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15 ERXIIHRROEBREUVHKORER
1.5.1 BREXITERDOZEE

7+ v~7 (TAK-743, DX-2930 }x OV SHP643, LA T, AH) X, Fv A =—ANLAHX
—PIEMR CEASND, MED Y 7 LA U EEN LT HBE T w2 e Mk s o
TV GlLE Za—FNHETHL, KEIL, ~UAR, Ty b, I=7APFLEDE FD
TEMERIMAE D U 7 VA o OB ARG Z 58 20 DR RAICEE T 5,

MEH Y 7 LA PRI YETEIE (HAE) O3EMFIEOEBER2IENTHh 5 Z & 1%, HAE
BETHIESNTWD, 7F7~713, BERMLT TR b NEERTEETH L7 LA
U7 LA CHEGET DI el IEERIMEL Y 7 LA v OBAESRIEEERET S, £
DFER, ZF TN~ TIXMIED Y 7 LA AEEEFRHRAICHEET 52 LIckh . Cl A e
4% — (CI-INH) KABIZHEKT 5 HAE BEFICBIT 57 7 VF =V EAZMEH L, HAE B/ED
FEHE K OERD 2> b — W E5T5 2 LRSS,

152 REBDRERVEE

A P IEFRAEDFH IR FIZ DWW THE IR STy, i MEERERIEIC S T
HDMIEY 7 v Ay« F=URPEERERZRZLTNDEZ26NTVD,

WL TlX, HAE ORERBLZMEIT5 2 L2 B E LB PRIIRE (LTP) & LTI
HEHk C1-INH, b7 R a7 o ROGUHRE SRS WD TV 223, 2018 FFEITAH AN KK
KCTHERENTLURE, KERODFHDOTA RTA 2 THEAFNL CILINH & & HICEY T
DOF—BINIEK L L THER I LTV 5[1][2],

EWNTIX, 24 E THAE BFIZHIT 5 MAEMEFERED LTP & L TRR S 7o AT e
MoT=3, 2021 1 AR OmEEL Y 7 v A VLEARITH L Na TV A X v RS HAE &
FHORVEMFNCK L TEFR ST, 4% . HAE BIEMHNIET 5 =—XidEmE-> T b o
EZEZLNDN, —H T, BHMOBKHEBRERICLDE, "u IR 2y FOBKH®E
(150 mg) Z#H5-L7z & D HAE BIEORBUL THRIT, 77 R & I L T 44%~49% DK
TTh O3], BIEMHICH L TR T 4 b URT T 07 7 A NVEAT 5HANL,
B IR DO — 212 W i35 LB 2D,

1.5.3 AFEDERE
1531 @&

AHN OB L OFRER 1AL, WEREFRIMEE., ZEMERBROBE L O e > b Rir
T TS (N7 7 7 a o —ISHEES AR R R) OB & OB 5 1k
DBRFEZHWT] CERR 1345 A 1 BATEIRERT 571 5) ISHESESRE L, £, RE
LIcBRBGIBIC S EGHTENY T — v a Va2 FEE L. 3E LI K OREBTIENZ Y Th
52 & ERR LT, ARBRFIEITRCHE LV Ea 1T BARSRIR 5 O, AR R Ok
ARBRIEICYEIL L 72,

AFNORERRBRIT, TEWIES (A 477 7 v o— s HEE EwER bR ) o
LEMERBRIZOWT) CEAL 1041 A 6 AFEEREFER 6 5) KU UHRIE KL OUHrAl 0 %
EMRBATA KT 40 CERL 945 A 28 AR 422 5) TS Ea L7z, RIRTF
R CIIBEE TG LN TV ARIER R TV TN L BB OHBENTH - 7=, BEX TIcH
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LN TWVDEHIRGFHREBRER LD . ABIOLRIFIRE 2~8°C TOHMIM Z 24 i H L& E L
7=

1.5.3.2 FEERREABR
1.5.3.2.1 EHER

FFTN T, MBEB Y T oA CEENE T OBEB T R NlGE ST Y v
G (IgG) 1xHXEHE / 7 v —F PR (mAb) THY ., F v A =— AL AKX — IR T
EEND, TFTFTAYTIE, ~UA Ty b, A=A FALKRe SOTEERMESL Y 7 v
A ¥ D AR A R DR RAICHET 5,

CI-INH X, mH#EH U 7 LA ARMEDOML, Clr, Cls, 1EMEREE XTI K1 M OVEHERES XIT Al
FREOEIFEIERT T T —B AT H[4], HAE (%, CI-INH Bz TOERIZ L - THI
SHRISNHIEELREMEENTHEETHY, BEOEFHZ 7257, HAE OERKRIERIL,
B, EXGE (MFEEH) | B, RO LA O Tl T & 72O E R MO BT R X
TR PR IE R A & L CRBLT 5 [5][6].

HAE T, CI-INH EHE O XA (17 HAE) XIIHHEAR4E (1175 HAE) 2389 Hi[6].
NIV T vAy - = RORMEBEARARICED, TO/RELTAELLMIELY 7 LA VEED
Hl#E R 42i%, HAE BBE O MEHEZERIELE - T EELREBARPNRE CHL B2 6N
TW5[7],

AV T Ay =R CUIERMAM) X, BEE XOUE T, v h )7 bAoA ROED
FF=/—rr (HMWK) O3 SOUHERE THRIND, TV 7 LA b IED
V7 LAY OERICEDL DA — RiE, HXUK7OESIEEBIC L Bt En D, miED
U7 LA AXHMWKIZE L CIEILRIEM 2B 327 7 V% =2 pEE L, RRFZOIM
WMEnf%=/—7"r (HMWK) ZEAT D, 77 VF=IFNEMd ELo7 7%=
B2 ZAKICHEA L, MEZEMEZ2EHSED 2Lk, MkoEE (ER) 29/ &4
[8].

MAEH cHMWK %, HAE OB ERFEH P ~—F—& LT, HAEB&ZIZBIFLH Y 7 L
A2 s T2 RIEELDO AN A~ —T— LB T ERWME SN TVAH[9], cHMWK (X, IAE
V7 A DOEASRIEEIZEZ D 3 ED HMWK 267 7 U F =0 L [RIRFIZEA S L
%, HAE BF O MEH cHMWK EIZfERE AR EF L TEY, HAEBETIEI Y 7 LA
Voo = URMNEBMERICIEMEE LTS 2 EAUREN TV S[10],

ZF TN~ 7L, AERMEO CI-INH & 3Ee D | EHALmED U 7 v A A K 2B AN
TEMEZ RS ORFRIICHE T 5, 7. kA oEDERE (PK) AL THEH, £olm
RN L OWKITESIHTH D, LEEB->T, 7T T A~T1X, AN ORRN R mEES Y
LA DEADRIEWROIEZNLTCHY 7 LA « =0 ZR0EMLEIHITH Z &I
£ 0. HAE BIEORBLAZ R IHIT 2 2 EBHIfFS L5,

T T~ 7 OBEERIZE LT, invitro TIEKERMEEL Y 7 LA 2, ex vivo Tl
By E OIS E 2 RN L 72 g 2 FH WV C K EZHIE L. in vivo TIZZ7 v &2 AWz
NI = HEREWEREET AV E AR L, 7T A~7 17y b, h=7 ALKk
Ot FoMIED Y 7 LA &) 7 BVRIMO KE (£0Z100.17, 0.069 % T 0.125nM) T
PHSE U7z, BEflFE 215 CALBE L7 I EAE SN D ED U 7 L A UIEHED A
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F~—H—Th% cHMWK OEZHRINT 2V =227 my MEZKY, FFTA~T7%
BELZE b, 7y NEROH =7 A4 P LOMmfErE H 7z ex vivo RERICEBWT, T~ 7
TEMTEEE R LT, 77T A~ T7 Y NI 757 = iR R ET T L CEE A i L
oo 7y NI T = VFRBEREET VICBIT 27 7Y%= O&KENL, 77 VF% = B2
ZBRRIETHETH A4 DF AN S OFEEMIZ LY FEFES N TWD[IL], BT 75 =i
FEVEIEIY HAE OIEERIRE T L TIEAR WA, RET IV TRD LD FHEOBENIX, in vivo T
DIFTTNTIZELLMER Y 7 v A LV OBREEN LT T V% = OFEAS Z K LT
Wh, £72, Ty MEROI =7 AP EHAWE 4BERBIKER T (SC) H5EERBRTIT, 7
FTFN~ T OEBERE LT, BHELESHOMELZH Ny 22X T ay MEIZED
MmeED U 7 LA VPREIZ L D cHMWK FEA O H BIRIFHI 72K T 23580 bivTz,

Ty MO =7 A FLZRHWTe 4 HE SC H&EFEERBRW NI =27 4 Lz Hniz 4
HEEFIRAN V) 5RO 6 » A M SC x5 L 2 IEHAHNE B (PARXFRER,
DS R OWERR) &ML T2 AT, T v b RO =27 A ST FF A~ 7 &K 50 mg/kg
O ETH 1[0 48 SC £ 5 LR BRIZE W T, 7 v FOHFBRMRR T =27 A4 Lo
I K ORI R 26 A UERIEER O S o Tz, YL TiE, 48R RIE SC #5-3BRICH
T, 50 mg/kg BEGHEDORETLIIELDOPRD K ONEIUTEE S RR BIROIEENRO L, b
X7 T T~ TICRHET DA RN S D LT S e, ZOEMITRMTHY | o LEX
INTG A= BIZEAEDRD BT & F D E O 3RS S i i R Tl B2 FEE L 7R
BROERT —FX—=AT A MED 2FEERAELNTH 722 &b AETIE RV &S
Nice D=7 AV NICETH 4B IV XKD 6 » A SC #53ER CTiX, 77l L 720 M E %N
T A—=ZIZHKT HEMIL 50 mg/kg £ TRDO LN -T2,

1.5.3.2.2 EYEIREER

Ty NROB =T AT F TN~ T HHESCEE LIEHEOPK 707 7 A Vid, —
%72 1gG mAb O PK 7'vt 7 7 A )L L AR DR A R L7Z[12], T v P TlERE# 1~4 A,
=0 AP TIEEEH 2~3 BT Cppe \CHEELTZ, WEMITE & b Coae S OVILSE A il R
THEHE (AUC) 1%, FAEOHEIIEE> T L, AT oMKREEHIX. 7 v hT2~4
H, I=7 A4V T6~13 HThHolz, W= APNISCELELIEHEDTFTTNL~TD
NWNAFTT XA TEYT 4134 66% T o7,

7y FTRTZFT A~ T ORERMENRE . FLEEwHUA (ADA) BRI 5F1 4% T
HoTeDIZxt L, Day29 TIL79% Tholz, £, 7T T AT OHENREWIZE ADA O
FEHLENE < FEPURME S mWEI RO bivTe, KB 5% O LR &L, ADA OF
Bl EFHBI U KIEIZHAD Lz, 5 mg/kg # G REOMEZ FRE . Day 21 OIEEE %1 Day 0 (2T
BHFE KD > 72, ADA OFBLENE W & LN ADA N7 7 v~ 7 OURE &I I 5
ZEBLT.6 5 AMEERBR I =27 A PV 2/ U7z (5B FE = B2 (ICH)
A XA S6 (R1) IZHEHL) . T FEITRRY, D=7 AP NVICBITDLTFTT N~ TD
ADA FBLERIIME L TR < . ADA OFEELK OHURMN I BT 72 SR FEITRR D b i o T,
I 1Bl SC &G Z & 6 # HRHAT > 7286 . ADA BUG % Fific | %ﬁbt%%@ﬂ 1% 9%
~14%Th o7, IV 5L SC EEIZH A THRERMENMES . 4 HE O 1V 5% D ADA O
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HERITK 5% THoTe, V=T A PNV TIZADA ZREL7=HAEL T T A~ T OBRERIC
T HHEBITRD LN oT,

=7 A P DT RRER A Fi R O A% O %4 (ePPND) #EBR ClE, 1gGl OZHE) &
—H LT, 7T AT OANTBITHTES . BEWILIENSDTF 7T~ T DI BATIX
$1020% T oz, HEFIZBITETFF A~ T OgEBERELY ., H£% 7. 21 LTV BIZHIE L
7o HAMFIZBT 2BERIT, BEY~RE5 L-HRICHFIL ML, A% 7 BIcEKE
7rotz, HEWSHHAFOBRELIZ1~24 Tholo, =7 AV ILDOHAEFITEIT S ADA
HERIT 1% TH Y, HEW TRD HiL7- ADA BHE (14%) LRRETH-7=, HEF
? ADA [F34#% 7 B &) BRENTRE S i, BEM K O O AL ORIT ADA OB L
THEMERRD D2 &b, BEWN O HAEF~D ADA ORBEBITHNRE I,
BN, 7T T~ 71X 1gGl mAb D PRI NS MA 7 PK 70 7 7 AV ZR LT,
TRbb, 7y NEROI =T AP LTIHKSZ VT T v ARG MAARE CTEWIE R EE &
R, B=T APV TOSCEGREDONAFT XA Z YT 2 I1XRIF (8 66%) ThHholz,
W= AYPNMIBIT DT T TN~ T OHNBATIZED > 72 (0.20%) . B MTRBWTRE
NI UAR—=F =" LT2T T TN~ 7 OEYBEREFHIEYH AR O U 27 3R & & 2
b,

1.5.3.2.3 SRR

TF TN~ T OERLERVER QCBEMET 0 7 7 A VEHER . KEEG RO A
FMHRBRICK VI L2, 7 v b TIiX ADA OREBRNE L, KYREENED L2 &,
ERTy b= AP LOEHEET a7 7 AABELL TN Z D, ERZ L7675 AH
WIS 28WEE LT =2 A YL | ERIRL7-, ICH WA X 2% S6 (RI)
IZREV, BRI EG L o7z, £72. 7 v M TOREREIC K D EYRE RO
ERFADAZEBR L, DARPERBII I Lo T,

Ty MTTZFT TN~ T & 4HM SC#HEE LA, 5 LEkEHETH D 50 mgkg (JE
BEE) CHLRRMIRRFCThHoTz, T, W= AP EAWE 4 EBRO6 » AMKE
BHERBRTT ST N~ 7 K 50 mgkg (HEHME) OMETSC XX IVELSLEGAELH
KHUIXRGCThHolz, 7T TN ~7 % 40 SCHEEG LZT v MIBWTHEFIICA ER
TEMEAGER Sy b a AR 7T ZF U] (APTT) DR CRFRREEIZEE N THROK 18.3%) 2adoH b
Nz, BHETIERWEB 2 b, BEMMISTHECYE %t L7 NIKSREEERE I OIE A RIC
IXMAED Y 7 LA AEER LB TH H720[13], APTT OIERIXMAED U 7 LA U [HEHE O M#E
W72 3BRER L B 2 5N D[14], APTT 7 v A TS Y 7 LA VFERMED 7 4 7V VI
KBREETHDIN, 7y MR =7 A VIO MKEEER/NT A —Z I LTI FTA~T
FEETNICEROD DERE RS e odz, £, B T, HEXUK TS LAY 7 b
A 2 ORBIFFFRNEH AL BL R O B H i & B L TV E B B MR o T
5151, EBIT, mEH U 7 LA AEEDOIR FIZ L D APTT OIER IZH E /e ki & (X BEE#E L
TWARWNZ EREINTWD[14],

TF TN TIEEEE NMRE a7 ) L Th Y | OIEEERE LT DI ANE
DY AT BRI EDLZ L1F7<, FEWVTHOIBERRBRIZEB O THIREAM, Ao ARE X
IFEEMIR A 2R T T — XX 6T, B MIBITF2HBBAMED Y A7 1HEWEE X BRD,
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PERCEA U T MERED T1 = 7 A F v 2 Al T 2 Rl QMR 7 = 7 A L% Hv - ePPND
AERIZBWT, 7T~ 7 OAFRAERREITRO bhenolz,

A SC #5360 1T D IS OFT AT, &G WM TR R L 777
v 7 B H RO W TR A7 IR0 S E M A R i= M 55 O 9 B RO RO 2 TH D |
2B O RIZETE I FIZIE R Lz,

R AZ 22 ROSTERBRIZ I T NG R ORI Z 31T 2 7 F 7 b~ 7 IR R 7 e th,
1L, TR Tl STV A Y Z — 2 b —E T B [16][17][18], 'V Y 7 LA > mRNA KT}
M¥EHY 7 LA EAEIER, b PO (MR, EAGHI R YT EIRO W7 &) T
BEINTWD[T7], MEL Y 7 LA E, BICREERTFE—F 0 THL TV 7 LA 0t
LTHIET DN, L H I 7 LA 3T T T A~ TITHEA LARV[19], ZIVE TORFENS, %
PEARRRALFALERIZ KV ex vivo THEAHSTEMAL S 4, MAEH U 7 LA UNER SIS Z &R
BRI TWAD[18], L7eh-> T, 2D invitro SATHERIZ 7 7 /L~ 7 @ in vivo (T 31T 2 kAL
ZROGMEZ TEFEICRKM T 5 O TIERWNnEZE X b5,

1.5.3.3 ERERERER
ARHFETIL, WS OKGEHGE IS SN RS 2t & Lz ish g 1| FRR
qma%mnﬁ%)\5MJME%%%ﬂ%_Lt@%%nﬁmmﬁama%mnﬁﬁ)\

1275 2h E D HAE BE &2 x5 & L2 3 M —EEMR Y 7 B RS E R Z L il
(DX-2930-03 #kHR) M OF 12 slh 0> HAE & 2%t 5 & L7oigsh e 3 FRIE B Mufikivi i 5ok
(DX-2930-04 FBR) CTARFI DA RMER NLRVEZTG L-, £72. WS 1 HRR
(SHP643-101 #BR) THARAKRIEL 2= 7 ZANEERBRE 25 LTHAANEA
ANOZEMZ iR U, [ENE 3 FHRER (SHP643-302 #ABR) T 12 % LL Lo H A AN HAE (2
BT 2 ARHN O INER V22270 L7z, BARRBROME A LU TIZRT,

1.5.3.3.1 B4 58 1 tBEBR (DX-2930-01 5X5&)
DX-2930-01 #BRIT, fREERR AMERE & P RICARRI D2 e, AR R Oy EhREZ M4 5
%A, Baak. mEAL., —EHEER, Y7 ERxRRBRTH D, WEBREICAAK (0.1, 0.3
1.0 X1E 3.0 mgkg) XX 7 7w REHEIES Uiz, EEWEBRE AR 2 HER G Lz & X,
ARFNZIA ) 72 E ) 7 a0 —F VHUROIEMENE T A —H 2w 2 L 2R LT, £, B
BRI B A R U, BB E ~ O B 5% O NI A &I b 6 T REE TH
Slz, EHIT, AFNTMIED U 7 A 5% B K ORI FACBEE 23+ 25 2 &
NS, AN H A 5O %2 20k BRI E R Lz,

1.5.3.3.2 B4 5 2 tHEBR (DX-2930-02 5X5%)

DX-2930-02 #kBR1%, HAE BEICAH 2 ER THRET 5. & 1b tH, Shise R, EER
b, “EHER, 77 v AR%R, HEERRER TH 5, #RE ICAA (30, 100, 300 X1 400 mg)
T 7T TR %E 14 BRI T2 H#& 5 L=, HAE & ICARA 25 L= &L & 0Epy#he o
A — 2 IR E O R L B L TEY ., b e/ 7 o—F AHRIC IR 2 e 2R L
7o F7o. AANTHEERAFOICIIAES U 7 VA AEEZ IS L2, AAl 300 mg i 400 mg
F 5T LV HAE #BRE O cHMWK I8 B 2 fEFEERE O L~V F TREHFIICAE BIZIRT &
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Bl b, A% (PD) {EMENRINTc, ARAIOEEGIZL Y HAE BIEORBRIIAE
KT L, MR & & HAE BIEORBLMSG] & OFICHBIRGRRH 5 2 & AR S iv7z, HAE #
BRATICAAIIR K 400 mg % 14 HIRIfR T2 G L7 & S OARFMIIRIFTHY | HEHIRE
PEFBlE ST, AHER RO b h 5T,

1.5.3.3.3 B4 5 1 A5 ER (SHP643-101 FE&R)

SHP643-101 #BRIX. H AR ANfRFRAPERE K OV E — B S B fe A=y 7 R A Ak
FERRABERAT1C, REN 2B E LIz & &0 PK, ZaMKORENE, WO PD 25l 52 1
FH, H—figk, FEEMR. e —8SSoxtiliae vz, BHEEGREETH 5, AH) 300 mg
HLE| R T #5105 O EhRE X, B AR AR & O AR CRIECTd o 7o, F 72, AHAI 300 mg
BRI FTRG%OMEED U 7 LA 3G R O cHMWK 1L, B A AEERE & OVE AR <
AR OMEINFEO b, AHEFEGORBLRILIT B ARAEERE & 0 AEBRE CHLELL TF
D, &L LT, RIEMCHKMICEERZTIRALNRPST,

1.5.3.3.4 5 E 3HERZILEER (DX-2930-03 FER)

WESMER 3 A 'R LR (DX-2930-03 3Bk) 1%, HAE I A & OY 11 BB O if 8 MV I 6
PRI 31T D ARHN OF 2k K V22 a5 58 3 M1, Zhisk e, \IEA, “HEM,
T ERMERRTH D, HHRELZ _EHERTT2: 1 OFEG AR GHXILT 7 RS
FEOWT NN EIF T 7=, F7o. RENIEGEICEIUS T 72950 E %2 3 DOk - A& (150 mg
®4L_1E&5dﬁuamgwm“&5ﬁ)mm@@4L:1@&5@$Mmmywws
&5%)Ximm@@z 21 [EBES (ORAI 300 mg q2wks Fe5-8) 1 121 :1: 1 THEIT
7o FEFHEE B X ORTORIKFME B ICHB VT, 26 @ W@&ﬁ%ﬁ# IR ER Y
%%Lt}ME%W%ﬁ$@\K%@éf@&ﬁﬁf\77t$&5ﬁ;w«fﬁ%$%ﬁ
DEFRINCHERIE T 2R L, ORI AA 300 mg q2wks & GHE TR Th - 70, Z DAt
DA NVERFMIE B & OER £ HIRATIC R W C | AKI 300 mg @ 2 312 1 B 5T, o L
AR LT H L TEWVIRRDENRD bz, AKX HAE B# OHBERIH quality of
life (QOL) ZHEICHELZZ LMD b RFOAIMENRES T iz, DX-2930-03 7R
THREINZPK.PD 707 7 A VI Z N E TOBERR CHERASINTZLDOLE —FLTEY,
MiEH Y 7 LA OB ORE L, AT FT A~ TRENGL 2DIEEEL 20, HAE %
TEOFHBEEIIE T Lz, YL ED S FEADMEMAT O RN EICHE DT biviz, AHl% 26
WG Lzl EOFREILRIFTHY . BRI OREBREGE CERVWER R ESR
FROFETITHE SN0 o7, o, RREABRNEGE TE RWAERERICHELUCRLR,
SR TR ERIREME IR iR o7z,

1.5.3.3.5 B4 55 3 MR K i 5 5LBR (DX-2930-04 & BR)

DX-2930-04 B (X, SN 3 FHE AR Z L akBR (DX-2930-03 5BR) ikt ix G5kl & LT
FHE &7, HAE TR R O BRSPS ARH] 300 mg & 2 1T 1A, H&R 924 A (&
K66 ) #5 LI EDEMOFHEROLEMEZFHET 2% 3/, e chbd, A
ZhHPERHIEE B O#E R 1E DX-2930-03 FBRDOFER & —F L TH Y, DX-2930-03 B DA MR
BEREMT DR, T2, AFE RS L & &, HAE BIERBIHENIERH SUT I
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TFAZLRRENT, AFZEHRHG L X0RSMELNRETThH Y BEMENTHERR
7, ADA XTI FHiEo HEIZ. PK, PD, AWMk T2t 7a 7 7 A4 V82 &
E &Moo dz, BLEDD | HAE BFICAKZ EH&K G Uiz & & OARBIOZ 20 OB EN
RENT,

1.5.3.3.6 EINEE 3 #HEiER (SHP643-302 FXER)

SHP 643-302 B (X, H A N HAE B3 % Xt G ARHKI 300 mg & T#H- Lo & & a2k,
LM, PK OVPD 23l 255 3 1, skt EEMm, RIERGHRBRTH L, &5
M A (26 JH]) TIEAHK 300 mg 2 2 BWIZ 1 [BEE L, o%oF5HF B (26 #HH) TiX
[FREIC AR 300 mg & 2312 1 [R5 3508, ar ba—LRNRETH - R 1TAH
300mg # 4 WIZ 1 [AIEGICETTXHZEE LT,

B REFRATIRE AT 12 Bl p 23 B G- 010 A R OB G-I B & I8 T L7z, 12 Bl 4 i,
B 5 HIC 26 FER L Cay br— /L RAF (BRE) Thole 2 b, IRRELERM
DU ES X A BIZ 1 EERG~EL L, 055 1 FliZ HAE IERBUC XV FE 2 3
(21 B G A L,

A PEREAG IR (Day 0~182) IZIEBRET AT 2SR L 72 HAE BIEZHBLL 2o (MR
HAE) HBRE OFIGIIRE 12605 65 6] (41.7%) Tholz, £7z. DX-2930-03 AR CTF
T E & LTV =& 51T (Day 0~182) [ZIRBR BT =R iERE L 72 HAE FBAIED X%
BiEEE, SHP643-302 5 BR TIL 1.173 B/ H (X=X F A4 76 T7.10%IET) THY | st
HAE #8# & [FRRICFVERIB A Uz, E72. ARG (Day 0~364) (23317 5 HAE
HOERBEEIT 1.208 ]/ H (R—=Z T4 U NEO 7397%KT) & &5 2= ORI Ff
BT 52 EBRRO LN, TOMOFHEER TH—H LT HAE BIERBLOMEHIZNR RO 5
nie,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
TAKHZYRO™ safely and effectively. See full prescribing information
for TAKHZYRO™.

TAKHZYRO™ (lanadelumab-flyo) injection, for subcutaneous use.
Initial U.S. Approval: 2018.

——————————————————————————— INDICATIONS AND USAGE
TAKHZYRO is a plasma kallikrein inhibitor (monoclonal antibody) indicated
for prophylaxis to prevent attacks of hereditary angioedema (HAE) in patients
12 years and older. (1)

For subcutaneous use only

e Administer 300 mg every 2 weeks. Dosing every 4 weeks may be
considered in some patients (2.1)

e Patients may self-administer. (2.2)

------------------- DOSAGE FORMS AND STRENGTHS ---nceemmmeemmmmeeemee
Injection: 300 mg/2 mL (150 mg/mL) solution in a single-dose vial. (3)

————————————————————————— CONTRAINDICATIONS
None. (4)

————————————————————————— WARNINGS AND PRECAUTIONS --------onmemmmemeeem
Hypersensitivity reactions have been observed. In case of a severe
hypersensitivity reaction, discontinue TAKHZYRO administration and
institute appropriate treatment. (5.1)

ADVERSE REACTIONS
The most common adverse reactions are injection site reactions, upper
respiratory infections, headache, rash, myalgia, dizziness, and diarrhea. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Dyax Corp.
(a wholly-owned, indirect subsidiary of Shire plc) at 1-800-828-2088 or
FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
No dedicated drug interaction studies have been conducted. (7)

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

Revised: 11/2018
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

TAKHZYRO™ is indicated for prophylaxis to prevent attacks of hereditary angioedema (HAE) in
patients 12 years and older.

2 DOSAGE AND ADMINISTRATION
2.1 Dosage

The recommended starting dose is 300 mg every 2 weeks. A dosing interval of 300 mg every 4 weeks is also
effective and may be considered if the patient is well-controlled (e.g., attack free) for more than 6 months.

2.2 Administration
TAKHZYRO is administered subcutaneously only.

TAKHZYRO is provided as a ready-to-use solution in a single-dose vial that does not require additional
reconstitution or dilution for administration. TAKHZYRO is supplied as a clear to slightly opalescent, colorless
to slightly yellow solution. Do not use the vial if it appears discolored or contains visible particles. Avoid
vigorous agitation of the vial.

TAKHZYRO is intended for self-administration or administration by a caregiver. The patient or caregiver
should be trained by a healthcare professional.

Take the TAKHZYRO vial out of the refrigerator 15 minutes before injecting to allow it to equilibrate to room
temperature.

Using aseptic technique, withdraw the prescribed dose of TAKHZYRO from the vial using an 18-gauge needle.
Change the needle on the syringe to a 27-gauge, /2-inch needle or other needle suitable for subcutaneous
injection. Inject TAKHZYRO subcutaneously into the abdomen, thigh, or upper arm. Patients should inject the
complete dose as prescribed by their physician. In clinical studies, the majority of patients self-administered
TAKHZYRO over 10 to 60 seconds.

TAKHZYRO should be administered within 2 hours of preparing the dosing syringe. After the dosing syringe is
prepared, it can be refrigerated at 36°F to 46°F (2°C to 8°C) and must be used within 8 hours.

Discard any unused portions of drug remaining in the vial and syringe.
For detailed instructions on the preparation and administration of TAKHZYRO see Instructions for Use.
3 DOSAGE FORMS AND STRENGTHS

TAKHZYRO is a sterile, preservative-free, clear to slightly opalescent, colorless to slightly yellow solution in a
single-dose glass vial.

Injection: 300 mg/2 mL (150 mg/mL) solution
4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity Reactions

Hypersensitivity reactions have been observed. In case of a severe hypersensitivity reaction, discontinue
TAKHZYRO administration and institute appropriate treatment.
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6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

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.

The safety of TAKHZYRO is primarily based on a 26-week, randomized, double-blind, parallel-group and
placebo-controlled study (Trial 1) in 125 patients with Type I or I HAE. Eligible patients were also able to
participate in an open-label extension study (Trial 2) up to 130 weeks. In Trial 1, a total of 84 patients with
HAE aged 12 years and older received at least one dose of TAKHZYRO. Overall, 70% of patients were female
and 90% of patients were Caucasian with a mean age of 41 years. The proportion of patients who discontinued
study drug prematurely due to adverse events was 1.2% for TAKHZYRO-treated patients and 4.9% for
placebo-treated patients. No deaths occurred in the trial.

The safety profile of TAKHZYRO was generally similar across all subgroups of patients, including analysis by
age, sex, and geographic region.

Table 1 shows adverse reactions occurring in >10% of patients in any TAKHZYRO treatment group that also
occurred at a higher rate than in the placebo treatment group in Trial 1.

Table 1 Adverse Reactions Observed in >10% of Patients Treated with TAKHZYRO in Trial 1
TAKHZYRO
Placebo
150 mg q4wks 300 mg q4wks 300 mg q2wks Total
Adverse Reaction (N=41)
(N=28) (N=29) (N=27) (N=84)
n (%) n (%) n (%) n (%) n (%)
Injection site reactions® 14 (34) 16 (57) 13 (45) 15 (56) 44 (52)
Upper respiratory infection® 13 (32) 3(11) 931 12 (44) 24 (29)
Headache® 9(22) 3(11) 6 (21) 9 (33) 18 (21)
Rash? 2(5) 2(7) 3 (10) 1(4) 6(7)
Myalgia 0 1(4) 0 3(11) 4(5)
Dizziness 0 1(4) 3 (10) 1 (4) 5(6)
Diarrhea 2(5) 3(11) 0 1 (4) 4(5)

N= number of patients; n =number of patients experiencing the event; g2wks = every 2 weeks; qg4wks = every 4 weeks

*Injection site reactions include: pain, erythema, bruising, hematoma, hemorrhage, pruritus, swelling, induration, paraesthesia, reaction, warmth, edema and rash.
P Includes upper respiratory infection, viral upper respiratory infection
‘Includes headache, tension headache, sinus headache
9Includes rash, rash maculopapular, rash erythematous

Injection site reactions primarily consisted mainly of pain, erythema, and bruising at the injection site. There

was no meaningful difference in injection site reactions with self-administration.

Less Common Adverse Reactions

Other adverse reactions that occurred at a higher incidence in TAKHZYRO-treated patients compared to
placebo include hypersensitivity (1% vs 0%), increased aspartate transaminase (2% vs 0%), and increased
alanine transaminase (2% vs 0%).

Safety data from the ongoing open-label extension study, consisting of 109 rollover patients from Trial 1 and
103 non-rollover HAE patients, is consistent with controlled safety data from Trial 1.

Laboratory Abnormalities
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Transaminase elevations

During the placebo-controlled treatment period in Trial 1, the number of TAKHZYRO-treated patients with
maximum transaminase (ALT or AST) levels >8, >5, or >3 times the upper limit of normal (ULN) was 1
(1.2%), 0 (0%), or 3 (3.6%) respectively, compared to 0 in the placebo-treated patients. These transaminase
elevations were asymptomatic and transient. No patients had elevated total bilirubin >2x ULN. One
TAKHZYRO-treated patient permanently discontinued treatment due to elevated transaminases (4.1x ULN
AST). None of the patients were reported to have serious adverse reactions of elevated transaminases.

6.2 Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity. The detection of antibody formation is
highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of
antibody (including neutralizing antibody) positivity in an assay may be influenced by several factors including
assay methodology, sample handling, timing of sample collection, concomitant medications, and underlying
disease. For these reasons, comparison of the incidence of antibodies to lanadelumab-flyo in the study described
below with the incidence of antibodies in other studies or to other products may be misleading.

