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S, BOLNERRT 4y FEBE 2D L REIIIR TR LRIl 5.,

LLE, EIEMERESREGEIEICRB T 2B EORKE, RAMBIZOWTL, Filo&RSM4E M LIz |

T, LT OBREXIIN R NI AER OHE TEAR L T2 LK 720 &l LT,

[2hRE X 13%h 53]
BIEuy—7 v F M) T U REHE

L R OV ]
WE, EAEE Pa— 7T A F—E L e X —L LT 60mgkg 2 1 [Al, AiEFHET S,
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WREmAEET S L L bIis, RO OEMEICEET 57 — % 28 WIIUE L, AFID
HEMA LB ELZ# LD Z &,

U o Ay R ERE A 1000 mg_ Grifols Therapeutics LLC_ 587 # 5 &



EBERE (D

SF2410 H 6 B

ARHEEIZRBWT, HEEENEH LTGRO L RIS ST 2 1 2 A OIS E 1L, 2UT

DERBHTHD,

FEE i B

Bk 72 4] U A2Ny FadiEgdH 1000 mg

[— & 4] WEREHEAw—Tm7A4T—Bf by —
[ #5 4]  Grifols Therapeutics LLC

[HEEEEA AT S 243 30 A

Fall

[H

F-g'l 12 A7V hoy— 7 RT AT —EA B EX—1000 mg & 543 5 FRFRMEE
Rl
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1. BFEXIIEROBEROSNEICRT 2EARGICET 2ER%

o— a7 AF—8A ¥ — (alpha;-PD) 1L, NV FENI SV fprbEy, =72
2 —BEORY T —BEHET S, MEFOTEEREY) T urT—EBf e X —ThodH L
ZEZHNTEY, alpha-PLIREMET T2 &, MRPOHPER=IAZ—BEDT 0T 7 —EE2ET—
ORI T HEREMET L, Mk 777 —BIC L 2EE%Z T 5,

w—7 > F hU T UURESE (AATD) V1%, alpha;-PI O IM{E i OR T UIHERERE 2 K 2 95
BIMRETHY | A TOIRAEBLIL 1000 TAHTZV K2 A& STV S (Respiratory Investigation.
2016;54:201-6) . AATD ORI, FITHH%NE, 2¢EPAZEMEATE LD (COPD) | IFEZA% L L THND,
AFTIX, COPD % H4E L7z AATD & 123t LClL, COPD ZWi L 1B DT DA KT 4 ZHELT-
BRNFER ST D,

HBRMEAN co— 7 o7 A F—Ef e s — (LT, TA¥E] ) & b hor—rmEr s
72t b alpha;-PI O EFEFARRAITH 5, HEIMTIBVTIE, F1DIZ Prolastin & LT 1987 41K [E T, 1988
AT R A Y TGRS AL, BUFE 16 I ETHEB I TN D, IRWT, flE K O & 2 B L 72 A% (Prolastin-
C) 2% 2009 I KETHEGE I 4L, BIE 10 VETERBIN TS, £o, BHEEEERIEF CTH 2 R3O
KRELA] (Prolastin-C Liquid) 23BHZE S4v, 2017 FEIKET, T F R OBA—AZ T U 7T 2019 FIZKR
SHTWB,

4. COPD Z 84 L7 AATD FF Zxtg & L-ENG T/OMHRER (GTI1401 35R) OGRS IS
& BEGERREHEE T O, BRI TIX, AFITIBW T, AATD IR 2 2hRE « R &2 A9 25 3EHA
IR STV,

B, ARFEIX, [COPD #FRJELI-EIE o— T > T M) TV RZEE| & TET D08 - kL LT
T PIs ESRALCHEE (BBEE S (28 3K) #5379 B, “Frk 28 453 A 16 A AHTIAEFRAE I 0316 55
35) STV D,

2. SERETIEERROEEICRIT 2 EEOBR
21 JRE
211 b MFEOEE

FHEDOFEE LTHEMA SN D e ML, AEYEsREEERE 5 2 migEGAIRRR] 2 dEsy s A
HNC#EET 5, FEHE LTEA S 2 e MiEEKECRIL S, THRMEOES & OB 7 1EI %R S
FRFIZOWTY CFRK 15 4F 5 H 15 BAHT EFEFRE 0515020 5) (g [HRIL) OEFRITITZY Lk
v BERRIL) Db DTH D,

212 BUEGE

JFIEDORE TR, MIED T — ALK ORI, 7 VA7 Lo 7 — MRrE, =& 7 —/ 08 (E T,
SYBEIL 410, 43IV —1) | PEG ik, 57 A7 (/L% —2%i#, TNBP,/ KU ¥ ~_— 1 20 2v# | |
B -~ 777 —, AR EAE. T -~ 7 77—, 7/ A, R4
Al BT A, T, ROERE Sl TN G725,

D ly—7asA4F—¥A s —] & laq—TrF ) 7] OfET, BRI ERMICA N SR TS,
Z D5y T OIIE T O FIZBE U2 BB REEIE, B AATD & X TV 5,
2
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HETEZ . e . D .
Bl . O Sh TV A,
FHOBLE TRIZOWT, EAFEAY— L TFa AR F—Ta URERENL TS,

2.1.3  SREBEEDR OR LM
JFIEDOBLETRIZOVWT, ETAVTANRZRAWETANAI VT T ARBRPEmRS v, RiETRH
W—EDITANAZ VT T ARERTDHZ LRSI (K1) .

1 VANVRI VT 5V ARBER

N VA7 532 a)
WETRE DA NAT VT T AEH (logio)
HIV-1 BVDV PRV VSV Reo3 HAV PPV
SPE+ 10 [ | || [ | [ | [ | || [ |
i PEG LB [ | [ | || [ | || || ||
FFRAT 4 NH— ol [ ] [ ] [ | [ | [ | || B |
TNBP/ KU Y ~_—F 2023 | |Em [ [ ] [ | | | [ | [ |
1/ 5i | [ | || [ | [ | [ ] [ |
BOIOANAT V)T T A =246 =18. =20.7 =97 =127 =117 =10.9

. 9
a) BEIRIZBITDVANAY VT T2 AHEHE, ML LI2BEBIORBROBERD S L, HbEWVEZERA,

214 WETEROBARBORK

JRIEDBRFBRICI T 2 REFEDOEREFIX. VA NVARE L/ BRELBDOEE (INFLE TR
HIBR L., TNBP,/ R Y Y )_— |k 20 LB R O/ A TEZ2:EM 20N -~ 77
TA4—DEBMTHD, 728, FERERRELOEARR CIX, MELEMNZEOFREL AV TRE SR
AlAE R S iz,

Zh o ORUEET I, BUEEERTE O SEREICET 2 REE/RIEMESHER STV A,

2.1.5 $i
2.1.5.1 HWEERUEMHE
K 2 R R RRT AS E i S T,

®2 MR OB
HH

WEECFONE |- 7 I BRER

- EHESHT

- B (N AEUBESIE)

- R (GERE. I O EEE)

- BT
EHFOER | - alphar P Y (R O N
2152 BEOYRBEYR/ B %R B R MY
BER, “FHPA KON FHYB  NEAOWEBRARHS E Shi-, - *AHC
TIVT I, *AEEYID . *AFEIE . *AHIF R AEIG,

