.5 ml)
>65 kg 30 mg (3.0 ml)

i RakBR TlX, HAE BE 1 HH7-0 1 B EOFEE XL TR,
AL O IS L TV R W 2D 2 AT )TN E 12 kg Rfi O /N A~O e 51X HESE
TER,

EHE

65 k& 2 5 BE COFMICET 2 ERITIEFE A LR,

BB E Tk, icatibant [ZKT 2 2HBTEENE WV LIAURENTWD, ZaMEIIf L L T\
W (52 THSR),

NI BERE N
T RE R R (2 R

\E'DEEE
E.PH'I-

AR A

EREREIEZ

B PR RE i T SR LT B

\E'DEEE
E.PH'I-

A R A

57k

B FIER T 2 ENREE LU,

HEHR TG EICAEDE TS Y EEAT D,

BV rUIE I BOROHERIZRON D,

IR OV TIXRE T R BRI EEZ ST 2 &,

NiEE S H KRG
T K DT B O 5B OHIENIX. HAE OZ K L 15RICEET 2R A6 T 2 ER O A0

Ehi+ s L 44HESH),

A
ERAEREFC LD TERO b == 7 2R HAICRY . B OB UINESIC LD
ERTHETH B,

2 pe~17 DR ONFEH
EWNHEZFICLIAETERO N —= 0 P22 T -0 A IR . NH#EHIC L ABRERARETH
ZD o
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43 EE

6.1 HEITFH STV D HEALS XTI O\ h st 2 I EUE,

44 ZERVERLEDIE

Mgk IR 1

WEEHRIED H 51T, B L THLETHD LIEMAHWT5E T, EHRICLNDNEE
Pefiax CEHES D2 MERDH D,

Ja I A o R £

JEMCRAE N TR L. 77 V% =0 2 /R TUERIC L - T, ORI T & i it &K T
MWELDEEZOND, 2O, AR MM LR BN L EHOIE D BFHE | Firazyr & 57
HIZhleo UIEEAET S (53 HBMH),

MZEFRE I B2 SRR AL ETHZ EICLDERBIEEZEST IR L OO, 75
7T VR =0 D% IR HEVEH % icatibant 25958 5 BLERAIRTREME DS H D, Z D=8,
B ZA T # HOR R O BT icatibant 2 5T A1 HT-> CITEE®EIT S,

hiEE Bk

2 E TIC Firazyr O 52 %1572 2 E RN WBE OBA ., PRI 5T ERii% T Eii T 5 0,
ERIOFPED FIZEMT DML ENH D,

H OG5 IR I L DR G BITERLELR T TH L ERDFRT 546, BE T
NEFIXEMODE LSS, EREE CEBNEGEE2%5 2 2HRT 5, RADOEE, R
FHIFICNE L R D Z D% OHEIFERMR CREINLIXETHL G2HSH), HFEHLD
NAZEBNT, R CRIEICHT D2 E0HOEEGEIZOWNTOT —HZIER0,

WEIEREAE A R LT B IIMLTERMOB R A% T, BECTEN LG THLZ 0%, EFix T
DBENVLETH D,

F R AEH R
DUV I ABEZYDOF Y T LAEAEIZ I mmol (23mg) RiETHY ., EEMITIZFT FU D
L7V —Thb,

4.5 ZRMHEEERRVZOMOEEER

CYP450 (2B 54 2 K BIEEMMH BER X2 B2 b b S2HEM),

Firazyr &7 > AT v EMESR (ACE) HEAIE Off lITBFIshThRn, 77 V%=
VIR E < 72D WTREMEN & S 72, ACE FREANT HAE BHF ICx L THERTH D,
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SRR O Firazyr 61X B IRICx T2 U A7 & ERIZ XX T ¢ v MR TPHEEINDHEICR
& (EmEHNTERO D DT T 21 R L),

3L b

AT v PO, BHAML T & IXIER CIRE O icatibant 233 W S D, 17 > FOHAR
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b RELH T icatibant 2SHE S AU 0 E 5 AEE] 5 TlE A2 AY, Firazyr #2 5% 929 5129,
wmiE, &E% 2RI LW L2 HEET 5,

G HE

7w RO X% T icatibant & KB G L7 RE, AEJEae B IS BN 4 Uz, Icatibant 13,
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WL T HRBRICEBNT, 6 ML 1C30mg &30, 3 HZ LIS, AstomEELEZEZ A,
Blew b, EEEATER LT U RE RO GnRH RIBSAFEARLVE REIL, XR—=AT A 5
DEFRINCEIRD B D BT 20> T, I B W TR 7 1 7 2 7 a U e s R B
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% AR IR,
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Do
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BERIT AW T R O R FRER Cld, BERAE T35 73 Firazyr 30 mg & ¢ F# 5 L C. HAE BIEA G
999 & 1R LT, ERAEEH D, EHEHHR 129 (5] & O HAE 835 236 f5lZ, Firazyr 30 mg %
BHELTWD,

i R38R C icatibant 2 T 5 &% 1 - R E OIFIE R B, EHEEALLUS SR U (B REHI
WLOMERR. KR, T O RE. ALBE, IBVRAZFTRLE T 5), O LD RN IE ISR E N S P
BT, —#METHY . BRI ALR LICHE LT,
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it 32 Blo/NE HAE S8 (2~ 117 0/NE 8 Bl R TN 12~ 17 i O F 4] 24 1) 23, ERREABR
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31 ADBENEEER G22I, 1408E (FFEH) 132 EO HAE EEOTZOIZEE 2 BO
BE &2,

Firazyr (3AEH7 0 0.4 mgkg ODHET, mRAKHE30mg £ TH FHEE I,

Icatibant & [ F#¢5- S L7/ NEEE DL < T ALEE, IR, WHEUE. KR OER &L O 25/
D PRI E ORI SOGRFRD T, ZHDIFRENOFEETHY | A THE S
ITWD UGS E —E LT\,

24 D/NREREE THE L Z2W SN ESEALEOS 38D HALT2 A3, 6 R LINIZ B RITIHR LT,
IO DORISIE, AL, IR, HBVE N OBUETH -7z,

B RFRBRIC BN T, AR LE O TEIRMICH BB biZBlE s e n o 7o,

¢ D EIEH O R

S IR

55 3 FH L RGABR 1T 3 1T D A~ O R E G- T, — P DFL icatibant HFLA R A £ ALITFE
bz, ETOREITBWCTAEMZHERF U7e, Firazyr 585855 1 #1723, Firazyr # 5-5i & O
HA%1Z, Pl icatibant FLEREG M Z R Lz, ZOBEEZ S » AlICblo GEMAE L= & 2
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5. DR DOIEARITNT IS U icatibant HUIRFEME Th o 72, Firazyr [ICWBUESST 7 1 7 F &
— S DHREIL 7R,

BIVERH D%V DA

= 38 5 O BOE IR FE AR R ICEER ORWEHRET L Z LITEETH L, Zhizky, BEELD
RET 4w hEVRTDONT VARG E =LY 7 TE D, EFREEE IRV ICEE
TOKEEORE AT LIV BHEHORWEZRETHZ LR RODOND,

49 BERE

B G ITR T D BRE IV,

TEFEHERF1Z 3.2 mg/kg @& Z#IRNIR G L7cL 25 (BIRHEOK 8 f5), —mMDORLHE, £
DPE. AL UTARIME 2 4 Ule, BRI ANITLE R Do T,

5. BEFHFE
5.1 AT
N HE - F oo MR A RA, Bt EEEA ; ATC =2— K : BO6AC02,

VE T

HAE (EYAAEMRER) X, Cl—- =27 7 —F A v b E¥ —DORE UIEEREEIC L » T4k
U %, HAE BEICIE, BARIERBBUC FEREH 2 R1-T 7 7 VX = OMEEMA b5,
HAE 13, FXOE. RE R OTELE DR T2 RIS RO KR EL L THEN D, BIET
WH. 2~5 B,

Icatibant X, 77 V% =228 (B2) SHMICKT A BRI HEASHFEHISETH S, Icatibant
EBRT BT F RTHY, 770X ERBEDTWDD, X T EMRERT X S
DEAFT D, HAE TiL, 77 VX = VBENE W Z & B ERRAERFIE I F B e E 2 F 7= LT
W5,

) I EH R

it FE o R BRIk icatibant 0.8 mg/kg % 4 REELL BT T 5 L7 ;3 HIZhHh72 - T
1.5 mg/kg/day 1% 0.15 mg/kg/day BRGLIEZ A, TV U REORME, mAE LR
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P TH D Z &R,

BRI 35T DA & 2k
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TR XY AW 38 I LT T 7R 29 FlOWT AN ITEERIZEIV T2, & D% D HAE 3§

TEIZ. FEE Mk albn T L7-, MeEEMAE VETREOMER N & 5 BE 121X, icatibant & FEE M
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BP0 B O R 0N D 70 B, #6-4 12, FAST-3 OFZhEDORER %277,

2B ORBRITIWN T, icatibant BEEFE OIERARFIBH 46 £ TORFHE T IAE (Z4ZFH 2.0, 2.5
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B o Tz, Icatibant DF5ENREN . BIREV e BIMEFHTHE B IZ L > TESIT b,
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55 3 PRI ERBR TOEREICE LT, RICHEREG, Aft 237 floBHEITH L. &
% HAE #&{E 1,278 ££IZ icatibant 30 mg % 1,386 [El#% 5- L7z, A 15 Bl E TO Firazyr % 5%
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#&-3 FAST-1 XU FAST-2 DFEMMEDHER

Firazyr Xt b 7 % %% L EE XU Firazyr xt 7' 7 £ AT L 2 oo RERIREAER - AP DRE R

FAST-2 FAST-1

Icatibant b7 E;‘ ¥ Icatibant 77 R
ITT £ O # Bk ITT £ - O #E 5
. 36 38 o 27 29
NR—RT A N—ZF A
VAS. (tom) 63.7 61.5 VAS (mm) 69.3 67.7
N—RAT A NR—RF A
N 4B E T -41.6 -14.6 Mo 4 ET -44.8 -23.5
DAL, DEAL
SKIF D= A 2= _
(95% CI. p fif) -27.8(-39.4,-16.2) p<0.001 (95% CI. p fif) -23.3(-37.1,-9.4) p=0.002
N—=RAT A N—2F A
M 12 B E -54.0 -30.3 M5 12 B E -54.2 -42.4
TOZEAL TOEl
HKIF D = A D2 _
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2.0
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Fx-4 FAST-3DEIEDIER
HNMEDRER « FAST-3 ; Hd B 7 = — X —1ITT £ H

A fiffi 2 H LG Firazyr 77 R p il
(n=43) (n=45)