In Trial 1, 10 (12%) lanadelumab-flyo-treated and 2 (5%) placebo-treated patients had at least 1 anti-drug
antibody (ADA)-positive sample during the treatment period; antibody titers were low (range: 20 to 1280).
The ADA response observed was transient in 2/10 lanadelumab-flyo and 1/2 placebo-treated patients.
Pre-existing low titer antibodies were observed in 3 lanadelumab-flyo-treated patients and 1 placebo-treated
patient with ADAs. Two patients receiving 150 mg q4wks had low titer antibodies classified as neutralizing.

The development of ADA including neutralizing antibodies against lanadelumab-flyo did not appear to
adversely affect pharmacokinetics (PK), pharmacodynamics (PD), safety or clinical response.

7 DRUG INTERACTIONS

No dedicated drug interaction studies have been conducted [see Clinical Pharmacology (12.3)].
7.1 Drug-Laboratory Test Interactions

Coagulation tests

TAKHZYRO can increase activated partial thromboplastin time (aPTT) due to an interaction of TAKHZYRO
with the aPTT assay. The reagents used in the aPTT laboratory test initiate intrinsic coagulation through the
activation of plasma kallikrein in the contact system. Inhibition of plasma kallikrein by TAKHZYRO can
increase aPTT in this assay. In Trial 1, prolongation of aPTT (>1x ULN) was observed at one or more time
points in 3, 9, and 11 patients treated with TAKHZYRO 150 mg q4 wks, 300 mg g4 wks, and 300 mg q2 wks,
respectively, compared to 5 placebo-treated patients. Only one patient in the 300 mg g2 wks treatment group
experienced transient aPTT prolongation >1.5x ULN which was confounded by ongoing heparin therapy. None
of the increases in aPTT in patients treated with TAKHZYRO were associated with abnormal bleeding adverse
events. There were no differences in INR values between treatment groups.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

There are no available data on TAKHZYRO use in pregnant women to inform any drug associated risks.
Monoclonal antibodies such as lanadelumab-flyo are transported across the placenta during the third trimester
of pregnancy; therefore, potential effects on a fetus are likely to be greater during the third trimester of
pregnancy. An enhanced pre-and postnatal development (ePPND) study conducted in pregnant monkeys at
doses resulting in exposures of up to 33 times the exposure achieved (on an AUC basis) at the maximum
recommended human dose (MRHD) revealed no evidence of harm to the developing fetus.
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The background risk of major birth defects and miscarriage for the indicated population is unknown. 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 the ePPND study, pregnant cynomolgus monkeys were administered lanadelumab-flyo once weekly at
subcutaneous doses resulting in up to 33 times the exposure at the MRHD (on an AUC basis with maternal
subcutaneous doses up to 50 mg/kg/week) from gestation day 20, at the beginning of organogenesis, through to
parturition. There were no lanadelumab-flyo-related effects on maintenance of pregnancy or parturition.
Maternal lanadelumab-flyo treatment had no effects on embryo-fetal development, survival, growth, or
postnatal development of offspring through 3 months of age. Lanadelumab-flyo crossed the placenta in
monkeys. Offspring were exposed to lanadelumab-flyo at approximately 50% of the maternal plasma
concentration out to postnatal day 21 (PND 21). Lanadelumab-flyo concentrations were approximately
equivalent in maternal and offspring plasma at PND 90.

8.2 Lactation

Risk Summary

There are no data on the presence of lanadelumab-flyo in human milk, its effects on the breastfed infant, or its
effects on milk production. Lanadelumab-flyo was detected in the milk of lactating cynomolgus monkeys at
approximately 0.2% of the maternal plasma concentration. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for TAKHZYRO and any potential
adverse effects on the breastfed infant from TAKHZYRO or from the underlying maternal condition.

Data
Animal Data

Available pharmacokinetic data in cynomolgus monkeys have shown excretion of lanadelumab-flyo in milk at
approximately 0.2% of the maternal plasma level.

8.4 Pediatric Use

The safety and efficacy of TAKHZYRO were evaluated in a subgroup of patients (N=10) aged 12 to <18 years
in Trial 1. Results of the subgroup analysis by age were consistent with overall study results /see Adverse
Reactions (6.1), Clinical Pharmacology (12.3) and Clinical Studies (14)]. An additional 13 adolescent patients
aged 12 to <18 years were enrolled in the open-label extension study.

The safety and efficacy of TAKHZYRO in pediatric patients < 12 years of age have not been established.
8.5 Geriatric Use

The safety and efficacy of TAKHZYRO were evaluated in a subgroup of patients (N=5) aged >65 years in
Trial 1. Results of the subgroup analysis by age were consistent with overall study results /see Adverse
Reactions (6.1), Clinical Pharmacology (12.3) and Clinical Studies (14)].

10 OVERDOSAGE
There is no clinical experience with overdosage of TAKHZYRO.
11 DESCRIPTION

Lanadelumab-flyo is non-plasma derived, recombinant, fully human, monoclonal antibody (IgG1/x-light chain)
produced in Chinese Hamster Ovary (CHO) cells. Based on the amino acid sequence, the molecular weight of
the non-glycosylated lanadelumab-flyo is 146 kDa. The calculated molecular mass of the fully reduced light
chain is 23 kDa. The calculated molecular mass of the fully reduced and non-glycosylated heavy chain is

49 kDa.
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TAKHZYRO (lanadelumab-flyo) injection is a sterile, preservative-free, clear to slightly opalescent, colorless
to slightly yellow solution for subcutaneous use.

Each mL of ready-to-use TAKHZYRO solution contains lanadelumab-flyo 150 mg, citric acid monohydrate
(4.1 mg), L-histidine (7.8 mg), polysorbate 80 (0.1 mg), sodium chloride (5.3 mg), sodium phosphate dibasic
dihydrate (5.3 mg), and Water for Injection, USP. The solution has a pH of approximately 6.0 and an osmolality
of approximately 300 mOsm/kg.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Lanadelumab-flyo is a fully human monoclonal antibody (IgG1/x-light chain) that binds plasma kallikrein and
inhibits its proteolytic activity. Plasma kallikrein is a protease that cleaves high-molecular-weight-kininogen
(HMWK) to generate cleaved HMWK (cHMWK) and bradykinin, a potent vasodilator that increases vascular
permeability resulting in swelling and pain associated with HAE. In patients with HAE due to Cl-inhibitor
(C1-INH) deficiency or dysfunction, normal regulation of plasma kallikrein activity is not present, which leads
to uncontrolled increases in plasma kallikrein activity and results in angioedema attacks. Lanadelumab-flyo
decreases plasma kallikrein activity to control excess bradykinin generation in patients with HAE.

12.2 Pharmacodynamics

Concentration-dependent inhibition of plasma kallikrein, measured as reduction of cHMWK levels, was
demonstrated after subcutaneous administration of TAKHZYRO 150 mg g4wks, 300 mg g4wks or 300 mg
g2wks in patients with HAE.

TAKHZYRO did not prolong the QT/QTc interval.
12.3 Pharmacokinetics

Following subcutaneous administration, the pharmacokinetics of lanadelumab-flyo was approximately
dose-proportional in the therapeutic dose range in patients with HAE (Table 2). The pharmacokinetic properties
and exposure (steady state) of lanadelumab-flyo in HAE patients, following subcutaneous administration of

150 mg g4wks, 300 mg g4wks and 300 mg q2wks, are provided in Table 2. Following subcutaneous
administration of TAKHZYRO, peak plasma concentrations are reached within 5 days, and terminal elimination
half-life is ~2 weeks. The anticipated time to reach steady state concentration was approximately 70 days.

At steady-state, the mean accumulation ratio is approximately 1.44, 1.42, and 2.43 for dosing regimen of 150
mg g4wks, 300 mg g4wks and 300 mg q2wks, respectively.

Table 2 Mean (SD) Pharmacokinetic Parameters of Lanadelumab-flyo Following Subcutaneous
Administration (Trial 1)
Lanadelumab-flyo
Pharmacokinetic
Parameters 150 mg q4wks 300 mg q4wks 300 mg q2wks
(N=28) (N=29) (N=27)
CL/F
(L/day) 0.667 (0.162) 0.742 (0.239) 0.809 (0.370)
Ve/F
(L) 14.1 (2.93) 14.9 (4.45) 16.6 (4.79)
AUCuus 233 (56.6 441(137 408 (138
(ng*day/mL) (56.6) (137) (138)
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Table 2 Mean (SD) Pharmacokinetic Parameters of Lanadelumab-flyo Following Subcutaneous
Administration (Trial 1)
Lanadelumab-flyo
Pharmacokinetic
Parameters 150 mg q4wks 300 mg q4wks 300 mg q2wks
(N=28) (N=29) (N=27)
Cmax,ss
’ 12.0 (3.01 23.3(7.94 344 (11.2
o) (3.01) (7.94) (112)
Cmin SS
’ 4.81(1.40 8.77 (2.80 25.4(9.18
o) (1.40) (2.80) 9.18)
tmax
5.17 (1.09 5.17 (1.12 4.11(0.377
) (1.09) (1.12) (0.377)
t12
14.9 (2.00 14.2 (1.89 15.0 (2.48
) (2.00) (1.89) (2.48)
CL/F: apparent clearance; Vc/F: apparent volume of distribution; AUC,,,: area under the curve over the dosing interval at steady-state; Cpax s maximum

concentration at steady-state; Cpinss: minimum concentration at steady state; Tmax: time to maximum concentration; t;; terminal elimination half-life.

Specific Populations

Population pharmacokinetic analyses showed that age, gender and race did not meaningfully influence the
pharmacokinetics of lanadelumab-flyo after correcting for body weight. Body weight was identified as an
important covariate describing the variability of clearance and volume of distribution, resulting in higher
exposure (AUC and Cnax) in lighter patients. However, this difference is not considered to be clinically relevant
and no dose adjustments are recommended for any of these demographics.

Pediatric Population

Based on population pharmacokinetics (PK) analyses, the mean lanadelumab-flyo (=SD) AUCss was 629 (204)
pg*day/mL following SC administration of TAKHZYRO 300 mg every 2 weeks in pediatric patients 12 to less
than 18 years of age. This is approximately 37% higher than the mean AUCs; in adult patients (460 pg*day/mL)
under the same dosing regimen, due to lower body weight in pediatric patients.

Renal Impairment

No dedicated studies have been conducted to evaluate the PK of lanadelumab-flyo in renal impairment patients.
Based on population pharmacokinetic analysis, renal impairment (estimated GFR: 60 to 89 mL/min/1.73m?,
[mild, N=98] and 30 to 59 mL/min/1.73m?, [moderate, N=9]) had no effect on the clearance or volume of
distribution of lanadelumab-flyo.

Concomitant medications

The use of analgesic, antibacterial, antihistamine, anti-inflammatory and anti-rheumatic medications had no
effect on clearance and volume of distribution of lanadelumab-flyo.

For breakthrough HAE attacks, use of rescue medications such as plasma-derived and recombinant C1-INH,
icatibant or ecallantide had no effects on clearance and volume of distribution of lanadelumab-flyo.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Animal studies have not been conducted to evaluate the carcinogenic potential of lanadelumab-flyo. Published
literature supports bradykinin, which is elevated in HAE, as a pro-tumorigenic molecule. However, the
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malignancy risk in humans from an antibody that inhibits plasma kallikrein activity, such as lanadelumab-flyo,
which lowers bradykinin levels, is currently unknown.

Male and female fertility were unaffected based upon no observed adverse histopathological findings in the

reproductive organs from sexually mature cynomolgus monkeys that received lanadelumab-flyo for 13 weeks at
subcutaneous doses up to 50 mg/kg/week (resulting in approximately 22 times the exposure at the MRHD on an

AUC basis).
14 CLINICAL STUDIES
Trial 1 (NCT02586805)

The efficacy of TAKHZYRO for the prevention of angioedema attacks in patients 12 years of age and older
with Type I or Il HAE was demonstrated in a multicenter, randomized, double-blind, placebo-controlled

parallel-group study (Trial 1).

The study included 125 adult and adolescent patients with Type I or I HAE who experienced at least one
investigator-confirmed attack per 4 weeks during the run-in period. Patients were randomized into 1 of 4
parallel treatment arms, stratified by baseline attack rate, in a 3:2:2:2 ratio (placebo, lanadelumab-flyo 150 mg

g4wks, lanadelumab-flyo 300 mg q4wks, or lanadelumab-flyo 300 mg q2wks by subcutaneous injection) for the

26-week treatment period. Patients >18 years of age were required to discontinue other prophylactic HAE
medications prior to entering the study; however, all patients were allowed to use rescue medications for

treatment of breakthrough HAE attacks.

Overall, 90% of patients had Type I HAE. A history of laryngeal angioedema attacks was reported in 65% of
patients and 56% were on prior long-term prophylaxis. During the study run-in period, attack rates

of >3 attacks/month were observed in 52% of patients overall.

All TAKHZYRO treatment arms produced clinically meaningful and statistically significant reductions in the
mean HAE attack rate compared to placebo across all primary and secondary endpoints in the Intent-to-Treat

population (ITT) as shown in Table 3.

Table 3 Results of Primary and Secondary Efficacy Measures-ITT Population

TAKHZYRO
Placeb
Endpoint Statistics acebo 150 mg 300 mg 300 mg
(N=41) q4wks qdwks q2wks
(N=28) (N=29) (N=27)
Number of HAE Attacks from Day 0 to 1822
1.97 0.48 0.53 0.26
LS Mean (95% CI) monthly attack rate®
(1.64,2.36) (0.31, 0.73) (0.36, 0.77) (0.14, 0.46)
% Reduction relative to placebo (95% 76 73 87
CD* (61, 85) (59, 82) (76, 93)
Adjusted p-values? <0.001 <0.001 <0.001
Number of HAE Attacks Requiring Acute Treatment from Day 0 to 182
1.64 0.31 0.42 0.21
LS Mean (95% CI) monthly attack rateP
(1.34, 2.00) (0.18, 0.53) (0.28, 0.65) (0.11, 0.40)
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Table 3 Results of Primary and Secondary Efficacy Measures-ITT Population

TAKHZYRO
Placeb
Endpoint Statistics aceno 150 mg 300 mg 300 mg
(N=41) q4wks q4wks q2wks
(N=28) (N=29) (N=27)
% Reduction relative to placebo (95% 81 74 87
CD* (66, 89) (59, 84) (75, 93)
Adjusted p-values? <0.001 <0.001 <0.001
Number of Moderate or Severe HAE Attacks from Day 0 to 182
1.22 0.36 0.32 0.20
LS Mean (95% CI) monthly attack rate®
(0.97, 1.52) (0.22, 0.58) (0.20, 0.53) (0.11,0.39)
% Reduction relative to placebo (95% 70 73 83
CD* (50, 83) (54, 84) (67, 92)
Adjusted p-values? <0.001 <0.001 <0.001

Cl=confidence interval, SD=standard deviation; LS=least squares.

Note: Results are from a Poisson regression model accounting for over dispersion with fixed effects for treatment group (categorical) and normalized baseline attack

rate (continuous), and the logarithm of time in days each patient was observed during the treatment period as an offset variable in the model.
* Primary efficacy endpoint.

»Model-based treatment period HAE attack rate (attacks/4 weeks).

¢Calculated as the ratio of the model-based treatment period HAE attack rates (lanadelumab/placebo) minus 1 multiplied by 100.

4 Adjusted p-values for multiple testing.

The mean reduction in HAE attack rate was consistently higher across the TAKHZYRO treatment arms
compared to placebo regardless of the baseline history of prior long-term prophylaxis, laryngeal attacks, or
attack rate during the run-in period.

Additional pre-defined exploratory endpoints included the percentage of patients who were attack free for the
entire 26-week treatment period and the percentage of patients achieving threshold (=50%, >70%, >90%)
reductions in HAE attack rates compared to run-in during the 26-week treatment period. A >50% reduction in
HAE attack rate was observed in 100% of patients on 300 mg q2wks or g4wks and 89% on 150 mg q4wks
compared to 32% of placebo patients. A >70% reduction in HAE attack rates was observed in 89%, 76%, and
79% of patients on 300 mg q2wks, 300 mg q4wks, and 150 mg q4wks, respectively, compared to 10% of
placebo patients. A >90% reduction in HAE attack rates was observed 67%, 55%, and 64% of patients on 300
mg q2wks, 300 mg g4wks, and 150 mg g4wks, respectively, compared to 5% of placebo patients.

The percentage of attack-free patients for the entire 26-week treatment period was 44%, 31%, and 39% in the
TAKHZYRO 300 mg q2wks, 300 mg q4wks, and 150 mg q4wks groups respectively, compared to 2% of
placebo patients.

Trial 2 (NCT02741596)

Patients who completed Trial 1 were eligible to rollover into an open-label extension study. Rollover patients,

regardless of randomization group in Trial 1, received a single dose of TAKHZYRO 300 mg at study entry and
were followed until the first HAE attack occurred. All efficacy endpoints were exploratory in this uncontrolled,

unblinded study. At week 4 post-dose, approximately 80% of patients who had been in the 300 mg q2wks
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treatment group (N=25) in Trial 1 remained attack-free. After the first HAE attack, all patients received open-
label treatment with TAKHYZRO 300 mg q2wks.

16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

e TAKHZYRO (lanadelumab-flyo) injection is a ready-to-use, clear to slightly opalescent, colorless to
slightly yellow solution supplied in a carton containing one single-dose glass vial with chlorobutyl
rubber stopper, aluminum crimp seal and polypropylene flip-off cap.

e NDC 47783-644-01: 300 mg/2 mL (150 mg/mL) vial.
Storage and handling
e Store vials refrigerated at 36°F to 46°F (2°C to 8°C).

e Do not freeze. Do not shake.
e Keep the vial in the original carton in order to protect the vial from light.
17 PATIENT COUNSELING INFORMATION

Adpvise the patient to read the FDA-approved patient labeling (Patient Information and Instructions for Use).
Inform patients of the risks and benefits of TAKHZYRO before prescribing or administering to the patient.

Hypersensitivity

Advise patients to seek immediate medical attention if they experience any symptoms of serious
hypersensitivity reactions [see Warnings and Precautions (5.1)].

Self-administration:

e Ensure that the patient/caregiver receives clear instructions and training on subcutaneous administration
and has demonstrated the ability to perform a subcutaneous injection.

e Instruct patients or caregivers in the technique of proper syringe and needle disposal, and advise them
not to reuse these items. Instruct patients to dispose needles and syringes in a puncture-resistant
container.

For more information, visit www. TAKHZYRO.com

Manufactured by:
Dyax Corp.

300 Shire Way
Lexington, MA 02421

U.S. License No. 1789

TAKHZYRO™ is a trademark or registered trademark of Dyax Corp., a wholly-owned, indirect subsidiary of
Shire plc. SHIRE and the Shire Logo are trademarks or registered trademarks of Shire Pharmaceutical Holdings
Ireland Limited or its affiliates.

©2018 Shire. All rights reserved.
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71 REY-RERBREREAER
GEIA R

TAKHZYRO (&, &EALE S b v AR 77 2AF UE# (aPTT) 7 v A L OMAEEMIZE D | aPTT
FHERT 2 FHEMEN H 5, aPTT MAEIZM A SN 23803, BildHcomiEr v 7 L1 > oiEHE
(2 & o T, WIAPEEEE 2 BRIAT 5, ZD7-%, TAKHZYRO (IZ X BM8EH Y 7 LA OFEIZ L -
T.ZDOT7 vEA T aPTT MERET2B8ETNNH 5, iR 1 TIX, aPTT OERE (ULN O 1 f5iR)
23 TAKHZYRO 150 mg qdwks $£5-8£D 3 1], 300 mg q4wks £ 5-HED 9 4l J2 OV 300 mg % 2 12 1
[l (q2wks) BHEEO 11 HIC 1 BISUIEHEIBIZ SN0 LT, 77 BREGHE T S #ilZ
Blzz iz, 300 mg q2wks FE5HED 1 FIIZDFA ULN @ 1.5 5L EO—i@PED aPTT JER 23 FBL L
7o, ZHEIR T & LTk o ~/X ) RIENR B > 72, TAKHZYRO #5838 12588 L 7= aPTT 4E
FElIWwiht, BEHOLOGEFRE DRI T, BGHERICEBREREL (INR) OZEL R0 >
77

8.0 HHLTEERHICKEITLHER

8.1 iR
U 27 OREL

TAKHZYRO Ot~ HIZOWT, AN 25 U 27 23§ 7 =2 3G 6T ny,
FFTNTIREDE ) I a—FAHURE, RGOS LER L TBITT S, LIchio T,
o R ~OWTER 22 BB, IRREICHB O TR O REL 2D EEZBND, IEIRY L &2 I3k
Fe AR TR ONHAERE DS AT 23k (ePPND) (23T, b bR RH#fESEH & (MRHD)
TORERORK 33 FORER (AUCHHE) PMEohdHELZERG LA, BEFOMRKIA
ICHERFT IR b o T,

G & 72 B O W O SRR R OO BB Y 2 27 AR Th 5, KED—AER T, B
PRIGIZ 3R & NI HEHRIC X 5 T D S T R OMBE DHEEAS 5L ) A 2 13, ZHBh 2%~4%
KN 15%~20%TdH 5,

F—y

BYy=—#

ePPND RER ClE, IRV =7 A PN TFTA~T7 %l 1 [0z TG L7z, TORE, 28EK
P OMEYR 20 H B 22501 E T, MRHD (FFEh#~D 50 mg/kg/l £ TO R F G128 %5 AUC
235 OIK 33 5 OIREE &G Oz, RMER ISR T2 T T T v~ 7 O 5123
LB Do T, BIE~DTFF A~ THREICI D - JRIBRAE, AF, KEK
WE% 3 » AETOMAERDOHAEZDBES~DRBIIRD b hoTe, 7T T A~TI T L0
eiE Al U7z, HAERIZHAR 21 BB (PND21) £ TRHMAMBEPEE DK 50%TT T~
TIZIRTE S T2, PND 90 ORHMAKR OHAFOMIEF O Z FF N~ 7 REIZIZIERRE ThH - 72,

8.2 &
U 27 OfE
TZFTNA~T7 O N ~OBIT, HLITE~OEEN OAHPERICKT BT 57 —Z I
e BAF DT =7 A P OFH I BHERIFEIRE O 02% D 7 T~ T 3 ST,
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FEH RO CORILOAIENMEIL, RBLICIH T D TAKHZYRO 1B IR 0 B K ()
TAKHZYRO X ITREHR O LR BRI L 223 RIC i 2 I ER R A EER L e TEEB T 2 L,

F—H

By 7—#

H= T AVNLTHELNTRYERET — 20D, 7T 0~ 7 O T ~D5W TR AR
DFI02%THDHZ ENRENT,

8.4 INR~ADKZE

B 1 IZBW T, 1250k R 18 R0 BE 7 7 v—7 (N=10) Z %4 TAKHZYRO D% 4
PR O 2 2 54l U 7=, AR O 7 7 v — 7T OFE BRI, B ERofER E —E L Tz

LA (6.1) | BGRFEEE (12.3) K MK #GE (14.0) 2T . S 512, 12 5% A E 18 ik D
HAOFEHBE 13 B FEE Rk GBI B e S vz,

12 A O /N BN 69 2 AHN D2 VX O RIEIIHESL L Ty,

8.5 BmAE~NDEE

BRER 1 I2BWT, 65l EOBE T 77— (N=5) %4512 TAKHZYRO D4 Kk OVE%R)
PMEZ 3l U 7=, SEE B DY 7 7 — TN OFE R BRSO R L —F LW\ [FIEH 6.1)
FBEAEPE (12.3) R ONEA#EE (14.0) /]

10.0 #BEkE5
TAKHZYRO % &$e 5 L2 EBNIT 72 0o T,

11.0  #ERK - tEIK

FFTNSTIE FrA =—ANLAZ =i (CHO) MfECHEA I FEMmAEHROBIA T
iz 5eee N 7 r—F Pk (IgGl/«#8H) TH5, 7 /BESNCHES &L TV =
YIULT F TN~ T D4y EIT 146 kDa Th 5, SERITETL S B O R 57 &% 23 kDa T
b5, ERBEILLOVIEZY a v LBEFHOFE NS T EIL49kDa Th 5,

TAKHZYRO (77 /v~7) HEHRANTERAN O OTNICHLAR T, RAEFEZ S E R 0EA) DI
WHEORE G AEERER CH 5,

TR 2D TAKHZYRO A 1 mL 2, 757 /4~7 150 mg, 7 = fE—/Kf¥ (4.1mg) .
L-t 2F Y2 (78mg) . AU Y _—hK80 (0.lmg) . ¥HiftkF VA (53mg) . VU EkE
RV ATKE (53mg) KROVERAK CKEZER) 28035, WIRO pH 134 6.0,
12BEI35 300 mOsm/kg ThH 5,
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12.0 BERPRFEHE

121 1ERAKRF

FFTNSTE, MER Y 7 v A SRS L. BRESRIERARET 2% e b/ Zr—F
NUE (IgGl/ x8B8H) THDH, MIEH Y 7 LA i, @ 1F%=/—4~> (HMWK) =YL,
I HMWK (cHMWK) KON I VX = 2Bl T 57077 —E8Thb, 77 VF =4
BERMEZ U S B8R ) R ESREAITH Y . HAE IZHED JER R VR A5 & 23, Cl A
b B X — (CI-INH) KB IIHEREREE | X 5 HAE B Tl gD U 7 Lo SO IR 72
FEITONT, TOME, MIFEHY 7 LA AEEO 3y Fa— U RRER ERRAE T, mEEE
JERVEN BT D, 7FT/~71E, HAE BEIZBWTHIED U 7 LA AEHEEZ IR T S8, @FE
T TR = VEAEIIT D,

122 EHZF

HAE 3512 TAKHZYRO % 150 mg q4wks, 300 mg q4wks 313 300 mg q2wks TR F#e G- L7 & &
cHMWK IREOIKT & LTRIESNLDMSED U 7 LA v ORERF 72 ENED bl

TAKHZYRO 1% QT/QTc I DIEEAEH 2 /R X 72 o 72,

123 EWEE

KT #E# 0T T N~ 7 OIEYENEEIT, HAE B3 2B 215 H RO CI13IE H &L piE%
RL7= (322) . HAE B IC 150 mg gdwks, 300 mg g4wks 3% 300 mg q2wks TR F#5- L7z &
EDTFT TN~ T OB RERE R OgEE & (EFIRE) 2% 21277, TAKHZYRO O TF#
%, 5 BUNICRm AR B U, AR NS0 2 B Ch 5, EHIRIENRE A~
OHEEEERRNITH 70 B TH -7,

TEIRIE CONY I, 150 mg q4wks, 300 mg qdwks S IE 300 mg q2wks ¢ 5 TEIZ1UK
1.44, 142 fx (X243 ThHoTo,

K2 RTHREZRDIFTTILIITOEYHENS A -2 DOFYIE (SD) (GHER 1)

FFFN<T
RYBBNT A —F 150 mg qdwks 300 mg q4wks 300 mg q2wks
(N=28) (N=29) (N=27)

CL/F (L/day) 0.667 (0.162) 0.742 (0.239) 0.809 (0.370)
Ve/F (L) 14.1 (2.93) 14.9 (4.45) 16.6 (4.79)
AUCqy  (ng*day/mL) 233 (56.6) 441(137) 408 (138)
Conaxss (1g/mL) 12.0 (3.01) 23.3(7.94) 344 (11.2)
Coninss (g/mL) 4.81 (1.40) 8.77 (2.80) 254 (9.18)
toae  (day) 5.17 (1.09) 5.17 (1.12) 4.11 (0.377)
ti, (day) 14.9 (2.00) 14.2 (1.89) 15.0 (2.48)

CLF: ADNF D7 UT 72 A Ve/F: BN O AAEFE, AUC s EFARBETO 1 B 5HRIZEIT D AUC, Coayss |
ERRIEIC BT DR MBE IR, Ching « ERIRIEICE T DB ARMBETIRE, SD : ARt AR
EEREREL, by, @ MORFRTH S 00,
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1.6.3 BHVRAXE HKEELRIEHRASH
TAK-743
il 7o B SR

RHEFSEEN BT OSSR, | i, ML OCANFEIXEE CHIERZRDO T 77 v~ 7 O3EYEhiEIC
BERODDWELRFSRN RSN, KEIZZ VT 7 A RO BEOLEE) 25814
LEERELEETHDL DR INTEY, KEOBWES TIRERE (AUC KD Cuw) 23E<
7pote, LL, ZOETBARMICEETHD EIZB 26T, 20O NORFHFERIFREDO W
TR LT HEMEITHERE S R,

FHEMSEYEIGE (PK) fEHTICZHES & 12 5B E 18 A /N 1Z TAKHZYRO 300 mg % 2
I 1B TG LIEEEDT T TA~T7 D AUC, O FHIE (£SD) 1% 629 (204) pg*day/mL T
bote, ZTORERIE, RULHEELEL AL TORANESED AUC, O FXIE (460 pg*day/mL) LV %
I 37%mE0 D, NRERE TIIEREN D 2N Th D,

BHERERE

EHEREREICBIT L7 T T AT OPK 2 liT25 Z L 2 BV E LERBRITSEM LTV,
RHE MR B BT I Z HS & | BRERE (HEE GFR : 60~89 mL/min/1.73 m* (&, N=98) &
30~59 mL/min/1.73 m* (FFZEEE. N=9) ] 1%, FFFA~T D7 VT T2 A ROPRERITE
B RIEE o Tz,

RATES

PURE, FIEE, HIE XX LV BUMERRORY U~ FROWAE, FFF AT 00 )T
7Y AR OB B E RIE S 7o e,

7 L —27 Z)L—HAE ¥{ED 7= O M Sk K ONEIE /2. CI-INH, A B F N F ROl
F R L AEMEREREILZ. 79T TA~T DI VT T A RO BRBICHE L2 RIE S 72)vo
77,

13.0 JFERIREIE

131 AARME. ZERE. ZREES

TF TN~ T ONAFEMEEZTMET 5 Z L AR E LZgikBR =i L T, AR STERIC
Lo T HAEIZBWTHIMT % 7 7 U = IS RIEES 7 TH 5 Z ENEMT N TN D,
L, 790V BEARTEEATFF A7 DL 52, iEH Y 7 LA G ERES
LZHRICE D MBI AEMEED Y 2271, BEO L ZARHTH 5,

PR L Te =7 A P T F TV~ 7 Z ik 50 mg/kg/lH (AUC #55 C MRHD T OBgFE & D)
22 %) OMET I3 THRE Lz L &, A B ITA F WS ET ITR D g,
MERE DS RRRE~ DI B2 o T,

14.0 FRIREAER
AR 1 (NCT02586805)
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1.6.3 BHNRAXE REED T2ktait
TAK-743

Ltk 3LE, WEAL, “EER, 77 AR, WATHEREGE GUBR 1) 2B\ T, 125
PLEO TR T T HAE BE 281 5 S HEERIERMEO MG %35 TAKHZYRO O Zh03 7R
7=,

ATRBRC 1T, HABIR I 4 B 720 1AL EORIEO R 2 IR EEER 2 HERR L 72l A &
OFDER O TR 118 HAE B 125 Bla A A=, BT, 26 B OEEHIREF, ~—
AT A OREFRBRTEINL LT 4 DOWATEGHED 5 HO 1212, 3:2:2: 2 OISR THESE

ZAEID AT Bz (TR, TAKHZYRO150 mg g4wks, TAKHZYRO 300 mg qg4wks X%

TAKHZYRO300 mg q2wks D F#5) o 18 sl LB 1L, HBRSINATIZ o HAE #ifil3E o

EHEZPIET D2 &Rk BN, 272, TXTOHERE I LT, 7 L —2 A/L—HAE %#1F
2T 2 AR EIR R A 7T LT,

BIRTIE, BED 90%2° 158 HAE T o 7=, METE M E PRI E OB RN BE D 65% CTHlE &
U, 56%ITB BT EHIGI 22T Tz, BB AR, FIERBEN I ELE " HTH-o
T-DlX, BERIKRD 52%TH 7=,

F3ITRT LBV . 2 TAKHZYRO £ 5-8E T, Intent-to-Treat 22 (ITT) O T O FEF{HIEH
K OVEIRAIEHIEIE B I\ T, 777 'R & ik U CFY HAE BIERBRIZERRPIICERN H 0
HEMCHE B RIKT AR by,
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1.6.3 BIVRMAXE HREEMIEFRASH
TAK-743
®3 FERUBEIREDMEHEIER DFER-ITT BT RER
TAKHZYRO
AL E OfEHE Z7ER |50 mg qawks | 300 mg qdwks 300 mg
(N=4D N=28 N=29 q2wks
(N=28) (N=29) (=27
0 B B2 5 182 A B £ T HAE R{EDORBFH *
H Y720 OFERBLED LS ¥ (95% CD 1.97 0.48 0.53 0.26
° (1.64,2.36) (0.31,0.73) (0.36, 0.77) (0.14, 0.46)
TR EHELEROE (%) (95% CI) 76 73 87
¢ (61, 85) (59, 82) (76, 93)
TR T p il ¢ <0.001 <0.001 <0.001
0 HEXS 182 A B £ TORMERIEREE2E L HAE FEDKE 0%k
H 2% ) DFVERBLRD LS T (95% CI) 1.64 0.31 0.42 0.21
b (1.34,2.00) (0.18, 0.53) (0.28, 0.65) (0.11, 0.40)
7T R & LR E (%) (95% CI) 81 74 87
¢ (66, 89) (59, 84) (75, 93)
AREE T 2 p M 9 <0.001 <0.001 <0.001
0 HE»S 182 H B £ TOHFEENIXEE O HAE RIEORIFEK
H Y720 OFRERBLED LS ¥ (95% CD) 1.22 0.36 0.32 0.20
° 0.97,1.52) (0.22,0.58) (0.20, 0.53) (0.11, 0.39)
TR EHELEROE (%) (95% CI) 70 73 83
¢ (50, 83) (54, 84) (67,92)
TR 7 p M 9 <0.001 <0.001 <0.001