RRH . RREL | OREI). CORRIYIK, RREIL, CRRIIM. RSN, RRE#I0
URRMP . CRMIQ . FMIR . 3 LAT oL, JEURRURY 2 U R Y R
i R SEARH & S, BRBHSR A I RA| OB R ORBTIEIC XV ENICER SN D,
b MSEESRAMBIZEE TR THRICRESN D 2L PRI TN D,

fcﬁ%\ E %%gﬂg@%gﬁlﬁxﬁfé%gliﬁb Yo *%%Wﬁiﬁﬁﬁﬂ#l:ﬁ%@i

SR A 1000 mg Grifols Tll:l:-:l:‘:\lx’:;~ LLC lr e



2153 METREBERAHY

S . AT . *AEYIU
AHV . REIW | REIIX, =& ) — RN RETY S RLE TREBERHED E S, WTh
DORGETRBREAHMY S, METRERTHAICRESNS ZLAMR I TN,

2.1.6 JREOER
FEOHE R ORBR L LT, SEHMK. alpha-PLiEHE EHERBRARES ATV,

21.7 REOREM

RO ERREMRRIT, R3DLBY THD, RBREMERRE IR T, BEERAF —VERE
AWT, REEOEEEBREIFFMINA TS Z 2D, FEOHKER Th 5 EEARIIENERER
BROBERICREINRD)-T,

®3 FEOELEEERBROB
L3S 2y b RIEFRM 52 1t 1 ) RIFRE

B AR 3 5E3C K — Al

REUIRTFRR T, EMMIME 28 C TREFECHARRZEERO bhirho i,

U EXy, FEoAZ R, I 7 7 = A T T, 2~8CTRFT D & &,
WREshiz,

22 A
2.2.1  BUHI R UL 3 UM SRR B

RANLZ, 1T AL T BT, BRES T 5 alpha;-PI % 1000 mg & A T D HAEEEBRENAITH
%, BANIZ, VUBRTAET R UvA—KY, LT R UL, KERET R Y U A ERERHEINA
LLTEENS,

o, WHERRRE LTH T AN, TACTEESh-AREFAK Q0mL) 2AHEfMfEhs,

222 BGEHE
RANOBRGETRIT, |METIE, HERBR, BEHO, MIRE, R, Ak YORERTCHRRL

o, EELED. . N BN BN B ST
Do

RADOBETRIZCOWNWT, EEERAF—NLTTrv AR F—y g URERINA TV,

223 MNETEOBAROEE
RANOBARERICB VT, METROKRE RETIIER I TV,

224 BFOER
AN OB R ORERFEE LT, SEHE, IR (AT, EMR%) | Bafrem., MR (alpha;-
PI{EM) | ®RZFE. pH, MERR (. = 2R OSEER) | Ko, = FhFs,

A R AR BRI B E ]
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K‘]&*‘iﬂ% AVEVERORL - BERRER, MG (alphai-PLIEME R OVMLIEME) |« # o "7 BHE &K O
MERBRPHE SN TV D,

225 BA|IOREME
AN O T2 EMRRIL, R4DLEEBY THD,

K4 BH O RZEEREBROB

2y M| RS | EREI RAFIERE
B R A7 3R 3 25+2C 36 1 H STy AEH I na T FAMT DKL OA T AL T L
JIBEEN 3 40+2°C 12 77 A STy AFEGH I an TF AT DR T AL T L

FHIRAFRER L OERBR IR\ T, SRR 28 U CRE R EICAfE R 2GR b o Tz,
k. HRIEE TH D REMEMR R IC oWk, HEERAI & iﬁﬁénA&(??y&xéﬁﬁ
oo 7 FUR) RO EMRFRE (2 MR 3L BRIFEM - 2522°C, FEhEii 36 1 A) OEMRIK
ZHOVCRHME S N7z, WEEE I, F L-RBRIEE N2 CHIERBIGHEA L2 &, RORIITHFET
IERAICH 0 RFEF O I 2 L ORIV LD, YRERBR A 2 AR O H] A ATHE & B L
TW5a, Fio, LIt T 2 ZEMHITFHE S LTV,

PLEX Y, WAOFHHEIL, —KEMELTTT v AEER 7 na 7 F AT DR OH T AN
AT NERNT, #ECHEL T, HEE2RET 25CUL T CRIFT D& &, 36 WAL S,

2.R MBI BITABEOMEE
MR X, RSN S, WEITEYICEHINTWA O & HW LT,

3. FEERRRERBRICET 2EERUOEEICRIT 2 FEOBR
ARIEDIEMRFEFRER & LT, 20 284000 20Uk OV M ERBR O lGaE 2 2 H S hv e,

3.1 BAHEEMT AR
3.1.1 invitro BB
3111 =FRE—PBILXBF U7 EHROME (CTD 4.2.1.1-1)
TYNEM~ Y v 7 A HWTARIEO=Z 24 —BHEEHEZFHMI L7 & 2 A, HEIKFNRZ
VR TE o ROBAEDER S,

3.1.2 invivo RBR
3121 =7 4 L EEHOMBIT (CTD 4.2.1.1-2)

T =7 A PIICAKRIEZ 120 mg/kg OHETHEARNE G L, 23 FEEZICFRELZ BG Lz (FERIAE
3PCRE) . BBt IR E U IRk 2 8 Uiz (ESUSME 3 D878 . BG5S 7 FER% I
Vel 2 BRI L . alphai.Pl D% X7 B/ O T 242 —BHEEHEAZRE LI L 2 A, M R L
D THTRY EH L TEY, REOMBITHMR I,

5
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3.2 ZAEMIKERER
AFEO PAARRE R DM R OMFRRIC R TRBIIR S O LB Y ThH D, THAFREE M ORI
U W AE R G EERER (52 2) I8V TEHME S Tz,

£ 5 REMEHEABRBEOBN
HH B R A R - A% R T CTD
UY X (HE6 VS EE) 180 mg/kg - - 4222.1
PR [ D R S ICRD | ki TN Mweiaggas i S EPELE:
v (M 5 P HE) 300 mg/kg TR 42324
- A X (3 Pt 1) t% ﬁg tigf; 20me/ke |y o - st 2 234
>R _ N N w N NI N 155 27~ () B

T =2 AV (3 ICHE) i 240 mg/kg  |MLESRA~DRER L 42.135
v (6 VL 1) 180 mg/kg - - 142221
R [ D9 HEHER S ITBD | ikikh o0 make | LT 25505
v (M S PR 300 mg/kg e 42324

3R HRICIT B EE OB

AL, $R SN2 2 BT 2B OFE RS . AHK T alpha)-PI & L TCOFEMEHFL, i— 7 >
F R PV URESIEICBITANENHETEZ LD EE2 S, F7-. RSN MIRHERBR O R
MNE . RIEDOLREMIZOWNWTHICIRASEH IR W D EEX 5,

4. FEEEKEMBIERBC BT 5 R R ORI 5 BB O
BRI BT B R LT, 7 R RO L% T 7 SRR R H S 7, iERIAT O alphay-
PLISEEIL, %7 =m A b U —EIC L D EE SITz, 7238, BICRIORVIRY | PK /8T A — & 13 FHf
(LS TRLTV S,