TR IE B

EREHAE E TORE — A VAS (RFfE) W oefE S AfE 2.0 19.8 <0.001
Z O o FEAHIE H

FEJERSER AT TORE (KFHE) e AfiE 1.5 18.5 <0.001
Fe 5% 2 BRI R OBA VAS 227 o&E4k RISS) -19.74 -7.49 <0.001
2 R e R OB ERE RN E AR X 2 7 0 %Ak RIS S) -0.53 -0.22 <0.001
?EH%EF'EEH%ﬁ@‘(é%ﬁa&l%ﬁﬂiawﬁ%ﬁé\ﬁbkx a7 D o 0.44 019 <0.001
EYESEENAS NN & = el ST )] i 8.0 36.0 0.012
;ﬁ%i%gﬂm%“ JERD G LB 5 E TR g 0.8 35 <0.001
TR AR ERT LA (2 HS < . RRAEIR S ER 1A % S 08 14 <0.001

TORR] (FERE)

B O 3 A IR ERREUR T, HAE R IEDMRIICBLILIZ G5t 66 B0 B 2 167 L7z,
FEAE, R Y E AR £ TORFMICEI L. HAE BIEXMEIHLAMI BN 2 B LI L Tuve,

/AR

ARt 2 BIOBF LR E LICIHFER. HFEMER, BHEFERR (HGT-FIR-086) % % L7z,
REFITVREL 1E (KEHZD 0.4mgke, K 30mg £ T) icatibant 5 L, KEE
DBFNZ DN TIRAK 6 7 H 0B FRA % FEhia L 7=,

11 FIOEFITEFENRICTH Y | 21 floBFITEEH UIEENZEOWTANTH T,

B OMEREAT SR 13  HAE 28 1EIC %t L T icatibant (2 K D169 & 52 1) 72 5 22 41 CRAER T 11 6,
BERMEEY%Z 116]) Thol,

BENMEO EEFAE B (X, {GBRE Y ERSHE L E AR A 27 &2 O CHE L 72 e REE
(TOSR) DFBLE TORfH & LTz,

JERFRFNE CTOREMIZ, JEROGEICE LR (1 BEREAL) & 20%FR%E L E% LT,
BB 2RI DIERFEME S5 £ TORRE O fJEIE 1.0 R (95%E 48X, 1.0~
1.1 KEfi]) Thotz, BHHZ 1IFRL O 2 BT, 22 1EE DK 50% % T 90%IZ 30 THE
WARFD DR BLRZRD BTz,

PR ARS8 DIER DA 5 £ TOR O RAE (4 TORERPRE SUFTH R LT i
WIOWE S FE CTORR) 13 1.1 BEf (95%(E X, 1.0~2.0 Bf]) TH o7z,

5.2 EYEEEMN
Icatibant DM BENRE L, M AL OVEF 1T U CRRAIRMN B8 5082 T8¢ 5-% 53k L 7= 7Bk CAg A
SN TW5, HAE & ICET 5 icatibant M ENRERME X, EH A LB L TV 5,

W
T #EZ X % icatibant DI NA T T XA TEY T 41X 97% T D, e B RER R IX
1309 ThH 5,
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b,

In vitro #BR T, icatibant |ZTFLARHHRREE TR NT, EEF 7 v — LA P450 (CYP) 71V
#A L (CYP1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 KN 3A4) Z[HFHEHT. CYPIA2
LON3A4 8 LN 2 ENHERINTWD

Bk
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%%¥M%M%2%%?&@&%@%%ﬁbkmm%%k%ﬁbfmﬁwmm%%@%f\
icatibant DIRFIZZE IO SN -T2,

AL/ NROW T DOF—Z %N =R 21— 9 PKET Y 7 Tld.icatibant D27 V7 5
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bole, 7y FaERAWERBTIL, NOAEL IZHIERETH 7223, ZORBROPTHITVWTh
%, icatibant £ 57 v MIROTAEANZEEXITHIINC AR THH Z 2R LTWND, &
ALIEEOHEDZ v MZh, RITIERZZE D, BIBIEKIEL, icatibant & 52 H 135 &t
IR -T2, BIBICBET 2 T R ORI ERIZI & 2Ty,

K~ 2 (G & 80.8 mg/kg/day) M ONT » b (B & 10 mg/kg/day) D JEREICKT 2
icatibant DX 720 T,

7 v MZEIT D icatibant OFJFMEZFEM L 72 2 BT, & N TOBRKHEZHW-H5E5 O
F2MEOIREEZA LD 1 AETH R A RGO RICEEII R o T, ZOREFRI.
icatibant (ZHEJRMEN 72V Z L AR LTV D,

Icatibant % F\ 72 in vitro & OV in vivo TO—#H OIEHERRER T, @ElnmtElT o7,

7 v b (el 25 mg/kg/day) KOVT 3% (B 10 mg/kg/day) O HIHIIR K OGO 3
BT TG L L 2 A, icatibant [ZfEAT X 7202 o 72, Tcatibant 1, 581727 7 % = 4
METHLD, BHEZERET D L WIRVBOFEERSZE D% O T H 2 EMITTE L K&
ET RN D D, O XD RFEIT T DR EIIEIRE I & 2 H AL, icatibant 73 B UL
EHZ R LTT y MIOEELZ 7263130, mAHE (10 mg/kg/day) TIFKRKET A ML A
REEMFHECZ4EL D,

AT > MZBIT 5 2 8L TS HEKSRBRICE W T, KKRMHE L LT 25 mg/kg/day T
oD LRI,

TEGFE IR T, MEMICRALR T v M2 7T HEIZH 72> T 3 mg/kg/day 2 H 5 L
el TAH HBREORE LIAOZEHN 2R D72, B S AU BMEIET RITE 2 pIC /i T -
Too TEMIZARA L TV D T v b RO X OEFMRRIZ, 247z icatibant DB A FRD 7=,
ZOX D MBI RIZ. FF R e B THRE SN TWOIERIC =& L7ZIED, TDOBRDOAEK
2 i Q=SB CVA Y e

Icatibant [%, invitro (hERG F ¥ /L) TH, EFA X UIHHEA XET L (LER—T 7
FREH R E) 202 invivo T, DMeBEOE L ZFHRET . TR OZ/)
72735 7z, Ieatibant [FFFEMOE M 2B S5 2 LN BREOHEHIKET L TRINTVD,
72U, E LS RWEER, SHEMFIC—-BLTROLILD VI D TIHR,

6. BFIFA T
6.1 AMY—E
HAEF R U A

11



1.6 NEICETHERREFCRHT LEH
TAK-667 (/hR)

=
H

EnIEKAH

JKEERE (pH FH%E M)
Kb v VU v (pH FHIEH)
RS H K

6 2 EEDTII—:\
ML,

6.3 BxhHEARE
24

6.4 RELDIE
25CHMZHIETHRE LTI B0,
WHEE LT3 b2,

6.5 Bar-WEHEM
(ZnFdah—RoR)~—WETo®7FI) 70— & 3mL L7 4RV
Y (BT TA) NOEEKR3mL, K TFESE (25G; 16 mm) 1 ABFMHI TN D

LNy 7TV T4 RV I RES I AR AT DL, TV T 4V R Y3 RE
F3IARNY DTN T NB D,

BTDONy 7P A ARHIRS D EIFR S R0,

6 RERVZDMEZIZET R
PERZEAER O T, BICRA 2 RBW AR,

N~ D5

WO R G BIIEEICESL @2HEBMR),

VB 7R EH 30mg 3mL) RKEOHE, MUIRHELZHREGT 27D TiLORMMPMLET
H5

s T HETE— R RO AT IRV T — ey ax s X — T T T —)

- 3mL (H%E) graduated syringe

T T 4N RV P ROET O SIEL 1T EOHDEHICRO S,

Al SO A AR, S HIROF NS HERL L CREET 5 2 &,

SIS & R G TR THADREERFICANTHERET L2 L,

7. BRICHEE

Takeda Pharmaceuticals International AG Ireland Branch
Block 3 Miesian Plaza 50 — 58 Baggot Street Lower
Dublin 2

D02 Y754, Ireland
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1.6 NEICETHERREFCRHT LEH
TAK-667 (/hR)

>

\;‘1

HE

]
AR

IERHEARH

8. R HKREES
EU/1/08/461/001
EU/1/08/461/002

9. ¥EIARZEH HAKIZEEHH
WIEEAZEH 2008 47 A 11 H
EEOWEHH 201343 H 13 B

10. HETH

ARBNOFEMIG HRIT. BINEERLBETOY = 7% A b (http://www.ema.europa.eu) CHIE T2

ZERTE B,
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CSL Behring

*3%k 2019410 H &GET (852200
% 20194F 8 HEkiT

Joougobogougon

H AERHE R it 0 B o

M35 ESYH] GHRREAC-A V7 7 FR—45 —8iH) 8705453
®
BEEMERENS, ”I — N
NHBEESY B3,
JXAYUET—2 3> (RIRME) —60T. 1085—EIIE— AT | 22100AMX00056
. . - HAMIUE, 20094E 3 H
Berinert P |.\.Injection 500 W | 1990% 9 1

HBP RO ZET T30C LU TRRE
* (ERIEARR @ 36 . M OBIBUISMEIZZR
) - BRSO F B L) T 5

FREATHR | 20114E 7 A
rgdm | 20174 3 1
0719 BT615

AFNZ, HEZ e MR ZERE LTRAMLL 72 D TH %o R L 2o 22 ML 2 SRINT 2 BICIE, M2, &AYiE B
ORAZFEMT H L &b, BETRICBE T2 —EDONEL - BRELH L2 E2E_ L, BASEICT T LKz L
TWVARA, & M ZERE LTWAD 2 &2 X B BPYERIRD ) X7 2582 IHRT 25 2 LI TE& R/, BOn
B LI Z 3 ICHET O B BERNROBHICE EHH 2, ((HHEOER] 0oHSH)

[ 2 (ROBEICIFBRELEVNIE) ]
AH OB A5 LB E DB IE D & 2 B

[ 488 - tEiK ]
1. #ER%
W P 1A T WHO5 & W
10mL
v I RIS
it | NCLAZT 2T | g o | BRI ORI 1A 7

= — F—A YT
PR s JeikiiL

VAN 100mg
PRI/ EST: vl WEN, il 30mg
WAL b oA 85mg

AHFNNGEIR L LT HREFRIOMLANR T S Tw 2,
i) [ IEMRM D X R D% 2 J5 ] D% S M.