Cl {ZHEXE], LS : e/ 5%

FERL MR AT 272D ORT Y VEIRET ANL/RIZ b DO THY | &HHE (BT TV ) ROEE

B L% 5 S ORRTAE (EE) DFE BT O 5 st 15 S 1 B OATE (F)
EREFLCIEA 7y MEKE LT,

a  EEAYMERLE H

b EFMTES L BRI O HAE BEREER (BIE/4 )
¢ ETFMCHESEBEEGHIM D HAE BIERB RO (TFFTA~T,/7T7®R) 7251 %BLETI100 T CH

H L7z,
d ZEBRTOFEFK»p M

HAE RAERBE O RIT, X— 2T A O, MESERVE O R T AWM D%
VERBIRIC)H D BT, —B LT 7 vRICHTAKHZYRO B 5FE2IRTE -T2,

FRNCER LI BINOBEBRFHMIIE 1L, 26 B OG5SR CEEIED EFZ OFIE LN 26
AR OG-, EAM & i LT HAE BAERBLEME T OBIE (50%LL F. 70%LL E, 90%
LIE) (\ZELTZBFEDOEIG L Lz, HAE BAEFRBLERIZ 50%LL EORTARBO bN-DF, 7I7&
REETIEL 32% ThH - 7= DIZ%F L, 300 mg q2wks £ G-HE K O gdwks $ 5-HE T 100%. 150 mg qd4wks
FETIL 89% TdH - 72, HAE FAEFHHLED 70%LL EOK TIE, 77 B REHGRETIZ 10% TH 72D
\Z%f L. 300 mg q2wks % 5-#E Tl 89%. 300 mg qdwks £ 5-8E Tl 76% &% Y 150 mg qdwks £ 5-£f
T 79%I2F4 HiL7z, HAE BIERBLEIZ 90%LL EOIK TR0 bi=dit, 77 v RFE 5T

5% ToH->7=DIZxt L, 300 mg q2wks # 58 Tl 67%. 300 mg qdwks % 58 TlE 55% K% T 150 mg
qdwks B HHETIX 64% ThH - 72,

26 AR O G WM B CERIEOBEDOEIARIX., 77 v REBEERN 2% TH - T-DITH LT,
TAKHZYRO 300 mg q2wks % 5-£72% 44%. 300 mg qdwks % 5-HEHS 31% )% O 150 mg qdwks &% 5-7E
39% CTh o7,
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Bk 2 (NCT02741596)

B 1 25T LoBE . ek 5B ~D a0 — LA — =g & LT, RER 1 OE
ZETTEEC DD 59, B — /LA — R — B TR BRI TAKHZYRO 300 mg % HA[A]# 5
L. HAE BEOW)EIFE E THEF L1z, ZOIFHRIEERAB TIL. X TOHMMEFHEEE %
RRIFHmTE H & L7z, 3R 1 @ 300 mg q2wks #& 5-8F (N=25) TlE, &5% 4 HEFIZEBWTH
80% D BB N MERAE AR L CU/e, #lla] HAE F1E#BI%, 77X COHEFIZ TAKHZYRO 300 mg
Q@2wks DIFEMRB G- Z1T 72,

16.0 BE/RERVEKVLEDEE

=

TAKHZYRO (T F/u~7) EHFNL, BHNS LT NICHAA T, FHRE ORI 5
HEOWERTHY ., a7 FLank, TAI= ABOEE— L KEOEY Fa L ol
TV T FT7X TNV BEGEGDT T AN T IV KRB AT — F AT ANLTHE
wIhb,

e NDC 47783-644-01 : 300 mg/2 mL (150 mg/mL) /3o 7 /L
HFYE R OV

o A TIUIE 36°F~46°F (2°C~8°C) THIEIRTTHZ &,
o HiESERNWI &, RELRNT &y

o MDD, NS TITBAEERIZANLTRETH Z &,

17.0 BE~DERHA

FDA HAGBEADEE R T~ (BE R EHR L OME R ) Z5ide k> B ICHRETH Z &,
TAKHZYRO DU A7 E XX T 4w FaEFIZHHA L ET, HF IR T5Z L,

I EUE
HEQBBEUEOIERDSER LG EIE, BEHICRE8E2X T8 BFELEET L L [BERD
e EDOVEE (5.1) 2T o

E=EsE=x

o BHE/INHEEN THREICET DWAMRIERAONMEZZ T B FERZ T 2680035 %
LRI,

o BH IR THEY 2T ) U RO ORI FEZRE L, FEA LWk 2R8I 52 L&,
RO . TR DR ERICFEIET S L) BEICIRET 52 L,

FEHIZ OV TIE, www.TAKHZYRO.com # &4 5 = &,
LGS
Dyax Corp.

300 Shire Way
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ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



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

1. NAME OF THE MEDICINAL PRODUCT

TAKHZYRO 300 mg solution for injection

TAKHZYRO 300 mg solution for injection in pre-filled syringe

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
One unit (vial or pre-filled syringe) contains 300 mg of lanadelumab* in 2 mL solution.
*Lanadelumab is produced in Chinese Hamster Ovary (CHO) cells by recombinant DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection
Solution for injection in pre-filled syringe.

The solution is colourless to slightly yellow, appearing either clear or slightly opalescent.

The solution has a pH of approximately 6.0 and an osmolality of approximately 300 mOsm/kg.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

TAKHZYRO is indicated for routine prevention of recurrent attacks of hereditary angioedema (HAE)
in patients aged 12 years and older.

4.2 Posology and method of administration

This medicinal product should be initiated under the supervision of a physician experienced in the
management of patients with hereditary angioedema (HAE).

Posology
The recommended starting dose is 300 mg lanadelumab every 2 weeks. In patients who are stably

attack free on treatment, a dose reduction of 300 mg lanadelumab every 4 weeks may be considered,
especially in patients with low weight.

TAKHZYRO is not intended for treatment of acute HAE attacks (see section 4.4)
Missed doses

If a dose of TAKHZYRO is missed, the patient should be instructed to administer the dose as soon as
possible ensuring at least 10 days between doses.



Special populations

Elderly

Age is not expected to affect exposure to lanadelumab. No dose adjustment is required for patients
above 65 years of age (see section 5.2).

Hepatic impairment

No studies have been conducted in patients with hepatic impairment. Hepatic impairment is not
expected to affect exposure to lanadelumab. No dose adjustment is required in patients with hepatic
impairment (see section 5.2).

Renal impairment

No studies have been conducted in patients with severe renal impairment. Renal impairment is not
expected to affect exposure to lanadelumab or the safety profile. No dose adjustment is required in
patients with renal impairment. (see section 5.2).

Paediatric population

The safety and efficacy of TAKHZYRO in children aged less than 12 years have not been established.
No data are available.

Method of administration

TAKHZYRO is intended for subcutaneous (SC) administration only.
Each TAKHZYRO unit (vial or pre-filled syringe) is intended for single use only (see section 6.6).

The injection should be restricted to the recommended injection sites: the abdomen, the thighs, and the
upper outer arms (see section 5.2). Rotation of the injection site is recommended.

TAKHZYRO may be self-administered or administered by a caregiver only after training on SC
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

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number
of the administered product should be clearly recorded.

Hypersensitivity reactions

Hypersensitivity reactions have been observed. In case of a severe hypersensitivity reaction,
administration of TAKHZYRO must be stopped immediately and appropriate treatment must be
initiated.



General

TAKHZYRO is not intended for treatment of acute HAE attacks. In case of a breakthrough HAE
attack, individualized treatment should be initiated with an approved rescue medication.

There are no available clinical data on the use of lanadelumab in HAE patients with normal C1-INH
activity.

Interference with coaqulation test

Lanadelumab can increase activated partial thromboplastin time (aPTT) due to an interaction of
lanadelumab with the aPTT assay. The reagents used in the aPTT laboratory test initiate intrinsic
coagulation through the activation of plasma kallikrein in the contact system. Inhibition of plasma
kallikrein by lanadelumab can increase aPTT in this assay. None of the increases in aPTT in patients
treated with TAKHZYRO were associated with abnormal bleeding adverse events. There were no
differences in international normalised ratio (INR) between treatment groups.

Sodium content

This medicinal product contains less than 1 mmol sodium (23 mg) per vial, that is to say essentially
'sodium-free'.

4.5 Interaction with other medicinal products and other forms of interaction

No dedicated drug-drug interaction studies have been conducted. Based on the characteristics of
lanadelumab, no pharmacokinetic interactions with co-administered medicinal products is expected.

As expected, concomitant use of the rescue medication C1 esterase inhibitor results in an additive
effect on lanadelumab-cHMWK response based on the mechanism of action (MOA) of lanadelumab
and C1 esterase inhibitor (see section 5.1).

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no or limited data from the use of lanadelumab in pregnant women. Animal studies do not
indicate direct or indirect harmful effects with respect to reproductive or developmental toxicity (see
section 5.3). As a precautionary measure, it is preferable to avoid the use of lanadelumab during
pregnancy.

Breast-feeding
It is unknown whether lanadelumab is excreted in human milk. Human 1gGs are known to be excreted
in breast milk during the first few days after birth, which is decreasing to low concentrations soon

afterwards; consequently, a risk to the breast-fed child cannot be excluded during this short period.
Afterwards, lanadelumab could be used during breast-feeding if clinically needed.

Fertilit

Lanadelumab’s effect on fertility has not been evaluated in humans. Lanadelumab had no effect on
male or female fertility in cynomolgus monkeys (see section 5.3).

4.7 Effects on ability to drive and use machines

TAKHZYRO has negligible influence on the ability to drive or use machines.



4.8 Undesirable effects

Summary of the safety profile

The most commonly (52.4%) observed adverse reaction associated with TAKHZYRO was injection
site reactions (ISR) including injection site pain, injection site erythema and injection site bruising. Of
these ISRs, 97% were of mild intensity, 90% resolved within 1 day after onset with a median duration
of 6 minutes.

Hypersensitivity reaction (mild and moderate pruritus, discomfort and tingling of tongue) was
observed (1.2%), see section 4.4.

Tabulated list of adverse reactions

Table 1 summarises adverse reactions observed in the HELP study that included 84 subjects with
HAE, who received at least one dose of TAKHZYRO.

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).

Table 1: Adverse reactions reported with lanadelumab

System organ class Adverse drug reaction Frequency
Immune system disorders Hypersensitivity* Common
Nervous system disorders Dizziness Common
Skin and subcutaneous tissue disorders | Rash maculo-papular Common
Musculoskeletal and connective tissue .

. Myalgia Common
disorders
General disorders and administration T -

Injection site reactions Very common

site conditions

o Alanine aminotransferase increased | Common
Investigations

Aspartate aminotransferase increased | Common

*Hypersensitivity includes: pruritus, discomfort and tingling of tongue.
**Injection site reactions include: pain, erythema, bruising, discomfort, haematoma, haemorrhage,
pruritus, swelling, induration, paraesthesia, reaction, warmth, oedema and rash.

Safety data available from the HELP study extension are consistent with the safety data from the
HELP study (described in Table 1).

Paediatric population

The safety of TAKHZYRO was evaluated in a subgroup of 23 subjects aged 12 to <18 years old.
Results of the subgroup analysis were consistent with overall study results for all subjects.

Immunogenicity




Treatment with lanadelumab has been associated with development of treatment emergent anti-drug
antibodies (ADA) in 11.9% (10/84) of subjects. All antibody titres were low. The ADA response was
transient in 20% (2/10) of ADA positive subjects. 2.4% (2/84) of lanadelumab-treated subjects tested
positive for neutralising antibodies.

The development of ADA including neutralising antibodies against TAKHZYRO did not appear to
adversely affect the pharmacokinetic (PK) and pharmacodynamics (PD) profiles or clinical response.

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 case of overdose has been reported. There is no available information to identify potential signs
and symptoms of overdose. If symptoms should occur, symptomatic treatment is recommended. There
is no antidote available.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other haematological agents, drugs used in hereditary angioedema, ATC
code: BO6ACO5

Mechanism of action

Lanadelumab is a fully human, monoclonal antibody (IgG1/ k-light chain). Lanadelumab inhibits
active plasma kallikrein proteolytic activity. Increased plasma kallikrein activity leads to angioedema
attacks in patients with HAE through the proteolysis of high-molecular-weight-kininogen (HMWK) to
generate cleaved HMWK (cHMWK) and bradykinin. Lanadelumab provides sustained control of
plasma kallikrein activity and thereby limits bradykinin generation in patients with HAE.

Pharmacodynamic effects

Concentration-dependent inhibition of plasma kallikrein, measured as reduction of cHMWK levels,
was demonstrated after SC administration of TAKHZYRO 150 mg every 4 weeks, 300 mg every
4 weeks or 300 mg every 2 weeks in subjects with HAE.

The PK-PD relationship between TAKHZYRO and cHMWK is described by an indirect exposure-
response pharmacological model. The cHMWK formation rate was maximally reduced by 53.7% with
an ICsp of 5705 ng/ml.

Clinical efficacy and safety

HELP study

The HELP study was a multicenter, randomised, double-blind, placebo-controlled parallel-group study
in 125 (115 adults and 10 adolescents) subjects with symptomatic type | or Il HAE. Subjects were
randomised into 1 of 4 parallel treatment arms, stratified by baseline attack rate, in a 3:2:2:2 ratio
(placebo, lanadelumab 150 mg every 4 weeks [q4wks], lanadelumab 300 mg every 4 weeks [g4wks],
or lanadelumab 300 mg every 2 weeks [q2wks] by SC injection) for the 26-week treatment period.



The median (range) age of the study population was 42 (12 to 73) years with 88 female subjects
(70%). A history of laryngeal angioedema attacks was reported in 65% (81/125) of subjects and
56% (70/125) were on prior long-term prophylaxis (LTP). During the study run-in period, the mean
attack rate was 3.7 attacks/month with 52% (65/125) of subjects experiencing >3 attacks/month.

All TAKHZYRO treatment arms produced statistically significant reductions in the mean HAE attack
rate compared to placebo across all primary and secondary endpoints in the Intent-to-Treat population

(ITT) (Table 2).

Table 2. Results of primary and secondary efficacy measures-1TT population

Lanadelumab
Endpoint statistics? Plai:ebo 150mg 300 mg 300 mg
(N=41) q4wks q4wks g2wks
(N=28) (N=29) (N=27)
Primary endpoint - Number of HAE attacks from Day 0 to 182
LS Mean (95% CI) monthly attack 1.97 (1.64, | 0.48(0.31, | 0.53(0.36, 0.26 (0.14,
rate® 2.36) 0.73) 0.77) 0.46)
% Reduction relative to placebo 76 (61,85) | 73(59,82) | 87(76,93)
(95% CI)°
Adjusted p-values® <0.001 <0.001 <0.001
Secondary endpoint - Number of HAE attacks requiring acute treatment from Day 0 to 182
LS Mean (95% CI) monthly attack 1.64(1.34, | 0.31(0.18, 0.42 (0.28, 0.21 (0.11,
rate® 2.00) 0.53) 0.65) 0.40)
% Reduction relative to placebo 81 (66,89) | 74(59,84) | 87(75,93)
(95% CI)°
Adjusted p-values® <0.001 <0.001 <0.001
Secondary endpoint - Number of moderate or severe HAE attacks from Day 0 to 182
LS Mean (95% CI) monthly attack 1.22(0.97, | 0.36(0.22, 0.32 (0.20, 0.20 (0.11,
rate® 1.52) 0.58) 0.53) 0.39)
% Reduction relative to placebo 70 (50,83) | 73(54,84) | 83(67,92)
(95% CI)°
Adjusted p-values® <0.001 <0.001 <0.001

Note: Cl=confidence interval; LS=least squares.

2Results are from a Poisson regression model accounting for over dispersion with fixed effects for
treatment group (categorical) and normalized baseline attack rate (continuous), and the logarithm of
time in days each subject was observed during the treatment period as an offset variable in the model.
b Model-based treatment period HAE attack rate (attacks/4 weeks).

¢ 9% reduction relative to placebo corresponds to 100% * (1-rate ratio). The rate ratio is ratio of the
model-based treatment period HAE attack rates.

4 Adjusted p-values for multiple testing.

The mean reduction in HAE attack rate was consistently higher across the TAKHZYRO treatment
arms compared to placebo regardless of the baseline history of LTP, laryngeal attacks, or attack rate
during the run-in period. The percentage of subjects who were attack free is provided in Table 3.



Table 3. Percentage of subjects who were attack free through treatment

Lanadelumab

Criteria Placebo 150 mg 300 mg 300 mg
g4wks g4wks g2wks
Treatment period (Day 0 to Day 182, 26 weeks)
N 41 28 29 27
Attack free 2% 39% 31% 44%

The percentage of patients who were attack free for the last 16-weeks (Day 70 to Day 182) of the
study was 77% in the 300 mg q2wks group, compared to 3% of patients in the placebo group.

100% of the subjects on 300 mg g2wks or g4wks and 89% on 150 mg g4wks achieved at least a
50% reduction in HAE attack rate compared to the run-in period.

Health related Quality of Life

All TAKHZYRO treatment groups observed an improvement in Angioedema Quality of Life
Questionnaire (AE-QoL) total and domain (functioning, fatigue/mood, fear/shame, and nutrition)
scores compared to the placebo group; the largest improvement was observed in the functioning score
as shown in Table 4. A reduction of 6 points is considered a clinically meaningful improvement. The
percentage of patients who achieved a clinically meaningful improvement in AE-QoL total score was
65% (Odds ratio vs placebo, [95% CI]= 3.2 [1.1, 9.2]), 63% (2.9 [1.1, 8.1]), and 81% (7.2 [2.2, 23.4]),
in TAKHZYRO 150 mg g4 wks, 300 mg g4 wks, and 300 mg g2 wks groups, respectively, compared
to 37% of patients in the placebo group.

Table 4 Change in AE-QoL score? - placebo vs TAKHZYRO at week 26 in HELP study

LS mean change (SD) from baseline at week 26 Placebo TA}?:éIYRO
AE-QoL Total score -4.7 (18.8) -19.5 (18.6)
Functioning score -5.4 (22.7) -29.3 (22.9)
Fatigue/Mood score -1.8 (23.3) -13.0 (23.1)
Fear/Shame score -9.0 (24.0) -18.8 (23.7)
Nutrition score 0.5 (22.5) -17.0 (22.3)

Note: AE-QoL= Angioedema Quality of Life; LS=least squares; SD=standard deviation.
& Lower scores indicate lower impairment (or better health-related quality of life).

HELP study extension
Long-term safety and efficacy, pharmacokinetics (PK), and impact on health-related quality of life
(HRQoL) of TAKHZYRO for prophylaxis to prevent HAE attacks were evaluated in an open-label

uncontrolled HELP study extension.

A total of 212 adult and adolescent (> 12 years) subjects with symptomatic type I or Il HAE received
at least one dose of lanadelumab 300 mg g2wks in this study, including 109 subjects who entered as




rollover subjects from the HELP study. Rollover subjects, regardless of randomisation group in the
HELP Study, received a single dose of lanadelumab 300 mg at study entry and did not receive
additional treatment until the occurrence of an HAE attack. After the first HAE attack, all subjects
received open-label treatment with lanadelumab 300 mg g2wks. The study also included 103 new or
non-rollover subjects (including 19 subjects from Phaselb study) who had a historical baseline attack
rate of >1 attack per 12 weeks. The non-rollover subjects received lanadelumab 300 mg q2wks at
study entry. Subjects were allowed to initiate self-administration after receiving the first 2 doses from
a health care professional in clinic and completing appropriate training.

The majority of subjects (173/212; 81.6%) who were treated in this study completed at least

30 months of treatment (either as a rollover or non-rollover subjects). The mean (SD) time in the
HELP study extension was 29.6 (8.20) months. The majority of subjects self-administered
lanadelumab (60.6% of 8,018 injections).

There was a sustained reduction in attack rates compared to baseline during the HELP study extension,
with a similar response to TAKHZYRO observed in both rollover (92.4%) and non-rollover groups
(82.0%) and an overall reduction rate of 87.4%. Though the magnitude of the attack rate reduction in
the HELP study limited the potential for further reductions in the HELP extension study, mean attack
rates for the rollover subjects decreased further at the time of the final analysis and ranged from

0.08 to 0.26 attacks per month. In addition, the mean (SD) percentage of attack-free days was

97.7 (6.0)% and the mean (SD) duration of the attack-free period was 415.0 (346.1) days. The
proportion of patients with a maximum attack-free period of 6 months or more or 12 months or more
was 81.8% and 68.9%, respectively.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
TAKHZYRO in one or more subsets of the paediatric population in the prevention of hereditary
angioedema attacks.

5.2 Pharmacokinetic properties

The single and multiple dose pharmacokinetics of lanadelumab have been studied in patients with
HAE. Pharmacokinetics of lanadelumab showed linear dose-exposure response with doses up to

400 mg and reproducible exposure following subcutaneous administration up to 12 months. The
absolute bioavailability of lanadelumab after subcutaneous administration has not been determined. In
the HELP study, patients treated with 300 mg g2 wks presented mean (SD) area under the curve over
the dosing interval at steady-state (AUCtau,ss), maximum concentration at steady-state (Cmax,ss) and
minimum concentration at steady-state (Cmin,ss) of 408 pg*day/ml (138), 34.4 pg/mL (11.2), and
25.4 pg/mL (9.18), respectively. The anticipated time to reach steady state concentration was
approximately 70 days.

Absorption

Following SC administration, the time to maximum concentration is approximately 5 days. The site of
SC injection (thigh, arm, or abdomen) and self-administration did not affect the absorption of
lanadelumab.

Distribution

The mean (SD) volume of distribution of lanadelumab in patients with HAE is 14.5 litres (4.53).
Lanadelumab is a therapeutic monoclonal antibody and is not expected to bind to plasma proteins.

Elimination

Lanadelumab has a mean (SD) total body clearance of 0.0297 L/h (0.0124) and a terminal elimination
half-life of approximately 14 days.



Special populations

No dedicated studies have been conducted to evaluate the pharmacokinetics of lanadelumab in special
patient populations including gender, age, pregnant women or the presence of renal or hepatic
impairment.

In a population pharmacokinetic analysis, after correcting for body weight, no influence of gender or
age (12 to 75 years) was apparent on the clearance or volume of distribution of lanadelumab.

Although body weight was identified as an important covariate describing the variability of clearance,
a 300 mg g2wks dose regimen provided sufficient exposure for the indication (see section 5.1).

Renal and hepatic impairment

As 1gG monoclonal antibodies are mainly eliminated via intracellular catabolism, renal impairment or
hepatic impairment is not expected to influence clearance of lanadelumab.

Accordingly, in a population pharmacokinetic analysis, renal impairment (estimated GFR:

60 to 89 ml/min/1.73 m? [mild, N=98] and 30 to 59 ml/min/1.73m? [moderate, N=9]) had no effect on
the clearance or volume of distribution of lanadelumab.

5.3 Preclinical safety data

In repeat-dose studies evaluating once weekly SC injection in both rats (up to 28 days) and
cynomolgus monkeys (up to 6 months) lanadelumab was well-tolerated at doses of up to and including
50 mg/kg (highest dose tested) with no organs of toxicity identified. Exposures in cynomolgus
monkeys following 6 months of administration were approximately 23-fold greater than that noted at
300 mg g2 wks based on AUC.

Lanadelumab is not expected to interact directly with DNA or other chromosomal material, as it is
made up entirely of naturally occurring amino acids and contains no inorganic or synthetic linkers or
other nonprotein portions; therefore no genotoxicity evaluation has been conducted.

Carcinogenicity has not been evaluated in animals as based on the weight of evidence approach,
lanadelumab is considered to have a low risk for carcinogenicity.

The effects of lanadelumab on fertility were evaluated in sexually mature cynomolgus monkeys. In a
13-week study, once weekly SC administration of lanadelumab had no effects on male or female
fertility at doses of 10 or 50 mg/kg (highest dose tested). Exposures in sexually mature cynomolgus
monkeys in the fertility study were approximately 20-and 22-fold greater than that noted at

300 mg g2 wks based on Crmax and AUC, respectively.

In the ePPND study in pregnant cynomolgus monkeys administered once weekly doses of 10 or 50 mg/kg
(highest dose tested), there were no lanadelumab-related effects on pregnancy and parturition,
embryo-foetal development, survival, growth, and/or postnatal development of offspring. Exposures in
the ePPND study were approximately 32-fold greater than that noted at 300 mg g2 wks based on
AUC.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Disodium phosphate dihydrate

Citric acid monohydrate

Histidine

Sodium chloride
Polysorbate 80
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Water for injections
6.2 Incompatibilities
Not applicable.

6.3 Shelf life

TAKHZYRO 300 mg solution for injection in vial
2 years

The injection should be administered within 2 hours of preparing the dosing syringe. If not
administered immediately after preparation, the syringe may be stored in the refrigerator (2°C to 8°C),
protected from light and administered within 8 hours.

Chemical and physical in-use stability has been demonstrated for 2 hours at 25°C and for 8 hours at
2°C to 8°C. From a microbiological point of view, unless the method of preparation precludes the
risks of microbial contamination, the product should be used immediately. If not used immediately,
in-use storage times and conditions are the responsibility of the user.

TAKHZYRO 300 mg solution for injection in pre-filled syringe
2 years

6.4 Special precautions for storage

Store in a refrigerator (2°C to 8°C).

Do not freeze.

Keep the solution (vial or pre-filled syringe) in the outer carton in order to protect from light.

The solution (vial or pre-filled syringe) may be stored below 25°C for a single period of 14 days, but
not beyond the expiry date. Do not return TAKHZYRO to refrigerated storage after storage at room

temperature.

When one pre-filled syringe from a multi-pack is removed from refrigeration, return the remaining
pre-filled syringes to the refrigerator until future use when needed.

For storage conditions after first opening of the product in vial, see section 6.3.

6.5 Nature and contents of container

TAKHZYRO 300 mg solution for injection in vial

2 ml of solution in a vial (type I glass) with a coated butyl rubber stopper and an aluminium seal with

violet flip-off cap. TAKHZYRO is available as a single pack containing one 2 ml vial and in
multipacks comprising 2 or 6 cartons, each carton containing 1 vial.

Each pack also contains the following items:
e  Empty 3 ml syringe

e  18G vial access needle

e 27G x 13 mm injection needle

TAKHZYRO 300 mg solution for injection in pre-filled syringe

2 ml of solution in pre-filled syringe with a bromobutyl stopper, 27G x 13 mm staked needle and rigid
needle cap. TAKHZYRO is available as unit packs containing 1 or 2 pre-filled syringes and in
multipacks containing 6 (3 packs of 2) pre-filled syringes.
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Not all pack sizes may be marketed.
6.6 Special precautions for disposal and other handling
Lanadelumab is provided in single use vials and pre-filled syringes.

Before use, TAKHZYRO solution should be visually inspected for appearance. The solution should be
clear or slightly yellow. Solutions that are discoloured or contain particles should not be used.

Avoid vigorous agitation.

Administration steps

TAKHZYRO 300 mg solution for injection in vial
Using aseptic technique, withdraw the prescribed dose of TAKHZYRO from the vial into the syringe
using an 18 gauge needle.

Change the needle on the syringe to a 27 gauge needle or other needle suitable for SC injection. Inject
TAKHZYRO subcutaneously into the abdomen, thigh, or upper arm (see section 4.2).

Discard the vial with any unused contents.

TAKHZYRO 300 mg solution for injection in pre-filled syringe

After removing the pre-filled syringe from the refrigerator, wait 15-30 minutes before injecting to
allow the solution to reach room temperature. Inject TAKHZYRO subcutaneously into the abdomen,
thigh, or upper arm (see section 4.2).

Each pre-filled syringe is for single use only. Discard the pre-filled syringe after injection is
completed.

Any unused medicinal 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.

7. MARKETING AUTHORISATION HOLDER

Takeda Pharmaceuticals International AG Ireland Branch
Block 3 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

Ireland

Tel: +80066838470

E-mail: medinfoEMEA@takeda.com

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1340/001
EU/1/18/1340/002
EU/1/18/1340/003
EU/1/18/1340/004
EU/1/18/1340/005
EU/1/18/1340/006
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 22 November 2018
10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX 11

MANUFACTURERS OF THE BIOLOGICAL ACTIVE
SUBSTANCE(S) AND MANUFACTURERS
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.  MANUFACTURERS OF THE BIOLOGICAL ACTIVE SUBSTANCE(S) AND
MANUFACTURERS RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturers of the biological active substance(s)

Rentschler Biopharma SE
Erwin-Rentschler-Strasse 21
D-88471 Laupheim
GERMANY

Shire Human Genetic Therapies Inc.
400 Shire Way

Lexington, MA 02421

USA

Name and address of the manufacturers responsible for batch release

Takeda Pharmaceuticals International AG Ireland Branch
Block 3 Miesian Plaza

50 — 58 Baggot Street Lower

Dublin 2

Ireland

Shire Pharmaceuticals Ireland Limited
Blocks 2 and 3 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

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 restricted medical prescription (see Annex I: Summary of Product

Characteristics, section 4.2).

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 107c¢ (7) of Directive 2001/83/EC and any
subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within 6
months following authorisation.

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

o Risk management plan (RMP)
The marketing authorisation holder (MAH) shall perform the required pharmacovigilance activities

15



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:

e At the request of the European Medicines Agency;

e  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 111

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

VIAL - UNIT PACK CARTON

1. NAME OF THE MEDICINAL PRODUCT

TAKHZYRO 300 mg solution for injection
lanadelumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 300 mg lanadelumab.

3. LIST OF EXCIPIENTS

Disodium phosphate, dihydrate
Citric acid monohydrate
Histidine

Sodium chloride

Polysorbate 80

Water for injections

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 vial of 2 ml

This pack also contains:
3 ml syringe

18 gauge access needle
Injection 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
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8. EXPIRY DATE

EXP

‘ 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Keep in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharmaceuticals International AG Ireland Branch
Block 3 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1340/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

TAKHZYRO 300 mg

17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.
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18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

VIAL - MULTIPACK INNER CARTON (NO BLUE-BOX)

1. NAME OF THE MEDICINAL PRODUCT

TAKHZYRO 300 mg solution for injection
lanadelumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 300 mg lanadelumab.

3. LIST OF EXCIPIENTS

Disodium phosphate, dihydrate
Citric acid monohydrate
Histidine

Sodium chloride

Polysorbate 80

Water for injections

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 vial of 2 ml component of a multipack, can’t be sold separately.

This pack also contains:
3 ml syringe

18 gauge access needle
Injection 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
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8. EXPIRY DATE

EXP

‘ 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Keep in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharmaceuticals International AG Ireland Branch
Block 3 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1340/002
EU/1/18/1340/003

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

TAKHZYRO 300 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

VIAL - MULTIPACK OUTER CARTON (INCLUDING BLUE-BOX)

1. NAME OF THE MEDICINAL PRODUCT

TAKHZYRO 300 mg solution for injection
lanadelumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 300 mg lanadelumab.

3. LIST OF EXCIPIENTS

Disodium phosphate, dihydrate
Citric acid monohydrate
Histidine

Sodium chloride

Polysorbate 80

Water for injections

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

Multipack: 2 vials (2 packs of 1 vial) of 2 ml.
Multipack: 6 vials (6 packs of 1 vial) of 2 ml.

Each Single pack also contains:
3 ml syringe

18 gauge access needle
Injection 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
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8. EXPIRY DATE

EXP

‘ 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Keep in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharmaceuticals International AG Ireland Branch
Block 3 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1340/002
EU/1/18/1340/003

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

TAKHZYRO 300 mg

17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.
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18.  UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

TAKHZYRO 300 mg solution for injection
lanadelumab
Subcutaneous use

2. METHOD OF ADMINISTRATION

Read the package leaflet before use

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

2mi

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

PRE-FILLED SYRINGE- UNIT PACK CARTON

1. NAME OF THE MEDICINAL PRODUCT

TAKHZYRO 300 mg solution for injection in pre-filled syringe
lanadelumab

‘ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe contains 300 mg lanadelumab.

3. LIST OF EXCIPIENTS

Disodium phosphate, dihydrate
Citric acid monohydrate
Histidine

Sodium chloride

Polysorbate 80

Water for injections

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 pre-filled syringe of 2 ml
2 pre-filled syringes of 2 ml

‘ 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
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Keep in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharmaceuticals International AG Ireland Branch
Block 3 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1340/004
EU/1/18/1340/005

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

TAKHZYRO 300 mg

17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.
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18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

PRE-FILLED SYRINGE MULTIPACK INNER CARTON (NO BLUE-BOX)

1. NAME OF THE MEDICINAL PRODUCT

TAKHZYRO 300 mg solution for injection in pre-filled syringe
lanadelumab

‘ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe contains 300 mg lanadelumab.