41 WRIX

ARIEOWIMUZEIL T, v &2 HWIZLUT ORBRERE A2 S vz,

411 vYXHERERER (CTD4.2.22-1)
NZW 7 %% (k6 P/BE) 1ZASE XX Prolastin (ARFKOBLE 7L BRATO IHRK]) 180 mg/kg 73 Hi[AIF:
IR S A7z, A O alphai-PLIREEIL, #5500, 5% 5 906 168 IEHOF 15 JIE R A CRIE
INTz, HYEHRERT A —X TR 6D LB THolz, HiEHE X, ARI L Prolastin DIKYEHE /N T X —

AIFFEPL L TV LT 5,
K6 UVHFICBIIEYHENTA—F
AUCint (mg * W/mL) @ | Ciax (mg/mL) ® ti2 (h) CL (mL/hkg) vd (mg/kg)
A 157.80+17.55 3.671+0.21 58.62+7.87 1.15+0.13 96.27+6.16
Prolastin 163.20+17.66 437+0.24 59.28+13.78 1.11£0.11 93.65+15.46

a) BeHETCHiIE

412 vUHYXHEEREGRBER (CTD4.2.2.2-3)
NZW X (i 6 DB/BE) (SAHE T Prolastin-C Liquid (AFEDEHAI) 200 mg/kg 73 H[HEF RN £ 5 &
iz, MAEF O alphai-PLIREE L, &GAT. H&E5#% 5 0025 168 RFEOFF 11 AIER: R THRIE S 7z, ¥

6

U o Ay R ERE A 1000 mg_ Grifols Therapeutics LLC_ 587 # i &



MENHENT A —H IR T O LB Tholo, HEEFHIL, AFK L Prolastin-C Liquid DIEWEHE T X — X
FEPIL T e LTS,

KT VY XICRITIEMEE T A —F

AUCins (mg * h/mL) | Cp (mg/mL) ¥ tin (h) CL (mL/h/kg) Vd (mg/kg)
R 147+7.26 438+0.376 46.3+4.22 1.36+0.068 91.249.70
Prolastin-C Liquid 150+7.83 43140274 46.9+3.83 1.33+0.069 89.945.38

a) BHE&OMYETD alpha-P1 &

42 5%
AL A WA IS B3 2 BRBR I35 STy, HEEHE X, Prolastin 2 W 7238k X U | alpha;-PI
VEFRIRN R 512 K 0 YD FRBIEAAL TH DM oM T 5 EHB LTV 5,

4.3 RE R OHEH
AT e MSERSEY X ETH D Z L, R R ORI BT 2 BRI ER STV,

4R HEIZER T DEEOENE
PRI, A3 L Prolastin & OF Prolastin-C Liquid DO¥EMENRE/NT A — X | THBL L T\ D EE 2 5,

5. BWMRBRIZET 2ERROHEEICRIT 2 FEOB
AEOEMEAER & LT, RAER G w3V & OR prli sl s o sl 28 2 th s hviz,

51 HEHRSEERER
Prolastin (AEDFLETEL BATOHRFA) ZHNT, v~ T A T v RO UHFITET 2 BEIEFHIRA
bR Ef S e (& 8),

# 8 HiE &G URBREE OB

. k5 o WS D B I
AR i & (mg/k 7 CTD
e s A& (mgkg) F72HT A (mg/ke)
=z . a)
( Lt Prolastin 25007\ 3125, |z 1~ . 3105 (fk 4/40) . 3900 (K 12/40) 3125
White Swiss) #4107 (3900 42322
7 >~ & (SD) M |Prolastin2500® | 3125  |FETC : 2500 (H 1/14). 3125 (% 8/28) 2500 (%)
K% (NZW) Prolastin 517.5% ML LR L 517.5 &

a) I 0.02M U ERFT RY AL 01 MEEEF R T A

52 RE&GHMERR
ARFE N Prolastin-C Liquid (ARFEDHKHA) ZMHWNT, UHFIZBIT 5 AR & G- MR 23 i
iz (£9),

7
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%9 FEERGHEURBE OB

“r w5 & o I T
AR R s e 511/ (mg/kg) F 72T R (mg/kg) CTD
. 5 HIE (1E/1 A) Prolastin-C Liquid [=120 :
ﬁ%ﬁ;;#‘%ﬁmw T 09,120,300, 600, | EEEICIIT S Y Lo Bkl | 600 (42323
AR 10 HH SUTAE TR AR
P | sEMY GELA) AZE 9, Prolastin-C| A% ¥ |3 Prolastin-C Liquid :
Nzw) | IR + Liquid 300", XUZ| MM 5V ookl | - |423.24
REE 10 BE AR

a) VA (Prolastin-C Liquid) : 0.02M U T F U T A, 025M 7T 7=

b) #4516 H BIZARIEIZHT 2D RD LN &an, 5 H A X 2 K EE G EERBRITER S o7
o) WREE ORZE) : WK

53 EBEEEEB

AT e MIEHS Y X ETH D Z END, AEE W BEMERERIISEE S T,

5.4 AFEFATHRER

AT e MSERR Y X TH D Z & AATD (B2 alpha-Pl Z i £ 2 B CTHEHAIND Z &
S 5T AATD BFICEK T 5 MR B EZFIET 2BETOZ MRS 5 Z &b, AT EFEEDOR
AR &l XAy, AR A T2 AR AR B BRI S STV R,

5.5 MNAFEMERER
AREE T e MISERYZ X7 ETHD Z LG, AEEE W08 AJFPERBR 125256 S 0TV 720,

5.6 JRPTRIEERER
ARIE R O Prolastin & VT, U ¥ FIZI1T 2 FARNEE 512 X 2 SR Pl s 23 920 < dv, ARFRICE
(K19~ % R PT A e  e f & e S vz (3% 10),

2 10 PR RRER AR DS

EYER B ERR NS EANEIE) CTD
. - AHK N Prolastin % 180 mg/kga) | AHE % O8N Prolastin @ 33 5- 5712 B i
TR New) | B g 1B YA )/ HERE T 22

a) IR PR K

5R BEEICR T A BREOHE
FAEIL, TR SN E R B ASED IERG IR Z EVEIC OV TREBR DR AT 72 &Il L 7=,

6. AEMEXNFRBRK OEE T 500k, WREHERBRICEET 2 EhE NTH#IBIC BT 2 BE OB
6.1 AYIEFFERBRKOEET 55HTE
M35 X IMAE T alpha;-PI X, *7 =0 A MU —JEICL Y IE ST,

6.2 FRARIKEFER
g R SR PREBR I B3 2 R &R & L C. WA AR (CTD 5.3.3.2-4 : 11816 (ChAMP) #lR) | ¥
AV AR (CTD 5.3.5.1-2 : T6004-201 (SPARK) #fR) | 4 I /MAERER (CTD 5.3.3.2-5 : GTI1402

8
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HER) KOEMNE T /T (CTD5.3.5.2-1 : GTI1401 #BR) OfEENBH S, ok, HICEHED
TRNRD . PK /XT A —Z X EME (EEERZE) TRLTWD,