2. WA DMK
AHFNE, A LREGOBEZRERAITH Y. &
o (A RESHKIOML) 48 TR L 7284
ImLHick FC1-A4 ¥ 7 7 FN— % —50E AL % &
A HMaen LIREBOEHREH & 2 b,
pH : 65~75
FEEL 1 CEREARRICT S

[ #hBER IR )

OB AR M58 P 77 o 2 1

OREEZ HE ) LB Z X 5 B ARVEIAS PR IE o 2k 58 1E o
FEREFNH]

[ BERUVAE )
ARH % WA O B RS KA TR A EM L. R
BT A0 RIEHEHES 20 BERFHEOL &1, BIRIAT
Do
OBEfoEmEMZEDMERE
WHE L, HAZILL,000~1500E B HAL 2 452 55 5o AH
P18, BRI LIS R O FEH AR 5 o,
b BVIE, A5 AYEITIE, 500~1,0000 B HLAL % 58
MPEH-§ %0 F7z20 24812 T HIER DL E A+ 57
GHEIIE, TOREIRIIE TR B LS %,

ORBZHIVEICLZEGHMERFEOSIMRED
FEAE I H

L RN ISR 2 M) JLE T O 6 1 [ LLATI21,000
~ 1500 E B AL 2 #2597 % o

[ FRAEDEE ]
1.IEERES (ROBZICIIEEICRETEIE)

(DB - RmEEmoBHE (v b7V R £ )L ZB19
DGR TR E T ECTE RV, BY LY
A3, BB AW ANZES BELETERY
BT EdH D]

IEANERE - IEMHIREO/EE [& bV Ry
A IWABIIDE AR TR EZ BETE RV, &
e 2358021, o BImME R $I L0855 5]

2. EERERNEE

[BE~DHM]

ARFN DD 72 > TR DEFRI BT D RHF D L

PPk e & BT, RAIOBIEITE URYYE DR % Bk

T EHLODRENERHEL LN T WD, % FE
ELTWBZEITHET 2 ERGYEEIFEDO Y A 7 258 4s

CHER T A2 N TE LW EZBFITTLTHIL,

WREHLLIBDL T &,

(LARKI O JFEAE & 722 5 M5O W TiE, HBsHUR. #t

HCVHLR, PTHIV-1PUAK K CPTHIV-28UR 258 ¢ H
AT EERERL TS, 5612, 7—)v L7z kBRI
FEzonwTid, HIV, HBV. HCVEUTHAVIZDOWT
IR (NAT) 2%, #e LzmEs A
HOBIEAE L TV B A5 YFENATOM R L
TOIALIWADPRAL TWBUEEED IS 5o
T2, B RSV AERY AV ABIIZOWT HNATIZ X
LA ) == T RERL, B LML HWT
Wb,
ZFOBHOBETHTH H60T. 1005 [ HCR N 2L #
FEOF /7740 b—Yavid, HIVEZL®DET S
BHE A VAR - AL R Z AT 5T L AHERE
ENTWVED, HGICBL TR, ROBICHSEE
THIE,
MAE WA OO E TR TIZ, & ML KRY
A NVABIOED Y 4 WV A % BN - B35 2
EARWEETH L7200, AFORGIZE Y Z0EG0
TR BEETELRVOT, B5HBOKEZ 412
Bl sr2 L,



B FE CICARFOFZGICL Y ERM 70l Y 7 o)L
F-¥Y 379 (vCID) MR L 72 & oEIE R\,
Lo, BETRICBWTEY 7 F v 21K
WLIRS LEOHMEDNH L LoD, HiHHZRvCIDED
ZIEDO Y A7 2RI 3HRETELVDOT, &5
BAIZ B EANOBAZ 541, HR LoOLENE2
towEto L5352 &,

BMF% T 4 NV A5 DKYIE D a2 2 &I B ETE
HZWVWOT, BIgE 5. FEEXD bz
BE @Y R EE1T) 2 L,

(R L 225A BEoltiEhicClA 7o F
R—=F =T HA VY —DREREEICHE
TEBZRVWOT, BgE 54T T &,

(5/R 3 2 119 WLE I X 2 B A P2 o 2 P 56 1%
OFEN#Z B E LTARZHE T L8546, WLiE
RO ER S BHEOIREZHEICBETLL LD
W2y BRI 2 ) e shis s & b X9 IRl & 2
TBLTE,

. EIfER

ARPE A VR o 2VERER R E T R L LZENT

DFRRBRIZB T, BE5H 7B, KH & ORE

MEPsEbN2EIEH RO SN otz T A

ANEKNT 2 L BN HERREERT RO

Moot B, EAVTIBEGED 2 BIHGE ShTw b,

(K FHHE)

ARVE M VE R O 2VERER A T R L L2 Rk

OB I B W T, 7780 2 BIICALT (GPT).

ALPD EH 45 2. AST (GOT). »-GTP®D LH. #F

FRERINZ 5 1 IR HRS S 7z, (AR T )

(WEXLZEER

2avy. TFI74 73X —BEARAH)--Tav s, T
FI74TF T —BHOEONLEBENEDH LD
T, B2 0T, IR, IE A, I
JEACTT ., #IAL. ZERRE. WL R B, SR, 9
T, FLENED SNIGEIIZED 28
Hadik L, @i alEz17o 2L, B,
T F T 4T % v =k VR O 5
LFEBEDRERZ IR T 720, B8 E 012479
NP

(2)Z D ORIMER

YA
BRUE |5, BB RS
BEEE | EABROS

4. SRENDERE

— IS CIRAEBRESME T L TWwA DT, B
DIREZBIE L L HEICKG T L,

ER. ER. RIBFANOKRE

I TR L C W A REME O B 5 I A, EE L
DA EBYEZ B S EHM SN DA R
59228, URRPOESICHET 2 REMIEML L T
W, RFIDELIZL Y b oL KRY A LV ABIID K
PO BETE RV, B LG ITERIEA
OFEE (FEE. BWKE, BT 25562 2 gk
WH 5]

JNREADES

AR E IR, B ld, FLE ZESGNRISH S 5
RAEVEIIHEL L TW v,

ERALEDEE

AL

(DIEMRRFICE LWL OO 5N 5 b D35 L e
Z&,

(2)fthA) & DIREEGHIRET B Z DT Lo

BARKNIERILI B IR 52 L,

(A)—FR2 A L7250, MEHEROBZENED LD
THHALRVWZ &,

8. TOMDEE

I B W T, BAMEET O DIESVEF T o it To
Capillary Leak Syndrome (BRI JsHERRE) =7
B XA BT 2 720 A F 285 L& B 0w T,
W IMMIEZ B L 72 & OHEDRH b, GRIFEIH
9 HiE)

[ 4@ |7

EARTEIM A VEPIEEE AR 2 55 L2 & & ol
e EFERF R, APk, DR, EAREUT oL
BYTHE WEAT—%),

18 A (6 B1) | 187LL L (1961)
Bt (B kg) | PR | 162+49 152+33
i e L P BE B ERER (hr) 0.6(0.1-2.0) 1.0(0.3-320)
LR (hr) 329(73-705) | 39.1(194-904)
— i ()
I (%)™ 98.2(69.2—-106.8) | 74.8(57.2—195.9)
S (% /EBRHAL k) 22(17-26) 20(15-5.1)
1) PR EA I B LR R
W2) BGHOCL-A 7 7 F =5 =D IR IE LMo LA

[ ERARELHE 1"
FZPEMEEPEIRIE B 0 9 b A5 & JoE L 72 8% 3
91121,000~2 500 B HLAL % B2 5 L 72 B PRARBRIC 51 T
SHERI L BB TH - 72

[ =xpsesg |°

Cl A>T 7 FR—%—DEH

Cl-A Y77 FR=%—135TEI05kDaDFEE 1T, Hfi
REC 1 r e ONC 1 sOAth, i e i - $Ri% O 45 XTTald 1
BXTal . 79 AIVROH Y 7 LA 2k LCRIESE
MaHT 5, Cl A7 7 FR=F =%, 1&F10EN
ORI OIEEME L HEREZRR TS LI2X 5T,
ZoOiEEHET 5,

[ BIRVEDEFE ]

AN R B ICHELT H 2 e b, K2 H
HAT5 L-%aid, B mt oEs). £ oRGEE
o(ay M) BGIIRTT LH, 85 I03NT &
2T BFEORNA, EREFELLEL. A2 5P % L
ED20EMRIFTH T Lo

(a2 %]
S00FEBSHLAL 1 284 7V
(HRESHAK 10mLx 1254 7)b, S H i N EHRA)

[ ==t ]

1) WMEM= A : 39 & H3E, 24(10), 2041, 1987

2) fHHEF i Ewm AFto#EA, 42(1), 124, 1990

3) Martinez-Saguer, I, et al. : Transfusion, 50(2),
354, 2010

4) Agostoni, A, et al. : J. Allergy Clin. Immunol., 114
(3), S51, 2004

5) Cicardi, M,, et al. : Springer Semin. Immun., 27(3),
286, 2005

6) Davis III, A.E., et al. : Mol. Immunol., 45(16),
4057, 2008
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1.8 RHAXE ()
TAK-667 (/hR)

&

AEGIEKASH

1.8 FRAXE (F)

1.8.1 ZAXE (B)

A CE () 2RAICEM L




gogoobogodgogogd

BAREERNEES

SOONK 4F XX HEET (55 LML, PRI OV RS : M2 2022 457 H 4 A1) BT
BEEMEMEZE (HAR) JRIER BIRNT 7 VX = UB2Z AR T 1 v —

Bk 2~25CCRIET 5 2 & A hFNY FEFERIER T
FXHEARS 18 » A = o3 N 30 S0 N85

T4 5 VIILETEIOMgU) Vo

FIRAZYR subcutaneous injection 30mg syringes

FREIR S - LS ARG ARES 23000AMX00825
) B -ESEOLFEIC LV ERT Sk i) 2018 4F 11 A
2. R (ROBHICITB/ELBNIE) * 8. 1.1 HOEGOBEMIZOWTIE, BRI OZ Y2 HEIHRE L,

KB DRI LIBBE D & 5 B

3. #ARK - tEIR

3.1 #ARk

FE4 747 VNVETFE3mg v Y

Bk | 12Uy (3.0mL)

A B F 3 NEEEEE 34. 14mg (A HF R R ELT
30. 00mg)

WAl WAk b U oL 22 35mg, AKEE(ET RV A 1 92mg,
JKHERR 3. 96mg

3.2 WAEDHK

fRoe4 7 4T VT 30mg Y Y
baili HHE (L7 0V Rv ) oY)
[N I~ PRI DR

pH 5.2~5. 8

REEL | /91 (HRARERRICHT 5

4. HEEXITHR
HEEEDEEZEOSMERE

« 6. AERUVAE
BE . RANZIEA TR R E LT LA 30mg & R TFEST S,
EE ., 2 EO/NRIZIIEEIZSE U TA B F R MELTLE10
~30mg & fZ TS 5.
TN ARA23 7235 6 SUTIER DSBS L7254 1%, 6 R LL EofElE
EFBWCRIARZBMNELG TN TES, 12720, 24 Kl H 7
DOEEREIL3RIETE TS, [7., 14. 1.4 ]

« 1. AERUVAZICEEY IR
2 EO/NRICHT D 1 bz OAFORER/RIT, TRESE
W5z &, [6.. 14.1.4 8]
2 A LRSS 2 5 5B

LA h5&E CGRiKE)
12~25kg 10mg (1. 0mL)
26~40kg 15mg (1. 5mL)
41~50kg 20mg (2. OmL)
51~65kg 25mg (2. 5mL)
66kg UL E 30mg (3. 0mL)

) REIBVNERL T A2 TG A LB L T 5,

8. EELERNEE
8.1 HEEEIZHE L TIX, LFTORICHEETHZ &,

=}

o

©

=)