3. LIST OF EXCIPIENTS

Disodium phosphate, dihydrate
Citric acid monohydrate
Histidine

Sodium chloride

Polysorbate 80

Water for injections

‘ 4, PHARMACEUTICAL FORM AND CONTENTS

Solution for injection
1 unit pack of 2 pre-filled syringes (2 ml each), 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
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Keep in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharmaceuticals International AG Ireland Branch
Block 3 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1340/006

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

TAKHZYRO 300 mg
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

PRE-FILLED SYRINGE MULTIPACK OUTER CARTON (INCLUDING BLUE-BOX)

1. NAME OF THE MEDICINAL PRODUCT

TAKHZYRO 300 mg solution for injection in pre-filled syringe
lanadelumab

‘ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe contains 300 mg lanadelumab.

3. LIST OF EXCIPIENTS

Disodium phosphate, dihydrate
Citric acid monohydrate
Histidine

Sodium chloride

Polysorbate 80

Water for injections

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection Multipack of 6: 3 unit packs of 2 pre-filled syringes (2 ml each)

‘ 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
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Keep in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Pharmaceuticals International AG Ireland Branch
Block 3 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1340/006

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

TAKHZYRO 300 mg

17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.
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18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PRE-FILLED SYRINGE LABEL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

TAKHZYRO 300 mg solution for injection
lanadelumab
s.C.

2. METHOD OF ADMINISTRATION

Read the package leaflet before use

3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

2mi

6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

TAKHZYRO 300 mg solution for injection in vial

lanadelumab

vThis medicine is subject to additional monitoring. This will allow quick identification of new safety
information. You can help by reporting any side effects you may get. See the end of section 4 for how
to report side effects.

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

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

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

e  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.

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

What is in this leaflet

What TAKHZYRO is and what it is used for

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

Possible side effects

How to store TAKHZYRO

Contents of the pack and other information
Instructions for use

NogkwbdE

1. What TAKHZYRO is and what it is used for
TAKHZYRO contains the active substance lanadelumab.
What TAKHZYRO is used for

TAKHZYRO is a medicine used in adults, and adolescents aged 12 years and older to prevent
angioedema attacks, in patients with HAE.

What hereditary angioedema (HAE) is

HAE is a condition which runs in families. With this condition your blood does not have enough of a
protein called *C1 inhibitor’, or C1 inhibitor does not work properly. This leads to too much ‘plasma
kallikrein’, which in turn produces higher levels of ‘bradykinin’ in your bloodstream. Too much
bradykinin leads to symptoms of HAE like swelling and pain on the,

e hands and feet

o face, eyelids, lips or tongue

e voice-box (larynx), which may make breathing difficult

e genitals

How TAKHZYRO works

TAKHZYRO is a type of protein that blocks the activity of plasma kallikrein. This helps to reduce the
amount of bradykinin in your bloodstream and prevents symptoms of HAE.
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2. What you need to know before you use TAKHZYRO

Do not use TAKHZYRO:

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

Warnings and precautions

e Talk to your doctor, pharmacist or nurse before using TAKHZYRO.

e If you have a severe allergic reaction to TAKHZYRO with symptoms such as a rash, a tight
chest, wheezing, or a fast heart beat, tell your doctor, pharmacist or nurse immediately.

Keeping a record

It is strongly recommended that every time you have a dose of TAKHZYRO, you write down the
name and batch number of the medicine. This is so that you keep a record of the batches used.

Laboratory tests

Tell your doctor if you are using TAKHZYRO before you have laboratory tests to measure how well
your blood is clotting. This is because TAKHZYRO in the blood may interfere with some laboratory
tests, leading to inaccurate results

Children and adolescents

TAKHZYRO is not recommended for use in children under 12 years of age. This is because it has not
been studied in this age group.

Other medicines and TAKHZYRO

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

TAKHZYRO is not known to affect other medicines or be affected by other medicines.

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 or pharmacist for advice before starting to use TAKHZYRO. There is limited information
on the safety of TAKHZYRO use during pregnancy and breast-feeding. As a precautionary measure, it
is preferable to avoid the use of lanadelumab during pregnancy and breast-feeding. Your doctor will
discuss with you the risks and benefits of taking this medicine.

Driving and using machines

This medicine has negligible influence on the ability to drive or use machines.

TAKHZYRO contains sodium

The medicine contains less than 1 mmol sodium (23 mg) per ml of solution, that is to say essentially
‘sodium-free’.

3. How touse TAKHZYRO

TAKHZYRO is provided in single-use vials as ready-to-use solution. Your treatment will be started
and managed under the supervision of a doctor experienced in the care of patients with HAE.
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Always use this medicine exactly as described in this leaflet or as your doctor, pharmacist or nurse has
told you. Check with your doctor, pharmacist or nurse if you are not sure or have any further questions
on the use of this medicine.

How much TAKHZYRO to use

The recommended starting dose is 300 mg every 2 weeks. If you have not had an attack for a long
period, your doctor may change the dose to 300 mg every 4 weeks, especially if you have a low body
weight.

How to inject TAKHZYRO

If you inject TAKHZYRO yourself or if your caregiver injects it, you or your caregiver must
carefully read and follow the instructions in section 7, “Instructions for use”.

e TAKHZYRO is for injection under the skin (‘subcutaneous injection’).

e The injection can be given either by yourself or a caregiver.

e  Adoctor, pharmacist or nurse should show you how to prepare and inject TAKHZYRO properly
before you use it for the first time. Do not inject yourself or someone else until you have been
trained to inject the medicine.

e Insert the needle into the fatty tissue in the tummy (abdomen), thigh or upper arm.

e Inject the medicine in a different place each time.

e  Use each vial of TAKHZYRO only once.

If you use more TAKHZYRO than you should

Tell your doctor, pharmacist or nurse if you take too much TAKHZYRO.

If you forget to use TAKHZYRO

If you miss a dose of TAKHZYRO, inject your dose as soon as possible but there must be at least
10 days between each dose. If you are not sure when to inject TAKHZYRO after a missed dose, ask
your doctor, pharmacist or nurse.

If you stop using TAKHZYRO

It is important that you keep injecting TAKHZYRO as instructed by your doctor even if you feel
?fe;[ga have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.
4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.

If you have a severe allergic reaction to TAKHZYRO with symptoms such as a rash, tight chest,
wheezing, or a fast heart beat, tell your doctor, pharmacist or nurse immediately.

Tell your doctor, pharmacist or nurse if you notice any of the following side effects.
Very common (may affect more than 1 in 10 people):

e  Reactions where the injection is given — symptoms include pain, skin redness, bruising,
discomfort, swelling, bleeding, itching, hardening of skin, tingling, warmth and rash.
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Common (may affect up to 1 in 10 people):

Allergic reactions including itching, discomfort and tingling of the tongue
Dizziness, feeling faint

Raised skin rash

Muscle pain

Blood tests showing liver changes

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. 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 TAKHZYRO

Keep this medicine out of the sight and reach of children.

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

Store in a refrigerator (2°C-8°C). Do not freeze. Keep the vial in the outer carton in order to protect
from light.

Vials may be stored below 25°C for a single period of 14 days, but not beyond the expiry date.
Do not return TAKHZYRO to refrigerated storage after storage at room temperature.

Do not use this medicine if you notice signs of deterioration such as particles in the vial or changed
colour of the injection solution.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to

throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What TAKHZYRO contains

e  The active substance is lanadelumab. Each vial contains 300 mg of lanadelumab in 2mL solution.

e  The other ingredients are disodium phosphate dihydrate, citric acid monohydrate, histidine,
sodium chloride, polysorbate 80 and water for injections — see section 2 “TAKHZYRO contains
sodium”

What TAKHZYRO looks like and contents of the pack

TAKHZYRO is presented as a clear, colourless to slightly yellow solution for injection in a glass vial.

TAKHZYRO is available as a single pack containing one 2 ml vial and in multipacks comprising 2 or
6 cartons, each carton containing 1 vial.

Not all pack sizes may be marketed.
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Each pack also contains the following items:
e  Empty 3 ml syringe
e 18 gauge blunt tip vial access needle

e 27 gauge x 13 mm pointed tip administration (injection) needle.

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

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

Ireland

Shire Pharmaceuticals Ireland Limited
Blocks 2 & 3 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

Ireland

This leaflet was last revised in.

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
https://www.ema.europa.eu/ There are also links to other websites about rare diseases and treatments.

This leaflet is available in all EU/EEA languages on the European Medicines Agency website.

7. Instructions for use

Be sure that you read, understand and follow the step-by-step instructions for injecting TAKHZYRO.

Contact your doctor, pharmacist or nurse if you have any questions.

In addition to the vial, each TAKHZYRO pack also contains:

e  One empty 3 ml syringe.

|
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e One 18 gauge blunt tip vial access needle.
Used to draw medicinal solution from the vial into the
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syringe.

[ —

e One 27 gauge x 13 mm pointed tip injection needle.

Used for injection under the skin (subcutaneous). L—_/_

Only use the syringes, blunt-tip vial access needles and pointed-tip injection needles in this pack or
which your doctor has prescribed.

Only use the syringes, blunt-tip vial access needles and pointed-tip injection needles one time. Place
all used syringes and needles in the sharps container.

Do not use any syringes, blunt-tip vial access needles and pointed-tip injection needles that appear
damaged.

You will also need:

e  Alcohol wipes
e A ssharps container for used vials, needles and syringes

You can get supplies from your doctor, pharmacist or nurse.
The injection of TAKHZYRO can be summarised in 5 steps:

Prepare the vial of TAKHZYRO

Attach blunt tip vial access needle to syringe

Transfer TAKHZYRO into syringe and switch to the pointed-tip injection needle
Select and prepare injection site

Inject TAKHZYRO

arwbdE

Step 1: Prepare the vial of TAKHZYRO

a) Take the vial out of the refrigerator
15 minutes before use to allow it to reach
/ room temperature (15°C to 25°C) before
preparing an injection.
b) Clean your work area and wash your hands
A before preparing your dose. Do not touch any
surface or your body, especially your face,
after washing your hands before injection.
¢) Gather your TAKHZYRO and supplies and
place them on your well-lit work surface.
d) Remove the vial from the packaging. Do not
use the vial if the cap covering the stopper is
missing.
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e) Gently invert the vial 3 to 5 times to
ensure the solution is mixed. Do not shake
the vial as this can cause foaming.

f) Check the solution in the vial for particles or
a change in the colour (normally it is
colourless to slightly yellow). Do not use if
you see particles or a change in colour.

Important: Do not shake.

remove the vial rubber stopper.

‘\ g) Remove the plastic cap from the vial. Do not

h) Place the vial on a flat surface. Clean the vial
rubber stopper with an alcohol wipe and
allow it to dry.

Step 2: Attach blunt tip vial access needle to syringe

a) Screw the 18 gauge blunt tip vial access needle to
the 3 ml syringe.

Important: Do not remove the needle cap
from the needle when attaching to the syringe.
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b) Pull back the plunger to fill the syringe with air
equal to the amount of solution in the vial.

c) Pull off the needle cap straight away from the
syringe without touching the needle. Do not pull
on the plunger.

a) Insert the needle into the centre of the rubber
stopper.

b) Push the plunger down to inject air into the vial
and hold the plunger down.

c) Slowly turn the vial upside down with needle and
syringe attached. Pull back on the plunger to
withdraw the full dose in the vial.

Important: Be sure to keep the tip of the
needle in the liquid to avoid drawing air in as
you pull back the plunger.
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d) Remove large air bubbles by gently tapping on
the syringe with your fingers until the bubbles
rise to the top of the syringe.

Slowly push the plunger, allowing air to go back
into the vial, until the solution reaches the top of
the syringe.

Repeat these steps until large air bubbles are
removed.

e) Without removing the needle from the vial,
unscrew the syringe by holding the top of the
needle and turning the syringe counter clockwise.

Return the syringe to an upright position.

f) Place the 18 gauge blunt-tip vial access needle
and the vial in a sharps container.
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g) Screw the 27 gauge x 13 mm pointed-tip
injection needle to the syringe.

4 )

Important: Do not remove the needle cap
from the needle when attaching to the syringe.

Do not use the blunt tip vial access needle to
inject TAKHZYRO as this may cause pain

and bleeding.
- J
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Step 4: Select and prepare injection site

Step 5: Inject TAKHZYRO

a) Choose an injection site on your stomach
(abdomen), thigh, or upper arm. The
injection should be given subcutaneously.

b) Clean your injection site with an alcohol
wipe and allow the skin to dry completely.

Important:

e Itis important to use
different injection sites to
keep skin healthy.

e The area you choose for
injection should be at least
5 cm away from any scars
or your belly button (navel).
Do not choose an area that
is bruised, swollen, or
painful.

e The outer area of the upper
arm is not recommended if
you are injecting yourself.

o J

C) Pull off the needle cap straight from the syringe

without touching the needle. Do not pull on the
plunger. Do not touch the needle tip or allow it to
touch any other surface.

\_ J

Important: Inject TAKHZYRO within 2 hours
of preparing the dosing syringe at room
temperature. Alternatively, you can place the
dosing syringe in a refrigerator at 2°C to 8°C
and you must use it within 8 hours.
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d) Gently pinch about 3 cm of skin at your cleaned
injection site and insert the needle.

Important: Be sure to inject into a

subcutaneous space which is not too shallow
(skin layer) or too deep (muscle).
|I | /|

e) Push the plunger slowly until all the medicine has
been injected. Release the skin fold and gently
remove the needle. Do not recap the needle.

f) Place the 27 gauge x 13 mm pointed-tip injection
needle and the syringe in a sharps container.
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Package leaflet: Information for the user

TAKHZYRO 300 mg solution for injection in pre-filled syringe

lanadelumab

vThis medicine is subject to additional monitoring. This will allow quick identification of new safety
information. You can help by reporting any side effects you may get. See the end of section 4 for how
to report side effects.

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

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

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

e  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.

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

What is in this leaflet

What TAKHZYRO is and what it is used for

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

Possible side effects

How to store TAKHZYRO

Contents of the pack and other information
Instructions for use

NoogkrwdE

1. What TAKHZYRO is and what it is used for
TAKHZYRO contains the active substance lanadelumab.
What TAKHZYRO is used for

TAKHZYRO is a medicine used in adults, and adolescents aged 12 years and older to prevent
angioedema attacks, in patients with HAE.

What hereditary angioedema (HAE) is

HAE is a condition which runs in families. With this condition your blood does not have enough of a
protein called *C1 inhibitor’, or C1 inhibitor does not work properly. This leads to too much ‘plasma
kallikrein’, which in turn produces higher levels of ‘bradykinin’ in your bloodstream. Too much
bradykinin leads to symptoms of HAE like swelling and pain on the,

e hands and feet

o face, eyelids, lips or tongue

e voice-box (larynx), which may make breathing difficult

e genitals

How TAKHZYRO works

TAKHZYRO is a type of protein that blocks the activity of plasma kallikrein. This helps to reduce the
amount of bradykinin in your bloodstream and prevents symptoms of HAE.
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2. What you need to know before you use TAKHZYRO

Do not use TAKHZYRO:

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

Warnings and precautions

e Talk to your doctor, pharmacist or nurse before using TAKHZYRO.

e If you have a severe allergic reaction to TAKHZYRO with symptoms such as a rash, a tight
chest, wheezing, or a fast heart beat, tell your doctor, pharmacist or nurse immediately.

Keeping a record

It is strongly recommended that every time you have a dose of TAKHZYRO, you write down the
name and batch number of the medicine. This is so that you keep a record of the batches used.

Laboratory tests

Tell your doctor if you are using TAKHZYRO before you have laboratory tests to measure how well
your blood is clotting. This is because TAKHZYRO in the blood may interfere with some laboratory
tests, leading to inaccurate results

Children and adolescents

TAKHZYRO is not recommended for use in children under 12 years of age. This is because it has not
been studied in this age group.

Other medicines and TAKHZYRO

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

TAKHZYRO is not known to affect other medicines or be affected by other medicines.

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 or pharmacist for advice before starting to use TAKHZYRO. There is limited information
on the safety of TAKHZYRO use during pregnancy and breast-feeding. As a precautionary measure, it
is preferable to avoid the use of lanadelumab during pregnancy and breast-feeding. Your doctor will
discuss with you the risks and benefits of taking this medicine.

Driving and using machines

This medicine has negligible influence on the ability to drive or use machines.

TAKHZYRO contains sodium

The medicine contains less than 1 mmol sodium (23 mg) per ml of solution, that is to say essentially
‘sodium-free’.
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3. Howtouse TAKHZYRO

TAKHZYRO is provided in single-use pre-filled syringes as ready-to-use solution. Your treatment
will be started and managed under the supervision of a doctor experienced in the care of patients with
HAE.

Always use this medicine exactly as described in this leaflet or as your doctor, pharmacist or nurse has
told you. Check with your doctor, pharmacist or nurse if you are not sure or have any further questions
on the use of this medicine.

How much TAKHZYRO to use

The recommended starting dose is 300 mg every 2 weeks. If you have not had an attack for a long
period, your doctor may change the dose to 300 mg every 4 weeks, especially if you have a low body
weight.

How to inject TAKHZYRO

If you inject TAKHZYRO yourself or if your caregiver injects it, you or your caregiver must
carefully read and follow the instructions in section 7, “Instructions for use”.

e TAKHZYRO is for injection under the skin (‘subcutaneous injection’).

e The injection can be given either by yourself or a caregiver.

e  Adoctor, pharmacist or nurse should show you how to prepare and inject TAKHZYRO properly
before you use it for the first time. Do not inject yourself or someone else until you have been
trained to inject the medicine.

o Insert the needle into the fatty tissue in the tummy (abdomen), thigh or upper arm.

¢ Inject the medicine in a different place each time.

e  Use each pre-filled syringe of TAKHZYRO only once.

If you use more TAKHZYRO than you should

Tell your doctor, pharmacist or nurse if you take too much TAKHZYRO.

If you forget to use TAKHZYRO

If you miss a dose of TAKHZYRO, inject your dose as soon as possible but there must be at least
10 days between each dose. If you are not sure when to inject TAKHZYRO after a missed dose, ask
your doctor, pharmacist or nurse.

If you stop using TAKHZYRO

It is important that you keep injecting TAKHZYRO as instructed by your doctor even if you feel
better. If you have any further questions on the use of this medicine, ask your doctor, pharmacist or
nurse.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.

If you have a severe allergic reaction to TAKHZYRO with symptoms such as a rash, tight chest,
wheezing, or a fast heart beat, tell your doctor, pharmacist or nurse immediately.

Tell your doctor, pharmacist or nurse if you notice any of the following side effects.
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Very common (may affect more than 1 in 10 people):

e  Reactions where the injection is given — symptoms include pain, skin redness, bruising,
discomfort, swelling, bleeding, itching, hardening of skin, tingling, warmth and rash.

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

Allergic reactions including itching, discomfort and tingling of the tongue
Dizziness, feeling faint

Raised skin rash

Muscle pain

Blood tests showing liver changes

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. 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 TAKHZYRO

Keep this medicine out of the sight and reach of children.

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

TAKHZYRO 300 mg solution for injection in pre-filled syringe
Store in a refrigerator (2°C-8°C). Do not freeze. Keep the pre-filled syringe in the outer carton in order
to protect from light.

Pre-filled syringes may be stored below 25°C for a single period of 14 days, but not beyond the expiry
date.

Do not return TAKHZYRO to refrigerated storage after storage at room temperature.

When one pre-filled syringe from a multi-pack is removed from refrigeration, return the remaining
pre-filled syringes to the refrigerator until future use when needed.

Do not use this medicine if you notice signs of deterioration such as particles in the pre-filled syringe
or changed colour of the injection solution.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information
What TAKHZYRO contains

e  The active substance is lanadelumab. Each pre-filled syringe contains 300 mg of lanadelumab in
2mL solution.

e  The other ingredients are disodium phosphate dihydrate, citric acid monohydrate, histidine,
sodium chloride, polysorbate 80 and water for injections — see section 2 “TAKHZYRO contains
sodium”
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What TAKHZYRO looks like and contents of the pack

TAKHZYRO is presented as a clear, colourless to slightly yellow solution for injection in a pre-filled
syringe.

TAKHZYRO is available as:

e asingle pack containing one 2 ml pre-filled syringe in a carton

e asingle pack containing two 2 ml pre-filled syringes in a carton

e in multipacks comprising 3 cartons, each carton containing two 2 ml pre-filled syringes.

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

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

Ireland

Shire Pharmaceuticals Ireland Limited
Blocks 2 & 3 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

Ireland

This leaflet was last revised in.
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
https://www.ema.europa.eu/. There are also links to other websites about rare diseases and treatments.

This leaflet is available in all EU/EEA languages on the European Medicines Agency website.

7  Instructions for use

Be sure that you read, understand, and follow the Instructions for Use before injecting TAKHZYRO.
Contact your healthcare provider if you have any questions.

Intended use
The TAKHZYRO pre-filled syringe is a fixed dose (300 mg/2 mL), ready-to-use, disposable, needle-

based injection device intended for subcutaneous administration of the drug product by healthcare
providers, caregivers, or by self-administration.
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Storing TAKHZYRO

e  Store TAKHZYRO in the refrigerator at 2°C to 8°C. Do not freeze.

o  Pre-filled syringe removed from refrigeration should be stored below 25°C and used within
14 days. Do not return TAKHZYRO to refrigerated storage after storage at room temperature.

e  When one pre-filled syringe from a multi-pack is removed from refrigeration, return the
remaining pre-filled syringes to the refrigerator until future use when needed.

e Store TAKHZYRO in the original carton to protect the pre-filled syringe from light.

e Do not shake TAKHZYRO.

e Keep TAKHZYRO and all medicines out of the reach of children.

Parts of Your TAKHZYRO Pre-filled Syringe Before Use (Figure A).

Plunger Rod Stopper  Syringe Barrel Needle Cap

| |

Backstop
Figure A

STEP 1: Prepare for your injection

a. Gather an alcohol swab, cotton ball/gauze pad, adhesive bandage and a sharps disposal container
(Figure B) and place on a clean, flat, surface in a well-lit area. These supplies are not included
in the TAKHZYRO packaging.

m] )

Alcohol Swab Cotton Ball Gauze Pad Adhesive Bandage Sharps Container

Figure B

b. Remove TAKHZYRO from refrigerator, open the carton box and remove the TAKHZYRO pre-
filled syringe from the tray.

¢ Do not use the TAKHZYRO pre-filled syringe if the tamper evident seal is open or
broken.

o Before you prepare your injection, allow the pre-filled syringe to reach room
temperature for at least 15 to 30 minutes.

e Your medicine is sensitive to warm temperatures. Do not use external heat sources such
as hot water to warm your TAKHZYRO pre-filled syringe.

¢ Do not remove the needle cap until you are ready to inject.

¢.  Wash your hands with soap and water. Dry your hands completely (Figure C).
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Figure C
d. Check the expiration date on the label (Figure D).
e Do not use TAKHZYRO pre-filled syringe if the expiration date has passed.

Figure D

e. Visually inspect the TAKHZYRO pre-filled syringe for any damage and make sure the medicine
is colourless to slightly yellow.

¢ Do not use product if syringe is damaged — e.g., cracked syringe.

e Do not administer if the medicine is discoloured, cloudy or has flakes or particles in it
and call your Healthcare Provider.

e You might see air bubbles in the TAKHZYRO pre-filled syringe. This is normal and
will not affect your dose.

STEP 2: Select and prepare your injection site

a. The TAKHZYRO pre-filled syringe should be injected into your stomach (abdomen), thigh, or
the back of the upper arm (the outer area of the upper arm is not recommended if you are
injecting yourself) (Figure E).

¢ It is important to rotate injection sites to keep skin healthy. Each new injection should
be given at least 3 cm from the last site you used.

¢ Do not inject into an area of your body where the skin is irritated, reddened, bruised, or
infected.

e The area you choose for injection should be at least 5 cm away from any scars or your
belly button (navel).
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Figure E
b. Clean the injection site with an alcohol swab and allow it to dry.
e Do not fan or blow on the clean site.
¢ Do not touch this area again before giving your injection.

c. Remove needle cap from the TAKHZYRO pre-filled syringe. Gently pull the needle cap straight
off with one hand and firmly hold the middle of the TAKHZYRO pre-filled syringe with the
other hand. Throw away the needle cap (Figure F).

¢ Do not recap your TAKHZYRO pre-filled syringe.

¢ Do not use the TAKHZYRO pre-filled syringe if it has been dropped without the
needle cap on or if the needle looks damaged or bent.

¢ Do not touch the needle or allow the needle to touch anything.

Ty

. .

. .,
Figure F

STEP 3: Inject TAKHZYRO

a. Gripthe TAKHZYRO pre-filled syringe in one hand like a pencil. Avoid touching the needle or
pushing on the plunger (Figure G).

Figure G
b.  With your other hand, gently pinch about 3 cm fold of skin at the cleaned injection site.
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c.  With one quick, short motion, push needle all the way into skin. Make sure to keep the needle in
place (Figure H).

Figure H

o

Slowly push the plunger until all of the liquid is injected and the syringe is empty, then gently let
go of your skin.
e.  Slowly withdraw needle while maintaining the syringe at the same angle (Figure I).

Figure I
f.  Press cotton ball or gauze pad over injection site if needed and hold for 10 seconds.

¢ Do not rub the injection site. You may have a minor bleeding. This is normal.
e Cover injection site with an adhesive bandage if needed.

g. Throw away your used TAKHZYRO pre-filled syringe.

¢ Do not touch the needle.

¢ To avoid a needle-stick injury, do not recap the needle.

¢ Put your used TAKHZYRO pre-filled syringes in a sharps disposal container right away
after use.

¢ Do not reuse the TAKHZYRO pre-filled syringe and any of your injection supplies.

Important: Always keep the sharps disposal container out of the reach of children.
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1) OEMENE TRUT TR HAE #75E 73 7 -7 /L~ 7 300 mg q2wks D FH-% 1 [BILL B 1) 72,

1 — LA — N — R 13 HELP SR O G- HEIZ B0 & T 5RBRBRLARFIC 7 77 /L~ 7 300 mg D H
[B1¥¢ 5% 317, HAE BIENRBLT 2 E TEMOEE 2% 2o iz, T X TOWRE IR D
HAE ¥1ERH%ZIC, IEEM FTT7 T /L~7 300 mg 2wks DEH- %25 1T 7-, 7=, ARABRIZIX
R—=2 T A ORVEFEBEN 12 BN 720 102U ETH - mHHE T IE e — A — S — B
103 5 (38 1b FHERBRICSIN L72 19 Bl &2 G de) G Eiz, FEr—d— " —BaaE i, RBE
TEIE X 0 F 5 L~ 7 300 mg q2wks D5 %521 72, WBRE 1L, 2P CIEMR I X 5 A
D2 RIOEE %2, WYRIHMEEZ T RICH O EAT 2 2 E N TE

KRR TT T TN~ T BG5S WREORSH (173212 61, 81.6%) %, 7— /LA —/3—X
WIFE T — LA — =R E DO Wl LT, 30 » AL B G- 258 T L7z, HELP B Ok
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TAK-743 HEEHIEKRAR

B HRBR O E%EFEZE (SD) ) 13296 (820) » A Th-otz, #REDORKEZEITT FF
N~7%ZH&EE L7 (8,018 [HIOEE-D 60.6%)

HELP 5B Ofkfse i 5B O W 1 _— R T A > & i U7 HAE BIEFRHRIT AT L.,
LA — =D T HRIL 92.4%, HFr— LA — —HORTFTRIL 82.0% L FKTH Y | kD
KTHRIL874% Th oo, v — /LA — —yBRE DRIEF BT HELP R CRE KT L TE
D, IR T T 5 ATREMEIXIRER Th o 723, ki 53R C & IR T USEARITIRE R O F1E
FELHIT 0.08~0.26 [,/ H Th o7z, £, EREHROEIEGOFEE (SD) 1£97.7 (6.0) %T
HY ., EREHROVHE (SD) (%4150 (346.1) H ThHotz, KNEREHMN 6 » ALLED
BRBRE DOEIAIL 81.8%., 12 » A LLEOWERFE OEIGIE 68.9% Th - 7=,

MRIN EEFE ST 1L, B PERIEREOIHIIZB T 5, 1 DL Eo/NRoYV T8 > FEaxts b
L7z TAKHZYRO ORERAE R DOIRHFH 2 T L7,

52 EYBEFHEE

HAE BEZXIGUT, T T TN~ 7 ZHEIRORE#RE Lo L & oEyiErfmit Lz, 7571
~ 7 OEYEREIL, 400 mg £ TOHAETEIEMEOHE —REREE R L, KE 12 5 HRICHEY
R TG % OBBICHAENRO OGNDE Z ERHLNI R T, B TFREHOT T T A~T7 Ok
KIS A AT XA Z VT 21 THE STy, HELP 3EBR IV T, 300 mg q2wks B G-HED
BEOEFIREBIZEIT 28 E5-MRD AUC (AUC ) « EFIRBEIC IS 1T 2 e ML IR EE (Crnaxss)
K OVEEARRBIZH 1T 2 AR IMAE IR (Coinss) O FHE (SD) 1%, £ E 41 408 pg*day/mL (138) |
344 pg/mL (11.2) . KT 25.4 pg/mL (9.18) T -7z, EHIRRE~DOHEE R FER I 70 H TH -
776

I

SC B 5% O EEAERZEFMIIAN S B TH D, SCEEGEL OBRER., Wi X IXEE) kOH &
X, 97T~ 7 OWIIEE MIES o1,
gaxiil

HAE BEICB T 57 T T~ 7 OOHERMONY-E)E (SD) 1£145L (4.53) Tholz, 77/
<~ ZXRERTE Ze—F bR THhH Y MEEAEICITEE LW EB LoD,

HEi

TFTN=TORE 7 VT 7 ZAOWEE (SD) 1X0.0297 L/h (0.0124) ThH VD, EKRFEDOHER S
BRI 14 B TH - 7=,

KEpI 7o 4R

PERIL AR, b M OV RE SR REfE E D A 72 U KBl 7 BEEM 2 X5z, T~
T OB AT S Z A B E LeiRBRIT I L TuLeuy,

FHESEY BN REMAT Tl RETCHIESR. ST TA~T DY VT 5 v AR OSHAREICRT 50
B OE#S (12~75 %) DRI D b hoiz,
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TAK-743 HEEHIEKRAR

HEIFZZ VT 7 AOEEZHATLEELRLEE TH L Z L MR I 2D, 300 mg q2wks D
TG LA ARV EISEICS LT RIBEEN GO (5.1 HER) |

BB RE R TS I O TR RE R

IgG €/ 7 v —F VHURIZEITHIEN BALIC L D IEAT D720, BHEREREE L O RERE =13 7
FTFNT DI N T TR BERIFE L NWEEZ NS,

L7285 T, RHEMSRMEREMRNT CIE, BHEAEREE (GFR H#EEH : 60~89 mL/min/1.73 m* (B,
N=98) K (X30~59 mL/min/1.73 m* (FPEEE. N=9) ] 1%, TFFI~T D2 VT T2 ARV
BRI E RITE o T,

53 JFERRREMET—%F

v b (K28 A KO =27 A% (k6 » HM) (2 1 B TG L KEHG-H BRI
BWT, 757 FA~713 50 mgkg (BEtLIm&kEHE) ETOHBETRFREAMEZ R L, FiE
R LSBTGS N o To, I=I A6 5 AMFES L= & & @ AUC 1T 300 mg
q2wks & GRFDOK) 23 {5 ThH -T2,

TFTNTIEZERIIKIROT I VB THKRSNTEY . B, A v —XIZDMmoIER
BBy & & £72\0 2, DNA T2 OO Y kE L M AERT2 2 &30 EEXDL
N5, Lo T, Bt OMEITEK L TV, TEF v AOELITFREICHKSE, T
FT N T DOINANEY AT TN EB 2 GNDT20, B E 228 AJFIHERRER 13505 LT
AN

PR LT =7 A PN E W TEZBRICKT 27 T T~ T 0L LTz, 777 ~7
Z 10 XX 50 mgkg (MGt L7ofmem &) OMETE 1A 138 SCHE Lz & &, MO
BRICKI T D BUIGR D Do Tz, WK LT= D =7 A4 VL& AW T2 IERERBRIZE T D Cox
K OVAUC 1%, 300 mg q2wks & G-REDOZNE I 20 (5L N2 5 TH -T2,

MRS =27 A P2 10 XiT 50 mgkg (Rt L7-fem &) % 1 Bl 5 L7 ePPND RERIZ B
T, HAEROIEYR & Ok M FRIEFAE, 17, RERO/ XTI AR O EICKT DT T
IV~ T OFGITEE L - BT bR o T2, Z D ePPND s BRIZE 1T 5 AUC 14300 mg q2wks
B HREOK 32 {ETh o7z,

6.0 HAIFHIEH

6.1 AF—&

U UBKFE T MU oL ZOKF)
7 T K

ERXFUV

LT B Y DL

ARY Y _— | 80

EEDREVIN
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TAK-743 HEEHIEKRAR

6.2 BEEEE

ML,

6.3 H3HIM

TAKHZYRO 300 mg /31 7 /LIRS
R

HEHNE, 5V DO 2 FERILINICE 5725 2 &, L L THIEE (2°C~8°C) (ZIRAF
T HEAE. HEHE 8 RFUINIC&RET 5 2 &,

55 B OV J O BREY 22 E PRI, 25°C T 2 BRfE]. 2°C~8°C T 8 BFfj L FEiF SN TV 5, %
EWFRIBLE D, Y TR K o TRAETB YO ) 27 BHERR S 72V R YD . AANIE 626
HAT2zZ &, BEHBIZHEHLRWEA, HHARFORE AR E OMRE SRMFIIEAEORT LT 5,

TAKHZYRO 300 mg EFHE 7L 7 4V Ky U v
2 A

6.4 RELOFAGEE

MR T 52 (2°C~8°C) .