6.2.1 BEITBIT BB
6.2.1.1 WEAEIFERER (CTD5.3.3.2-4: 11816 (ChAMP 3BR) . EEHAR : 2006 £ 5 A ~2007 2 A)

Prolastin (A3 D HlE Skt B [HIA]) 12 X 2Rk E2 1) Tz 18 bl oo AATD B4 (i
15 alpha;-PI i 72Y 50 mg/dL Aii) 24 1113, AHE 1T Prolastin 60 mg/kg 23 1[5, 8 M (F+ 8 [])
R F RN 59 2 BECEBAEA I 1 D, 2 B 2 17 v 24— — 15 CEMEIEORFIITHO
720 ANFEIT Prolastin @ 6~9 ¥ H &N 14~17 ¥ H O EH alpha)-PIEE D ~ 7 7EAHE SN, £
7o, 8IHKLKON16 #H H O HHT, BHEED 168 K] 3IE 240 KefE] £ TOFF 11 X% 12 KR o i
alpha;-PI J2 £ 3 E S 7=,

AFE T Prolastin 60 mg/kg 51281 2 EFIRETOMAEF alphai-P1 JRE DL b7 7EIZENE
AU 74.61103 mg/dL X% 74.0+£12.1 mg/dL Tho7-, F£7o, RIEOIEYBRE/NT A — X IZHOWTIFFEK 11
DEEY Thol, HEEEIL. AUCordy D8/ " FFEI . [90%E 81X ] 1% 1.03 [0.97, 1.09] T
BV ARFE L Prolastin OEYFIN RS RSN @A LTS,

F 11 AEANCBITBARERK D Prolastin DERYBNEE/ T A —F »

RO - 55 B3 | AUCo.7 day (mg + h/mL) Cmax (mg/mL) ti2 (h)
A3 (60 mg/kg) 23 155.9+26.8 1.80+0.18 1463227
Prolastin (60 mg/kg) 23 152.4+25.0" 1.85+0.27 139.325.6%
a) alphai-PI R (X, alphai-PIIZ L5 T T A X —BOHEFGRIZES DMREIC L 5,
b) 22 {4l

6.2.1.2 ¥ESEIFEEBR (CTD5.3.5.1-2 : T6004-201 (SPARK) #RBR., EMEHIR : 2010 48 11 A ~2012 4
1A)

18 LA b 70 LA F D AATD B (IfiLiEH alphai-PI 2 A 50 mg/dL Rii) 30 ik, A3 60 mg/kg X
1% 120 mg/kg 23 1 Bl 8 MK (Gt 8[E) mMEIRNER G- D RHCEELICHI VAT 6, 228127
A —3—E (REEWIR « 2 W) CTERBBEOMANTOI T, KFED 6~9 #HH KT 16~19 #HH D
My H alpha-PLIREED b7 ZENRIE Sz, £70, 8 A LN 18 B O H-Ai, 5 EZND 336 K
M X% 504 e £ T 14 XX 15 KR O M H alphay-P1 R EEANHIE S 47,

AR 60 mg/kg 5T HEFIRE TOMIET alphai-PI J£EE D14 ~ 7 7l 7711 mg/dL, A3
120 mg/kg £ 512861 2 EFIRHE T OMIEH alphai-PLIRED T 71X 12317 mg/dL Th -7, £z,
RIEDIMBNENRT A —ZZONWTIER 120 LB ThHoTo, HEEHIX, EFIREBIZEIT 5 AUC7 dy
KON Conax 13 60 mg/kg & 120 mg/kg OFFHIZIB W TR A EIZHAGI L TEM L7z L TV 5,

£ 12 SAEANCBT 2AROEYBIE T A —F

IR OME - &5 & B  AUCo.7day (mg * h/mL) Cmax (mg/mL) ti2 (h)
A (60 mg/kg) 29 203.6+20.5 2.47+0.30 212.7+28.4
A (120 mg/kg) 30 344.8+46.5 4.38+0.71 18434293

6.2.1.3 ¥BAMET/IFEERBR (CTD5.3.3.2-5 : GTI11402 3Bk, EMHIM : 2014 4E 12 A ~2016 £ 1 H)
18 % LA L 70 1% LA T AATD B (i H alpha;-PI A 50 mg/dL i) 32 5113, A T Prolastin-
CLiquid (ARZEDHEH) 60mg/kg 1A 1[5, 8 WM (G 8 [E) A FFIRINEE G- 2 BEICEE/E R IZHI D 1T
9
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Hiv, 282 W7 v 24— i ETHWERE O T, ARIED 6~9 HH KN 14~17 JH H O
15 alpha-PLIREED b 7 ZESHE Sz, £70, SHEE KO 16 # B O GHI, B5EEND 168 KEH
FTOF 12 FEAOIMIEF alphai-P1 ¥ EE 23 HIE S iz,

AHE T Prolastin-C Liquid 60 mg/kg ¢ 5-1235 1 2 EFIRAE CTOIMIEH alphai-P1 £ D) 7 7 {EIX
74.7E11.8 mg/dL XX 784+ 12.1 mg/dL Th -7z, £z, KEOHEYBAE T A —Z O TIFER 13D
LBV ThoT,

HIEEF 1L, AUCo.7day M O Crnax D 8IS [90%(EHEIX ] 13224 1.05 [1.03,1.08] &
U 1.04 [1.00,1.09] TH Y, AI L Prolastin-C Liquid DA ARSI R ENTZ LR LTV 5D,

%13 SEANCBIT B EE R O Prolastin-C Liquid DEMEIE 5 A —#

IEHIE O - e h& Bi¥| AUCo.7day (mg - h/mL) Cmax (mg/mL) tip (h)
AFE (60 mg/kg) 28 198.4+252 2.49+0.50 164.1+34.7
Prolastin-C Liquid (60 mg/kg) 30 203.2423.0 2.547%0.39 156.4£28.1

6.2.1.4 ERNFEI /IR (CTD5.3.5.2-1: GTI1401 ABR, EMEHIR : 2016 4£ 7 A ~2017 43 A)

20 5L B AN AATD 5 (L& alphai-PI R AY 50 mg/dL Aifi) 4 51 CHEYERE OREIHTH
iz, AFE 60 mg/kg z 0 1B, 8 MM (Gt 8 M) mMiEEIRNE G STz, AFEOMIE, 718 H KO8 M
H £ 51O 1ME 5 alpha)-PIIEE O b T 7ENHE S, £z, 8 HE O G R, BHE®ZG 168 K
£ CTOFF 10 KL M o alpha;-PI & NEIE S 7,

AREER G4% 7~9 B B O MG alphai-PLIREE DY) T 7% 559183 mg/dL Th o7z, £z, A
DY BHFE TG A —H|ZHONTIFE 14D EBY ThoT,

HEEH L, EHIRIEIC R D IMIEH alpha)-P1 I OMENRE N T A — 21, HARALSOWERE Tt
EINTEERBECH T EHPF LTS,

£ 14 HERNCRBITAAREOEYBERENRT A —F
BB O FREE - K55 1|  AUCo7 day (mg - h/mL) Cmax (mg/mL) tin (h)
A (60 mgkg) 4 1491163 1740231 150.4+36.2

6.R HEHEIZI T DEEDOH

A, PR SV RRIREEEIZ BT 2 & B2 6. ARFE L Prolastin 2 OVARFED K F Prolastin-C Liquid &
DEYFRRSERITI RSN B 2D, o, Hik - HEE L TARIEK 60 mgkg 28 1 FI#E 5 L1256,
MyEH alpha;-P1 JREE DL & T Z7EATER O HIEE & S/ TW5 50 mg/dL LA (J Clin Invest 1981;
68:1158-65) ZAEFF TE D 2 LAVRENTZEFE XD, oB, REOHIE - HEOEYINMEL, BARRICE
T2 HEIERZRMEDORER G E O THlmNBETHLHT2D, T.RS Tl Do