TR BRBE IR LM LoD b, REBEAT K D RN & ik
DOWTHREUIT OREEDEIE L. BEUTL OREEDTERIC
BHETED L 2R L LT EMOFEIFED b & TEMET S
Tl FEol A%, AFNCKDEWER EDN L HE0, O
H OGN NEEZRBLE 7R D RIREMEN B 2581, BEHICA O
Gamiks, EMOERT CEBEICBSE TS 42 SEERAEEZT
PRp

8.1.2 ¥V v YOREIRBEFH B OWTHRE AT 5 LRIFC, M

FHOV) VBT DRGERMIET O &

* 8.1.3 AHKID B b0 A ATRe &I S 7o I LT,

(PR PEIE DO RAEDMEEIC R L2 6, ARORE 21T 7
%, EHICEHFEEREICZZT 2 X5 BEXTZORER ICHET 2
Nl

9. KEDERZEHTABHICHTHIE
9.1 BHHE - BEEFOHLHBE

A AMEOEMERERUTFIREREDEE
FEMREET T 7 7 V% =0 B2 ZARBIEFERIZ L 0| DISHEIK
T &L B 3 A U B RTREMER B B,

1.2 BEFEREBCARLRNOEE
T T TX = OBRIMHRGEER 2550 5 AREENR H D,

.5 TR
BT SRR LTV 2 FTRENED & 2 eEi i, TR EOF RN G
Baik% BE 2 S SN A GAICORLET 52 L, BEER (T

v b, X)) T, ARABECHE, FREIETCELOW - BIE
CHO B, HERBIESZRD bk Y,

.6 2283
B LB MR ORARBEOR M A BRE L, SO L+
ILERETT 5 2 &, U B F N NERRRE 2 W -8k (7 >
k) T EHEEO I F~OBIT AR SN TS 2,

T INR

LV RHARER, FrER, LR 2 BRI ExIZ L L
FERARBR XM L Ty, [17.1.3, 17. 1.4 BR]

.2 GFET o MTA BTN M EER G LRI, TR
SYBERAE R OREHENEN . A BTN bl U7l & 2Rl L7c 9k
$ 5. OHECHERNE RO EERTRD RTINS Y,

9.8 E#E

BHEORIELZ TICBE L AN LEEICEST5 2L, Sihas
(65 LA E) TIx, FEmmnBE (18~455m%) LIk L CAKIOA

By MR RN 5 WREES B B, [16. 6.2 BR]

=)



1. ElERA
WOEWERNRH bOID Z ENRHDHDT, BlEs+mIiTVv, B
DR LA G 2Pk 5 72 SR EEZIT O 2 L,
1.1 EXGEMEA
.11 EERBHE BEERH)
TFT7 4 TxR—EORERIGBIENH LoD ENH D,
11.2 Z Ot EIER

10%2A 1= 10%A T AN
Pe GO | ESRBALRE (N
i, i, B, AL
BE, AVRAR TR I
L OV, VI &0
APRFE, 2 5 PR, E
B, CARREG, BU)
(96. 7%)
id[ ] B, fLBE, = | CARRE
2 FEE
Z DA L, ZEED
EJANE-EUiNE
B FTURT
IF—¥ LR

14, BRALOZFE

14.1 EFIEHEEROEER

14.1.1 &5, NEWMEZ BRI L VERT 2 2 &, AAN, Ea~
REEEROWR CTh 5, B XIIEARRD bNHGATX, #H
L7gnZ &,

14.1.2 s+ 5 2L,

14.1.3 AANZ 1 EHEHORATHY | BEHA LRV &

* 14.1. 4 FAEREPLERGEIE BEME ) O RBaxs 252
WTITH Z & &L, FRRiCeWE ki BRI 228, 7L
T AN RV U VOBRIRIL, EO%OEGIE RS T FEES
L2k, [6., 7. 20]

() X7 200X v v 7E2#WMIERE, L7 4V RV Y~
VNZaRry BEREET D, 217 F ORKHUNZFERIZ B AT
XY UUERAET D,

2 V74NV RV POTIT oy —% ML, BiEMNETY
VI BT IR A BT D,

(3) BEMEI VL VEERVINL, BEME VY U DICHNE %
BT 5,

15. ZOthoFE

15.2 JEEGEREAERICE D < B3R
7w RO XA B F /N b ad AR TS LERBRICB VT,
KN ORISR O ZEME, FF DB, T A AT 0 VREOIKT,
IR/ NEUL, IO, BN AR W OIKT 3B IRtk i
HBROBMAL, TEEMHEIRO BT, TNHOFTRIZ, A B F A
A1 H3EL E 2 BKER TR LizA X THEGRO HiLRro
- 3)
16. EMEhRE
16.1 meERE

* 16.1.1 BEEKS

(BERRREA)
BERERR A (12 ) (ZAH 30mg 2 H[HIFZ TG Lz & & DA O MM
TR EEHER B OB BNE T A — & & LU TFIRT Y,

EMENRE T A —H

cmax tmax A([ingOi’ tl/Z CL/F VZ/F
(ng/mL) (h) h/nL) (h) (mL/min) (L)
1,190 [g gg 2,320 1.77 220 33.3
+261 1 .03]’ +403 +0. 36 +31.5 +6.77

T R, t,, R DM, SR fiE]

14004 _
1300 ]
1200 4
11007
10009
=
£ 900
=]
S 500
;ﬁ‘ 700
- 600 ]
2
N 500
R 4001
~
300
200
1007
0]
— T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
Be b5 (h)
AHN O MR EHER CEEAE AR R )
U

H AN/ INR OB ASH & (R X oy B B CHLUE R FHG- L
o, BEMAEYIEETVER WY I 2 —va UITES
< BRENHE R T A —Z LI TFITRT Y,

RN T A — 4

) o Coax AUCq
(i R (ng/mL) (ng-h/mL)
12~25kg 10mg 778 [476, 1270] 1236 [818, 1876]
26~40kg 15mg 776 [471, 1217] 1385 [925, 2010]
41~50kg 20mg 856 [543, 1287] 1632 [1117, 2372]
51~65kg 25mg 873 [557, 1448] 1734 [1169, 2590]
65kg 30mg 907 [594, 1385] 1841 [1274, 2635]

FHgfiE (5%, 95%)

16.1.2 RE®RSE

BERERR A (21 B) (ZAH 30mg & 6 HERIAINGE T 3 [ R F#e5- L
Tl EDEMPEANRTA—ZITUTO LB THY | o7&
HIERS bgno7© GMNEAT —4),

KRR NT A — 4

wE | o t ?ggi éiZf t, | L | Ve
I8 i
|l | @) | R ) (Gl/min)| )
0.75
LA 957 [0. 50 2,001 2,073 1.16 259 26.0
+342 1 AOOJY +568 +584 +0.19 +69. 3 +8.72
L7 | o5l | 2,12 B 1.06 B -
2[AH +295 [0. 50, +522 +0.13




1.00]

992 0.51 2,046 1.07

3[EA +945 [0. 50, - — —

+ +
0.81] +530 +0.13

I AR S, TP [, BeRMf]. — o REAEH

16.2 IRUL
AHl 30mg K T FeGHE DMK NA AT A T Y T 41F, 9%
THotz? HEAT—H),

16.3 %
In vitroFBRIZE W T, AAFlo b MSEX X7 fEEHRIT 4% TH
S 8)0

16.4 X3
KHNL, _TF RORRERIC Lo TR Eh2eEZ2bNn5 Y,

16.5 ittt
AFIOFARN G4 R E UTRPICHEIE S L D85 138
/O 106K T 7= 10 BEATFT—4),

16.6 FEDEREHT HESE

16.6.1 FFEREREZSEF(CH 1T 2ANENE
JFHERSE (Child-Pugh 5~12) %A 7 HH#ERE K OVFHERERE 5 %
HLTOWARWERE T A BF 3 b 0. 15mg/kg/ B % 3 H BHEHE A
TR L7 & S OBRBEEICERIIRO ONRh-72 12 (SMEANT —
),

16.6.2 KA R UVEHOEZE
AFN B LR (TG LTe & & | S AUC, B OV C, W B
B LB U, R 26%8I0 LT, ARIE ElE (65~82 %) i G:
Lz & &, AUC, K TF Gy, [Tl (18~645%) LHML, The
UK 9% TR 36% M L 7= 1 (HEAT—%), [9.8 BH]]

16.7 EMHEEERA
In vitroiBRIZEB W T, AAFNX, EEF S 7 a—AP450 74 VW
A 2 (CYPIA2, 2A6, 2B6, 208, 2C9, 2C19, 2D6, 2E1 K TN3A4) %
FRAEE-3°. CYP1A2 RN 3A4 ZFFE Loz W,

17. BRERALIE

17.1 BHERUVRLMICET 538

17.1.1 B EIMMERKRHAR (BA)
18 ik LA E BB 8 PRI BB % X SRICARA 30mg & 2 FH 5L
727" 7 AR IR 2 (b Z B E AR TREM FLGRIBR I Z 5\ T MRER
FHIELISL O TTT £ [RRG - IEEOFAE] IS8T 2 BF D VAS A =
TAZHAS SERFEFNE TORER (TOSR) K OVERERZ A <~ &
L7z Kaplan-Meier 71 v MILLFOEEY THY, 7ZERITH
T D ARHNOFIEDPRGE S i 1519,

WESETEIELAS O TTT 45 [F2f& - IO FEIE] 1281 5 HBF D VAS
A3 TNZHEEDS ERFRFI E CORER  (TOSR)

AHIRE PR N i

(43 i) (45 i)
TOSR D defilf [95%CT] (F§f) | 2.0 [1.5, 3.0] 19.8 [6.1, 26.3]
p ™ <0. 001

1) Peto—Peto Wilcoxon f/E, HEKYEMM 5%

* 1

SRR 2 R L TV EBEEIS

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 95 100
BG4 IR (h)

at risk#:A# 43 10 5 5 4 2 2 2 2 1 1 0 0 0 0 0 0O 0 0 0
77FkAR 45 30 25 25 22 18 16 13 9 7 5 4 2 2 2 2 2 2 1 0

WERSEVEIELIAN O ITT 450 [F2Rg - BEESo0F1E] 2R D& D
JERFEFN % A X2 N & L7z Kaplan-Meier 7’1 & b

TEHHEAT B % B < RIVEF O F BUFE™ 1% 10. 9% (5/46 #i)) T, 3=
ZRRIVE R XEESR 4. 3% (2/46 i) Toh-o7= 519,
TESTEBALE IS DO FEFRSERET 13 100% (46/46 Bil) T, /e b DITAIBE
(85 15. 2% (7/46 f51) . HE5ERE 69. 6% (32/46 1) . &% 13. 0% (6/46
B)) THotz 1919,
) CEEMRIICEES L S

17.1.2 ENEMMEERFRRER (BRA)
18 Jk LA L D XRARYE M MV AR FR A 2 R G AA 30mg & FZ T HE5- L
72 EMRIERH IR IZ R W T, BHE O VAS 22 71283 < TOSR @
ROl [9S%EHEXRT] (8 %) 1%, 1.75BERY [1.00, 2.50] TH-
7= 17 18)O
TEFEN G 2 BR < RWERIZERD btz 1119,
TSSO DR BUERE L 87. 5% (7/8 ) T, /e DOIFALBE
87.5%(7/8 f5) . MEMR 87. 5% (7/8 i) KUY 50. 0% (4/8 #) T