WS SR &,

WD D, WE A TAXIIT LT 4 R ) D) 3B ANTRIET S Z &,

W NATNAVUIT V7 40 Ry oY) 1d, 25°C K6 C 14 HRENIRE TE 505, AR
A T3 5720, TAKHZYRO Z =R IRELT-%1T. BIERIRFEICR SN &,

BIRENO< LTy I IBERSOT L7 4V R v PERDVHELES, BYOF L7 40
R U o RO Il 2 B EEICRT = &,

KFNASA T IVERE 1 ORTESMEIC DWW TIL, 63 HAZSHO Z &,

6.5 ZBAHRODEFERUVAR

TAKHZYRO 300 mg /31 7 /VIESHK

O—T 4 T ENTETFNITLRROEAD T ) v T FH T Xy v I ET VI =0 L — LD
WA T (BATTHTA) FO2mL AR, TAKHZYRO (X, 2mL 31 7L 1 AKAY D 1
Ry 7 RSB — b 2L 6l (T — AL TR ARAND) O~LF Ry 7L
TRt s,

FRy ZIILTOMB b EEND,
e ZED3mL TV Y

o 1I8G AT NT I ¥ AF

e 27 GX13 mm {E4HE

CONFIDENTIAL



1.6.5 BNRMAXE Page 12 of 13
TAK-743 HEEHIEKRAR

TAKHZYRO 300 mg JEHiE 7 L 7 4 LV R U v

T a7 IR, 27GX 13 mm [EEEH L OBEEH X v v T E T LT 4L KUY U ORIK
2mL, TAKHZYRO |Z., VL7 4V KRIU U I AT 2 AN D=y "X T KRR T LT 4
IRV OeARAD QARADDI Ry ) OV F Ry 7 b LTRSS,

TRTONy 7 A ZANRHRS I TWD DT TiEZew,

6.6 BEERUZOMOERYIKZWVICET HEFANEITE
SHEFAAT I EUFERASONRALTAERT L7 4V R o OTIREEEN B,

fEFATIC, TAKHZYRO IR OB Z A CHERR T2 Z &0 WIRITEISUIREETH 5, A6
LT ORL - 2 G ORI L 2 &
MU LN &,

EHFIE

TAKHZYRO 300 mg /31 7 /VIESHK

HEFHEMEIC L > T, 18 & — 812 VT TAKHZYRO DML &4 A T AL U o 2Iclks|4
%R

N DR E 27— D8 UE SCIESITHE L= F D o$HI AT 5, TAKHZYRO % JIEE
KEEES . EBEEROWT I T35 W2 HESR) |

KA ONEW IS NS T3 TIVITRET L L,

TAKHZYRO 300 mg JEiE 7 L 7 4 LV R U v

U7 4 KUY UV EGHEEN DI H L72%, IR EIRIZ/R 5 T 15~30 0FF> T Bk
$9° %, TAKHZYRO Z %0, KERE., EBEAOWT TR FEHN T2 @2HESH) |

TV T4V R DI EIBRBY O ETD, ENET LTV T 4V R U DT
AHZ &,

Hefidi B O FRK TR 1. WIS OB CHEEET A 2 L,
FEO Y T TR TCHAMFEERICANTHEFET L &,

7.0 LERTERE

Takeda Pharmaceuticals International AG Ireland Branch
Block 3 Miesian Plaza

50-58 Baggot Street Lower

Dublin 2

Ireland

Tel: +80066838470
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E-mail: medinfoEMEA @takeda.com

8.0 HERTHRIES
EU/1/18/1340/001
EU/1/18/1340/002
EU/1/18/1340/003
EU/1/18/1340/004
EU/1/18/1340/005
EU/1/18/1340/006

9.0 #WEXZEEEH.AZEEHA
WAL E ;2018 4E 11 H 22 H
10.0 AXENDHETH

AANBI T DM HIE, BINEIRSTO Y =7 %A b http://www.ema.europa.eu - Tl A 4E
Th b,
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TAK-743
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TAT-T RFBEIIER TEIR oo 2




1.7 AERM & —E

gooobooooooooo

x®1.71 RERMDAE—ERXR
ke 4 2 I FABEFE3Img Y Y 4T T A H 7L 150mg TATUNETHEI Mg ) Y ~ U J— kP EEA 500
—W4 | FFTA~T (B THARZ) ~Nog hFARKy MNERBE A B F R SEIERE HREMA Cl AV T 7 F_N—H —
=4 | N EES TR AT s A —Tr v 7497 T TR A A CSL X— U » A&+t
PHEEX T | EEtEM B EREOSMEREORE | Bt FEZEOBMERIEORE | Bl & EEEO kR IE O A M ifL 8 M V7 i oD A FE AR
IS i il OREEZ LD WEIC X 2 B L
VR I O SMEFEAE D FEE P
NI | — 2021 4 4 A MGET 2020 4 10 A kil 2019 4= 10 A kil
%ETH

EV.-MVL1

fEEE L)

—H

¥E



gobbobobooogogoon

* 2021424 2T (520K
20214F 1 AMERL (BB 1hR)

BAREER D EES
87449

BARMEM S EEEREMGIR miEs U 7 v A BEA
~a NFOVARYy NERE S 7'V

FS5TFHFEIL150mg

ORLADEYO Capsules 150mg

30300AMX00031000
20214471

B kSRR
HxhEAME : 365 H

CBPE i

) EE-EAEOMGEICI VRS 2L

9.3 FFikEEEEE
9.3.1 FEERUVEEDITHEEEE (Child-Pugh?%8B. C) @

2. EHE (ROBEEICFBELENC L) ‘
HHEE

AFN DRI LI BOE DBEERED & 2

3. #RL - R ARFIOM P RER ER L, QTIEES S bHIRT < 25
3.1 #ARk BEANH 5, [82. 102, 11.12, 1662, 173.15R]
WiE4, 4 F 45 7 N 150mg 9.5 it4R
BT FEAR SURAEHR LT 5 iTREMED & % Ao MEIC I, 1AIE £
EARS | <o TR P72, 5me gﬁ%ﬁﬁ@@%h@%&ﬂ%éhé%@mm#&ﬁ?
~ N = RS — Co
m Ay e LTme) 5o RO R TR BT 5 - L AR ST
oy AT TR AT e . v RO - BRI BT 2 R CREIR6~17 12
: b, BHEIEAT AR AT7 Y B~ RHOBARE R (150me# 1 A 1EHEE) 08.6f% DU
WAL 7xkvos BN HRERE L & & RO, I
PTEAR BT T BT CRRTEE . EAE SRR A RIE S o Fo,
T2 X O - BRI BT % 3R CRLIRT ~ 19 F I AA]
ORFRIEF E (150mgZ 1 H 1A 5) O1.5% OUgEE 23 A
3.2 SUEIDMK BN ARARE L x| BF - RRIRRAE, BT, RE
W5E4 * 7T A H 7 150mg ﬁEﬂ R RIF S 2o 12",
HlE Wh 7L 96 &wem . ‘ o
P IR E ORI R OB R OA RIS B L, LD
@ fg’ggi S T AR LIS T e R
: AN B4 O T v FOMERIc~E F T ALy b
I - Rl 2 SR BH LI ORIS% DR TR S,
Jox & m%i : #9322 mg 9.7 INBZ
—1= WA - #9246 mg IRV, HEVE, TR, SR UL 128K O /N R
kA= — K BCX150 Zexig b LT BRI S L Tz,
10. 8EER
4. EERIFTHER AFNTEICCYP2D6 N RCYP3A4 TR SN D (invitro)
B M BT IED 2 R D RN (1645 8]

F 7o, ABNIP-HEE AL N OFLEmEE R (BCRP) D4k
BTHY ., P-FEEEE. CYP2D6X CYP3A4DBHEE
EHT D,

5 MEEXRIIHHRICEET HEE
ERIRARBRIC VT, REEA £ 5 WL L 2 AMEFRIED 3
JEINHNZ % 2 2000 R O 2RI RE S CunZeny,
10.2 BtREE (BHRICEET S L)

6. FAERUVAE

WL AR EO/NRIZIE, Ne b T LRy
F&LTI150mg (17 7kL) Z1HIERAOKEGT 5,

KA %

FERAER - HEE TR

B - fabRE T

v ARY v
[16.7.1%#]

T ZRY O
AicL v, AFoim

v a AR Y HP-
PEH HE. BCRP,

. . RIS EH L2 & | ROICYP3A4% BLE

8. ERUEXMEIER ) N DEED D B, FHo Lok, &
?%‘flif@*ifﬂjﬂé:&o Tééﬁ%/{’_%ﬂé

(1) AMERAEDEREZ HICARIZIRA L &, - °

CYP3A4TIUH | AR OOHHIC LY . | AANICYP3A4%E

(2) AANIIQTER A GO IZZ M OREN D HZ &,

8.2 QUIER % b DN BZNM b % DT, AANE 5K SNAFA | S5 OFFO M REICHET B0,
BT, DERREET 7 & BH ORIEE 43R IHVT A, |BERER LT O | h b ORI
BB L, R, QUERERZ LRTVEER, AH ThRVEY \WEEDS. EIL, iR
DI R B RO & 5 HF T, QUIERS % 11672, ELAIELLTX
DRIER 25 b DT < 725 O CHICIERT 5 = & 16.7.3 5] oLe.

[9.1.1, 9.3.1, 102, 16.6.35/H] CYP2D6 TR | A DOPFAIC L D | | AANIZCYP2D6 & [
SNBEA | SRHORAOMT | ET B, Zhb

9. HWEOEREHT HBEICHT 518 FRAPRA (WEAR LS LTz & 0| OEFOH A

9.1 AHHE - BEEEDHZEE M7 7 % ED D B, L. i s b5

911 TERXFZTOBEENHZBE. (TERELRI L (167451 T5LEZLNG,

TUVEE (FEIR. EMELKE, BHY I LMES

DEH)

QTIER LT 2 iTdhb bbb dBEnrdH o, [8.2,

10227




WA | BRI - BT | B - faBRIA

D= AROOPFRIC L | ARANIP-HEEVE %
[16.7.52 ] AR OMAFR | HET A0, P
ENRER LR | EAEEN LY
EndH 5, X3 v DEEEDN P E
Y - Rl el /N
TAaAx v oMbiE
ERERTBHEEZ
[SY QR

QTIEEA#LZ |QTEENH Lo |[JFHIC X Y QTHE E

TZERIME | DBELDHD, YERM R T 552
LT D Al nrndH s,

P RIS

[8.2, 9.1.1,

9.3.1% ]

11. Bl¥ER
WORWERN S oD Z N D DT, BlEE 04T
W, BERRD NS AICIE G 2 Ik 5 2 S
TALEHEITH Z &,

1.1 EXLEIER

11.1.1 FrH4EEREE (3. 8%)

11.1.2QTER GEESRH) [93.1. 1662, 17.3.15H]

1.2 Z0thEI1ER

5%LL_F10% A 1%LL b 5% A5

Mook & K. T, Bl LREEE. BB

PERAR M@

FB L, B2
FE T AR P
i3 i ALT E5-. AST L5,

y -GTP -5

14. BRLOEE

141 ERIRFEHOEE
PTPEEEDHEANIPTPY — M BBV L CIRAT 2 L9
8452 L, PTPY— FOREMRIC LY . FEVSA TN A
BRI AHIA U, B L E R 2 L CHtRRn k% o &
BRaIHEEIRT2 2 03d 5,

15. ZDHDFEE
15.1 BRERERIZE D < 1Bk
WA R RBR ISR W T, 7T Fa s v JF 0BG &
LR HYER FIRO3MEEB A HALTO EHBRD 5
ncTns?,
15.2 JEBGERERERICE D < 1E#R
15.2.1 FEERSEHL BRI B\ T, KT v R/VIERER, NaT v
FOVIHERHE A S O'CaT v VIR E A 235580 H iz,
15.2.2 7 v MO =7 A4 PO KEFR G HmERBRICB VT,
AP 5ZI EEORE - kY IR EEICBE
THHHR (w7177 — R ORRECR L O 2= b
1R 2SERD b,

16. EWEHHE

*16.1 MAERE

16.1.1 HEKE
A A A fERER A 661 A8 Tme™ Z Hiln# G L= L =D
EWHTRE R T A — XTI T DO LB TH-o7,

HERSROEMBE/ NS A —4

Chmax Tonax AUCo-96n Tin
(ng/mL) | ([ (ng-h/mL) (H )
RITESIE| 499 553 55.6
(E%M* (24) (2.00- (23) (26)
%) 5.00)

TED T F SR8 (GEEPH)

16.1.2 R1E#E
A4 E R A1 4B AEI150me % 14 H R E# 5 L=
LEOIEMETE T A—ZIILUTOLEY THo72" (4
EAT—4),

REFSBOENHE/ NS A—8 GIEATF—5)

Cinax Tonax ™ AUCo-24n T
(ng/mL) | (IK¢fi) (ng'h/mL) (FF[HT)

%(%g;;ﬁﬂﬁ 158 2.50 2770 40
g(%);f: (24.4) (1.0-8.1) (24.0) (32)

£2) T I HRAE (FHEPH)

16.2 IRUR

16.2.1 BEOEE
FERER N 2200 2 b i, BN A R 1T AF1300mg ™
PG U &, ZefEN L BB L C T (FPRAE) 122208
REDR2EH T o 7o DTk L, BHBRITSHER & 70 0 | 3IEH]
DIFRFENF HIVTZDY, Coad X RAUCIZEAGIE A2 S 72 D>
7129 GNEAT—4),

16.3 H%
fERERR A S AR 150mg Z % 0% 5 L7z & & OAK| o i
EARAFIZ9% TH 72 CE#EHTE &L LC-MS/MS,
SAEANT—#),

16.4 1K
AANTEIZCYP2D6 } CYP3A4 TR &5 (invitro) o

[10.21]]

16.5 ittt
AHI300mg™ ZHIEHEE G L7 & &, #&51,1768H % T2
JRHZ8.1%, FEM P IC77.4%EE S iz, 512085 £
TORKTRBY OB NTTDIL, TR IEAREAK
Th-oTo URFIZA1%HE Sz 5 BREIRIZ2.79%,
FEF 1245 5%BEE S L7z 9 BARZEIRIX17.2%) .

166 HENEREFTHEHE

16.6.1 BHEEIEEEE
HEOBERERE  (eGFR 30mL/min i) %A 54
RGBT, AF200mg™ ZHEE L L7z & & 0y BhfE
R L7z, BHERENIET (eGFR 80mL/mini) OHERH
EIEEE LT, Croa339%HE8 M L7228, AUCo-120nl S I 72 1T A2
Lo GHEAT—%), MiEENE0nEET5
KB ASBFT TOERWEREIIMF I TV,

%16.6.2 fFFHkREIEEEE

WP, PR, EEOFHEREREE (£ Child-Pughdy
A, B, C) AT HHBHAITARANINS0mgZ B HE L
T EDOIMPYBNENRT A =X I TOLEEY TH-o7-,
F 7o, BHOREM% OK MO MM ARIIERE S FIX, E
R HERE D BB T110%, R A EE K OVER L O JIF 4%
e E RS T1.24, 157K 0UR38% TH 72" GEANT —
#), 1931, 11.1.2, 17.3.1&R]

AF|150mg B QR SRHDEYHRE/ NS A —4

H?%ﬁ‘éﬁ%%@ % Cunax AUCo-240n Tz
TR (ng/mL) | (ng-h/mL) (R
EH# 6 55.135 | 858428 |96.3+41.9
(2953 6 |563%+37.6| 878+367 |102+49.1
TR 6 90.1+45 | 1,320+442 |125+15.6
piidiy 6 |64.5%£363| 730261 |125%+41.8

P+ R R

AFN50mg BB O GEHFOEYEE/ NS A —2 (E)

5 T 3 S A IS O B [90%CT

FPRRIERER | EU@@%%@%%W@% ]

FRE

Crnax ‘ AUCo-240n
E# 6
[23}55 6 1.01[0.54,1.88] | 1.04[0.62,1.77]
R 6 1.7710.95,3.29] | 1.70[1.00, 2.87]
I 6 1.27[0.68,2.37] | 0.95[0.56, 1.61]




16.6.3 EAEDEE
o h IR Y Y S ORSEREEWEIREEITIC IV T R E
DAL L GERS L, [KMAEORE TIENe kTR
Sy NOMPREN T 52 EAVRB ST, [825M]

16.7 EWHEEER

16719 0RRY Y
fRERERRALTBIIC Y 7 v AR Y - 600mgZ 5 L, 1HE%
WCAF300mg™ (BRI R ORK265) 285 L& 2 A,
OB L L L TR F T LA Z Y B DCunax¥25%,
AUCoan2355% EFH- L= GMEAT—%), [102%R]

1672 24 YJS A
FERERR A2 1B AR A 50mg % & FRARIC 72 5 £ T1H 11H]9
HRIKEROES L, I 4745 (CYP3A4KEE) 4mg
(F&o) #0FALZE A, FEIFHREL IR LTI &
F LD CunaxH345%, AUCoasnN124% L7 L7122 ULEANT
—4), [1025]

16.7.37L0CEY
B e N 13BN AF 150mg % TE FRBEIC 72 2 £ CLA 1A
RBREERAZESG L, 722y (CYP3AKE) 5Smg
(FEm) #HFALZEZ A, DAL L CTT 4
VBV DCuax345%, AUCo14ah377% L5 L7270 (SFEA
F—%), [102Z#]

1674 TXRA MO MLT 7Y
TR A2 1B AN 150mg % E IR ABIC 72 5 £ T1H1[EI9
HRERNES L, %2 hax kL7 7> (CYP2D6
E) 30mg (RO) 2O L7 2 A, RO & ik
LTCTFFARERARLT 7 2 DCnax3196%, AUCoasn7)
178% LA L? GHEAT—4), [1022H#]

1675 3%y
TERERR AT AFAI300me™ (BRI OR265) & Ew
REEIC2 5 ETIA M A MBE L, AHI300mg™ #5451
FEfZIC Y AF 0 025mega G Lzt 2 A, VXY
¥ D Cmax?358%., AUCo7m/348% ESH-L72" (UFEAT —
2), [102%M1]

1676 MILTR K
TR A2 1B AN 150mg % E IR ABIC 72 5 £ T1H1[EI9
HHEREROES L, M7 % I K (CYP2CORE) 500
mg (F0) ZOFH L7 A, EOFAIE L i LT hb
7B ROCoax?319%, AUCousn2373% EH- L7122 (ULEA
F—4),

H3) ARAOKBE SN HERRIEL (Re b7 L2442y hE LT
150mg# 1 H 1EER D855 Th b,

17. BRERARIE

171 AERUVREMHEICET 2358

17.1.1 EINE3IMEHER (APeX-JEHER)
125% UL _E OISO IIAGEAVE M AE M E (HAE) HBE19
Bl st e Uiz Zliik LR MEL L BB R 7 2R %t
PRAGATRERT FLleik B (AA1110mg™ . 150mg, X7 T &
REIHIERO#S) 2B\ T, EEFMEA THHH
24K BT AHAERIEOHMEE (28H &7 v DI /ER
O 1%, AANSOmgk GHETLLLE, 77 B ARRET2.18/H]
THY ., AFNN50mght T T AR L Hik L T49%iE L
7= (p=0.003),
BIEMIL., AAIN50mef 5-8£0033.3% (3/9%]) IZRDH 5
AU, FEBLUTZEIERNE LREER . Bk, BIR. RBEAL AT
B B NKBTH - 2,

17.1.2 B E3MHEHAER (APeX-255%)
1255 L E ORI IR (S mAE PEEIE (HAE) Hag121
Bzt e Uiz Zliik LR IEL L BB R 7 2R %t
PRAGATRERT Foleik B (AA1110mg™ . 150mg, 7T &
REIHIERO#S) 2B\ T, EEFMEA THHH
24K BT DHAERIEDOHMEE (28H &7 v DI /ER
B &, AFN50mgk 5 RETL31E, 7T R T35
ThH Y, AHFIN50mg 57 T 7 7 & RHE L Bl L T44%7
A L7 (p<0.001),
BIVEIE, AAI50mghe 5-HED37.5% (15/4061) 127D 5
oo EARFEIWERE, MR @61 10%), MIERE BH,
7.5%) . BifE B, 7.5%). & (2fF, 5.0%). EHEE
QB 5.0%) ThHo7" GHEATF—%),

17.3 ZDfth

17.3.1 Thorough QTEE&
(R EREA0B 2 x5 L LT v X MM EEMR S 78R
KRR IV, AANGR AR (150mg. n=14) .
EHE (450mg™, n=14), X7 TR (0=12) %14H
MG LB o @mi FHRE  (Cow) KOV 7 BAHIEL
72QTcF (Fridericial%) 1%, AHI150mgx 5 L7z & =158
ng/mL% U3.4msec (ifi{f|90%(F#X M : 0.0, 6.8msec) T
BHY . KF450mgP E B E L= & %57Tng/mLK% 021 9msec
(H90% = HE X[ : 14.4, 29.4msec) TH 72" UHEA
T—4), [93.1, 11.1.2, 16.6.25H]

VE) AAIOAERS I HEARE (<a hIARFy h LT
150mg# 1 B1IER O 535 ) Thod,

18. ExhEEE

18.1 ER#F
Nu R FZVAL Yy MIROEGARERIIED D 7 LA v
ERTHD, MEHY 7 LA 0F, EhFEy=) —
oyt st a7 —EThy, mEEEME
EILESE LN MEINEDE CH DL T TV =
BT 5, e hFARKXy MIMESL Y 7 LA iR
KT &, @B EVERIERE BT DR T T
VX = AR ERIET B,

18.2 M#EH ) U LA VERMBEEER
Ra F TRy NOMSED V7 LA KT HICslE
0.88 nmol/L Cd - 7= (in vitro) ',

183 AU LA UREE IS DXV EAEERR
N TRy Mt NIRRT 5
U7 LA NN T 7 V%= O EAZLE L7 [ECso
1556 nmol/L CE¥) T (in vitro) ',

18.4 £ bMEEFDH Y Y LA VEHEBEEA
EEe MSEFOImEEL Y 7 LA AR T A e b
FNAZ > R DIFAJECs 1254 nmol/LTH V) | FAnPE
PEEEIEFRE 7> HERER L 7= 8 T12159 nmol/L (CEH) Th -

7= (ex vivo) ',

*19. BMRDICET SEILFMAR

M N\ TAAL y IR
(Berotralstat Hydrochloride) (JAN)

{b%4 : 1-[3-(Aminomethyl)phenyl]-N-(5-{(1R)-(3-
cyanophenyl)[(cyclopropylmethyl)amino]methyl}-2-
fluorophenyl)-3- (trifluoromethyl)- 1 H-pyrazole-5-
carboxamide dihydrochloride

R

* 2HCI

5373 1 C3oHasFaNgO2HCI
Sy 1 63548
PR AR~ DA SUIMIK AR OmR

21, RBEH

211 g Y A 7 BRI A OE O b YN ER T 5 L,

21.2 ENTORBIEFI D TIRHNTWD Z Linb, ik
WEth, —EROEFIIRLT - PERMEINDLETO
A, AR 2 I ki i A 2 95 2 Lo K
D AAERBEOEFMHREAET D L & bi, AH
DREEMEROHNECET 27 — & 2 RINCNEL, &
FIOWEIEM RIS BB HE A D 2 &,

22. A%
PTP : (7 7 &/ X1)



*23.

24.

* 25.

26.

FEXM

1) ANEE:HERT > b - v FICRT A - JRIEREA
BT 53R (2021481 22 H &8, CTD 2.6.6.6.1)

2) HNEER:RALTT Y MBS PR axxT 4o
ZRER (20214F1 22 H&GR, CTD 2.6.4.3.2.4)

3) FENEE: Ty Rua o AE (202141 A 22 H AR,
CTD 2.7.4.5.1.3)

4)  HNEE  InvitroZt EVESEBERER (202141 H 22 H 7K
8. CTD2.6.2.4.1)

5)  AENEEE  KEER G EERB (20214717 22 H &G,
CTD 2.6.6.3)

6) FEPNEEL : SR ERERER (1015K8) (2021421 H22H
K7, CTD2.7.6.3)

7)  ARPNERE - WEANE TAHERER (106388, Thorough
QT/QTciklR) (202141 H22 H/&GE, CTD 2.7.6.11)

8)  FRINEEL : I ENRERER (1033XBR) (202141 H22H

8. CTD2.7.6.1)

9) FLNERL : IFHSRERE T BRI BT D KBl AEs R
(108758) (202141122 H/K#R. CTD 2.7.6.6)

10) HNEERL . BHEREEEE RIS T 2 3B e
(107388%) (20214E1 H22H7&#. CTD 2.7.6.5)

1) FENEEL - SEF A ERRER (10538R) (2021414
22 H/K#R, CTD 2.7.6.8)

12) #EPEEL SRR AR RER (115380) (202141 A
22 H7&#. CTD 2.7.6.10)

13) thNEEL : A EERRER (112805) (20214F1H
22 H7K#8. CTD2.7.6.9)

14) tENEEE  ENE 3SR (301585, APeX-Jilhk)
(20214F1 H22 H7&FE, CTD 2.7.6.15)

15) #ENEEF - WA E3FERER (3027R05R, APeX-235R)
(202141 A22 H7&FE, CTD 2.7.6.16)

16) #EPNEEF - EEERB (2021451 H22 HA&GR, CTD
2.6.2.2.1)

X#kERER VB WAEHLEL
SRR BRI E

T 103-8439  HUAUHR HH S [X H AAG AN 3-4-1
TEL 0120-316-834

FAX 03-3231-6890

RIEIBT EDEE

AANTHEIR G TH D120, EAEFEE EREITS (OF
F204E3 A 19 B AF, PR 84 R A J7 s &R 851075 — 56
W) TS| 20224 H K H £ T, #1140
DEIRE L SN THNET,

BERFTEEE

26.1 #EHRET

k= A-TJ72/N3 719D
BT X S 1-1-1

26.2 HR3ET

SEERFELKKXEH

RRE R AATEAH3-4-1

ED



gobobobobooooggoon

*H20204E 10 HEET (B4R
*20184F11 HEk&ET

H AL S o

87449
BILEMEMZIE (HAE) BER BROTSDVF-UB22F/G%70OvH—
VUlysE I8 ik s m *® ® ay Y
- . ~ lJ ~
1227 )b w2 30mgyU/Y
FIRAZYR"subcutaneous injection 30mg syringe
L HF N FEE] AT | 23000AMX00825000
X e A AR | 2018511
B 2~05°CTRIET A S B r—
SRR : 031220 S 1TV A A 2 = & 1 BERE | 208
R - AT OIS I L ) BT D FIFREE | 2008% 70

(23 (ROBHIZIEHRELLEVI )]
KHN DA LB D & 5

(8% - 144K]

129 v U -
(30mL) ma a%
HRHS 2??QC%M&E<‘”% 3414 (3000) mg
OKEERE 3.96mg
—_— 7{@&1“ 2N 192mg
LT R YA 22.35mg
FESTHIK T
#H R EEH (FrT7avkyyrY)
[ TN At~ TS I OV
pH 52~58
BEEL | 09~12

(2h8E - hR]

RARTEME VIR O Sk el E

(% - AE]

JHHEL MAZIEA A TNy b E L TLRB0mg % TN 5. &
RPN B ATIEIRD e L 7255813, 6 DL L o Bl 2
BWTIH30mgz BIHZ G352 LN TE 5, 72721, 24K b
720 OFGREII3EE TET 5,

[EAEDEE
1EERS (ROBZICIIEEICRETSZE)

(1) BRI RS OARZESEDOEE DRIRE T Tl
7T T X Z B2 BUERIC LD L OB RRACT & il
TR A U DA S 5 ]

(2) AR ERECAMDINO 8% KRBT 7 2 % = v o sl
PREVE % 5950 D BN D 5 ]

2. BERERWEE

(1) HEHEGO@HIZOW T, ERiASE D% Y% % [EE I
L. Toa#E sz EZt L 20b, KRG X 2 Gk
EXRMBUCOWTEENEFL . BEHOHEICHKTTES
CERFERLZET, BAOERIFED L L TEBEIT L2
Lo F72, M. AR X ARIERSEDN A AR, H
CL% - Ok fe SR 2 IR & 72 2 W BEME DS B B 3560121, T
LICHOEG AL SE, BMOEH T CEEICBIZST 5%
CHY R E AT 2 Lo

(2) ) ¥ Y ORERBEETFEIZOVTIEL 21T L FEHC, f§
RFERDD) vV e BRET I ERPIRMT 22 L,

(3) RHlO A L5 0@ AT HE & HI S 7z B IR LT,

WRTEMAE VR O FEEAMEE IS L 7236 AHI 05
ATo 7ot MHICEBREBHEICZZ T 5 L) BAIRET 2
Z &

3.BI{EA

ENERRBIC BT, B8, 76 (875%) ZiEH
AL USSR S 720 RFNTEE T 2 & Bb i 5 FR KA
BHIIFRDO SN Do 12
HAEBH 2R E Ly A LR R BRI B v T #dk
H411360, 11061 (97.3%) \ZIESHEA KIS A RS 57,
(1) EXEEMER
BEELBRBE FEEARWEY 7+ 74 9% —%S0EELA
BIED D S DND Z EDVHHDT, BLEE 5TV, 20
&9 B BUBAERD S Nz E e R S kL,
@ z479 2 &,
3O IO M IRERIC L W IRE SR TV BRI O
7o, BEEEAH,

#(2) £ DMOEIER

10% 8 E 10%3KiG ST

JH1E2R L
i 895, KIBE. % | HFRE
FBEER FEIED F e,

GE g
2 HEE FE 2
ERRARE FSUATIF

—¥ LR

BREERGL | IEGTHBALLOG (P,
Mg, KB, KLHE. H0
HAUE, Mg, Lo
NS N £ SN S
& 2D R, AR,
JFRIE T UERIE) (96.7%)

4. EHENDRS

milEE (65 bl k) Tk, IEmlmEE (18~45m) &L
THRANO LGRS 5 WD H 5 DT, B OIRE
IS L e S EEICRT T 52 L,

5.084% - EF - RIBEANOHRE

(1) 3l IR LT AT REME O & 2 iI2iE, (6% L OF &
A faftEz Ls SRS N2 5810 EET 52 L,
Ui OFe 512 B9 2 R MEIEMET LT e v, B atER
TlE. AIRRIFELEE, FREFCCTER O - TR L
i HEERIEDSFED 5 7]

(2) KRG ORIIG I IIZA T #T L Lo [ MEEALF~D
BATIZH S 2Tl e \vs, SH-A 4158 MEEERHE % v 72
R (70 8) T BEREOIIT R AOBATOHERR S L
TWwb,]

6./ NEEADERS

R AR, B, LR, IRSUINRICH 3 2 e id
L LT, BTy MCA A F Ny P EEOKSG LR



BRcid, HECUR I HEBIE K OGRS, A TN bRk
B L 7o & 2/ L 72368 G- O M TAEIRTIL TR O S HSTRO 5
nNTwnz,
7.BEHRE
WA ERIRRER 12 B W Ty RAIOmgI G- TRO b N/ FEFHL
13, 30mgDFHEGOEEFRREFML Tz, T2, 32mg/kg
(BRIRH = ORI8ME) & MREHE 2 BEBRE | FIR N3 5 L 72 BRR 3BR
TlE, —BMEORBE, 298, WL OMRIIE 2SR & L7255,
WE TR Lo 72,
8. WA LEDEE
(1) RHOEG IR TRGOARET LI L,
(2) 500
BeGaic, WEWZ BHIC X DIERT 2 2 & AANL, @
~RELTEHOBEWR TH B B UIEBOPRO N6
. LRV &,
(3) x5
OEBIEH T %0
@OAFFNIIMEH O TH Y . FHEHL RN &,
9. ZDfbDEE
T MROA XA A F Ny b ERER R TS LR EBRIcBw»
T, MRROTVROZEM, MTEOWAY. 7 A MATH Vi
FEDTT ., IR O/NEML, BHAEROZEME. B OKT ., 5
BINREOEA, FAROBMAL, FEEMHIRD bz,
INSHOFTRIE. A F /32 M2 1H3E, BE2KER TS L
724 XTIXRBD LN o7z,

(EHEhE] "

1. MneiRE

1) BEREigS
TERER N (1261) 12ARFI30mgx Hila T 5 L7- & 2 ol
PRSI BEHERS L NS B RE /X T X — 8 Z LUT ISR T,
Cmax AUCe CL/F Vd/F
(ng/mL) (ng-h/mL) (mL/min) (L)

333%6.77

t1/2

(h)
177+0.36

tmax

(h)
0.63
(053, 1.03]

I + BRAER S, tmadd I [R/ME, FROAE]
1400

1,190 =261 2320+ 403 220+315

1300 4

1200

1100

1000 4

900

800

700

600

500

400 4

A HFNY MiEE (ng/mL)

300
200 4

100 4

I
0 1

T T T T T T T T T T T T T T
2 3 4 5 6 7 8 9 1011 12 13 14 15 16

5 (h)
F 72, AFI30mgh THGROMII/NA £ T XA T ) T
11k, BT% TH o7z BHEAF—%),
2) REHS GHEAT—4)
TERER N (2161) (ZARFHI30mg % 61 ] M FE C3In BAE K T %
H L7 EOEYTHENT A =51 I TOEB)THY, B
BALERMIIERD b NAh o7,

at risk % AH

(EU% Cmax tmax AUCéh | AUC» t1/2 CL/F Vz/F

B | (ng/mL) | (h) | (g'h/mb) | (ngeb/ml) | (h) | (mL/min) | (L)