7. ERREIE RN R OERRHOR 2RI BT 2 BEhE O I 31T 5 A DB

ARNE R V2 BRI BT 2 RHMIlE R LT BN T/ IHERER (CTD5.3.5.2-1 : GTI1401 &k, CTD
5.3.5.2-6 : GTI1401-OLE 5B%) | #5455 NARFER (CTD 5.3.5.1-2 : T6004-201 (SPARK) 7%, CTD5.3.5.1-
1:100533 (EXACTLE) akf®) . ¥gshes I/ MAHESR (CTD5.3.3.2-5 : GTI1402 3RER) | S5 M AH AR
(CTD 5.3.3.2-4 : 11816 (ChAMP) 7Bk, CTD 5.3.5.2-5: 11815 (STAMP) RER) Ok NHEH iz,
FRRRARRER O 2K 151077, FRBROIEY BRI 53 BRAGRIL. 6 THIZRIH L7,
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#F15 ERBERABR—E

Fehi| . Bk . Fie
ikl X4 R . e RO "
o At | e KR BE o ik - AEONE S (T
alpha;-PI #2728 11uM (50 mg/dL) - - ] 7ol
- GTI1401 I/Hiﬁﬁ(]) AATD % (20 221 F) 4 |R3E 60 mg/kg 23 101, 8 I RHEIRNE 5 e wmhie
GTI1401- | (GTI1401 REAFET L7z AATD 4 A 60 mg/kg &8 1 [\l 1 4R (5238) DLE. A i Al
OLE B ERIRIN B 5,
T6004-201 alpha;-PI #2578 11 uM (50 mg/dL) 2 RE2 W7 1 A A — =L TAIK 120 mg/kg X 60 o
WM (gpark) | I PRI, COPD A7 — P M| 30 mefkg &, J 1 [a] 8 BT AR (K3, o) oo
Mo AATD B8 (18~70 %) R 2 D) a
100533 s s Prolastin 7 : Prolastin 60 mg/kg, 7°7 B AREE : 2% 77| .
#ish| (EXACT| 1l %}ggpiﬁ%b%%“&(;;ﬁﬁm 77 VTR k. BEE LA 24 1 A RE RN g;{i&

LE) -
alpha;-PI #2575 11 uM (50 mg/dL) 2 B 2 #l7 v A4 — N—JETARIENIT Prolastin-C
HEsk| GTI1402 |TI/TAE T, COPD A7 — 11 XiF| 32 |[Liquid 60 mg/kg 2. ¥ 1 [A] 8 ¥ [ 9> AR HHIRP
Mo AATD B4 (18~70 %) 5,

2 B 2 Wi g A4 — " —]ETARILT Prolastin 60

BN TS
Eraetis

ﬁ%(éﬁﬁwlniﬁgiﬁﬁggfﬁgﬁﬁ? 24 mghke 230 1 8 I IR . 2 0t [0
- " A3 60 mg/kg A 1 (A, 8 W ] s FF RN % 5
A 60 mg/kg 2 1 [8], 20 W [FLSREFIRN R 5
i 11815 | falpha-PI FEEE2S 11 uM (50 mg/dL) 18 AR BRAARTIC Prolastin DRI H 0 OYERF 1L, B e Al
(STAMP) R D AATD B (18 &Ll k) 5-BRAA 21~24 [ OBILEHIFIZ T D Prolastin %

B

Prolastin : A3 fld J7 vk c B AT O [H LA
Prolastin-C Liquid : A3E (HURSRERA) ok i

7.1 1 /NHRB
711 EANSI/0MERE (CTD5.35.2-1: GTI1401 Bk, FMEHAR : 2016 &£ 7 A ~2017 43 A)
20 A L OSSR 2 295 AATD B3 (BEJEGIE 3 i) %3G, AREDZ 2K Oy B hE
Rt 5 IEE I FGRBR AN E N 2 sk T M S 7z,
L - FEIX. AFE 60 mg/ke 238 1[5, 8 M (8 1) MMFFIRNE G352 & & s,
ARSI DT 4 FUCARIENE G- S, SRR ZEMEMITISER & Sh,
TEMIZOWT, AEFERIL 5% B4 6)) (&7 (EREORYL 2 6 2 . 557 1612 4, ks
B A NVANE ERGERYE, DEREERA 1 E 1R o b, BIERIE. 1B 2 4 (EF) R
HHIL, BRIFIE, 2R bEE L Sz, BB T, EEAAEEFS, HEKOFILICE - FERS
TR bR T,

7.1.2 EWNE I/ TAEAEEB (CTD 5.3.5.2-6 : GTI1401-OLE 3Bk, EMHIR : 2016 4 7 A ~ i)

GTI1401 &4 76 T L7z AATD BE 25510 REO R L 22 T 2 IFE IR R =N
3 Jiigk CEMEF TH D,

ik - &, A3 60 mg/kg 2 1 [B], 52 HLL EATRERAIRNZE G322 & & Shv, S2 BLRBIE, &
DT 2 BT oG AIERT 52 & &S,

ARBRNAAAN B, RIEDNEG STz 4 Bl L2 REMIT R RER & ST,

EWBEREIZ OV T, EHFARETOMIEH alpha-PLRE DY) b 7 7l (HFURE &REE (R 7 =1 2
FU—E) | BHERE O Visit ORI GRTNCERIR L 72RO RITEM O FIME) O FEIE + A HER 2
X, 54.86+5.6 mg/dL ThH -7z,

LRV OWT, FEO7F =%y FA7H Qo F il Al B) £ T8, AEFESIL 100% (4/4 1)
I3 RO LT, 2 FILL FICRRO b A EFLRIT, EXGEDORIE 3 6 5 4, IEEAPRE, e
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W, _EMEEAD d“ﬁf&wﬂ%%f%zfﬂ2#@3@0%:0 BIERAX. 2602 3 (1ETYH . BEEHATRE,
ERIRES 1) oo, iR, HEsmIITREoT—% 0y h 47 B E TIZREBIE TH > 727235,
FTY . AR X RIE & ém‘:o BT =28y A7 RBETIC, BEELAEFRRIT. 26154

(Wi IESE . ffide, Mg, KIBR Y —7 R OEIE 114) #iE Sh, ididnah b aliE & snt,

AELEDORREBERIZ S ELEEESNTZ, TROT—4 0~ b4 7 HETIZ, COPD OH#EIIZRD Hi

T, R A IR LR I W e o T,

72 BB

721 ¥BAVETNAERBR (CTD 5.3.5.1-2 : T6004-201 (SPARK) 3Bk, EMEHIM : 2010 4E 11 A ~2012 4E
1AR)

18 LA 70 5 LA F D GOLD? A K74 > (2009) OAT—2 1 MO EE AATD B35 (HIEE
BilEL 30 B, ABE 1S B) ZXBRIC, RIEOZL AR OSEMBIE A e LT BIE AL B 5 Rkt
5 MRk CIEHE S 7z,