ST 17,18)O

*17.1.3 BHEMBERRAER (M)

2 i LA b 18 BT OB AR M L IR R A kBRI ARA 0. dmg/kg
TG LR ERIER RIS W T Bk A 27 & &
Rl DRI H-5 < TOSR dHdefil [95%(EHEX] (22 #i) 1%, 1.0
B (1.0, 1.1] Thotz 9,

TSROSO 2 B < BIWER OFBUEEE 1L 3. 1% (1/3241) T, BN
R R O ST LBl Cdh o7z 9,

BSOS OFEBUEEE (WIRIHEGRE) 13 90. 6% (29/32 #4) T,
Fre b OIFALBE 84. 4% (27/32 45) J OVERR 68.8% (22/32 ) T
57290 [9.7.1 ]

14 ERNEIABRRRER (MR)

2 AL 18 A 230 12kg LA LD RARPE M AF MR IR B 2 kFR1
AF 2 AREX SR THS (R KM 30mg (12~25kg : 10mg, 26~
40kg : 15mg, 41~50kg : 20mg, 51~65kg : 25mg. 65kg A& : 30mg) )
L 7= BRI EERBR I I T R A 27 & VW T2 AT ORI 2
F£-3< TOSR %, AWM (14) ROEFRMEEMEZ Q4F) o
BETENZN L 0B KE 0. 9 BEH] TH o 72 2,
TEHHEAT G % B < RWEIERR D Bz o itz 2
TSN SOG DA BUEEE 1T 100% (2/2 1) C. FLBE 2 i, AR 2 B
OBl Tiho72 2, [9.7.1 BK]

~

18. FEghIEmE
18.1 {EA#F
WRPEMEMRE TR, Cl = AT 7 —¥ A e & — (CI-INH) ©



RIBPBREIE FIC LV 75 VX = ORENR LR %, 750% =
SNETTUR=02 (B2) B LRSS L. MAETLESCME i
OTLEEFIE R L, MEREERRIET L B2 6N TS, K
Fi B2 S BRI kT 2 BN B A HIEPEE Ch 5,

18.2 ZEIE{EF

18.2.1 75X o2 A KERER
Invitro\ZBWT, A BF 30 b0 B2 ZRMEHEME (Ki=2nM) 13,
TI7UF=v1 Bl) ZHEECHT 28 Ki=1.2uM) @ 600
fETHol=,

18.2.2 Mm&&EMHINH /ER
AFNOENRNEGAZ L 0 CI-INH KR~ 7 ARV CIitE L 72
BT S 2,

18.2.3 75X vIcxd 2BEHER
AAOHIRNBZGIZ LY, 7T VF= v ARG LI ERER AL
BWTEO LN, MFEERT, &R & OSSR E <
725 GNEAT—4),

19. B ICET 2EBIEFEMIME
—M4 o A BTN NEEEEYE (Tcatibant Acetate) [JAN]
b4
D-Arginyl-L-arginyl-L-prolyl-(#)-4-hydroxy-L-prolylglycyl-3
—(thiophen—2-yl)-L-alanyl-L-seryl-
(R-[(1, 2,3, 4-tetrahydroisoquinolin—3-yl) carbonyl]- (25, 3as,
7aS) —[ (hexahydroindolin—2-yl) carbonyl]-L-arginine triacetate
S5 T3 1 CagygN;005S = 3C,H,0,
Sy ¥ : 1, 484. 68

{bF G
NH;
HN" SNH OH
J aH
[ o
. N ) . :o [
HN_[‘_ "yl . LaH I H N / 'L [o
2 \ - h N BN COH
T A WYY X oo™
° ) P H 3H,C—COH
Y * 3P0
s Hel /.
HN___NH p HO

NH,

PR Ao RTH D,

21, RAPBEH

211 BERGL Y 2 7 BRI EZ R ED b, @UICERT D Z L,

21. 2 EEMEME PR IE O AMEFRMEIC OV T, EN TOMRBRIEF 230
THROENTWD Z &b, WiERGES%, —EROREFIIRD T —X
MER SN D TOMIL, BREF]Z R Gl AR E 2 FEhid 2
ZEiTky, FRAEREBEEOT RIEREHIET D L L bIT, KAlD
REVER OENEICET 27 — & & BHNCIE L, ARHFIO 5 ERE A
W ERIEB AR LD &,

22. A%
3.0mLX1 ) ¥

23. EEXHK

1) A B F 3 b OIEERRFEMERBRAGEO (2018 429 A 21 HA&GE, CTD
2.6.6.6)

2) A A F 3 b OIEEGRIEDERERERARED (2018 42 9 H 21 B,

CTD 2.6.4.6)
3) A I F N b OFEEREMERRAEO (2018 429 A 21 A&, CTD
2.6.6.3)
4) A B F N b O T FRBEGEO (2018 429 A 21 AR, CTD
2.7.6.11)
5) A A F 3 b DI EREGER A (2022 - X H X H7KF.CTD 2. 7. 2. 3)
6) A W F /N> b OUFSAEE TABRERAED (2018 42 9 H 21 HA&GE, CTD
2.7.6.10)
) A T F S8 S OWESE 1AHRBRAAES (2018 42 9 A 21 HA&GE, CTD
2.7.6.1)
8) A 1 F /3 b DIFEGIR I RERER D (2018 4F 9 H 21 HA&RR.
CTD 2.6.4.4)
9) A B T3 b OIEEGIRIE BN RERERAE® (2018 4F 9 H 21 A&,
CTD 2.6.4.5)
10) A AF /3 F OWEIE T FHRBRAGED (2018 429 A 21 A&,
CTD 2.7.6.2)
11) A BF S S OWVE 1 HHRERGEG (2018 429 A 21 H &G,
CTD 2.7.6.3)
12) A 3 F 30~ OUEFNE M a FHFRER G (2018 429 A 21 HIKGR, CTD
2.7.6.8)
13) A AF /8 b OERRSEBEERAARE (2018 42 9 H 21 HA&GE, CTD
2.7.2.2)
14) A A F S N ORI TRERBRAGHED (2018 4F 9 A 21 H7&
2. CTD 2.6.4.7)
15) William R. Lumry, et al. Ann Allergy Asthma Immunol.
2011;Vol. 107:529-537
16) A AF 2~ OISR BRAAED (2018 429 A 21 AKX,
CTD 2.7.6.16)
17) iR, fl. 7 LIL¥—. 2018;67(2) 1139-147.
18) A A F 2 b OENENAHRERAMD (2018 459 A 21 A7,
CTD 2.7.6.20)
19) A A F /82 S OWFHEH MAHRER AT (2022 4 X H X H#&FR, CTD
2.7.6.3)
20) A HF 32 b OENE IR SO (2022 45 X A X HA&GE, CTD
2.7.6.2)
21) A AF N S OIEERRILBERER AR (2018 4F 9 A 21 H&ZR. CTD
2.6.2.2)
22) E.D. Han Lee, et al. Immunology Letters. 2003;Vol. 89:155-160.

23) A TN S OWEINE 1 AHRBRAE® (2018 429 A 21 H &G,
CTD 2.7.6.5)

24, XHFERERVBEVEDEE
RIS TERASE < T OMHHR=E
T103-8668 HURABH X HAKGART —TH 1% 1 %5
7Y —%A ¥/ 0120-566-587
ZAHRER] 9:00~17:30 (LHABLA - ¥ARIER ZBR<)

26, BIEIRFEEES
26.1 BERSET
V=R SN 5 SR
T540-8645 KPP RXEBHTINT H 1 & 1 %5

(=2}



1.8 HAXE (%) AEGIEKASH

TAK-667 (/hR)

&

1.8.2 $hEE - IR () RUZTDETERRL
74T VN TIE30mg VU Y ORMIGE (2020 4 10 HHET (B 470 ) Ol
FEIZEED < BGETHHIRAE TIREDOFLHAN AR 2 HET L2200,

1.8.2.1 e - IR (F)
A TF N FEERREE (LU, AAD) O 2@ Eo/NETOMEE - R () 2L TFoLE
VEE LT,

A S MR O Ak s E

1.8.2.2 &k - MR DEEEIRM

BAAYEMEMEFE (HAE) (X, RO 2 22502 T C & RWVIFIEREA M K32 &
ZEER R & T 2 W B REEERIER TH D, HAE X, Cl mAT 7 —EAf X
— (CI-INH) #{s1DERIZL S CI-INH {EHEO K IHEER TINS5, ZoXxE
BERFICEY, BV 7 LA UBEHIEL, 7T V= OBBIFEA R VAR EREZEL
o 7I7VF=UNETTIVHR=B2 (B2) AKRENLTERNEZR L, BRIREDOT 7Y
F = UM T O TUHE i PR K OV O IURE & Bl & 23 2 & T, HAE O
IRFEIR DR & 72 5,

AENL, 770X = EHULIEEEZ AT LT AXTF RTHY . I DR R
72 B2 RGN TH D, HAE ORMERIEE RO ERIENIE, B 7 b A —F = FRD
WHI KO T T T F = OpEA ST ARER OIRE Th 2, B2 A KETHEEL Wiz T Z
UX = UAEHOBREIL. HAE ORFRIER I 2 IR CTH V. HAE BFIZH T 2 M
RO BMERIEOIRICAKN ZFAT 5 2 L OFmBIRIL L 725, AF% 30mg AT 5 R
FChd 1747 INEFiE30mg > )P 1k, RAD HAE BHE 5T 2Rk s L
2018 4F 9 HIZHBLEIRFE AR Z UG L T 2,

— 7. AAFIO/NRBRFE TIX, 2 mbh b 18 Rl /N HAE S 1Tk 5 Hik - HEDBE
mzame <, | s @l =6
S oFReEE 2 TEBLEAARNNRBEZ R LEENE 3 HIESRRR
(TAK-667-3001) DOFRBREREIZMN A, SMNE AR ANEE 255 & U2 A e 3 H8 bhisoof REaAER
(HGT-FIR-054) K OVNREE ZxtGe & Lo 3 FHFEE R (HGT-FIR-086) W TNZ
AARNRAN GBS 25 & LEWNE 3 HIEEMmE (SHP-FIR-301) ORERHRE 2 sMET 2
ZEICE VR Lz, BARNNEBEICB T 2 LREMEICONTIE, BARNNEBE Z55 L
L7 EWNE 3 FIIEEMABR (TAK-667-3001) K OMME N/NEEE % 5f 4 & L7oygsh e 3 M9k
BB (HGT-FIR-086) DiRBRAKE & AV CEEfE L 7=,

ZORER, 2L b 18 AR O H AR N/INE HAE B3T3 2 RKFNOF NGRSO i,
ZRMEICREIR A DR o T,

LEX Y, 2hae - 20 % [EEELEEFEOSMERIE ERE LT,

KRENOZNEE « BhF OB & 7o 2 5RO E & LLFICR Lz,

TAK-667-3001 3Bk ClL, 2 BIOPERE 3G 4 BIOFRIEIC K L CARFIN G S, HoE
PG B T d 2 RABEIREE TORHE TR GO FIERDO 2 a7 Rng i b B b7
B2l hoBEEERA T (FHE) NIRBRER GA1 L T 20%L, EotkEE R L




1.8 RHAXE () RAEGRIXHASH
TAK-667 (/hR)

&

TR O pLE TORR) 1, EAEYIRT 1 F1T 1.0 B, EEYEEME 15T 0.9 KT
BHotz, 1HI2 20 HKEO3 BIEOREICH L TAFINEE S0, BIEERERE TO
REfEE WS 1O TH D |1 B H OFREORER & RERIC  AOMERRD 57 (2.7.3.2.1),
Fiz, BEMEICHEIZAONT, ARG Ch -7 (2.74.2.1) .