1A H | 957 342 0% 2001568 | 2073584 | 116+0.19 | 259+69.3 | 260+ 872
[050, 1.00]

211 H | 1117295 0L folsesm|  —  [106013] - -

' [050, 1007 |~

3l H | 992+ 245 031 20462530 | - [107%013] - -

[050,081]

I = EAER L tmaddPOE [R/ME, BRI — 0 R

2. MR NV HEEE

In vitroRRERIZBWT, KF O MIHESY > 87 #EEHEIT44%
Tho7zs

3B R U

KENE, T FHREZIC Lo TREBENL L EZONS,
RENOFIRNT G5, REKRE L RS L2841
DB K TH -7 BMEAT—%),

JU =,
FEERy

4. FEMEEER

In vitros®BRIZB W, AFNE, EEF 70— L4P4507 1 V
A 2 (CYPLA2, 2A6. 2B6. 2C8. 2C9. 2C19. 2D6. 2E1
R UBA4) wPHERT, CYPLA2R UBA4% FE L Ziro 7z,

5.4%55 & £H

1) F#eEEERE UIEAT—%)
fFFERERE S (Child-Pugh 5~12) % 3 % 5k K& OIFFEiE
FEELH L TR WEERE T, 147 F /v M0.15mg/kg/H
2 3H MFF A EE L2 L EOBBEREIERIRO SN
no7z,

2) HARVEHBOTZE GBEAT—4%)
ARHN 2 L BRE (2P G- L7z & &L T AUC 6L T Crmax
B L L. F926%380 L 7oe K& EEsE (65
~82i%) 12 G- L7k &, AUCo-6 OCmaxlZIEEE (18~
645%) & HEIL. ENENH59% K UN36% N L 72,

(12324 )

1.8 E MR (HGT-FIR-054:E8%)

187 LA b D AR P IS PRI 2 f G AR s PR i
DBAMFNEIT S 2 REOH IR N EEEDOWF T 5720,
7T e ARk B 2 AL T T A TR ] R R BRA T S A7z
FEFMEE CHh 5 WEEFEDAOITTHRE [ - o
FE] 2B BEEDOVASA I 728D FENRIEM £ TORRH
(TOSR) X T, fEREMZ A N> & L 7zKaplan-Meier 7”1
v MITFTROEBYTHY ., 77 RIS 2 RKFDOHR A
MaE S 7z

ARHITE (4361) 772 R (4561)
TOSRDH i [95%CI] 20 198
(FRE[H]) [15,30] [6.1, 26.3]
pfiE? <0.001
a) Peto-Peto Wilcoxonffi7g. A H/KHEM 5%
10 — K ———- TIEE
Q: 094
% 08
EX R
;‘5 064
v
)
= 04
#)
w 03
w02
L}é 0.1
ol e .-

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 8 90 95
eI (hr)
43 10 5 5 4 2 2 2 2 1 1 0 0

0 0 0 0 0 0 0
TIR 45 30 25 25 22 18 16 13 9 7 5 2 2 2 2 2 10



2. ENEERHE (SHP-FIR-301558)
18/ UL ot fn ik R E SR (86)) Xt %ic, otk
PEIRIE O SRS ISR T B RO TR R O etk omE % |
& L7 IEEMmIER IRaERD Ik S 7z FEFHIEHE Th 5,
TOSRO i [95%EMEX ] (X, L758ER [1.00, 250] TdH

72

[€3E-31:)
1. {fER%E
MG FRE T, Clo A7 —¥ 1 ey — (Cl-
INH) OXRBEREREETICLED 79V F = OREN AT 5,
TIVFNETIVFZ 2 (B2) wHEMKEREE L. MBI
R E EMEOTTHEZ &R L, mEEFENISIET 5 &
EZHNTW D, AFNEB2ZAR 0T 2 BN 7 A I HG L
HTHY, ZTOBLLHEMRBMYE (Ki=2nM) 1277V F =01
(Bl) ZZHEMRIR 28 (Ki=12uM) ®600f5TdH 5",
2. ERIB(EH
1) RHAOEIRANB G2 X ) . CI-INHRE~ 7 A2 B WL
L 7 M & PR ) S 7z,
2) AR OEIRPFES 12X 0, 79 V%= v 2 ANHES L 72
AN BWTERD Sz, METT, M ILR & OV SHE
MRIGPESE S 7z (BT — %)%,

(B2 (CRAT B EB(LFIFR]

—f& A FN 2 MEEREYE (Icatibant Acetate) (JAN)

b5 4 : D-Arginyl-L-arginyl-L-prolyl-(R)-4-hydroxy-L-prolylglycyl-
3-(thiophen-2-yl) -L-alanyl-L-seryl-(R) -
[(1,2,34-tetrahydroisoquinolin-3-yl) carbonyl]l-
(25,3aS,7aS) - [ (hexahydroindolin-2-yl) carbonyl]

-L-arginine triacetate

MR

COH
Y

H * 3HsC—CO-H

Iz:\:

NH

NH2

¢ ¢ CsoHsoN19013S + 3C2H402
0 1,484.68
CAREEBOBRKETH Do

[ F B

1 RS A 7 EHETH

EHREDO L BENIEETHZ Lo

2 BARVE AT O 2SR IS 2 v T BT O IRBRIE G AR

DTHRLNTWDE I &S, Bk
Ty BEEEIND T TOMIZ,
REGT ALY KAMHEEOE =]
LHic

Woete. —EBOREGNIIRS
A Ak G AT B A A
HikE BT % &

v AR OREEROEHECET 27— 5 % BRI

L. AHOBIEMEICLEREEZHLE LT Lo

(2859

T 4TV IV FEOmgY ) Y 30mLx1y ) Y, 30mLx3y ) Y

[EZE k]

1) SHP-FIR-101:t8% (HLpvakt)
2) JE049-110238k (&R
3) HGT-FIR-065:8% (fhAEEl)
4) JE049-03103t8x (L&
5) JE049-9103:&Ex (*LN&EAH)
6) JE049-033138k (HLPEHh
7) JE049-200138k (P& k:)
8) William R. Lumry et al. :
2011, Vol. 107 : 529-537
Flln M 7 LVE—, 67(2), 139-147, 2018

R B (g R

E. D. Han Lee et al. : Immunology Letters, 2003, Vol. 89 :
155-160.

JE049-10015%6% (FEPg k)

Ann Allergy Asthma Immunol,

9)
10)
11)

12)

- [mER %]

FERRICEEROHNERHZOE T LTH TR
ENEEE SMIE 3 7Sy s M MR N
T103-8668 H LR oI H AEAN T H1%E L7
TV —=F AT 0120-566-587
ZAFEER 9 1 00~17 1 30 (HFLH

Mar B RE I

- BEAEIRSER 2 BR <)

o (BB

HHER T ERINS4

T540-8645 KERMHRREEERUTEIES

Dl



CSL Behring

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

oooobboggoooo

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 BfIXE ()
TAK-743

&

AEGIEKASH

1.8 RAXE (%)
1.8.1 ZAXE (B)
BACE (R) 2RAICEM L,




oobooogogooon

202X 4= XX HAERR (Eaxhi_2022 472 H 15 H)

EARVE M PE RS e ) 7 v o A

]

BAREERDEES

=t
d\

87449

seat M MISED Y J LA ' F u—FLHR

Bk - 2~8°C TIRAE
HHAR - 24 H A

RHIR S - Aok IR
D EE-EMEOMLGEICRVENT L

SFTILRT (GEEGFHIRZ) RTE

2OHALAORTEIOMg ) oo

TAKHZYRO subcutaneous injection 300mg syringes

KRES

el el

B (ROBHFIZFIRELENIE)
ARFND RIS LIS DREAERED & 2 B

L

3. #ARL - MR

3.1 #HRL

IR 7e4 27 FA v R 300mg v U Y

HEIRSY 1Yy (2ul) H
FFTFA~T (Eis T z) P 300mg

IINF| 1> Y (2nl) H

U UBERFE T U U AR 10. 6mg
7 T KR 8. 2mg

-t XF > 15. bmg

Wb U 7 A 10. 6mg

RNY Y _— |k 80 0.2mg
) AFNT G TR IR LY F v A =— XA R &2 —FiHiIE & v Cid

wEND,

3.2 HEIOHRK

WRFE 4 XY A a T 300mg >V Y

pailbi2 A (L7 40 R ) o)

PR B SUIEANCHL R 23 5 M0 BT O
pH 5.7~6.3

=% 1 ERERRICET 51)

4. FHEEXRITHE

BB ZEO RO FKETH]

. PERIIDRICEEY HEE
FRARRRBRIC I\ T REEA A 9 AUEIC & 2 RUETEAEO FE M2k
T HAER OVZEMEIBRF S TRy,

6. RERUVAE
WE . AR 12 5L Eo/NRICE, FF T~ T (IR
%) & LT 1A 300mg % 2 R CR FEHT 5, 72Es. MkIIC
HEBBEINT, ERPLE L TV EHEICIE, 1[E 300mg & 4
HHER TR FTENT b TE D,

8. EELERNIE

8.1 RIEFNEDIRI A H NSRRI ZAER Lign 2 & 2 BEIZDOF
RIZHSICH L, BRES ECERTL L,

8.2 AFIDOFEEBBICH T TE, BEFRMRICHEO T, LT EMIC L
0, EMOBEZEOBEEDSL ETRELITIZ L, £/, LFOR
WCHEETLZ L,

8.2.1 HCEEGOBERIZHOWTIT, EAiAE O A HEICHE L,
For IR BB IRE I L 72D b ARFHR G & B faltk & stk
DNWTHEFE XIIEOFENEfE L, BE LT OFRPHIEICE S
TEDZEEMER L ECEMOBEFEDS &L THETHZ &,
Fro, WA%. AENCKDEERASEDNSHARH SR Okt
DREEZRR DL & 72 D ATREMEDYN B 2,5 A ICIE, B HICH O 52k
S, BRIOER T CEEICBET 542 LB RAEEITI 2L,

8.2.2 G MAT 2 H/AITIL, EAFEHOEN K ORI
ALK S ICBEXTTOFRICEREZR L, 2 TOH/ED
LARILBEHETIEICE T R HEAT ) LRI, [ A O S K&
OHEN S Z BT RSB RItT 52 L,

He 5
HIR

9. HED

9.5 1Ei%
IEhd SUTITENR L TV 2 AIREE O & 5 RIS E, TR Eo RISt E
WtEa EE 2 LR SN D8I 0REET D 2 L, RENTY LI

BOTHESEBRARD N TWE Y, b MBI 2 iaiiEiEE LA

EETHBEICHT HER



HTH D5,
RaEHTsLELLND,

9.6 RELWT

AFNE 1g6l & 7 7 u—FAHAKETH Y | HETIZE

TR LA R O RFLRBOA M2 B L RO TP

IEZMET 2528, AHIOE M

», A TARBI DI BAT IR
9.7 NR

IR AR, B IR

L 7= [E P RR R

11. BI¥ER

WD HATND ?

LR, SR T 12 Rl o /NR
ARBR T IENE L CuiRuy,

BT LI ~OBITIIAHTH D

ExgL

WOBWERRH DD Z ERHDDT, BEL+HIITITV, B

MR HNTHEIT
&

1.1 EXGEMER

NANTFT745F— BERY

11.2 20D EIER

3 ®EERIET L BORLEETT S

10%L4_E 5~ 10%Ai5 1~ 5% AT
SN SO (P&
I RLBE, PN L
AP, MfE, H
e i, % 5 FERk, N
Be G IE. Wk R
i\ﬁﬁxﬁﬁ\
THIE, 3695)
(52. 4%)
ZIEEE, N
U PRk, Fovr
Ve Rk
Fige R A AT ALT #8Hn, AST
Hm
i - BAER 5 PR
PR D
id SR IN TR INGS
14 BRLOFE
141 FFIIZREROEE
14.1.1 BFEDBURREAL, RIS RE OB 2500 (5, 3B, %R,

RERESE) IR G Lanwz &,
14.1.2 #HAifIZ

B> LRHHAE, B LN L,

14.1.3 JEES, KRERES ST L IEsie
BTG L,

AW E BRI X VTR 5 2 b, B SUIL AR

2.1 EOBETYY U URNOERE

14.1.4 KANT 1 B CTRELZHEHTHAITHY |
14.2 EFIRMARFOEE
BE

BEA LA L,
IR, UTORICEETD L2 BET52 L,
mikJE (2~8C) THREFTDZ &,

VTR 5 H L 72 #4213 25°CLAF CIRAF L 14 A LLNICRE A%

[20.2 :R]

SR VLR T

&,

15, Z0MDEFE

15.1 ERERMEAIZE D < 1E#R

BRI W TAFN ST 2 HURDFEAENHE STV D,
PURPEAE AR DT BFE OBIBUTA 72 < CHUREARIC X 2 S EhTE,
EIF, AIER OCLEME~OEEITH LTI Y GMNEAT
—4) .

15.1. 2 AR RBRIZ I T ARHI B 5 220 4515 10
FEYEME BRROD 1.5 5% LRI DTEMALE S b r o R T AT R

15. 1.1 BfR

(4.5%) T
(aPTT) DIEENRD NIz, aPTTIEENRA LN 10 F0 5 5

FEYEE LR
2f5% LD 7w b e R (EIREELL) OIER I 4 41 (1. 8%)
WD LT, 7r e ek (EBRREYEL) OIERRA LR
feABlD D B, HIALICBE T 2 FERRIT IR b Y, H

MIZBE S 2 A ERRIT 20RO LN, F7e,

PN R SRR CUIARHI e 51 12 41 P R HERE PR oD 1. 5% % L[\ 2 aPTT
DRER XX HEHEA EIRD 2 5% LA 5 7w ba v e mEf (EBHE
Yeth) OIERITVFR BB LR No 7Y,

16. EMEIRE

16.1 MrpsRE

16.1.1 BEES
A MERER A (16 1) [2AH] 300mg % BiIE FHk 5 L1z & & OA
F O MAE I EEHERS K O FNRE N T A —Z IZU T D LB TH

o729



27 b R (16 )

M =5 7~ 7 (pg/nL)

0 13 27 41 55 69 83 97 111
IREH (Day)
BARANEERANCH TE2AFEEDE THREHFOSTTILIID
miEFREHRE
BARAANBERAICE TEAFEOE FTREBFOSTTILIID
EMEEE/INS A —4

Coax . AUC,,, AUC,, tys CL/F Vz/F
(ug/mL) | (day) | (ug-day/mL) | (ug-day/mL) | (day) | (L/day) ()

21.91 507 510.6 5156.0 15.51 | 0.5826 | 13.03

[2. 00,
(38) 6. 11] (30) (30) 9 (30) (29)
ST (AT CV) |t 1P RAE [/ M, KAl
16.1.2 RE&®E

AARAND I ARSOE T B R EsE (26 (75770

~ 7% 2 JARNC 1[7] 300mg T #E- L7z & & 0 8~26 M DA D
B b7 ZIEITZLL T O LB Y Th o7z, FEENHISEYBIREMIT DR
R AFIERG L& &, K70 B CERIREBICE T DL TR
niz®,

BAAD I BT 1 HEEEOEEZEREICES T 5FKFIRE
RTFHEHROSHTIIRIOMEF S 7RE

8 3 14 20 i 26 3
i 12 12 11 12
Mg -7 73
) FT | 23.638.67 | 24.14%9.58 | 24.61+9. 32 | 23. 68=6. 79
ug ]

(LT -2 = A R 72 )

17. BRERBLHE

171 AR UVREMICET 28R

17.1.1 BRNEMARER
FRA OV 2 5% P B oo/ N o0 TR TT B ARV ifn A M v IR 12
Bl k5 & LT 62 8 [R] 0 EE MR IRERER & 920t L 7=, A1 300mg
% 26 JFE T 2@ENC 1 EI FHRE L, 26 BHEHEERETH T2
R 1% 26 LI 52 M £ T 4 IS 1\ FHRGT 5 2 &SR
Shic, TEHMAEE Th 2, AMERHRMR (26 ) 1ZHBRE
{EEERTIZ & 0 fERB S iz HAE BV IEAJBL L e dn o 7o (EFAEIR
A LT2) HRE OFAIT AL % (5/1241) Tholz?,

EIWEFFEEME L, 66.7% (8/12 1) Th-o7-, FEAREMWEMIX
SHEME OIS 50. 0% (6/12 %) Tdh-o727

7% 1) HAE:Hereditary AngioEdema (GE{zfi: if 5 P47 i)

17.1.2 @5 EMARHER

FRAK N2 5 EL B /N O TR TT AR A P I R 97
(Al 300mg 2 I 1 [E 8 HAE 27 B, AFH| 300mg 4 I 1 =l
G200, 77 RARREALB]) Gl LT, 7T BARRRIEES
b = SR A TRER L BB & JEhE L 7o, Al 300mg XX 77 AR
WIS 4 BN 1 [E] 26 W TG L7z, EEFHHEE T
b5, BREEHEHE (26 W) (BT 5, 28 HM B2 DRk
FAEEANC & 0 #ER SN HAEEO R BRI T RO LB Y Th
D REIEFEGHEL 7T 2 REEE DX BB W TR ERICEE
RENBD LY,
HAE S(EDRIRSEE (17T &£MH)

AF 300mg \ AF5 300mg I
21 [EEe G | 2 I 1 [
(29 #51) (27 1) (41 1)

AN I B HAE % 3.71+2.51 3.52+2.33 4.02+3.27
VEFSBIMAE (1|1/28 H) [3.00 [1.0, 10.5]|3.11 [1.0, 9.0](3.00 [1.0, 14.7]
BFEMICR I A HAE S | 0.60=+0. 80 0.31+0.51 2.46+2. 08
VEFSBIMAE (11/28 H) [0.45 [0.0, 2.9]|0.15 [0.0, 1.8]|1.69 [0.0, 8.3]
77 BRI 5 HAE ~73.27 -86. 92
FEAERBUEE DAL [[-82.38, -59.46]|[-92.83, -76.15]
(%) EE <0. 001 <0. 001
[95%CI]
P p Y

By M RS, NBE  PfE (oMl foRfE]

1) 7FRRICHT D HAE RIEREBEE O LR (%) = [ARISBGRL
Z R RBEOFRIERBUSEE (B]/28 A) Dk-1] X100

1E2) BERERON—R T A VIEOFRIEFER (M/A) Z2EEDREL L, #
AR IS ST AR O G OBLE A RO A A T Y
ME%% & L7= Poisson [EFE T /L

FE3) AEKUERM 5%, Bonferroni 0 FIEIC X W KSR E DL RN % L

A 300mg 2 FIZ 1[G REORBIVERRBSEE X, 96.3% (26/27

) ThHoto, EREWERIL, FHPAER (B1.9%) . vA LA

M ERGEREGE (37.0%) ROEENE (33.3%) Thoiz,

Al 300mg 48T 1[5 G- REORIVE R B E X, 86.2% (25/29

) TH-o7-, FEREWER (Q0%LLE) 1%, FEHEAAER (31.0%)

KO A )V 2P FRGERRY: (24.1%) Tho7-% GFEAT—Z) .

18. ZEzhEE
18.1 fEFMR

RFNLTEVEAL S A= I8E D U 7 LA > o SR OINHEVE L R 5 B
EICH Y | A EHIEOAMREDORRE & 7257 5 V% =




> OB o A s

18.2 FEIE{ER

18.2.1 in vitro FEHHEBRICB T, FFFL~7 Dt MsEd Y 2
LA N L BDERART T REE ORGSR % 5 BLE E ST
(Ki) 1% 0.125 M TH 7= "9,

18.2.2 In vivo 7 v NERIEETMIBNWT, 77 /0~ 713 EHIE

O BRI L= Y

19. A IET HEIEZHME

— W4 TFTA~T GHIcHHLZ)

(Lanadelumab (Genetical Recombination)) [JAN]

5312 ¢ CouestlinoeN1725020125 15

KB TFT AT B MISED Y 7 LA ST DR R X
SEAt MgGlE /7 m—F AHRTH b HEHCARER DLysIEBRE ST
W5, FFTTFATIE, FrA=—A LA Z—FIEMIIC XY pEd
SIhd, 7T TA~T71E, BUHEDOT X WkIEN O HH8L (v 180
QARE 2LMEDT I RN LR AL () 2R TS 25
2Ry (GrFR 9149, 000) Th D,

20. BIELEDEE

20.1 AANTHESRT HMERH D720, IHICANTRET D2 &,

20. 2 Wik A T, WIREE (2~8C) THRIFT DI &, MImEN O
L7=#%IF 25 CUA R CRAFEL 14 BUWNICER T2 2 &, [14.2 B3]

21, REBEH

211 [EHG Y A7 EHEIHARED L, WOICEmT L L,

21.2 HEN TOIRBIEFI D TIROENTND Z Ehvh | BEIRIEHE
—EHDIEFNARD T — 2 BERB SN D ETOMIT, SIEFIE XIS
I R 2 JE T 5 Z L C L ., AR BRE 0N REHE
TR 5 L L bic, ARIOREMEROEEICET 57 — 4 & B
WZUEE L. ARAIOWEIEME IS LB E A LD 2 &,

22. Ak
1y ey
23. FExmk
D) 7F TN~ 7 OGRS B HE SR AR (20XX 4F XX XX H &G,
CTD2. 6. 4.6) (FENEEL

2) T F T~ T ORI BIRERBR AT (20XX 48 XX T XX HAGE,
(P ERL
3) T TN~ T OBRIEMEFIRE 25 & LcigshsEs 111

CTD2. 6. 4. 3)

ARERAE (20XX 4F XX H XX HZKRE, CTD2.5.3.3, 2.7.4.2, 2.7.4.3,

2.7.6.4) (HNEHED

10) TFF N~ T OBGHEMEMEEIEE S 2505 L LI ERS 111 AR
BRAAE (20XX 4F XX A XX A7KF8, CTD2.7.6.6) (fLPNEE!

5) T TN~ T DIRYBRERBAD (20XX 4F XX A XX AR,
CTD2.7.6.3)  (FLPYEHE)

6) 7T TN~ T OREYBREHERAAED (205X 4F XX A XX H&GE,
CTD2.7.2.2) (FLPNERL)

) T~ T OIERIIRRBRAAE (20XX 4 XX A XX A KRR,
CTD2.6.2.2) (FLPE&EHL)

8) Kenniston JA. et al. J Biol Chem. 2014;289(34) :23596-23608.

24, XBFRERVELEDLESE

M T RS < TV H#RE

T103-8668 HUHLFRIX HAMAIN ZTH 13 1%

T —XAY/ 0120-566-587

ZAFHEH 9:00~17: 30 (LHWLH « ¥R ZER<)
26. WERFTEESE
26.1 WiEHRFET

S TR A

T540-8645 AR REEEEIUT A 1% 1 %



\;‘1

1.8 RHAXE () (HEMIE®RASA
TAK-743

1.8.2 3kE - MR () RV ZDREIRN
1.8.2.1 &g - R (F)
EARME I MV I 0D B M AR oD FEE A

1.8.2.2 5k - R DEEEIRN

7 F 7~ 7 (TAK-743, DX-2930 2 O' SHP643, LLF, KK X, Fr A =—ANLAHF
—PIEME CEASND, MMED Y 7 LA U EEN LT HBE T w2 e Mk s o
TV GlLE Za—FNHERTHL, KEIL, ~UA, Ty b, I=7APFLEDE FD
TEMERMAE D U 7 LA o OB ARG 2 58 0 DR RAICHE T 5,

MAEH Y 7 LA PR METEIE (HAE) O3EMFIEOEBER2IENTH 5 Z & 1%, HAE
BETHIESNTWD, 7T 7~ 713, BERMLT TR bMWD NEERTEETH L7 LA
V7 LA NCRET D27 IHWRMAED U 7 v A L OBRAEIEEZET S, £
DFEFR, T FTTNA~TFMIED ) 7 v A AEEZFERICHE T2 L2k . Cl A ey
4% — (CI-INH) KABIZEKT 5 HAE BHEICBIT 57 7 VF =V EAZMEH L, HAE %B/ED
FEHE R OERD 2> b —WZHE5T5 Z LRI s N5,

AF D HAE FEAEOFEBIHIZRIL, WA HE 3 H_EER T 7 AR E R 2 Ll
(DX-2930-03 #HR) THEES N7z,

DX-2930-03 #&BA CTlx. TEMEH & O CTONENAT T LZBIREHEE B I W T, #5
IR BT EM A HERR L7 HAE BIEORBLRIT, 77 v RAEGH LKL T3S0
KA GHE (150 mg D 4 #8121 BFGHE ORH] 150 mg qdwks #&5-8F) | 300 mg @ 4382 1
El# 58 (K#] 300 mg q4wks #5-8F) % 300 mg @ 25812 1 [HH% 58 (KA 300 mg q2wks
B G/E) ) CHGHFEMICHE B ORIRINC A B IK F &R L (%R 4 p<0.001) (3 1.8.2-1
LOV# 1.8.2-2)

ETOENMEFMEE (T R OEERRIREN 2 51) T, WThoRGEHTHL—H
LT, AHD 3 >O M- HEOEIMERFRD b, 2, &K 300 mg q2wks % 58 TlE,
fET L 72 2 COFME B IS0 2 20 R B EMERIC R S RAFCThH o7z (K 1.8.2-1, £ 1.8.2-2
KO 1.8.2-3) o /MR milsE . ML RE, (K425 (BMD . AT (T2 ZFR<) |
WM O HAE 5 E5BLE . MEH HAE BAEORIE, M4 A Lalo B FBR#E (LTP)
il PRI D7 7V — 7128 1F D HAE BIEOFELR 2 MG L7z nd . BRIRAAZIMEICI &
MIREWI A DN o7 (2.7.3.2.1.1, X2.7.3.2-1) .

Fo. MAEVEFIEIZE S quality of life DEM2ZE (AE-QoL) A =27 726, DX-2930-03 il
D ARFN B G RE CHREFBERDE quality of life (QOL) DA E 72ek#EN VR S, 26 A o5 R
B D AFN O RPENES T HAZ, AB-QoL DA a7 RO T O A2 27 (KERE, %
55 K5y . BRI R OREE) X, TR ARG L 0 ARIR GO RAEICRE K
T () L7, FEXORIKEHEEE & FERIZ, AA] 300 mg 2wks F#GHETL AR Z—
DEDICELIZWREDEISITH O REL B1%) . 7 T B REEREL H#E L= & & D AE-QoL
AT OEPERNICE®RODH L2 (6 KA v M) ICETHHELRbEN-TE (A X
bt 7.2, p<0.01) .
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&

WAV 3 FEAkRe & G5Bk (DX-2930-04 #ABR) OfERI%. DX-2930-03 #klk T4 O 4 7o AHA
300 mg @ 2 BIZ 1 EEGEOHNEEZ R T L5650 THY | BT 1 FLL EOREHICH 2 AR5
DR OFHGMED R STz, DX-2930-04 FBRIZI51T 5 DX-2930-03 #RER DO ARHFI & GHED D D
0 — /LA — N — R T, DX-2930-03 SBR COHGREAZ DT, AFOF M (FRIED
% O HAE BIERBLROFHEOIRT) BRIz, 778 REGHENS O — /L4 —
N—HERFE (33 ) TiX. DX-2930-04 55 TAKI 300 mg @ 2 HIZ 1 A% 5% BAtA#% . HAE
FEAEDFEBLZR T IAE T 97.4%IK F L7z, £72. DX-2930-04 iERIZ SN L TAAI 300 mg D 2
VI 1 %5 A2BE Lm3En — L — SR — B E T v — L — N — R L RIS HAE
FAFDFEBLREL DR D3 7 & 41Tz,

DX-2930-03 #RER Ot FE & [AIERIC, DX-2930-04 55k D 10— /LA — N — B #H K O\ v — v
Fr— =R L BT, KEIFEL D AE-QoL DA 2 7 KUK REIE A =2 71X R A B
WZBGE LT,

AHNOEGIRAER TR b2 ERE (PK) MO )% (PD) OFefEIE, 12 #%LL =D HAE
BEIZHT 5 HAE ORIEMH O#MICZ E T T 2D Th o7 (273334 k2.72) ., 77
TV~ 7 ® PK TIX 400 mg £ TOHETHREMEOH & —IBEICHRD v, KFN DL TH
51412 » HE CHBMEOH 2WEEL R Lz, REMPK ET /M X D & BR300
B 14.8 B, WAL 1.63 R TH o7, REMTTHl S5 PKEFIRRRIZIEH 70 H

(HAPH:42~140 H) CTHRET L, 2  AAOE G L 0 O E S %=/ —5 2 (cHMWK)
EOETFE L THIESNAMIED Y 7 LA v ORBERIERZ2MEINGED v, 2. KA
LDMHEDY 7 LA VO ENRAEHTH L Z RSz,

72 ¥ AFNOEERRER TlX HAE FBIEOIIHINZRD LN KK D 3 >0 HEE -« &8O ZEME
TN TNE B TH-T (2.74) . IBREELOREEED/EETCERWVWAERLZLOWNTICZ
DNTH, HEREANY — b HEEKGFHRFEELRD LN TR,

HAN HAE 5 Z x5 & L7 [EWNE 3 B (SHP643-302 3ER) @ 1 [a]H o Hh T IC
BT DA MEORERIL, WS HAE B 25 & LU7oipsh e 3 tH AR 2 Lk (DX-2930-03
R OfREFRRCTH -7z (2.7.3.2.4.1) . ARMERHEIIM (Day 0~182) (24K 12 #iH 5
% C HAE AEN B Ly 72, HA AN HAE #8803 (CAK] 300 mg %2 2 HIZ 1[5 L7
& X, HAE BIEORBIE (CEXE) X, 26 HEGRFCII—2 T A b 77.10%K T L,
S2 B GRE (—E 4 I 1 B GEET) TIER—RAT74 200 73.97% K F Lz, £,
AFN DA X BPERIEIG R 2 M3 & U= HAE RBE, 25 E L EE O HAE BIEE OFE
LWRHPIRAEZ £ 5 HAE BIEB WA L. BARADUADOHEERE OFER L —FH L Tz,

VI EDOREREEE 2T, AR OHRGEDEE - IREHRE LT,




x1.8.2-1 AYUETEFTMIEROHKER (DX-2930-03 FHER)
Efficacy Results by Treatment Arm
Efficacy Endpoints Lanadelumab
150 mg q4wks 300 mg q4wks 300 mg q2wks
Number of investigator-confirmed HAE attacks during the treatment period
(Day 0 through Day 182) -75.609 -73.271 -86.921

%Change (95% CI)
(%2.7.3.2-1)

Number of investigator-confirmed HAE attacks during the estimated steady

state period, Day 70 through Day 182.
%Change (95% CI)

(FELRE SN, X 2.7.3.2-2 KT DX-2930-03 #&Br  JRBRIQIE IS &

Table R2576.1)

Negative Binomial GLM Analysis (sensitivity analysis) of number of

investigator-confirmed HAE attacks during the treatment period.