TRIEHIRT 112, A 120 mg/kg X3 60 mg/kg A3 1 ], 8 RS EIRNEE 5%, 2 B ORI
ZERVTC, RIEIIR 2 12, A 60 mg/kg XIE 120 mg/kg A 1 [A], 8 M AR 542 2 BE 2 #
7 aAF— =il &, BAEAL ST 30 FI2S ITT £ & i, 1EBRIEN 5 S 7z 30 Bl 255
LRVERRAT R BRI & STz,

LRMEIZONWT, AEFELIL, 60 mgkg B 5HRTTD 76.7% (23/30 1) 1T 69 £F, 120 mg/kg % 5-11
H1 60.0% (18/30 f5i]) 1243 HHBD BTz, WI NP OERGET2HLL EICROONTEHAEFLEE 16
\RT,

£16 VT OBRLGET2HUERDONEEFEER (REMBITIRER)
60 mg/kg (30 f51) 120 mg/kg (30 151)

HERRE B (%) R | R %) e
COPD g3 7 (23.3) 9 5 (16.7) 6
R B Y 3 (10.0) 4 0 0
15 1 (33) 1 2 (6.7) 2
EHER 2 (6.7) 2 1 (3.3) 1
7 V7 F = 0 0 2 (6.7) 2
il el 8 S 0 0 2 (6.7) 2
1 /NI E 2 (6.7) 2 0 0

BITERIX. 60 mg/kg B 5 3 Bl 514 GR
BRI 1 BN EREmEE 1 2338 bz, BRlFE
TR, T RORBRD IEICE - - HEES

CESA 2 BCRRGET 1) . 120 mg/kg %
ib‘?h%lﬁl@}: Shic, HBRBIRHT, EERAE
ﬁ:b\y) gj’bfiﬂo f:o

722 ¥ESMETARREE (CTD 5.3.5.1-1 : 100533 (EXACTLE) 3Bk, EHEHAM : 2003 48 11 A ~2006 £
12 A)

18 LA O FEE AATD (2 X 25 i (%ﬁﬂ?’j% (T & — PR E) 28 1.20 LLE ROV Sk

A G20 1 B3R (FEVY) 2 THIED 80%LL T, KUE LA 5-#% O FEVI/VC 28 FHIED 70%LL

2 GOLD (Global Initiative for Chronic Obstructive Lung Disease) 1%, WHO (it FURGEEM) & NHLBI CKIE.CIg, A, i
WAFIERT) OF T ey s Mo, RN OERFIAER T 2 ThhE o 7o AR 72 15 B,
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T XTI SRR 5% O — AL IRFILHUR I (Keo) M TFHMED 80%LLF) LzWrshi-diE (H
FEEIE %r : 80 f5l) A XFBRIT, Prolastin DA K O DM A et U 72 A2 (b S S aliR s igst 3
[ 3 sk CHEME S ALz,

FE - &I, Prolastin #£/%, Prolastin 60 mg/kg . 77 B ARREIX, Prolastin & [A UK EICH YT 5
2% T VT R AR, WTIVHIE 1Al 24 1 B SATEFFIRNER ST 2 & L&,

AFRERITIX, 77 BISKAA AL S 4, 38 14723 Prolastin £, 39 237 7 B RBEICIEAEZIZEI 0 A1 S,
77 451 (Prolastin #£ 38 i, "7 AR 39 Bi) DI NLRMEMNT T RER K OITT 4£H & S, Ao
FHERFMO DD CT OF — 2 BEAF Sz 71 45 (Prolastin £ 36 i, ~"7 £ AHE 35 #1) 23 mITT 4£
&I, AIMED FEIfRITRI SN & STz,

A MO FHRARE B 13, I SBEOEITIHEEE (TLC Tl L2 E O AL 15 78—k > % A )L (PDI15:
Hounsfield Hif\7 C#& &415) : TLC-PD15=PD15X (CT CTHIE S N7=MiRE/TLC O THME) ) & iz,
WRAR 17TITRT,

# 17 TLC-PD15 DX—R F A Vi» H R R E COELE (mITT £H)

Prolastin £ (36 1) 77 REE (35 6)
~_R—2F 4@ TLC-PDIS (g/L) (CPE¥IE £ FEHE(R ) 54.554+17.371 53.898+15.968
e ASETMET 0D TLC-PDIS (g/L)  (CEHfi = PR HE(R %) 51.167+17.175 49.076+15.926
R—=RAT A5 SR YRR A —3.387+ 4.621 —4.822+ 3813
BASEHmEG A E Co bR W fiE (FEBE) —3.669 (—10.19,7.15) —5.126 (—12.54,3.61)

RN OWT, AEELIL, Prolastin BED 97.4% (37/38 #4l) 122751, 7T B AREED 97.4% (38/39
1) 12366 ERD BTz, WITNNDORET 4 HILL FICRO b T-AEESL 2K 18177,

K18 WThPDOETAFIULICROONEEFEFR (REMEITXIREM)

- Prolastin £ (38 {4i)) 77 AR (39 1)
R BT ) =7 B (%) i
L EEEDS 24 (63.2) 61 22 (56.4) 47

Jiti %% 14 (36.8) 26 11 (28.2) 24

SH 9 (23.7) 11 10 (25.6) 12
NEIM DR IR 8 (21.1) 11 3(7.7) 3
) S ¢ 5 (13.2) 8 5 (12.8) 6

IR 5 (13.2) 5 2 (51) 2

AT W 4 (10.5) 4 3 (7.7) 3

IR 3 (179) 3 4 (10.3) 4

RAfE 3 (79) 3 5 (12.8) 6

T 3 (79) 3 5 (12.8) 5

B I 3 (179 3 5 (12.8) 5

JiobL 2 (53) 2 5 (12.8) 5

L 2 (5.3) 2 4 (10.3) 5

VU 2 (53) 2 6 (15.4) 6

i3] 1 (26) 1 5 (12.8) 6

P15 1 (26) 1 5 (12.8) 5
AR 1 (2.6) 1 5 (12.8) 5

MK 1 (2.6) 1 5 (12.8) 6

AR 1 (26) 1 4 (10.3) 4

97 0 0 4 (10.3) 5

M i 0 0 4 (10.3) 4
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RIEMIZL. Prolastin #£0 28.9% (11/38 f5) |2 14 1 (382 2 . THI, 1HILARER, B AR, M, 1E
ANEPED BOG, Batl], M RS- S, S, Ml iuEE, e, ESIMHRmES 1) | 7R
BED 38.5% (15/39 Bi) (2 35 7F (8EJ 3 1. RMPERIE, 597, MRE R, Mgdms 2k, Bk, &
ER, MR, 7 —7 VEEERAER, IEIR, ik, 20 o —2BEiRg R, K0 Y U A ME,
ZE0E. PR, BASIIENR, REMED v, FAREEGRE, (IR, BORMESUR, 2R, S, Mk,
I SEARIE . B RLBE, 1T, & D PRV BIRKE A 1 1F) 38 iz, BIVER OERIFIZ-DU T, Prolastin
BEO TR, WofiE, T EFO%K 14, 77 v REOMPED 2 ., 2 va—2 MRk E . SHm
N OKRAEPEIE DA 1 E3ANZE | Prolastin #EO fifi = MERE 2N AL & S U7 DIAME, Wi b [B1FE e
Pl iz,