HGT-FIR-086 ik Cld, AZMHRHEE B TH 2 BIEERIEN £ TORM URBRIEE 5205
FIERD A AT PNTNHEAT H 2 &< »OBEGERA Y (FHE) NiaER 5
Al & BT 20%LL LDk EZ R Lo i I ORE L E TOREM) O F g (95%CD 1% 1.0 FEfH
([1.0, L1]FFRD) ToH O . B 6 ORFEEREMPRO bz (2.7322) . £, X4k
RIS, BEEETRFCTH-7 (2.74.2.1)

HGT-FIR-054 Bk Cld, A2 ERHITE B CTd 2 B IEEREM £ TORE (4 VAS 227
DIRBRIER H-R170 5 50%LL AR L72RAER) o F Rl (95%C I1XAAIHE T 2.0 FEf ([1.5, 3.0]
KefE]) . 77 B AREET 19.8 IFfH ([6.1,263]K¢fH]) TH V. 77 B ARREL K L TAAIRETH
BT (p<0.001) , AAIZRERSG L 5 EH £ TOREICEW T, BIEEREME
TORFHE O RAEIL 1.9 K] ~2.1 FE O CTH Y | 1 [BIH OFER & RERIC, AR ERE D
bl (2.7.3.23) o 7o, BAMICHEZAON T, AEHIIRITCTH -7z, (2.7.4.2.1) .

HGT-FIR-301 B Tl A2 MEFME B T b 5 BIEEREM £ TORR (A VAS 227
PIRBRIEPE BRI D 50%LL EAR T L7fREE) O HfE (95%CD 1 1.75 B¢ ([1.00, 2.50]FF
f) ) THY ., BSOS ORMEERBEMARD iz (2.7.324) . iz, ZEMEICHIEITA
bhd, BRMEIRHFTH-7=, (274.2.1) .




1.8 RHAXE () EnIEKAH

TAK-667 (/hR)

=
H

183 & - AE (B) RUZTDOETERR
T4 T UNETE3 Mg VU Y ORMCE (2020 4 10 AET B4k ) oFiEE
TN HE D < BETHRRE TREOFEHNAE D OE TS % TR TR L, ZHAICE L CERM
Aol L7z,

1.8.3.1 A& - AE (%)

AFND 2wl Eo/NRTCORE - HE () ZUTOLEBYEE LT,

BE . RAZIEA B F N RN E LTI IE30mg %52 FEHT 5,
HHE L 2L EO/NRITIIREISS U TA A F N b E LT 1[E 10~30mg & % FiEST 5,
R DA A5 &%ﬁx&f%ﬁﬁﬁbt Alx. 6 REHLL Lok Z B\ TR A &4 BNk
HFHZENRTED, 2L, 4B OEEREBITIRIETET S,

1.8.3.2 i - AEDETEIRN
1.8.3.2.1 Ak

(1) 1EHE=YDREICHT E5EREIZDONT

2018 4= 9 A ICEWN THRGR SN ARFI o LR OH &I @, lRACiZA B F R e L
T1E30mg 2% FTHERT 5, ESR 07056 XITERDS R L2GE1E. 6 REEILLE
DOFEZBNT 1R 30mg ZEMNEGTH5ZENTES, 12720, 24 Kl H 720 O8GRI
E3EIETET D, | THDH, KA 30 mg DHEEIF FHEGIZ X 20 RF R 3K 6 Fef] &
HESNTEY, 6 MO T3 EHZE Lzt X ICEBERALNT, 2B oM
BIIH B2 noToTzd, 1 EOFME (FIEHK 5% 48 IFEILAN OFEAERESR) (2% LT 6 KFfH]
DR TOREEZAREL LTz,

TAK-667-3001 iXBR C & [FfRIC, D7e< &b 6 FELL EOMEE H 1T, 1 BIORIEIZR LT
WIEE G250 TR 3B E TOERGZAREE LTV 22y, 1 [EIORIMEICH L TARKIZEHEK
B# 5 Lo gBRE 1T W e o 7o, SMEARRN B Z x4 & U7 Esh e 3 0 bt FRGRER

(HGT-FIR-054) Tix, AH| D H[E#& G TREREMD +53 TR o T BT, 1 RIOFRIEIT
LTIRR3BIETOREZARELE LTWER, 1ZEAEORETHRIE T 5 TR
Hoto, SMENNEBEZ G L LA S 3 MIEE MR (HGT-FIR-086) #ERTIL, &
FIHEIR THR %, L7 e b 6 K% E THIMERRR L CB Y . ZRMEICHEIZA LN
otz 7ek, EWNTIEM O HRETE CHEIGH TIEH D b O DRGSR
1 BT, 1 EIOFIECK LTAR 30 mg % 2 [BIFEG LR, ZatEIcRBEIEA 63, B8N
B GAZ XV IERABHE R Lz,

PLEEXY | REIOFEGIZE D BIEEREMAHGFESND 2 0D REIOREIRTERIC
BWTH, hEBAFRGE UIER DS FF LoHa1E, 6 FEF UL Lo Z 5 CEin
BHETHZEEL, 24720 ORGREIEIIIFEIETE LT,

(2) BERERV/NRARELY FEAVEREIZDNT

AFNIFEARRF ICFABERBEINO T DICRER G SN HERA TH L Z b, fERE#%
2R H/NRITHT 55 TR, EJZJ\& FIRRIC, ERIEFEICLDREITINA T, EFRHE
FEHEOFEHFEDO TIZ, BEXIM#EE LKL (AckE) bAEL TV,




1.8 HAXE (%) AEGIEKASH

TAK-667 (/hR)

&

ZDl, BAARNNREE 2GR E LZENE 3 HIEERAR (TAK-667-3001) O 577
EiE, [RVERBIE 12 RERE DA TEBR FE M 5% CERAEF#H . UL ERMEFHE OB T o
BREANE L IFREON#EEP G T D, | &L, IBBREYEMAZY L, 85
FORGEE O TEADPF NG EITBEEINHEZIT o729 2T, HRERAN ULZOFEED
NEENERNEEFEOEBR T CREGTL 2L Lz, 72, KE 65kg L FO/NERE
FHCIIHERE N LENC 2D Z s, RERTH Tl Sh Tn o/ hNEH&E 5+
v hERIEOLOEMEHT D TEDT- O, TAK-667-3001 &5k ClXFE/NEHBS > M & Hn
THE LT,

ZORER 2B 4 Fo/NERE Sy NERAWEZ B ARG ER S, AERHER T,
LZEMICEIZR N, ZEMEIIRFThH-o72, k. HOEREGEERE IIHTET 7 —
FTIE, WIFNOFE[ES bMER BOEETE 2L ORANG AL, FIMEME K OV 2
FEIZOWTHRIBR DRI AL o T2, 728, H AT D Periodic Benefit-Risk Evaluation Report
(PBRER)  (FHASHAAZIIRD : 2020 45 7 A 12 H~2021 457 H 11 A, BEiHCBRERE
783,434 N) IZB W TH, HEHFIEDEWIC X 5RWEHSEORBIRIICE T 5 HEIFER L T
W2y (5.3.6-1)

LEEY | REIORERTESR THRA & RIS, EREEFEEICL2E5ITMA T, BRI
HHEOEHFED TIo, BEINEETICL2B8CE 52/ E L, IRM3CE 18, HEE AL
AHER] ICHEEREST L& Lz, o, MNEAREEYy FERWTHERSI LS 2
THEETAHZELAEEE L, IA3CE N4, @A EOEE] [CEERET LI EE L,

1.8.3.22 A=

TAK-667-3001 kB CTlE, &5 B2/ CHICKR SN T A KRERSHIOFARE LR —& L,
INERAES Yy FERWCHERE Lz 2 TAAIZ#E (AC®&S) LR, aoEn
s S, ZRMEICHEIZA LN >, ZORERXSHIOHRIL, HAE ORIELIRFET
HI=ODR/MNENETH S 0.4 mgkg #HeH-8E L L7 HGT-FIR-086 #RERS 5 & OMAE X 4535
DM & THRE L 72RO REERTEEY 8 BT 2 & Lo BRI TR B RERE I 1C L 0 /AT b T2,

F 7o, BHERE O M IR IR A O C S e U 72 REE SR Eh R AT Tk, HEE L7238
WENHE /N T A — & L SREMIZEB T 2 HEDTRE N T A —Z T KREREFEWVIT R 572(2.7.2.3.2,
2.7.233) .

AARNDNREE ST 2 HEOKREHZH T2 . ZREFICKE T 2BEFET —F GEARKRA
BE R OVNRBE . WA ARARANEE 2R E LIZBRRRBROER) 2 BN EE
~HMFFRE T d ¥ L TAK-667-3001 #ER TEREAZDIRRBUGHE L BRI L 7RG o/ 2 &
5 (2.7.33.2.3) . HPA/NETHEANTREICEAR SN TV L HREX SO HREEFR—OH®ET
HRAEREOOND EB X DT,

EHIZ, BARNNEEFITEHRER B OR G & TASZ K TEG Lz & & ORF O IR
MR B, RHEMSEWEREMATE 7 L % H V) 72 Modeling & Simulation O 7 7' 1 —F % H\C
HEE L7 R, AR O BARNNEEE OHEERE RIL, SREN CRERERER R4 507
REEE RESERLRNoT (27234)
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&

AEGIEKASH

PLEX v, RAIOBRGERFEHICEIT 5 HEIXFEBEOERRGICBIT 2R EZEE L.
M2 L EO/NRICIHAREIZISE U TA B F 8 b E LT IE10~30mg % % FiES+ 5, )
ELTE) AT A CREICAR SN TV O BRERSHIOHEZHLZE LTHNWSZ L& LT,
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1.8 RHAXE ()
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184 HRALDIE (F) RUZOFRERNL

T4 T VNETIE3Omg U Y OIRMICE (2020 410 H®ET (B 4R 1 OFriia
TN HE D  BETHRRIE TRFOFEHNAEN D OE TS84 T/ (EfHR) TrRL, BEAICELT
REMRM A FLH Lz, 72ds, Braci B 5D < WETAHRRKE TREO FLHN A 5 & S B L
TERIZOWTIE IR () TRT,
1.8.4.1 %=
18411 2Z ()