%Change (95% CI)
(EBREEE S5 HT, DX-2930-03 3B  1RBRIEHREE

Table 18)

(-84.650, -61.243)

-77.614
(-86.702, -62.314)

-74.161
(-83.946, -58.412)

(-82.379, -59.456)

-80.587
(-88.466, -67.326)

-75.130
(-84.385, -60.392)

(-92.828, -76.150)

-91.457
(-96.132, -81.129)

-86.780
(-92.169, -77.683)

Cl: EHEXM. GLM : —f{b#IEE 7 V. HAE : BEVEMAEEZIE, q2wks : 23812 1 [E4#& 5 qdwks : 4 12 1 Bl 5

W IR EDOHEBITNTL p fH<0.001 THoTo,

EV.-MVL1

(¥) XM
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%
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& 1.8.2-2 JRELATIT LA=EEZLEIRTMIER DR (DX-2930-03 FHER)

Key Secondary Efficacy Endpoints

Efficacy Results by Treatment Arm

Lanadelumab

150 mg q4wks

300 mg q4wks

300 mg q2wks

1* rank order: Number of investigator-confirmed HAE attacks requiring
acute treatment during the treatment period (Day 0 through Day 182)
(95% CI)

(#%2.73.2-1)
2" rank order: Number of moderate and severe
investigator-confirmed HAE attacks during the treatment period (Day 0
through Day 182)
(95% CI)

(#%2.73.2-1)
3" rank order: Number of investigator-confirmed HAE attacks occurring
on Day 14 after administration of study drug through Day 182
(95% CI)

(%2.73.2-1)

-80.842
(-89.169, -66.114)

-70.497
(-82.696, -49.699)

-77.622
(-86.253, -63.572)

-74.169
(-83.733, -58.983)

-73.285
(-84.316, -54.496)

-75.377
(-84.115, -61.833)

-87.299
(-93.494, -75.204)

-83.394
(-91.618, -67.099)

-89.008
(-94.325, -78.707)

CI: [E#X M., HAE : BaMEmEMETRIE, q2wks : 2 I 1 [F1# 5, qdwks : 4

W IR EDOHEBITNTRDL p f<0.001 THoTo,
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50 = = — =
& 1.8.2-3 HREMFTFMEBDHKER (DX-2930-03 52ER) )X> o
Efficacy Results by Treatment Arm N
Efficacy Endpoints Lanadelumab 5 =X
150 mg q4wks 300 mg q4wks 300 mg q2wks m
Incidence of high morbidity(a) investigator-confirmed attacks
Od/uréii:glz (t;)e Tgr?;ntcpl;md -79.151 -86.320 -84.712 i
o (4
(DX-2930-03 5Bk TRBRRIERE T Figure 13 X Uf Table (-94.210, -24.930) (-96.769, -42.072) (-96.398, -35.106)
14.2.7.1)
Efficacy Results by Treatment Arm
Efficacy Endpoints Lanadelumab
Placebo
150 mg q4wks 300 mg q4wks 300 mg q2wks
Percentage of attack-free subjects (ie, no HAE attack) during the
treatment period (Day 0 through Day 182) 2.4% 39.3% 31.0% 44.4%
(14 2.7.3.2-7)
Pczerzlta;g;;fga;ttack-free subjects during Day 70 through Day 182 2 7% 53.6% 44.8% 76.9%
Percentage of attack-free subjects at:
1 month 12.2% 46.4% 48.3% 66.7%
3 months 7.3% 39.3% 34.5% 48.1%
6 months 2.4% 39.3% 31.0% 44.4%
(DX-2930-03 3B BRI # & Table 15)
Percentage of subjects who had <1 HAE attack per 4 weeks
. NN 209 829 839 899
(DX-2930-03 7tk {RBRIFEALS #  Table r2599.1) o & & &
e e B
(I 2y7 19 7% P Y g Y (14 of 41 subjects) (5 of 28 subjects) (4 of 29 subjects) (2 of 27 subjects)
Responder analysis: Reduction in
the HAE attack (investigator-confirmed) rate from the 1}
run-in-period E\El
>50% 31.7% 89.3% 100% 100% i
>70% 9.8% 78.6% 75.9% 88.9% ﬂ
>90% 4.9% 64.3% 55.2% 66.7% e
(3%2.7.3.2-4) ki
CI: 54X M. HAE : @t S, q2wks : 2 812 1 5, qdwks : 4 #IC 1 B 5 =18
P
urs
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183 & - AE (B) RUZTDOETERR
1.8.3.1 Fﬁif - AE (B)
WH . AL 12 U Eo/NRIZiE, 9T A0~7 GEfsF/#z) & LTI [E 300 mg
HER TR TENT 5, ek, ,fL@LE’J CRIENBIEINT ., ERPELEL TWD5HE
[ZiE, 1[E1300mg & 4 BRI TR FTHENTLHZEHTE D,

1.8.3.2 A% - AEDEEIRN
AFNOWFERE « FHEIX, HAE BF 2515 L L7igsh e 3 M E A Z L ikl (DX-2930-03
ABR) | VESNEE 3 fRAkRE R 5ER (DX-2930-04 7kBR) K ONEINGE 3 FHEGARRER (SHP643-302
RER) OFIMER O LB OREE R £ 2 TRE LTz,

HEALES 3 M B R XLk (DX-2930-03 #AER) THigt L 72 AHIH & 0% E R L

DX-2930-03 FRER DO AK| O &iX, ¥ESME 1 FHRER (DX-2930-01 #Bk) T b v/ f@Hipk
A BT DARFNOL 2N, PK LOVPD 7 — X ZESWTEHE LTz,

eSS 1 FHERBR (DX-2930-02 #ER) Tid. AHI23 2N HAE FAE DR BB DR TH
% &0 ) S MNIERE S 72 HAE B3 12 A0 K 400 mg O AAKIZ 14 B EIFE T2 Bl# 5 L 72 f5 5,

PEIXRIGFCTHY, ARHIBEHEEZRTZET VAERO Lo Tz, HKYgE I3

BILGIPEAZ R L, DX-2930-01 SRBROREEEHERE CHONIRER L —B L7z, PD /EH O

T, AFIBNEFMED TIIET D U 7 LA AEMEICEBERT % Z LR S, U3
REE & —F LTz, AHI300mg UL L% 14 ARIBE T2 [\ S L2/ R, mEd cHMWK
B IXIE#F AL SV HAE BIEOR BRI HA T I%IE T L72(2.7.2.2.4 (5)2) % (12.7.3.2.3.1],

WAL 3 EER Y 7 B R ER & LB (DX-2930-03 #BR) Tk, ZhE TORK
77y ANVKONPK/PD 7T 7 A VERE X BRRERKEDELND X I3 >OH
/£ i (RAI 150 mg @ 4 12 1 [\1EES-. AAI 300 mg @ 43812 1 [A]#5, A 300 mg D 2

2 1A ZRRE LT,

HELEFHVE B4 AHK] 300 mg @ 2 3812 1 [\ 5 & LRl

DX-2930-03 FRBR DG F, AHKI 300 mg D 2 W 1 \IHEE TRRKOEDERAR ST,

1.8221ZR L7z B WAF I _EHEMR Y 7 BRI AR & L5 (DX-2930-03 75)

T, 2TOFHMBEBIZOWT, 350k - HREOATTHREFFAIA BEK ORKHAEE
MERBDO BN, o, RTCOFMEFMIEE (FEMT R CEERRBIRENRT 2 5T) T, »
THOREHETHL—E LT, KAID 3 DOME - HEOHAZMENGRD T, KT, KAl
300 mg q2wks # G- Tl BFt L2 2 TORE B 23T 28 R B EEMICR S RiFTh >
7= (F 1.82-1, F£ 1.8.2-2 L UF* 1.8.2-3) ,

F 72, DX-2930-03 RER DR TOARKNE G T 7 v R K GRE L el U CEEEERDE QOL @
HERUEN RSN, EELORIKGHMOEE & [FERIZ, AE-QoL O L ARV X —DERITE
L 72 9B OFIE 1IAA] 300 mg q2wks HHHE TR B RE < (81%) . 77 BAREGH & g
L72& & D AE-QoL ¥ A a7 OZENIKRMICEWROH 57 (6 KA b)) ITET HMER L K
bmnole (v Xt 7.2, p<0.01) ,

13
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DX-2930-04 75 C 300 mg Hi[A# 5% O HAE RIED AT B £ C OB 2 Mt L= &,
BEMBEIZ4EMED BESZWVWEREE LS, 28121 BIOGEITIIMIBRIRT 4 v
MRS ND Z AR ST,

FTo, BRRARNETE — O CHWE) AT C. &A1 300 mg O 2 #8IZ 1 B 528 K0 i
FRIRIIRR 7 4 v bE b bT 2 AR I (2.5.3.3.3) o &K 150 mg qdwks £ 5-Ff,
300 mg q4wks $¢ 58 K& O 300 mg q2wks G- O EFIREBICI T 5 4 BRI O Z 77 0~ 7k
Tt (AUCoaneeksss) (THKINFHIDNIED 50%% 7T & & OBRER (EAUCs) DETNEFH 2.1,
39 KN T2M5THY . AHFI300mg % 2B 1 [\ L7z & & D AUC)ayecksss 1 E I KA
RO 90%% T & & OIRER (EAUCy) ICEET 5 L g Sz, £7-. HAE ORI
L, RAIOMGERGIZ L D2 OWBRE BT ST FTF~TOgGERE, mELY 714
Y OPIE, cHMWK KT 7 V% = LUV DK T, IS, HAE BIEORi = v hr—
BT s THEYZERERIRIE] ISR URET 2 2 LRI,

— 5 ARFDEEIRFER TIEAF D 3 SO HE-HEOAFETW TN RIFTH-72(2.74),
BB DR EEBRNPEE TERVAERZONTIZOWVWTH, ARBMG Y — L&
KT 72 B BB O STV,

Fio, WHE 3HRBROY 7 I —TRATRER NG, HREE G oFEmE & 72
D152 R E O NREPER 7 OISR TR 11345 50TV 7220, DX-2930-03 3B TlE, /M, &
fnE . MR, RE, BMI, AR ( TZ2off) ZFR<) | AWM O HAE BIERBLE, MEEH
HAE JF{EDREE, BEAEZ (LR LTP fE R E DY 7 7V — 712 51F 5 HAE FAEDO FEHL=R
ERRET L0, BERAAIMEICH SN A b otz (K2.7.3.2-3) , Z4eMEIcH
LTH. Efn, MY, ABEIEEOY T 7L —FI12BF 5K 0T v 7 7 A VT
RINZER DO H 5 21TRBO b o Tz,

AA 4 BT 1 [BF 5 o A e

DX-2930-03 #Bk D fEF . AKI 300 mg D 2 I 1 BB G CTRRKOBFHENRAL BT, 70,
ARFNOFZHHEITAH 300 mg D 4 2 1 BIEG K OAA] 150 mg @ 43812 1 [BIEETHRD 5
iz, HAE XS CHEMDIKETH U . HAE BIEZMEI UIEREZ 2> he—13 57012
TR E UL T 2L ENH D Z L b MEINICRIENBIR SN TIERPZEL TWD 5
AITIEAAKI 300 mg D 482 1 BIEG HBETRE LB 2T,

H o &5 ol get:

AFNTHCOHEGEN A TH D £ E 2 D, DX-2930-04 B EIA T, #BRE 1 80.7% (171/212
f) WAl b 1 EIACERGZITo720, AOMEICEEITA R > Tz, RHER PK,
PK/PD K& QN — SUSRENT Tl K F G50 7 7 v~ 7 Ol 813 E i RSB O 1R5R
2By 7L HBGERBETHLZENRINTEY, HHRFICL 2B ARG NP IFIN
72 (2.7.23.1.8) . Fo. KFNOIEBREIIE G (B, EBOSUIRIR) 12X 2 2R TR
ST, WT OB G ~DO#E TH HAE BIEORBMHNICLERIBREEN/SFOND Z
EWIRENT,
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Fio, 2R LT, BOEGIHE I FEERORIRIIELS, AFEITIRFLEE X DL,
TRRA X ZIC KBGO AEFLORBBLRLFARE CTh oo, ARG EEHS
DHFBLEL, HOREGLIERA Y v 7IC L 2B ETRBE Ch o7z, HOERELIRRA X v 7
IZR DTG TR BRI > TWEd, B ORS Ti bIBIR S N IEEHE 5-RF O 4D
MROGBIEFRROFERIL, HORG LIERAY v 7IC X2 CTRBE TH -7,

HAE [ X RN IE DM DS B BT HRETH D, £7-. HAE BAIEDMBMEDDFH
HThr b, BRICELDHELEDV AV P THET ST &, BIERBO TRINKRETH
L2 EMNE, HIRHU AT ORI LTERED QOLIZH KEREELE KT, BHIME L
7242 7TO HAE BE L, fEBRELACACEEZITO ZLaBETR&ETHD, BIEOK
WICEFREBE A <2 L TR o VR, 2R (P 7~ R) [EREZELE, i
Bl i TN D AR S 5, o, A EIX, HAEBEEZ O 77 A4 7 A %M Lk
L., BYZXETHEEZ LTS (2.5.64)

ZD LT, BHEITEROEEEMNIIAFRI ORI, ZEMEL O PKICHE L 2N &N
B S AL TV D, AKFID A G2 X DIEEIRE L. HAE FE1F 0 FE B LRHoe i ] 2 4888 L |
TR B AR E A L. QOL RAFEMZ UE LIS 5,

HAN HAE BEITK3 2 AHAI 300 mg @ 2 #8121 [B[#& 5

MEANE 1 FHEER (SHP643-101 3X8R) T A AR NEERERR AR S K O E: — B 8729k e X
N= oy 7 AN R ICAF] 300 mg & R TG LI2iE R, BAND PK LT
PDITHEANLFRERTH D Z LRSI N, AFEGZEDOFEE R (Chaxe AUCoupase X U AUC.0)
X HARABERE & AAEBRE CRBETHY . RIEZITRD N olz, Fo, AFOM
HEH U 7 LA RO E K O — R T A > CH#E L= 1 cHMWK O3 f# il £ 4 A
RANERE R OAANERE CRRBECH Y, mIEFRE L O ERISHEZ R LT,

F7=. EWNE 3 R (SHP643-302 7kR) T, HAAN HAE B IZAA| 300 mg %2 2 #H I
1 B 5 G-RF O F M OV s fesd S 7z, B AN HAE B3 T 454 300 mg & 2 312 1
[ 5 L7z & & O HAE BAEOFEEMBEIAZRD Hiv, BAANLSOEM & FEEO MR S
niz, iz, ARELBRHFTHY . BARANFA OFEFEELLLZEMEOMMILRD b R)
o7, ZO LI, BHARAND HAE BEFIZEBWTH, AHF 300 mg @ 2 HIZ 1 BIELGO~RR 7
A4 b URINRNTURFRFTHD LB ST,

SHP643-302 &k Tld, & GWIRMPIC 26 MFLER L T2 b e —/LBAF (BIE) Tho
TEHBRE IOV TR, IRBRE(TEM O E S X B 54 B TiX 300 mg @ 4 #1121 [A]
TG A~EERREE LTz, 4 112 1 R G-I ORIERBLROIR T L, 2 I 1 B G S O %
ERBFEORT LA TH o7, HREFITDERTH VEROMBUTIIRA R H 203, B0
ZRIBOBEIEICREREWTRWVWEEZ LN (2.7.3.24.1) . £7-. SHP643-302 kB D
BE5HM B (Day 183~364) Tix, WUl L —=027%%F, FIEZHM LIZ 2 & DR
INTGE. BORGOREAFTF SNz, ARG LI2gRE ClikH A& 5ICRRN R
2 EORERITA b7 (25.5.245)

ZOX DT, WEANVE 3 MR TIX, 12 5Ll LD HAE B ICAKIO 3 > O L - HE (R
#1300 mg O 2 WIZ 1 [\IFH. AH) 300 mg D 4 @2 1 [EFG, AH| 150 mg O 4 @I 1 [H]#
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5) %5 Ll & 2 OKRBOAMME, el fERERE QOL, PK/PD M UNMREEE — SUGBIFR 2
RS ST, AAI300mg @ 2 I 1 A G TRROFHMENA LN Z LA, BAAD
HAE BE X T 2L OLEE ORI TWD Z &b, #HESEHEI3AA] 300 mg D
2 1 [mIEE LT 5, 2. AFI300mg D 4 I 1 EHFEETHAROFMEITRD Sl
Z L AN E X RIS BIED B SNTIEIR DL E L TV D 5E I IEAH 300 mg @ 4 I
1A HBETRE B2, B, BAXEORRIC LN -T, ACESGZEAT S
ZEbLAEEEE LN,

UEXY, AAOHERERE - HE2 L0 L BOVRET LI LERLETHLI EE XD,
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1.8 FIXE () IERHEAEH

TAK-743

1.84 EALDIE () RUZTDHRERRL
1.84.1 &&
184115 (F)
2. BR (ROBHEIZEEELAEWNI L)
ARAND 53 L BOE O BEERE D & 2

1.8412 ZEZDHRTERRL
ZEVERECR DBLR N D . AFI DBk LI BUE D BEERE O & 5 BE TR G Thn
LB ZRRE LT,

1.8.42 MEXIEIHRICEHET 5=

1.8.4.2.1 HEEXFIHRICEAET HFE (F)

5. ZVRESUI BRI BT AR
B RBR IRV T R L S ALE IS X 2 AMERIEDORIEMHN G 2 Bk OV 2tk
IIRET S LTV,

1.8.4.22 HEEXIHRICAET 2 EE DR TEIRM

BAVEMEMERE (LLT, HAE) BEEZXG L L AKIOEKHERIL, HAE OSMERIEORE
B 72 RN RT3~ D AFI OB MR L 22 T2 B TESh TR Y, Rill%
FF 9 B K D BVEFAEORIEMFNI R 2 A 20K O L EVEIIHET L TV RN L bk
E LT,

1.843 EELERKIE

1.8431 EELGEARMIE (F)

8. EEREEARNER

8.1 AMERIEDTERZ HIICAKIZER L7222 & 2 BE L EOFEIT oI L, 2
i %157 E AT 52 &,

8.2 AFIOF LRI HT-» Tk, BEFEMEZHICB VT, LPEMICE 50, ERioEEOE
BobltTEEEZITHIZE, £, UTORICEETDHZ &,

82.1 HEHEGOWMAIZ YW TIE, ERINZOZ YA EEICHRT L, 2B E %2 E
fiL7eDb, KEBEGIZ L DRERME & SPEIZOWTERE X ZOFENEMFE L, &
FXIEOZBEDRHFEICEGETELH L 2R L BT, EMOBEBEBEED L & TE
fid 2 &, o, WHK. AR DRITERREDN S 5608 2G5 Ok 3 N
7RI & 72 2 AT ﬁﬁ%éﬁA i, EbICHCER G AR IESE, EROEHETT
HEICBET 272 WO R AEEITY 2 &,

822 HEHEGZEMT 558121, A AOERE R OENSRL BEH LR X 5 I2E
FXIZEOFFICEREZE L, R COREORERBEEFTIECET 2R EE1TH LFH
KRS, A DR R R w2 BT 2Rt T5 2 &,
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Ell

n LERHFA A

hu]

1.8.4.32 EELEKXKIE DR EIRN
8.1 HAE [B# & x5 & L= AFIOEERABR T, HAE O R ORIEMENI XT3 2 H 90k 0%
AR T 2 B TE S TR Y AFIOQMERIEICH T 2R R ITMR ST
RN EDBERE LT,
8.2 RANIHRFENIIZTOFRICE D ACEENMTONLZ LD BEPET —4 v — MoK
U, BEORMLELBEICRE LT,
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1.8 FAXE (%) A
TAK-743

Ell

n LERHFA A

hu]

1844 B ENDERZEITHIEEBICEAT HIE

18441 BHEDNDERZHITHEFICEHT HFE (F)

9. FENERZATHREBICEHTHIER

9.5 1EiF
SR ST IEIR LT 2 AIREMED & 2 I IE, 1 LA S MEA G 2 RE 2 & f
ENDBECORFEST L2 L, AR LVCBOTHREEEREDONA TS Y, &
MZ BT 2 IEAEEE IR Th D28, AHNIL 1gGl €/ 7 0 —FAHKTH Y | IR
T A EIRT D EEX HND,

R EOARERORARBREOAREZZE L. RZALOMKG T IEZRETT25 2 &,
AFDOE MBI DA ~OBITIIARHATH 508, YL TRFDIINTBATRRO 5T

W35 2,

9.7 INR
R AREI, FrAa, AR SR SUE 12 AR O /N A xf G & U 7o [E NG R BRI 3 52
A ONGAYAIANR

18442 HENDEREZATHERBICHT S EEDETERN

9.5 it
Il 2 x5 & L7 BRI = S Ty,
SMENZ B TR~ O HRBRIIR 5N TE Y | 4 UIBIEA~D U 2 7 1 38R T & 720,
PRI ARN 2 B 5T 2 ST IBROY R /R T 0y MEBELTHBI S LD &
THHZLEMLERELTE,

9.6 #ZF.hw
BRI A ot R & Lo BRBRIE M S AT e,
t MZBTD2ARFNOHLT T ~OBITIEIARHATH Y . AW~V 27 3PERTE 2V, 12
HIRICAR &2 F 5T 20 E1E, BBROBEBORN (=—X) | B ~DRWERAREHR DO Y 2
7 EHANBICHAE G XD REELROMERE EORR T 4 v FEBETRETHLZ &
LREE LTz, BB, W=7 A VILORBRTIIRILPT~OARFOBIT (HEH) X% O i
HEPIRIE D) 0.2% E KD o 72,

9.7 /NS
EWNEEARRBRICR O CTRHARER, FrAaR, LR, SR 0T 12 sk o /NN EBF I
T O2ARANOLEMER OANETREFT L TORWZ ENBRE LT,
INETICHERENE LN TV D ENAE 3 HRERIL, 12 5L, EOBENE S EEE %
RPN FENE LT, WAL 3 AHEBR (DX-2930-03 3B I O DX-2930-04 #kBR) @ 12~18 %
KGO /NRY 7 7 —7" (23 ) TARANOA MK O 2 2 58 U 72/ 2R Bl A O R
ERETH ST,
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1.8 RfAXE (V) HKEERIEKRASH
TAK-743
1.8.4.5 BI{ER
1.8.4.5.1 BIEAH (F)
11. 8l4ER
WROBWERDR S bbb D Z L)V DO T BEE 5TV, BEBRD DN HEITIE,
BhHEFRIET D7, WU EEITH Z L
11.1 EXGEIER
11.1.1 7274 5F— (BEESRH)
11.2 Z0thnEI{ER
10%L4 k- 5~10%ATit 1~ 5% A il
B 550 FESHRAL RS (&8 .
RLBE, PNHML, AP,
Mg, Hf, % 9 R
MEAR, MRS, FH RO,
Botsy B, #iE, %8
) (52.4%)
W BUE ) FEIE . AR
FOEY YK
bk R i A ALT 450, AST #4
i
il - TSR 5 I
RS R T £
2 BEAR B fk 2 5

1.8.4.5.2 BIME A DR EIRM
CEPET —# > — M-S E, WAVEIH_EHEERE R X LR (DX-2930-03 #5R) 84 )
THBLLIZEWER R OBEEICHE L CRE Lz, Fo, WAMUERTE# T — 2 b3 EFIC L,
11.1 ERZEIEH
RSN IR SRR R S O/ LSRR e 7 — XIS ERE LT, BB, T 74 7% v —
ZBE T D RIEIE, WA 3 EERE AR Z LB (DX-2930-03 #ER) K OENE 3
FAEABR (SHP643-302 3ABR) TILFBH LN TR, L LA 6 R K OV 48 B 0 i
MRISIFRO LN TEY, B NE// 7 —FTAHEKTET 740 7% —0BH bbb ]
REMEREE SN D Z & KOVAMLEIRTER IR W TAA L ORRERAGE TE R\
FT7 4 7% —BEEGZORENRDH D LN LHEEARIE L CEKRREEMICHKE L,
11.2 % Ofth o gIEH
WA RGBS I D T RRE Lz, Zeds. EWE 3 B (SHP643-302 3BR) TiE. Al
TENE 66.7% (8/12 #) (238D LTz, EREWEM (20%LL E) 1TTESEBALEUE 50.0% (6/12
Bl) ThH Y. MEIMNEARRBR AL & RO Th - 72,

1.846 BAHEDIE
1.8.46.1 BHLDIE ()
14, BRHEDEE

14.1 RFBRERHDOIE
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1.8 HfAXE (F) RS Tkttt
TAK-743

14.1.1 G WBURIREAL, BEICRFE O H D50 (B, 2. FR, HFE%E) 1ZiTEE L2
WZ ok,

1412 BHANZ, NEMEZ BRICEVERT D2 &, BYUIEARBO LN HE1E,
HALZ2nZ &,

14.1.3 JEER, KREREB ST EREFIC, 1 HORETU Y U UHNORREZR THREGTLHZ &,

14.1.4 AANT 1 ECTRELHEHAT2/(ATHY . HEMALRNI &,

142 RFRIRFROIE

BEICHL, UTORICERT DL >FEET L&, [202 /]

- WU IISBET T, ERJE (2~8°C) TIRIFTH I &,

c MBI DH Lo 13 25°C LR CRFFL 14 BLURIZHERT 52 &,

1.8.46.2 EALDIEDHR TR

14.1 FEH| & G- DVEE

14.1.1~1414 AANZ 1 ETREZR TERGTHL T VT4V RV U VRIFITHL Z Lin b,
BEFET—4 > — MU THE LT,

14.2 FEHIZZAF R DVEE

BEFET— > — MIEUTHRIE LT,

1.84.7 TDMDIE

1.84.71 TOMDIE (X)

15. ZDH/DEE

15.1 BRIREAICE D CIER

15.1.1 BRARRBRICB W CARFNCH T 2RO EARHRE SN TWD, FURELEZRD T BH
OEEIT D7 < BUREAICL D, EpERE, I, AR VR et E~DREI
Ao TIEARNY GEAT—4)

15.1.2 MEAMRIRBBRIZ I T, ARFIHE G5 220 67 10 #1 (4.5%) THHEME ERO 1.5 %% E
B DIEMALER Sy b R T T AF B (aPTT) DOIEENFRD Sz, aPTT EE A
Aoz 106055, HIMIZRE#EST 2 8EFLIL2HICRO N, £70, AR
RO 252 BRI 7 a e o v R (EBRREREL) OERIT 4 41 (1.8%) 1273
bz, 7a hu e rRE (EREREL) OmERALNZ 46055, il
EYT D HEFRIT LGNSR St Y, ENERARRER CIIAHI B GEE 12§ b R L
RO 1.5 5% LA % aPTT OIER XITHKEE LRO 2 52 EE S 70 b e e Uk
(EBSEHEL) OERFTWFR LB SRRk Y,

1.8.4.7.2 ZDMDFEDHRFEIRM

15.1 BRI D <1

15.1.1 #EFMEE 3 A0 B M AR Z Lk (DX-2930-03 75R) (23850 T, AKI#H 58 10 61 (12%)
MOT T v REGRE2 6] (5%) THEDHUE (LIF. ADA) BtE2s 1 BILLERD bh
Tl EMBRE LN, Wb £ OHuKmIZE, -7 (20~1,280) . ZD 5 HAFH
B R 2B RO T 72 R EEEE 1 D ADA BRIk TH - 7o, ARFIEEGEE 3 6 &
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1.8 HfAXE (F) RS Tkttt
TAK-743

&

15.1.2

O 7B AREEEE | ] CIEARAIR 5 3NRPURT DO ADA BPERFRD Hivi, AHAl 150
mg @ 4 I 1 B 50 2 FTRD b TARHUAM O ADA I FHURIC o I T,

AFNOTEETRMAET V) 7 VA v OB A MIEMHEOEFEMIC LY | aPTT &R 2R T
LAREMENEE S, AR ARG LT v NEROA =7 A4 LTI aPTTIEE DR S
NTWNWLZENLREE LT,

[ENS 3 AHAER (SHP643-302 #ABR) Tid, AAIFGHE 12 B tp L (g LR 1.5 f5 %4 &
0% aPTT OIERE XIZFEHEME LRD 2 5% ERIS 7' m b r v v Ui (EREEREL) o
ERITWTNHRD bR ro T,

WEFM 3 AR (DX-2930-03 35k & T DX-2930-04 35R) 128\ T, AR HFE 220

Bl 10 ] (4.5%) CTHEAEM ERO 1.5 5% EE5 aPTT EENRBD Hiviz, aPTT IERE
RHHNTZ 106055, HIMICBEET 28 HFEFELIT 26 (TR LIFEE) ITRDH
e 2055 1 F (EFHBAL ) (3K & OREBERNEE SN hote, £io, &
YA ERRO 2 5% B2 7w ha o v kel (ERERER) ORI 461 (1.8%) I
RBOOLNTz, Fr be R (EREERL) OLERA LN 46055 MLl
B2 A EERIT 16 GEEE) RO LN, KA L OREBERITIEESNT,
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1.9 —IRMIBATFICHRLIXE
TAK-743

HKBEELMIEHRASH

1.9 —RMBTRICIRDXE
(1) JAN
SR2E3 H 10 BfFERAERKIER 0310 1 S LV U To LBy @EmEns,

(AA4%) IFF~7 (EisFfiz)
(3£  4) Lanadelumab (Genetical Recombination)
(7 2V BEFI KRN AV T 4 REER)

H #{ E1 :

L&

DIQMTQSPST
ASTLESGVPS
TKVEIKRTVA
NALQSGNSQE
SSPVTKSFNR

H

EVQLLESGGG
IYSSGGITVY
IGVPRRDEFD
VKDYFPEPVT

LSASVGDRVT
RFSGSGSGTE
APSVFIFPPS
SVTEQDSKDS
GEC

LVQPGGSLRL
ADSVKGRFTI
IWGQGTMVTV
VSWNSGALTS

IT?RASQSIS

SWLAWYQQKP

FTLTISSLQP
DEQLKSGTAS
TYSLSSTLTL

S?AASGFTFS

1
DDFATYYCQQ
VVCLLNNFYP
SKADYEKHKV

HYIMMWVRQA

GKAPKLLIYK
YNTYWTFGQG
REAKVQWKVD
YACEVTHQGL

PGKGLEWVSG

SRDNSEKNTLY
SSASTKGPSV
GVHTEPAVLQ

LOQMNSLRAED
FPLAPSSKST
SSGLYSLSSV

1
TAVYYCAYRR
SGGTAALGCL
VTVPSSSLGT

QTYIéNVNHK
KPKDTLMISR
YNSTYRVVSV
PQVYTLPPSR
PVLDSDGSFEF
G

L #5 C213—H #4 C225,

(2P OHEEHEIE)

43+

Cea68H10016N17280201284s (Z > 737 B 57,

Ga|0_2 ‘{

PSNTKVDKRV
TPEVTCVVVD
LTVLHQDWLN
EEMTKNQVSL
LYSKLTVDKS

GlcNAc — Man L

GIcNAc — Man 7~

H 8 Ci00H3414N5000671S15

L $8

C1034H1508N274033556

EPKSCDKTHT
VSHEDPEVKF
GKEYKCKVSN
TCLVKGFYPS
RWQQGNVFESC

CPPCPAPELL
NWYVDGVEVH
KALPAPIEKT
DIAVEWESNG
SVMHEALHNH

o 7 U H 8 N302 - HEEAE S
H#4 C231—H#4C231, HE{ C234—H 8 C234 : AN T ¢ NiES

Fuc

Man — GlcNAc — GlcNAc

4 AK$H)

GGPSVFLFPP
NAKTKPREEQ
ISKAKGQPRE
QPENNYKTTP
YTQKSLSLSP




1.9 —RIBIFZIRDXE HEAELMIEH®RASH
TAK-743

(AH)

FZFTNA~TIE, e MIUES Y 7 LA TR DB B B 1gGlL £/ 7 m—F L
HBTHY, HBE C KD Lys ITBrESNTWD., FFTA~TIE, T A4 =—ANLRAL—
PREEARAIC RV PEAEEND.

TFTN~TIE, ASLEOT I BEERN L2 HE (y1 80 2AKL, 21307 2 /&
PRENDRD LE (8D 2ATHIR SN V"7 E (78 5 149,0000 THD.

Lanadelumab is a recombinant human IgG1 monoclonal antibody against human plasma kallikrein,
whose C-terminal Lys is deleted in the H-chain. Lanadelumab is produced in Chinese hamster ovary
cells. Lanadelumab is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains
(Y1-chains) consisting of 451 amino acid residues each and 2 L-chains (k-chains) consisting of 213

amino acid residues each.

(2) INN
(r-INN) lanadelumab  [List 76, page 507, WHO Drug Information, Vol. 30, No. 3, 2016]




A FKEIE 0310 H 1 =
S 2 4 3 H 10 A

FAERREATE (7)) & OB

ZAEGBE RS - AR AR R S R A B R
( N Ffl ) S )

[ 3K D — R FRIZ DWW T

BERCIZ DWW T, TR O — RO B M OWT (K 18 423 A 31 H 3
BFEGF 0331001 SEAFGBEEERE L FREM) FCIVRVFE>TNDHLIAT
T Ak, BAEICET D EELDO—RAFR (LLT TJAN] &Wv9,) IZ2W T, 8T
TAZRIRD LBV ED =D T, WTHO L, BE TREAMREEIAmT LA L HEE
B E T,

(M)

[ A ARERL— B4 T — % X—Z | https://jpdb. nihs. go. jp/jan/Default. aspx
GROIEHRD 5 B, JAN USAOFFT O RIL, Y%7 —F X—ZA DR TXHIET D
ZELELTWVET, B, AF2ARLVYHKIRLAAEE LT, 5244 W)
SHUUBEIIOERT URL TOT 7 B RIARA[ & 720 £97,)




BokF 5 301-4-B7
JAN (AAA4) 777 ~7 (BisFHE#Z)
JAN (3% 44) : Lanadelumab (Genetical Recombination)

T2 BRI RN AV T 4 REES

L £

DIQMTQSPST
ASTLESGVPS
TKVEIKRTVA
NALQSGNSQE
SSPVTKSFENR

H $H

EVOLLESGGG
IYSSGGITVY
IGVPRRDEFD
VKDYFPEPVT

LSASVGDRVT
RESGSGSGTE
APSVFIFPPS
SVTEQDSKDS
GEC

LVOPGGSLRL
ADSVKGRFTI
IWGQGTMVTV
VSWNSGALTS

IT?RASQSIS

SWLAWYQQKP

FTLTISSLQP
DEQLKSGTAS
TYSLSSTLTL

S?AASGFTFS

1
DDFATYYCQOQ
VVCLLNNEYP
SKADYEKHKV

HYIMMWVROQA

GKAPKLLIYK
YNTYWTEGQOG
REAKVQWKVD
YACEVTHQGL

PGKGLEWVSG

SRDNSKNTLY
SSASTKGPSV
GVHTFPAVLQ

LOMNSLRAED
FPLAPSSKST
SSGLYSLSSV

1
TAVYYCAYRR
SGGTAALGCL
VIVPSSSLGT

QTYIéNVNHK
KPKDTLMISR
YNSTYRVVSV
POVYTLPPSR
PVLDSDGSFF
G

PSNTKVDKRV
TPEVTCVVVD
LTVLHOQDWLN
EEMTKNQVSL
LYSKLTVDKS

EPKSCDKTHT
VSHEDPEVKF
GKEYKCKVSN
TCLVKGFYPS
RWQQGNVESC

CPPCPAPELL
NWYVDGVEVH
KALPAPIEKT
DIAVEWESNG
SVMHEALHNH

HE8EL: S50 0 2702 2 Bk H 85 N302 : BFBHARE A

L #{ C213 - H #1 C225, H#{C231-H #{C231, HH{C234-H #{C234 : AV 7 ¢ Fih&E

F 7R BEH OHEEREIE

Galg_g‘[

GlcNAc — Man \

GlcNAc — Man /

Fuc

Man — GlcNAc — GIlcNAc

Coass8H10016N172802012S48 (¥ /X7 B9y, 4 AREH)
H &4  Cao00H3414N5900671S18
L #8 Cio3aH1508N274033556

GGPSVELFPP
NAKTKPREEQ
ISKAKGQPRE
QPENNYKTTP
YTQKSLSLSP

FFFNTT U, & NS Y 7 LA AT BIE FAZ E R 1gGLE /7 B —FAHUATH Y, H 88

C KD Lys IZfrEINTWD. TFTTA~TL, FX¥ A =—ANLAX—IIRMIRIC IV EASIND.