EE A EEGUL, Prolastin FED 23.7% (9/38 ) (2 18 1 CLaEAMED, Migks 3 1. XU 2 ¢4, fEFKL,
BAE R R, IEE, RS, ~7 U 7, EECEr, @M e, A%, St
WS 1) . 77 BAREED 38.5% (15/39 f) 1226 1 (fitide 6 14, MiiZeteiE 2 {4, . MEMEPN .,
ELGHI L, ARG, ABZERRTE . MEH O oWt ERE, haRge, BUSE, B2 FRERIRE . PRSI, RIS,
ERAIZE, FE, BPEPAZEMEMIZ R, PRIRIREE, Mook, BKRE, s MRS 1) R b, iR
I%. Prolastin FEDFMEN AL & SNT-LSME, WL B EIE 723k & s, REEREZGE TS
RWEERAEEST, Prolastin BEDO RN VT T B RO MERES 1 EThH-72Y

7.3 FH /MR
731 ¥EAMEN/MARRER (CTD5.3.3.2-5: GTI11402 Bk, FEMEHIM : 2014 4 12 A~2016 41 A)

18 1% LA | 70 5% LA N D GOLD A KZ A > (2010) O AT — VI XM D AATD B (HEIEFIEL 30
Bil) ZRIGUC, AFHE L& Prolastin-C Liquid DI ENHE K N2 & /it U7 BIE AL B & kRS gst
6 fiax T FH S Az,

TREHAR] 112, Prolastin-C Liquid S I3AZE 60 mg/kg 238 1 (0], 8 M S FHIRN B G5-% . 1REHI 2
(2. AFEX(T Prolastin-C Liquid 60 mg/kg Z 8 1 [E], 8 BM AR FIRNE G325, 282 817 v 24—
—iEE S,

ARERHHAAN DAL, TAER LS L7z 32 61 (BRE 16 #1]) 23 ITT 5 & IS4, IRBREEN &G iz 32
Bl (KEE 16 B) BN LEVEMIT R SREM & Sz,

LRMIZHONWT, AEFRIT, Prolastin-C Liquid #5-#EH1IZ 59.4% (19/32 1)) 31 1, AR G- HI[H
HIZ 41.9% (13/31 6) 25 38D btz W NN OHA T2 FILL EIZERO SN AEEREE 19 TR
R

19 WThHhORAT2HILUERD LN AEFR (REMMITIREM)

- Prolastin-C Liquid (32 f51) AFE (31 41)
THEFRE 55 (o) FEH IR (%) i
SIHEE 2% 1 (3.1) 1 2 (6.5) 3

T 2 (6.3) 3 1 (3.2) 1

95T 2 (6.3) 2 0 0

FEER 2 (6.3) 2 0 0

b R 2 (6.3) 2 0 0

D IRBRETIEATIC L 0 KEBME D 0 LS S8, AR IC X - CHREBERITGE S,
14
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AGRERTIX, COPD ¥EHL, EELRGAICRY AEFFLRL L THE TS Z & & &4, Prolastin-C Liquid
PG HIE T 37.5% (12/32 4) 12 13 f, AR GHIM T 29.0% (9/31 #1) (2 10 480 bilzns, &
FEFE 1T CRE ST EE TH o 12,

EIVERIX. Prolastin-C Liquid # 52 5 Bl 7 (55, THIS 2 4. $#45, m/EgE . R
HRAE, & 14F) | AL WP 2 612 3 (FEED E 2 . FFBRERE 1 1) B bhiz, &
BRI (RS 54 TR OBEMIR H) 12 1 FICEYIC X 2 1B MEPASEMRGE R B O 1 fhOEE
RHEEFERENRE SNZR, AL ORERRIZZR L E Sh, BRFEE & Shiz, Rk FIc
CERORBRAILICE s 2 EFRIIRO N0 o7,

7.4 SHIAARBR
741 ¥ESMVBEIIAEEER (CTD5.3.3.2-4: 11816 (ChAMP) #RBR. EMEWIR : 2006 4£ 5 H ~20074E2 A)

18 kP LD ESE AATD B (BEEFIRL 20 6], 2 6 7 HLIN® FEV) 23 FRIED 20~80% T, 7
B AAUVETZ 1 4 A LA E Prolastin D% 5-2 517 T 2) ZRtRIT, A3 & Prolastin DM EhEE & 2241
Rt U7 IR A L B MR AN KIE 6 Mgk Tl S 7z,

24 FIA 12 B2 2 BRICIAEAIZHID 110 Hdv, 7 v 24— "—F/HM 112, KZKLiZ Prolastin 60
mg/kg Z i 1 [\l 8 W G%, 7 v A4 — S—EMBIH 2 12, Prolastin X IIANE 60 mg/kg 23 1 [A], 8
WM ASREEEIRNE G535 2 & &Sz, T Dk, ;Hfgiﬁﬁﬁf"ﬁ@ 8 WM. 24 BIZAIE 60 mg/kg A 1 [H]
RIHERNE G525 2 & & &z,

ARERICH AN DIV, BEMEAL STz 24 FIAFI2S ITT £ & S, IBBREN &G Sz 24 5144517
LRV R & Shviz,

LEMEIZOWT, AEFRIL, 7 v 24— S—FRBIFIZI W T, ARG IR F1C 45.8% (11/24 1)

(2 22 {4, Prolastin £ 5- B H1Z 37.5% (9/24 B1)) 12 15 1, IEE MM OAZ 5 12 45.8% (11/24
B 214 RO b, WT IO T 2 FILL EIZRBO G- A EFERGEE 20 IT7-7,

#20 WThHOFEH T2 ML RICRD b EEES (REMMFTxtREH)

7 v 2 A — N —E FE B BRI

HEREG4 A (24 #1) Prolastin (24 i) AZE (24 )
B (%) i B (%) i B (%) 3
R 2 (8.3) 2 1 (42) 1 1 (42) 1
PR B R 1 (4.2) 1 0 0 2 (8.3) 2
SR 1 (4.2) 1 2 (8.3) 3 0 0
T 0 0 0 0 2 (8.3) 2
ESNEiNG 0 0 2 (8.3) 2 0 0

il B DI L, 8 451 10 {1 (7 v A A — N — S 1 I D AF S B Hi[# o & O Prolastin #-5-#ifH] H T4
4 1, FFERMIBOAREE ST T 2 ) RO, BHIETEE E Shi, BIERZ, REEE
HIRHIZ, 2O FREN 16121 (7 m 24— "—EMRHIE | XOFEERBIE) 8O b, BifiEn
FTHLEE L Sz, EERAERERIL, Prolastin £ 5 P, EMETHESR I OSERER HERZ BeA2iE
N1 BNZERO HALTZ A IREREE & ORIRBIRITEE S, Rl u\a“‘mm&ﬁmpm@@e iz,
AR ARG CIIEERAEER ACKORBRT ILICE T AEEZIIRD bR o7,

15
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742 ¥EAVEIMARRE: (CTD5.3.5.2-5: 11815 (STAMP) 3Rk, EMEHiR : 2006 45 6 H ~2007 43 A)

18 Ll EOHEIE AATD B3 (HAEGIEL 35 61 (5 A7 < &b 15 FillE, 2T Prolastin DR
72L) L iBE 6 B ALIND FEV, N THIED 20~80%) % X412, ARIWOZEM 2 e LI- ISR
ISHEK 2 H [ 10 fifigk © I S iz,