ﬁ%(kw%%l@hﬁbau &)

ARHEND Sy WBBUED B 5 BE

1.8.41.2 ZENDHTFRM
FRLE AR 2D < ETHRK TRFOFLHEH N A A LI/,

1842 RERUVHAZEICHAEYT IR

1.8.421 RERUVHAEICHEYT 58 ()

7. BEARUVRASICHET SR

2 Eo/NRICx T 5 1L [Bldhiz ) OARF O EIL, TEEZZBEICTLHZ L, (6., 14.1.4
2]

2l Eo/NRICH T DR

(RE X0 1E) G5 E CGRRE)
12~25kg 10mg (1.0 mL)
26~40 kg 15mg (1.5mL)
41~50kg 20mg (2.0 mL)
51~65kg 25mg (2.5mL)
66 ke UL F 30 mg (3.0 mL)

) REE/ IR TS (2 UG R A LB LE 95,

Z@ZUL@/J\ W%t LT, {ZIKEE /“JIJOD&'“%LE’EH;((‘: LTEETHZENLVEYITHD

ZEMBRE L,

1.843 EELEKRMIE

1.843.1 BEELEKXMIE (F)

8. EELEANIEER

8.1 HOHKGITBRL T, UTFTORICIEETDHZ L,

8.1.1 HOHEGOHEHIZOWTIL, ERAZDZYPEAEEICHRFT L, +o 2854 E
fiL7eDH, RFE G L D ERME & XPUEIZ DWW CTRE UL OLRER 3 BfRE L |
BE I ZOREHE P HEICE G TEXH L 2R L BT, EMOEHEEED L &
TEM+T5Z &, £, BWH%. KA L 2B RO HAC, HOEL Ok
RGeS IRBEE R & 22 B ATREMEN B 25 AT, BEHICHEH G 2 F kS8, EMOE
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1]

AEGIEKASH

BT CHEICBET 2 S A@EE21To 2

8.1.2 ¥V VY OREREFFIECONTHIHREEITH
TORMERMT D &

8.1.3 AK|D A 5 0 23 ATHE & R S 7o B ISR L Cid, BB IE S PR IE 0 5 1E
IMEFEICRBL L7235 A . AROBRG 21T 2%, EOICEREBEICZZT5 & 5B
XTEOREZITHRET D L,

ko
ERIBFIC, BERBEAD VY Uk B

1.8.432 EELEKRHIEDHZ TR

8.1 Hacdk EAEIC A D  YGTHIME TREOFLHA R N AT I8,

8.1.1 /WNRBEDOREE NG T LHEICKIE LIEXE 2B Lz, £, Zhictkn i
i L7,

8.1.2 Fracdk EAHIC IS  WETHBE TREOEEHAN R S A LI,

8.1.3 /NERBFDOREE DK G T HHEITHIG LIS E B LT,

1844 RHEDERZEZAI HEEICHT IR
18441 BRENERERIHLEBICHT HEE (B)
9. RENERZEZAI HBEICHT IR

HEMARTE T TIX7 7 V% = B2 ZFRIEHUEMIC LY . DAEREIR T & 5e il it sk 238
ComREENH %,

T I VxR = ORI IRGEEH 2950 2 AR B D,
9.5 WEhm
B0 X ATATHR LT 2 AIBEME D & B I 1E, TRIR EOARMEN BRI E EE 2 &l S
NOGEICORET L2 L, B (7> b, U¥X) TIL, ERAPECE, HKE
FETCR L OWE - JRIBSET RO R HERIENTRD ST,
9.6 =FLIF
B EOF MR ORALEROFIEMEE BB L, #ILOM S UI P IE 2R+ 5 2 &, *H-
A J F v MEEE Z AW BERE (7 v b)) T BREOLH T ~OBITAHR S
T35,
9.7 INR
9.7.0 EHI AR, BAER, LR XIE 2 R O R 255 & U 7B RBBR T 320 L T
720, _[17.1.3, 17.1.4 BH]

N, A BF N D ERFE UL R U IR O TR R RTFE S RO SR &
hTnsg,
9.8 EHE
BEOWREEZ + 0B LR LEEICEET 2 L, milmBE (65Ul E) Tk,
W B (18~455%) & U CAKIO I MRE &N EINT 5 i aeEr H 5, [16.6.2 ]
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&

18442 BENERZHATHEBICHT A EEDEEIRN
9.1 GPHE - BRSO H 5 BE
9.1.1 e it O3 BB e OV 2 TE B DE O R
HFTRC R D < UGTHRKE TRED LA B N AT e,
9.1.2 7<% B0 M AN O 83
BTRC R LD < UGETHRKE TREO LA B N AT e,

9.5 Ifhq
Brac sl BEAEIZ HE D < ETHRK TRFOTREHANR D O LT L7220,
9.6 .l

BTRCHECEAE I D < BGTHRE TREOFEH A S 2 DAL 20,

9.7 /NRAE

9.7.1 WNREF Z G L LIZENIE 3 HIEE AR (TAK-667-3001 75k & ' SHP-FIR-086
AR T2 EE R e Lcod, RE L, £, TS WSRIEZBERT L,
TEN.C L7,

9.7.2 HSLTHRBRE , BraldiEEmHIC B D < BETHRKE TREO AN E N D AR T80,

9.8 mEifinE
BTRC R LD < WGETHRKE TRED LA B N AT I e,

1.8.4.5 BI{ER

1.8.4.51 B{ERA ()

11. BI¥ERA
ROEWEHDRN S LoD ZLNHDDT, BEL 3TV, BRENRD ONHAITIE
BhHEZRILT 57 CHEUIRAEEZITY Z L,

11.1 EX%GEIER

T 747X —HOEERBBIEN S LD BB D,
11.2 0D EIER

10%LL _E 10% A i BB
e VA SIS (P H
M, AR, ALBE, Fn
LT, FEE,. Lo
B, VRRE, R, AP
T OEERL, TEIE. U AR
2. BV (96.7%)
B JE BB, RLBE, £ ) FEIE U ARRZ
Z O, B, FEEDF L, I
T BB K7W AT S
A =

1.8.4.5.2 EIYE A DR EIRHL
11.1 ERZREIEH
HEZOMNGZRE, FitslEBEIC S < WETHRK TRFOFLEHANE N B E T2,
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&

AEGIEKASH

11.2 Z oAt gIEH]

Bracdli BRSSO S WETHBE TREOFEHMAN A D, 20204 10 HIcE FksT& LT T
MIFRZ | ZBRE LTz, = Ofth, fe#i#im s LCoBEE2EE Lz, AARNNRBEZ S L
L7-ENE 3 MIEEMRRAR (LLF, TAK-667-3001 iABR) TAKIZ &G SN - wBr#E 132
BICTH Y, BEAROENIOFE 3 MEEKRERICK T 2B E GG 121 il & bbbz &
25, TAK-667-3001 sABRIZGFEH T, TAK-667-3001 3Bk T O RIVERH O R BRI Z2 it L
Too EOREFR, TAK-667-3001 HERCTHAOLNIZEHWEHD 5 B, H-ITBRTRE FLIIR
WEHI LT, E AAEANERBEE A RS E L2 ANE 3 EIEE R (HGT-FIR-086)
IZOWTHRERICHRET L. BB T _REFLRE 0 S LT,

1846 BALEDIE

18461 BHLEDIE ()

14 @RALDFE

14.1 ZHIRERHOIE

14.1.1 HRNz, NEYZ BRICE D #ERT 252 L, AFNIL, BA~KEAEBTHOEK TH
Do BYSOIEANRRDONDGET. FHLRN &

14.1.2 MEEBICESN T 2 &,

1413 AANT 1 EEHOR-AITHY , BEH LRV &,

14.1.4 AEFAE NSV ERPAIE,. BEMNEZ SV VR axs7 ZEHWTITH 2L, T
RIS VWMERRK R 2RI 228, L7 4V FY U U PORKIE, ZOH%ORK
Bl TEOIcERET 5 &, (6., 7.5H]

(1) a7 ZOWEEDF vy v 72 RVERE, 7V 7 4V EV Y Ul axy Z & [EE
T5, ax 7 ZORGHINCFEBEIC BEMN XV VU EFEET 5,

2 FVIZANBRLI PO TT7 Ty —% ML, BEMEY I BRI G
BRI 5,

3) HEMEILIV A PEZRVHAL, HEMEU CICHEFHEZRY HT 5,

1.8.4.6.2 BRALDIEDRTEIRHL

14.1 A 5RO FER

14.1.1 HRCHEEFEIC D < ETHRKE TRFO LA SR B EFIL /R0,

14.1.2 FEHIE R ZBRE . Fracd B D < dGTHBKE TREOSTCHANE N G ETILR 0,

14.1.3 s EREIC D < WETHRKE TRFO LA R B EFIL/R 0,

14.1.4 AEFEICHND BEMNE Y ORGP ax s ZOfEH, WONTFRIROBEFEIZ DT
LA L7z,
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\;‘1

1.8.4.7 TDHODZE
1.84.71 ZDMHDEE ()
15. ZDHDFEE

Ty MRS RZA AT AN MR ETHREG LEERBRICBW T, R EORINIROZE
i, WFEOWY., T A MAT e ARECIKT., SO/, SAROEME, BISLIR W
DIET . BEINREORA, ABROBMAL, FEERIRD b, b DOFTRIE, A
AF N b1 H3EL @2 EIRERTRE LA XTITRD b kol

1.8.4.7.2 TDHMDFEDZTERAL
15.2 FERGRFBRIZEE D < 1HH
FRe s BEEIC K S  WGETHIEE TRFOREHANE N L EFT L2 0,
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1.9 —fREIBFRICR D XE HERSRIEKRASRH
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1.9 — B FRICRAIXE
(1) JAN
SR 28 457 H 14 HAFIRAESKER 0714 52 S XV U T L By @msniz,

(HARA) A J1F /30 MERERE

(I  44) Icatibant Acetate

b54)

[H A4 ]
D-7 VX =/V-L- TV F =/)L-L- 71 U )L-(R)-4-t RuXxT-L-7rlLrs UL
B(FAT 22 AN)-L-T T =Lk U -(R)-[(1,2,34-T b T & KA V%
S U 3-A W) J VR = 1]-(28,3aS,7aS)-[(~F e KA o RU »2-4 W) v
RE=NV]-L-T VX = =R

D-Arginyl-L-arginyl-L-prolyl-(R)-4-hydroxy-L-prolylglycyl-3-(thiophen-2-yl)-L-alany
I-L-seryl-(R)-[(1,2,3,4-tetrahydroisoquinolin-3-yl)carbonyl]-(2S,3aS,7aS)-[ (hexahydroi

ndolin-2-yl)carbonyl]-L-arginine triacetate

(HE1E Q)

H
N_ _COM
o (H H \<
H H « 3H,C—CO,H
H

HN\T//NH

NH

CsoHgoN19013S+3C,H40;