7T N7, SSUEOT I R B D HIE (W18 2R, 21307 I/ Bk He b L
(k) 2 RTHERR SN DHEY "7 (57 - £ 149,000 Th 5.



Lanadelumab is a recombinant human IgG1 monoclonal antibody against human plasma kallikrein, whose C-terminal
Lys is deleted in the H-chain. Lanadelumab is produced in Chinese hamster ovary cells. Lanadelumab is a glycoprotein
(molecular weight: ca. 149,000) composed of 2 H-chains (y1-chains) consisting of 451 amino acid residues each and 2
L-chains (x-chains) consisting of 213 amino acid residues each.

¥ JAN LA OTE®RIZ, 2B L LTl LELE,
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1.10 B - BIRFOEEEEEHDFT LY

TAK-743

KEERIEHRARH

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,

#1101 HEEX - -BEFOEEBEEEHOFE LD
b4 - B4 FFTA~TiE, B MISES Y 7 LA iCxtT ABEE T E N [gGLE /2 r—F b
PR THY, HE CRED Lys IZBREENTWD, 7FTA~<T1E, Fr A =—XNLR
X —PEMRIC L v EAIND,
TFTTE, ASLEOT I JBEENGRLHE (1 8) 24K, 2307 I
BENPORD LEH (#) 2R THERINDIEY X7 H (OF& : £149,0000 Th D,
[N T X BESIFEITNKO LB
e - DR T {8 T R 0D PR 6 /R D FEE T
M- HiE W, RARW 12 Eo/NRICE, 9T~ (GEfE M 2) & LT 1[E 300mg

Z 2 BB TR FENT D, ek, MRMICRESBZEINT, ERBLZEL TWALE
IZi1%, 17 300mg % 4 BB TR THERNTLHI L TED,

B DR E

(BT a0

HBSY - B

WA X 7P A v EFE300mg Y)Y 1¥ VY Qml) KT7FFA~7 (Eisf
#HAZ) 300 mg &A)

a

St (EREGENE)

ik LS B 5 RR B RS DB R (mg/kg)
) i3 BT >50
i3 KT >50
=7 A ¥ I BT >50
i3 KT >50
i3 FrARAN >50
i FrARAN >50
AN - BiEE (EERGEE)
BN B Eit 2 et o MR F T
Bl % (mg/kg) (mg/kg)
1.7 v bk 4 38 N 0,5,25,50 2 50 >5 mg/kg : REMLAE () |
(1 [71/38) I : 50 ARy ha RS T A
F VWM (APTT) M fE (B) |
R wemfE (| . HFhg >
v =R AR (ERE)
B 5RO 0 8 JiE P A e i
(i)
>25 mg/kg : REAKME (4f) |
APTT mifii () .
50 mg/kg : FEHEARME () |
TN TAART 7 B —
Y, TIF=rTINT
AT 2T =B RRT AT
XUBMT I NT AT =
J—EomE (B . iFE
wmiE ()
2. =04 4 A KT 0,5,25,50 HE 2 50 50 mg/kg @ LABEIERD KO}
L (1 [A1/38) Ik : 50 RR MFRIER (B .
3h=04 6 » HM Ay 0,5,25,50 2 50 W OHREIZBWTH
P (1 [=1/3) I - 50 HEKOEARL,
4 =04 4 H ) RN | 0,5,25,50 2 50 W OHREIZBWTH
P (1 [=1/3) I - 50 HEKOEARL,




1.10 B - BIRFOEEEEEHDFT LY HEAELMIEH®RASH
TAK-743

IR 1. HESMER AR R

EIERZ IR (BARMRAEMRT 2 5T)  140/220 =63.6%

I /EH o FEA B

B AL R 110
S AT AL BT 38
TES AL PN H I 24
TS AL IR AR 14
TEHHERALZ D R 13

At

B PR AR A A S O iR B
TI=UT ) N TUAT 2T —B N 3
TARTXURT I T A7 =27 —EHN 3
EHALER Y Fu v R T T AF U RERIE R 1
A7 R o R 0 1
LFEEE N 1

% RFIE. HAE B 25510 3 B EE RS L 2ifpsh el (DX-2930-03 B K&K O
DX-2930-04 35%) OPFEMHTIC LY . BHEEHESN GG OARHA 150 mg % 4 HIZ 1 BlRE,
300 mg % 4 I 1 \IEEE, 300 mg % 2 @I 1 [E& G U iEfl 285 LT,

2. [ENERARRER

BEMsEHE AREERTEZET) 8/12=66.7%

EIER o R [UES

B AL RS
S A AL B
SHIE
bEso R UIVAZ ST
TS Z 5 FERR
TS R

1B B

BRI

whE

[l #s i D F

Al

el e e e e T ‘S I S e N

i R AR A (B SR O BIME R IS STy,

3% 5013, SHP643-302 7052 TAHI 300 mg & 23812 1 [H1#e 5 L 7= 5E B GRBR A H] 300 mg
AW ARG ICHRGERE LEREST) 2HEH LK,
&t B S TEARSHE A A

b4 OmAIZET &8N T—RINAFRRL CE] SO Z &,




HKEESITEHRSH
TAK-743
AllHK 1
AYHEREGRIFEEYBHEEGOEEEEENOFELD
—e4 TFTFN~T Bz
W54 2 IFAaETFEI0mg v oY
HFEH EH I TR S
Bhie - hE TEARE M PE T 0D AE S A E 0D S8 AE 01
Ak - A& WE L AR 2 Eo/NRICE, T T~ T (EiE ) L
T 1191 300mg % 2 MR TR FEHNT 2, 7ed. MMICRIENEIE S
FLUIEIRNEE L T B EAITIE, 118 300mg % 4 AR TR FiEfT 5 2
LHTE D,
A SRR XA R D Xt
fiin
fifi i DA 4% [t
fiti A9~ 2 £ B SR JRURE 2 B 2 18R,
REDFE" LIRS - LA - R E A9 b sk il i
B
S R R A



TAK-743

KEERIEHA24

Al 2

ot U 7 A 0 B SR U SR
2 2R

F v A4 =—ANLAZ PR (F v A =— R R X —PRH Stk
1Al i)

T U 72 A= Ea SR RURE S A RO

o

LA i b skeptsy . DI MRk, ISR skpsy. LI HRMS) (M
. AR CUTIRZ RS b o) DIRAE Bk B
ik, LIk, e ofh ( )

A=) R RIEURE SRR O T H Y

O#A G2y, XiE B, Cssisng.,
% ofth o BEEFUE 3R ( ) .
O, 12 oM ( )
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3.2.8.2.5-10 PROCESS VALIDATION AND/OR EVALUATION — Takeda Pharmaceutical Company|— — WiEst LB R AT
PURIFICATION (LANADELUMAB, || Limited
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3.2.8.2.6-12 MANUFACTURING PROCESS DEVELOPMENT — IMPURITY Takeda Pharmaceutical Company WiEst LB R B
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PROCESS DEVELOPMENT AND CHARACTERIZATION Limited
(LANADELUMAB)
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3.2.8.4.2-2 ANALYTICAL PROCEDURES — PEPTIDE MAPPING Takeda Pharmaceutical Company st FENE R B
(LANADELUMAB) Limited
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Limited
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3.2.8.4.3-2 VALIDATION OF ANALYTICAL PROCEDURES — CIEX-HPLC Takeda Pharmaceutical Company WiEst LB R B
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3.2.8.4.3-5 VALIDATION OF ANALYTICAL PROCEDURES — OVERVIEW  [Takeda Pharmaceutical Company st FENE R FEAT
(LANADELUMAB) Limited
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32873 REUT—4
32.8.7.3-1 STABILITY DATA — PRIMARY LONG TERM (LANADELUMAB) |Takeda Pharmaceutical Company T2 LR FEAT
Limited
3.2.8.7.3-2 STABILITY DATA - SUPPORTING (LANADELUMARB) Takeda Pharmaceutical Company|— T2 LN E R FEA
Limited
3.2.8.7.3-3 STABILITY DATA — PRIMARY ACCELERATED Takeda Pharmaceutical Company T2 LN R BE]
(LANADELUMAB) Limited
3.2.8.7.3-4 STABILITY DATA — FREEZE/THAW (LANADELUMARB) Takeda Pharmaceutical Company % LN R FEA
Limited
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3.2.8.7.3-5 STABILITY DATA — FORCED DEGRADATION (LANADELUMAB)| Takeda Pharmaceutical Company st FENE R B
Limited
3.2.P HF|
3.2.P1 HERUVLA
3.2.P.1-1 DESCRIPTION AND COMPOSITION OF THE DRUG PRODUCT  |Takeda Pharmaceutical Company WiEst LR AT
(LANADELUMAB, PRE-FILLED SYRINGE) Limited
3.2.P2 HIERMEOZRE
3.2P.21 HEImH
32.P2.1-1 PHARMACEUTICAL DEVELOPMENT — INTRODUCTION Takeda Pharmaceutical Company WiEst LR AT
(LANADELUMAB, PRE-FILLED SYRINGE) Limited
32.P2.1-2 COMPONENTS OF THE DRUG PRODUCT (LANADELUMAB, Takeda Pharmaceutical Company st FEPNE R AT
PRE-FILLED SYRINGE) Limited
3.2.P.2.2 &HF
3.2.P22-1 DRUG PRODUCT (LANADELUMAB, PRE-FILLED SYRINGE) Takeda Pharmaceutical Company Tz N E R S
Limited
32.P23 BETROHFENOER
3.2.P.2.3-1 MANUFACTURING PROCESS DEVELOPMENT — Takeda Pharmaceutical Company T2 LN R AT
DEVELOPMENT HISTORY (LANADELUMAB, PRE-FILLED Limited
SYRINGE)
32.P.2.3-2 MANUFACTURING PROCESS DEVELOPMENT — Takeda Pharmaceutical Company iz LN R AT
COMPARABILITY (LANADELUMAB, PRE-FILLED SYRINGE) |Limited
32.P23-3 MANUFACTURING PROCESS DEVELOPMENT — LOT Takeda Pharmaceutical Company T2 LN R FEAT
GENEALOGY AND USAGE (LANADELUMAB PRE-FILLED Limited
SYRINGE)
3.2.P.2.3-4 MANUFACTURING PROCESS DEVELOPMENT — CONTROL Takeda Pharmaceutical Company ZAS N ST
STRATEGY (LANADELUMAB, PRE-FILLED SYRINGE) Limited
32.P.23-5 MANUFACTURING PROCESS DEVELOPMENT — HISTORICAL  |Takeda Pharmaceutical Company sk FENERE FEAh
BATCH ANALYSES (LANADELUMAB, PRE-FILLED SYRINGE) |Limited
32.P.2.3-6 MANUFACTURING PROCESS DEVELOPMENT — Takeda Pharmaceutical Company sk LR FEA
CHARACTERIZATION STUDIES (LANADELUMAB PRE-FILLED |Limited
SYRINGE)
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32.P24 BERUHERZR
3.2.P.2.4-1 CONTAINER CLOSURE SYSTEM — (LANADELUMAB, PRE- Takeda Pharmaceutical Company 2 FENERE B
FILLED SYRINGE) Limited
3.2P.25 WMAEMEHNEAL LA
3.2.P.2.5-1 MICROBIOLOGICAL ATTRIBUTES (LANADELUMAB, PRE- Takeda Pharmaceutical Company iz FENE R AT
FILLED SYRINGE) Limited
3.2.P.2.6 BEROEAKORHR FHAELOEANE i}
3.2.P.2.6-1 COMPATIBILITY (LANADELUMAB, PRE-FILLED SYRINGE) Takeda Pharmaceutical Company iz FENERE B
Limited
3.2.P.3 &
3.2.P31 HEHE
3.2.P.3.1-1 MANUFACTURER(S) (LANADELUMAB, PRE-FILLED SYRINGE) |Takeda Pharmaceutical Company 2 FENERE B
Limited
3.2.P.3.2 HEMA
3.2.P.3.2-1 BATCH FORMULA (LANADELUMAB, PRE-FILLED SYRINGE)  [Takeda Pharmaceutical Company T2 FENE R FEA
Limited
32P33 HBEIERUVIOELRX-a> kA—)L
32.P.3.3-1 DESCRIPTION OF MANUFACTURING PROCESS AND PROCESS [Takeda Pharmaceutical Company stk FENERE FEAL
CONTROLS (LANADELUMAB, PRE-FILLED SYRINGE) Limited
32.P34 EEIBRRUVEEFHANERE
3.2.P.3.4-1 CONTROLS OF CRITICAL STEPS AND INTERMEDIATES — HOLD|Takeda Pharmaceutical Company iz LR BE]
TIMES (LANADELUMAB, PRE-FILLED SYRINGES) Limited
32.P.3.4-2 CONTROLS OF CRITICAL STEPS AND INTERMEDIATES IN- Takeda Pharmaceutical Company iz LR A
PROCESS CONTROL (LANADELUMARB, PRE-FILLED SYRINGE) |Limited
32P35 JOowX - NYFT—3> / FTOtwXFHE
32.P.3.5-1 PROCESS VALIDATION AND/OR EVALUATION — ASEPTIC Takeda Pharmaceutical Company iz FENERE FEAh
PROCESS VALIDATION (LANADELUMAB — PRE-FILLED Limited
SYRINGE)
32.P.3.5-2 PROCESS VALIDATION AND/OR EVALUATION - FILTER Takeda Pharmaceutical Company stk FENERE FEAh
VALIDATION (LANADELUMAB, PRE-FILLED SYRINGE) Limited
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3.2.P.3.5-3 PROCESS VALIDATION AND/OR EVALUATION - HOLD TIMES [Takeda Pharmaceutical Company st FENE R B
(LANADELUMAB, PRE-FILLED SYRINGE) Limited
3.2.P.3.5-4 PROCESS VALIDATION AND/OR EVALUATION- Takeda Pharmaceutical Company st FEPNE R A
MANUFACTURING PROCESS (LANADELUMAB, PRE-FILLED  |Limited
SYRINGE)
3.2.P.3.5-5 PROCESS VALIDATION AND/OR EVALUATION - OVERVIEW  [Takeda Pharmaceutical Company st FENE R A
(LANADELUMAB, PRE-FILLED SYRINGE) Limited
3.2.P4 FHmFDEE
3.2P4.1 BEEURRAE )
3.2.P4.1-1 SPECIFICATIONS (LANADELUMAB, PRE-FILLED SYRINGE) Takeda Pharmaceutical Company st FENE R A
Limited
3.2.P4.2 HEAZE (OWAR) .
3.2.P.4.2-1 ANALYTICAL PROCEDURES (LANADELUMAB, PRE-FILLED  [Takeda Pharmaceutical Company 2 LR B
SYRINGE) Limited
32.P4.3 REAE (BHAE) ONYT—3y _
3.2.P.4.3-1 VALIDATION OF ANALYTICAL PROCEDURES Takeda Pharmaceutical Company stk LN R AEAT
(LANADELUMAB, PRE-FILLED SYRINGE) Limited
32.P44 BERURBRAEZOZLMN .
32.P.4.4-1 JUSTIFICATION OF SPECIFICATIONS (LANADELUMARB, Takeda Pharmaceutical Company iz LN R FEAh
SOLUTION FOR INJECTION) — PRE-FILLED SYRINGE Limited
3.2P4.5 E FXIEEMEREDFME
32.P.4.5-1 EXCIPIENTS OF HUMAN OR ANIMAL ORIGIN Takeda Pharmaceutical Company T2 LR AT
(LANADELUMAB, PRE-FILLED SYRINGE) Limited
3.2.P.4.6 FIEFMHF =
3.2.P.4.6-1 NOVEL EXCIPIENTS (LANADELUMAB, PRE-FILLED SYRINGE) |Takeda Pharmaceutical Company 2 FENERE FEAh
Limited
32P5 HAEDER
3.2.P.5.1 BERUHERAZE .
32.P.5.1-1 SPECIFICATIONS (LANADELUMAB, PRE-FILLED SYRINGE) Takeda Pharmaceutical Company stk FENERE FEAh
Limited
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3.2.P5.2 HEAE (LWAR) .
3.2.P.5.2-1 ANALYTICAL PROCEDURES (LANADELUMAB, PRE-FILLED  [Takeda Pharmaceutical Company 2 FENERE B
SYRINGE) Limited
3.2.P.52-2 ANALYTICAL PROCEDURES — BREAK LOOSE AND GLIDE Takeda Pharmaceutical Company 2 FENERE B
FORCE (LANADELUMAB PRE-FILLED SYRINGE) Limited
3.2.P.5.2-3 ANALYTICAL PROCEDURES — CONTAINER CLOSURE Takeda Pharmaceutical Company sk N E R ST
INTEGRITY (LANADELUMAB, PRE-FILLED SYRINGE) Limited
3.2.P.5.2-4 ANALYTICAL PROCEDURES — ENDOTOXIN (LANADELUMAB, [Takeda Pharmaceutical Company iz FENERE FEAL
PRE-FILLED SYRINGE) Limited
3.2.P.5.2-5 ANALYTICAL PROCEDURES — STERILITY (LANADELUMAB, [Takeda Pharmaceutical Company iz FENERE FEAL
PRE-FILLED SYRINGE) Limited
3.2P53 HEAZ (WAL ON)TF—ay _
3.2.P.5.3-1 VALIDATION OF ANALYTICAL PROCEDURES - OVERVIEW Takeda Pharmaceutical Company st FENE R FEAT
(LANADELUMAB, PRE-FILLED SYRINGE) Limited
3.2.P.5.3-2 VALIDATION OF ANALYTICAL PROCEDURES — BREAK LOOSE [Takeda Pharmaceutical Company st LN R FEAT
GLIDE FORCE (LANADELUMAB, PRE-FILLED SYRINGE) Limited
3.2.P.5.3-3 VALIDATION OF ANALYTICAL PROCEDURES - CONTAINER  [Takeda Pharmaceutical Company st FENE R FEAT
CLOSURE INTEGRITY (LANADELUMAB, PRE-FILLED SYRINGE)Limited
3.2.P.5.3-4 VALIDATION OF ANALYTICAL PROCEDURES — ENDOTOXIN  [Takeda Pharmaceutical Company T2 FENE R FEAT
(LANADELUMAB, PRE-FILLED SYRINGE) Limited
3.2.P.5.3-5 VALIDATION OF ANALYTICAL PROCEDURES — STERILITY Takeda Pharmaceutical Company T2 LN R FEAT
(LANADELUMAB, PRE-FILLED SYRINGE) Limited
32.P54 Ov ko4
3.2.P.5.4-1 BATCH ANALYSES (LANADELUMAB — PRE-FILLED SYRINGE) [Takeda Pharmaceutical Company iz tENE R FEA
Limited
3.2.P.55 FH#OLFHE —
32.P.5.5-1 CHARACTERIZATION OF IMPURITIES (LANADELUMAB, PRE- |Takeda Pharmaceutical Company T2 LN R FEAT
FILLED SYRINGE) Limited
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3.2.P.5.6 MERUVHARAEOZUY .
3.2.P.5.6-1 JUSTIFICATION OF SPECIFICATIONS (LANADELUMAB, PRE-  [Takeda Pharmaceutical Company 2 FENERE B
FILLED SYRINGE) Limited
3.2P.6 EESZRIIZEYE .
3.2.P.6-1 REFERENCE STANDARDS OR MATERIALS (LANADELUMAB, [Takeda Pharmaceutical Company iz FENE R AT
PRE-FILLED SYRINGE) Limited
32P.7 BBRUEER .
3.2.P.7-1-1 CONTAINER CLOSURE SYSTEM — ANALYTICAL PROCEDURES [Takeda Pharmaceutical Company iz FENERE B
(LANADELUMAB, PRE-FILLED SYRINGE) Limited
3.2.P.7-2-1 CONTAINER CLOSURE SYSTEM — PACKAGING Takeda Pharmaceutical Company iz FENE R B
(LANADELUMAB, PRE-FILLED SYRINGE) Limited
3.2.P.7-2-2 WEST GLOBAL COMPLIANCE CERTIFICATION GAMMA Takeda Pharmaceutical Company sk N E R S
VALIDATION STATUS Limited
3.2.P.7-2-3 WEST GLOBAL COMPLIANCE CERTIFICATION Takeda Pharmaceutical Company EZAS N E R S
PHARMACEUTICAL WASH VALIDATION STATUS Limited
3.2.P.7-2-4 VALIDATION EXECUTIVE SUMMARY REPORT Takeda Pharmaceutical Company 2 RN R F A
Limited
3.2.P.7-2-5 CONTAINER CLOSURE SYSTEM - SPECIFICATION Takeda Pharmaceutical Company iz FENERE FEA
(LANADELUMAB, PRE-FILLED SYRINGE) Limited
3.2.P.7-2-6 Certificate of Analysis No.00086814 Takeda Pharmaceutical Company iz FENERE FEAh
Limited
3.2.P.7-2-7 Certificate of Analysis No.00086815 Takeda Pharmaceutical Company sk LR FEA
Limited
3.2.P.8 TEM
32P81 REMDFELHERUEER
32.P.8.1-1 STABILITY SUMMARY AND CONCLUSION (LANADELUMAB, |Takeda Pharmaceutical Company iz LR FEA
PRE- FILLED SYRINGE) Limited

13
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3.2.P8.2 AERBERNDZTEMHARIEDIERRVENR .
3.2.P.8.2-1 POST-APPROVAL STABILITY PROTOCOL AND STABILITY Takeda Pharmaceutical Company 2 LR B
COMMITMENT (LANADELUMAB, PRE-FILLED SYRINGE) Limited
3.2P.83 REMET—4H
3.2.P.8.3-1 STABILITY DATA — PHOTOSTABILITY (LANADELUMAB, PRE- |Takeda Pharmaceutical Company iz LB R AT
FILLED SYRINGE) Limited
3.2.P.8.3-2 STABILITY DATA — PRIMARY LONG-TERM (LANADELUMAB, |Takeda Pharmaceutical Company sk FENE R AT
PRE-FILLED SYRINGE) Limited
3.2.P.8.3-3 STABILITY DATA — PRIMARY ACCELERATED Takeda Pharmaceutical Company st FEPE R AT
(LANADELUMAB, PRE-FILLED SYRINGE) Limited
3.2.P.8.3-4 STABILITY DATA - TEMPERATURE EXCURSIONS Takeda Pharmaceutical Company st FENE R FEAT
(LANADELUMAB, PRE-FILLED SYRINGE) Limited
32.A Z0ih
3.2A1 EMEBKR VR ‘ _
32.A0-1 FACILITIES AND EQUIPMENT - || Takeda Pharmaceutical Company 2N FENTER HE
Limited
32.A12 FACILITIES AND EQUIPMENT — [ Takeda Pharmaceutical Company S FENTER A
Limited
32.A.13 FACILITIES AND EQUIPMENT — || Takeda Pharmaceutical Company 2N FENTER A
Limited
3.2.A.14 FACILITIES AND EQUIPMENT - Takeda Hikari Takeda Pharmaceutical Company W LN R FEAM
Limited
3.2A2 SEMBREUEVEORESMITE ‘ _
32.A.2-1 ADVENTITIOUS AGENTS SAFETY EVALUATION Takeda Pharmaceutical Company iz FENERE FEAMh
(LANADELUMAB, SOLUTION FOR INJECTION) Limited
32.A2-2 ADVENTITIOUS AGENTS SAFETY EVALUATION Takeda Pharmaceutical Company sk &R B
(LANADELUMAB, SOLUTION FOR INJECTION) Limited
32.A2-3 Certification of Analysis (i Takeda Pharmaceutical Company iz FENERE 5%
Limited
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3.2.A.3 FHm#l
3.2.A.3-1 NOVEL EXCIPIENTS Takeda Pharmaceutical Company|— — 2 FENERE B
Limited
32.A32 RS A VX 2 —7 4 — 24 [ U FNatfiE{0.5 mmol/mL) - - - - - 5
3.2.A3-3 Glomerular calcification induced by bolus injection with dibasic sodium |Tsuchiya N, Matsushima S, - - - Toxicol Pathol 5%
phosphate solution in Sprague-Dawley rats. Takasu N, Kyokawa Y, Torii M.
32.A3-4 Primary mutagenicity screening of food additives currently used in Ishidate M, Sofuni T, Yoshikawa | — - - Food Chem Toxicol [Z%
Japan. K, Hayashi M, Nohmi T, Sawada
M, Matsuoka A.
32R FWBNEKREH
[(ZN 7 L [ I I [ [ [ I
3.3 ZEXMH
[(ZN7 L [ I I [ [ [ I
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42 HABRKREE
4.2.1 FIER
4211 PHAEERMTHHER . _
42.1.1-1 Discovery and Characterization of DX-2930 _ ~20.EIH Dyax Corp. i+ tNE R FFAMh
4.2.1.1-2 In Vitro Activation of Plasma Kallikrein for the Measurement of DX-  |Dyax Corp. - Dyax Corp. GZAS RN R 5%
2930 Bioactivity in Rat and Cynomolgus Monkey Plasma
42.1.1-3 DX-2930 Bioactivity in Rats and Cynomolgus Monkeys N20.Elﬂ Dyax Corp. 2 FENERE FEAL
4.2.1.1-4 Final Report: Evaluation of Dose-Response Anti-inflammatory Activity 200 A ~ iz LB R FEA
of Test Material in a Carrageenan Paw Edema (Rat) Model 200 FA
4.2.1.2 BIRMFEALR ‘ ___
4.2.1.2-1 Evaluation of DX2930 Effector Function Using in vitro Assays to ~20.EIH |_ st LB R FEAIG
Measure ADCC and CDC
4.2.1.2-2 Analyses of DX-2930 Interaction with C1q and Fc Receptors that ~20.EIH Dyax Corp. sk FEPNE R AT
Mediate ADCC and CDC Effector Functions
4213 REMIFEMHAR _
[i%% 70 L (a8 5 73 MLk Cat-fih) | | [ [ [ [
4214 FEHFHEYHEEERHER
[l I | | | | |
4.22 EYBhrEER
4221 SWERVNYT—La VREE _ _
42.2.1-1 Quantitative Determination of DX-2930 in Rat Sodium Citrate Plasma _ NZO.E.H sk AR A
Using an Enzyme Linked Immunosorbent Assay (ELISA)
4.2.2.1-2 Validation Report for the Qualitative Determination of Antibodies to _ NZOIEIH sk LB R FEAM
DX-2930 - Reactive Immunoglobulin SPEAD Assay in Rat Sodium
Citrate Plasma Using a Direct Electrochemiluminescent (ECL) Assay
4.2.2.1-3 Quantitation of Human Antibody in Rat and Cynomolgus Monkey SerunfDyax Corp. - Dyax Corp. sk FENE R 5%
by ELISA
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4.2.2.1-4 Quantitation of Human Antibody in Rat and Cynomolgus Monkey Dyax Corp. - Dyax Corp. WiEst LB R EES
Plasma by ELISA using LowCross Buffer
4.2.2.1-5 Quantitative Determination of DX-2930 in Cynomolgus Monkey Sodium _ ~20._.)5] sk LN R A1
Citrate Plasma Using an Enzyme Linked Immunosorbent Assay (ELISA)
4.2.2.1-6 Validation of an Enzyme-Linked Immunosorbent Assay (ELISA) - T H ~ sk RN E B FEAM
Procedure for the Quantification of DX-2930 in Cynomolgus Monkey 20 R A
Plasma (Amendment 1,
20.&.% )
422.1-7 Validation of an Electrochemiluminescence Assay to Measure DX-2930 || NEGNGN A ~ sk tENE R S
in Cynomolgus Monkey Plasma 20 Gs P
(Addendum
Number 1, 20.
Elﬁl )
4.2.2.1-8 Validation of an Electrochemiluminescence Assay for the Quantification _ I~ iz FENE A
of DX-2930 in Cynomolgus Monkey Milk 20 ge B
(Addendum
Number 1, 20.
)
4.2.2.1-9 Validation Report for the Qualitative Determination of Antibodies to _ 20._IFJ iz R S
DX-2930 - Reactive Immunoglobulin SPEAD Assay in Cynomolgus
Monkey Sodium Citrate Plasma Using a Direct Electrochemiluminescent|
(ECL) Assay
4.2.2.1-10 Validation of an Immunoassay Procedure for Detection of Anti-DX-293_ FRH ~ flizZs R FEAfh
Antibodies in Cynomolgus Monkey Sodium Citrate Plasma gs Bl
(Amendment 1,
20l
4222 RIR - -
4.2.2.2-1 A Single-Dose Intravenous or Subcutaneous Pharmacokinetic and _ azas L& R eSS
Tolerability Study of DX-2930 in Cynomolgus Monkeys 2
4223 o
AL |
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4224 K3
[(ZN7 L [ I I [ [ I I
4.2.25 it
[aL | | | | | |
4226 EYHELHEYIEEER GEERRK)
BT [ I [ [ I |
4.2.2.7 0o EYSERER
[F7e L [ [ [ I [ [
4.2.3 EHHR
4231 HEHRESHHAR ‘ _
4.2.3.1-1 A Single-Dose Subcutaneous Injection Dose Range-Finding Study of 200 QA ~ sk FENE R EES
DX-2930 in Sprague Dawley Rats with a 14-Day Recovery Period 205 QA
4.2.3.1-2 A Single-Dose Subcutaneous Injection Dose Range-Finding Study of 200 A ~ sk FENE R 5%
DX-2930 in Cynomolgus Monkeys with a 28-Day Recovery Period 200 FA
4.2.3.1-3 A Single-Dose Subcutaneous Injection Tolerability and Toxicokinetic 200 QA ~ sk FEPNE R 5%
Study of DX-2930 in Male Cynomolgus Monkeys with a 42-Day 20| H
Recovery Period
4.23.1-4 A Single-Dose Subcutaneous Injection Tolerability and Toxicokinetic _ 20 FRH ~ iz PN E R e
Study of DX-2930 in Female Cynomolgus Monkeys with a 42-Day bl 4= B
Recovery Period
4.2.3.1-5 A Single-Dose Intravenous Infusion Dose Range-Finding Study of DX- _ 2004 H ~ sk THNE R 5%
2930 in Cynomolgus Monkeys with a 28-Day Observation Period 20FH
1237 RABEBERR ‘ ‘ A
423.2-1 A 4-Week (Once-Weekly) Subcutaneous Injection Toxicity Study of 20 A ~ st FEN R A
DX-2930 in Sprague Dawley Rats with a 28-Day Recovery Period 2047
42322 A 4-Week (Once-Weekly) Subcutaneous Injection Toxicity Study of 20T A ~ st FENERE B
DX-2930 in Cynomolgus Monkeys with a 28-Day Recovery Period 207
(Amendment 1,
20l
4.2.3.2-3 A 6-Month (Once Weekly) Subcutaneous Injection Toxicity Study of 200 A ~ iz LR B
DX-2930 in Cynomolgus Monkeys 207
42324 A 4-Week (Once-Weekly) Intravenous Infusion Toxicity Study of DX- 20T H ~ sk FENE R FEA
2930 in Cynomolgus Monkeys with a 28-Day Recovery Period 200 FR A
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4.2.3.3 E=EMHER

4.2.3.3.1 In vitroiAE&
[BZ47 L [

4.2.3.3.2 In vivoiRE&
BT

4.2.3.4 HABRMRER

42341 EEMNARERMEHER
BT

4.2.3.4.2 HEHX(TFHHSAREGE
[BZa7 L [

42343 ZDHMDHER
4.2.3.4.3-1 Carcinogenic Risk Assessment

235 AERASHAR
2351 ZRERVEKRETCOPIAMAELCET S8R

I
I
I
I
423.5.1-1 13-Week Repeat-Dose Fertility Study of DX-2930 in Sexually Mature 20 FRA ~ sk LB R P
Cynomolgus Monkeys with a 4-Week Recovery 20+
I

ZOIEIJEI Shire 4+ tENE R P S

NN

42352 B -BRIRELEICET S8R
[Z 57 L | | [ I I
42353 HAERGIRUHAEROREN VICBAEOHEEEICET 55
4.2.3.5.3-1 Enhanced Pre- and Postnatal Developmental Toxicity Study with DX- ZOIErﬁ ~ s L& R A
2930 in Cynomolgus Monkeys 205

(Amendment 1,

201

42354 FHERZAVLEHER
[ L |
4.2.3.6 Bkl
272 U (iEH 55 TRl
4237 Z0HHHER
4.23.71 hEERER
B |
42372 REBEEERE
BEELE [ [ [ [ I I I
42373 EMFEBEOBFICET 558
BEELE [ [ [ [ I I I
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42375 RKRHYOEHEHER

Bt [ [ [ | | | |
42376 FHMOEMEFER

[(ZN7 L [ I I [ [ [ I
42.37.7 T DO ] _
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