(2) INN
icatibant  [Recommended INN: List33, page138, WHO Drug Information, Vol.7, No.3, 1993 ]
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110 B - BIEZDETEEERHOFEED
Rk 10 4E 3 H 18 HEMREE 268 5 E ML 2 REAEHREES ERNOFE L OB
DI TEIZET &R O—HIZ OV T eV, 1ERR LT,

[(17]
TATUNVETE3Omg VY Y ORE - BIEEOREFAEROE L OEE 1.10-1 1TR
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110 X - BIRFOREEETEHDF LD HKEERSRIERASH
TAK-667 (/MR)
F£1.10-1 BE - BRFOEEEEEHOF LD (BT
{b54 - B4 D-7 VX =V L-7 V¥ =)b-L-7 1 J JL-(R)-4-t Fux-L-7a )7 U o n3(F4+7
= V2 A JV)-L-T T =L U V-(R)-[(1,2,3,4-T b T RuA V¥ ) U 34 )R
=/L]-(28,3a8,7aS)-[(~F P & Ra A > R 24 WA NVAR=)V]-L-T IV F = o = FEfgiE
B4 - A F N MEERIR)
&
|
N SNH oH_
g |
; J
e
W]/ \(u /: /1/N /ZW/N\ JO\\‘_/H COH
H I I\H/J‘ 4 N
l o” \r\.r'< 2 + 3H,C—COH
Hl _NH S \\/ H7LH\T
b / HN\&NH
NH,

Zhie - SR BV E MR IEO SRR
i - & L. A 14’73%/\‘/ FEUT1E30mg &K FHEHRT 2, 2IRB AR+ E6 X

FER DI L2GAIE, 6 FELL EoMBEEIBWT 1 [\ 30mg 8% 53252 LR T
b, 2L, 24%?‘3%t‘9®%€—5@%&i3@i(&@‘6

BB D FRE

MR KO AR - A B F N> FEEERYE
BEhAGy - & | ]H . 7 4 T UNVE FE30mg v Y
(1> VY 3.0mL) H, A FF v NEEEEHE 3414 mg (A 7 F 3 |~ & LT 30.00 mg)
EE:D
i HEES
B e G- 1R WG OB E (mg/kg)
~ TR K HEME © 614~767
HHIRN HEME  30.7~48.3
AN KT HEME - >1227
HIRN HEME - 12.3~19.2
RN (A>T 2—T 3 )) HE 2 >100
A X FIRAN HE : >10
BIRN (A>T 2—Va )  : >60
KiE#ES
iy Eit =2 Eilaca B b e F AL
7% % HITH (mg/kg/ (mg/kg/
() A) A)
7 v b Ay 13 10, 20, 30 | MM - <10 | REHMEOR D, JREHEM, FEHHBAL
DOME - EIEHAL - ik - 7272 - &K
B SHEBE Je ONE T35 14 2 Ji8 1R R AE 11 B RG 2%
ko B - U 2 oREREE B, BB O
BRI - BRI, B A

BOET ., ¥EHE RO - mP‘ﬂi{?ﬁ
AR SR T2, A IROE&E - 55
TR | KEE D /NIE - | m"(ﬁ«ﬁzﬁ”)‘
RO/ - IR EREM - VA e T
— PR HIAE IR I A | e FL R AR o
KEMEAL, SR O & - EREEm,
NIBEIR D Fifi . 1 b Bz oD R TR 53 Wb
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£1.10-1 FXF-BRFOREEFEEHOFTLH (RIT) WS

#E (FiZ) B | #h5 | &5 | R5R | EEER EARFTR
R R (mg/kg/ (mg/kg/
(i) R) H)

7 vk BT 26 3. 10, 30 | MEME - <3 | REINEOREA, EE, MNEA, RE
wm, 747V 7 RED LS PT -
APTT OIEE, AIMERE DB, AST -
ALT - ALP IO E&H-. #B7=AA - 7
NT I VREOKT, b EO LA K
FARAT O - FSHEEDKT, M
LH O T, ERESMEOME - #E
JEMAL - g - ToTE A - RRAMEPE R RS 4 -
1B - R 2t R lIE A O & AR A
JE - FER SR, MR o B - U
VOSERRE VS IFI D BRI - /NFE L
PERE IR, B RS A | IR oD 6 A3k AT
Il O FE RN - HOREFAE R . B HE 3 i
FALAR OB | RS B ORI - BN
R AN SRS 72505, BISZARO & -
RIS | FEFED /INRAY « 7 B 53 AR 8
B OER O R ERRAEN - VA b
0 7 ¢ — VRS NIRRT TR A | ML AR
Kk O HEMEAL, FREL o> TSN - 2 MK
Za O ARSE - RE IR . e
DFERE. B OFERG - KW

q X BT 13 10, 30, KEME - <10 | MEM:, K- WOREE, T4 7Y S U RE
100/60 DL, ALPEMO B HENY 2V
£V NREOD LR, MR E&RD -/
HUE U o SERERYS, RERIR 0O
N0 AR, B B2 O SRS K O IR
AR ZE R, K HE o BB D - RS /s
AU KT IR AN, B E R oo H B
e B NRAL - SRS, RS AR O TR
> BRI A S/ N DN oD R
> PRRRFEEE I, TE - - FLARAE S
D H LR

39 1,3 GE2 | KM 1 & | il - Fo—@ERR - ER, oMo
A) . 10 | O"3 (GE2 | BERD, BT 2 P27 r U REOK
H) TLREROBERRBD - BEOEL N M
MBOHRN LD IEMEENM - 74T 1 &
AR ZENG ., KB RO ERERD - ENE
B FE R - RS- BISZMR O E R -
FEhE . FAROZENE, IV O ERRD -
RSOTFEE IR AN, T O ERRD -

ARSI

i

&IEH BIERZBIR (AMREMBEY 2E5T) 7/8=875%
Fi /B o> FlifH Bl %

AL B

HLBF 7

JE R 7
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110 X - BIRFOEEETEEHDF LD
TAK-667 (/hR)

KEERIEHRARH

[;&hn]

74 FOMEFIE30mg ) VORI RE IR L EMOREE - BESEOREFEL
BIOE L HZF 1.10-2 1T5R7,

#1102 X -BIREZFOREEFEEMDFT LSO GEM)

%4 - B4

[N

ZhiE - 2hiR

A - & WH ., RAICIEA BF A R E LTI A 30mg &K FHEST 5,
WE . 2L EO/NRICIFAREISIS U TA B F N b & LTI E 10~30mg & FiES T
%,

NEDAR+3 72 5A ATIER DS TR L2541, 6 B LR 2B\ CRAEZ BN
BETHENTED, EL, 40 OBRGEEKIIIRIETET S,
(TR« &)

B DR E

(BT a0

HBSY - B

Gk

IR

1. BRANNRBEZx G L LIZENSE 3 IEEMRFAER (TAK-667-3001 35k)

S AL SR LA O RIERIZFR D Hivie o T2,

FEFENL SR IE, 2 BINT BN THROD BNz, 1 N, ISR, 2EH
B G RFIHRLBE KR OBEIR 338D BTz, 3 R A& ERHICITRO b d oz, 1 FlEeIE#
HRFICAEE, BEIR &K OCBUE AR bz,

2. AAEIN/NRBE ZRG L L 3 HHIEEMmRER (HGT-FIR-086 #X5k)

ARG DA ORITER 7 BLE BRRMRAEMBR T 25T)  1/32=3.1%
i /E o> FlHH il %%
mEAL 1
i 1
Bal e 5RO R TS BLE 29/32=90.6%
VESHIRAL R e D FEER il %%
HLBF 27
figE i 22
IR 10
L 10
& DL 7
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S AL G O FE A 1511 %k
FLBE 9
JEE IR
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IR
F & DR
T HFE

W\ AN WA
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E588 HMIEH—F =

o= o . _ - EGES ot o e 42 Em/ - Sl | EBFT—4

FHARES | HBES B4 L 5z e SBEIES - mme | 20 | R

52 REBKRABR—ER

5.2 - ZFRRABR—E R - - -

53 BRRAEREREE

53.1 HYEFRFHBHBES

5311 NAATRASEYT 4 (BA) REHEE

BT [ [ [

5.3.1.2 HEBARBRRUAEYFHRAZENE (BE) HBREBEE

[FZh7 L [

5.3.1.3 Invitro—In vivoDBIE &5t L - HBRRES

[Zh7 L [ [

5314 EYZENRUVBLZMITERTRES

53.1.4-1 A10216M- Validation of a UPLC/MS/MS Method for the Quantitation of st BETE
SHP667 Icatibant and Metabolites Icatibant-M1 and Icatibant-M2 in

Lithium Heparin Human Plasma
5.3.1.4-2 RQFH2 Quantitation of Icatibant, Icatibant-M1, and Icatibant-M2 in st BETE
Human Plasma via HPLC with MS/MS Detection

532 EMEAREZAVE-EDIEEENRABRRESE

5321 MEEOEAAKBRKRES

[Z57%5 L [ [ |

5322 HRHERUEMEEEAABRREE

(247 L [ [

5323 ok FEARRHMERVCHBREE

T L [ |

5.3.3 BEREMHE (PK) REBRHRLEE

5331 BREHERBREICSIIPKRUNBZEHABRRES

o7 L I

5332 BEICEITIPKRUBIESHRBHRES

[BZ47: L [

5.3.3.3 HNAMERZHKE L-PKHABRBEE

B [

5334 SNAMERZ#HE L -PKERBREE

B [ [ [

5335 /REa1L—> 3 PKRABRRES

5.3.3.5-1 TGRD-PMX-  [Population PK and Exposure-Response Analysis of Icatibant 2 BE e
ICATI-2567 in Japanese Pediatric Patients with HAE

534 BRERFEHZF (PD) HERIREE

5341 BEWHBREICHTHPDABRE FPK/PDHERIBES

[zl

5.3.4.2 %%tﬁw@mﬁﬁ&?mwmﬁ%ﬁ%%
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HKEERIXKAR4

o2 R R EE
588 FAEM—F
S o 225 ] e = = = HERETE st Ea 4B Em/ = il | BFT—%
R ERES uﬁﬁ_ﬁ’? B4R =& oy HEREIEISFT ot BEGE P 12
535 AMURVLLUEHBREEE
5.3.5.1 EFET HBIECET HLEBEMBHRBRBEE
5.3.5.1-1 HGT-FIR-054 |A Phase III Randomized Double-blind, Placebo-controlled - 20094-7H  |Australia, Canada, Hungary, Ak - 5% -
Multicenter Study of Icatibant for Subcutaneous Injection in ~20124-7 |Israel, Mexico, Romania, Russia,
Patients with Acute Attacks of Hereditary Angioedema H South Africa, Turkey, Ukraine,
USA
53.52 FEHEHABRMEE
5.3.5.2-1 TAK-667-3001 |A Multicenter, Open-Label, Non-randomized Phase 3 Study to |- 20214F1H  |Japan EWN - FEA |
Assess the Safety, Efficacy and Pharmacokinetics of ~20214F7
Subcutaneous Administration of Icatibant (TAK-667) in H
Japanese Children and Adolescents with Acute Attacks of
Hereditary Angioedema
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