38 FASK A AL DAL, AFE 60 mg/kg %3 1 0], 20 HESRHEIRNE 595 2 & & Si7z, Prolastin i
WSV O%E ., 20 M ORI 5 HIRKE T 1% OB AEHIRIC Prolastin O 5 (4 H[H) A BIRATHE
& &, 19 5123 Prolastin D 5- %232 1} 7=,

RERICHA AN DIV, BRI ARG STz 38 Blapin, et ot S4EMH & Sz,

LAAMIZOWT, AEFGIL, AR5 I 68.4% (26/38 f11) 12 96 1, :BHRHAHAM -+ (Prolastin
BEHIM) 16111 (T8) B30 bTe, RERGEHMTIZ, 5% LICRBO bNTeAHEFRE R 21
W7,

#21 5%ULECRBODONAEER (REMMITASEH)

HERa, Prolastin /& E72 L (19 #4l) | Prolastin /&¥EEH 0 (19 ) (38 #)
- B (%) (e B (%) (AR B (%) 3
L 5 (26.3) 5 1 (53) 1 6 (15.8) 6
b AGE Y 2 (10.5) 2 4 (21.1) 4 6 (15.8) 6
DR 8 Y 4 (21.1) 4 1 (53) 1 5 (13.2) 5
Jiob 4 (21.1) 4 0 0 4 (10.5) 4
e 2 (10.5) 2 0 0 2 (53) 2
PN 1 (53) 1 1 (53) 1 2 (53) 2
BUEEE S 0 0 2 (10.5) 2 2 (5.3) 2
e o 258 1 (53) 1 1 (5.3) 1 2 (5.3) 2
Jiti ¢ 1 (53) 1 1 (53) 1 2 (53) 2
BAfiTm 1 (53) 1 1 (53) 1 2 (53) 2
R 1 (53) 1 1 (53) 1 2 (5.3) 2
s 2 (10.5) 2 0 0 2 (53) 2
EREMWED F 2 (10.5) 2 0 0 2 (5.3) 2
SR 2 (10.5) 3 0 0 2 (5.3) 3
NS 2 (10.5) 2 0 0 2 (53) 2
DAL 2 (10.5) 2 0 0 2 (53) 2
I ) 1 (53) 1 1 (53) 1 2 (5.3) 2
NIEIME S R 2 (10.5) 2 0 0 2 (53) 2
ES e 2 (10.5) 2 0 0 2 (53) 2

JitiR B OB E L 10 51 17 4 (Prolastin /¥R /2 L 5 1] 10 £, Prolastin /5#IEH 0 5 61 7 1) »EE
. 9B 16 RIE, ARERGEHFPICHE S, BRITETEE S S,

BIVERNZ, ARG T 13.2% (538 #i) (91 (1 BINCHEBL L 7o BEURk 4 1, FEE 2 41 2 {4, 88
., IZTY, BEA L) RObhic, BIFTVWThbEIEE S, BEERAEFFLIL. Prolastin 5
R L 2 Bl 3V T, AREER G FITHiR & BEDE RO bivic, MRIZOWT, RIEL DK
REMRITEE SN0, BBIIRERERD D & S, Y 1Bz bk L, B3 sieE
B\E i,
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7R BB A EE O
7R1 FEFEHZIOWT

AL, EIE AATD B35 TR Z9 5 alpha;-PI 2, COPD J$JE Y 27 NE< 725 & S5 BE (i
alpha;-PLIREEE LT 11 uM) KV mWIREZHERF T 2 i FERIEICTH WD 2 & 2 HAVIZBRSE S - B4 <
Hs, ZORME (11 uM) 1L, MFH alpha;-PI A 11 uM Kjifi & 72 5 AATD BHE TIEMENEZ FE T
U A7 RENE ORI HHEZE S (J Clin Invest. 1981; 68:1158-65) | #%k D ¥ 25845 Tk
JEFEAE U A7 L OBIE#E IR 3TV % (Am J Respir Crit Care Med. 1998; 158:49-59, Eur Respir J. 1997;
10:2260-63 %) , 7235, & alphai-PI 11 uM iZx 7 =2 A b U —3ETHIE L7250 mg/dL (ZFH Y
T %, F7z. alpha;-PI #AIFGZ X0 | MBEEEDIEIE Cd 5 FEV, CMifMR K O FEAE T b 2 Mg DK
TEABICELED EOWENH Y (Lancet. 2015; 396:360-8) | #ESDH A KT A TlL, AATD BFH
(2% % alpha;-PI #i FEIAWE A HELE STV % (Am J Respir Crit Care Med. 2003; 168:818-900, Eur Respir
J.2017; 50:1-24, Can Med Assoc J. 1992; 146:841-850) , AATD EH DEFHIE FIZOWT, HAAEE
L7 VT RN TIL, KD Caucasian (22— AR AFE) &bl U CREOEBEIE MK, BB T
R G HTe 2 4 DD (Respirology 2000; 5: 35-38, JEA F7 Bl A 2E B wfi B EEIA MR B e IR 20 S 3
W N AT B 2 FHATIE SR 25 FFEERFFEARE ) | M alpha-PT#REEAS 11 uM A T dAVIENf
KIEZFIET DY A7 NEWNEWV S FRBICIE, AFEIZE2E TR0 EEI 6D,

PLEX D | BT, AEDOIYEREICOWT, ENE T/IHERER (GTI1401 3ER) & FE s e L,
WESCIEHE S 172 T6004-201 (SPARK) AR, GTI1402 #BrZ2FIH L CRHlid 2 Z S IXnRE L B 2 72,
F 72, 11816 (ChAMP) RERIZDOUWT, A & Prolastin & O FKYEIRE O Lhiis n]REME K OVEM =2 [R] 2
il 2 2 & & L. AIMEIZ DV TIL Prolastin Z EHIAJIZH 5- L7 100533 (EXACTLE) BRIZI T
2 Wi S DOWEI TR EE 1S k9 D20 % EIZEM L, GTI1401-OLE iRBR COERA LR R bR+ 52 & &
L7z, F7z. BRMEIZOWTIE, FHIERE LT S 72 T ORRARRER & QWS 0 E IR GE% D%
EEFRLED, AEFZORBIRISS COPD OMEOF L LM 52 & & Lz,

7.R2 BRRRBRICIT 2 FEHEZEIC OV T
7.R21 EEIRBEIZEIT B alphai-PI BED k5 7HEIZOWT

AL XX Prolastin & % 5- L 72BED alpha,-PLIRED KT ZEIZDOWT, HEEZ XL TO L 9 IZRHH LT
W5,

Prolastin D BAFEAIHIC 1L, (fLIEH alpha;-PI i EE O FIH C & 2 BR IR AN 22 v o 7o 7o d | s
tH alpha-PI £ D ~ 7 7EZRFRFHMEEE & Uiz, MmiE alpha-PI#EE % 11 uM (50 mg/dL) AR IZHERF
T2 Z & & HWICERRRBR 2 5HE S, 3B CF S L7 i o alpha,-PLIRET — Z ICHE-S5 % | 60 mg/kg
W 1B ER RN 5-0 15 - F B C Prolastin [ X35 THAGE S 7z (1987 K [EAR)

GTI1401 A%, SPARK iR, GTI1402 #&XHR & O Prolastin & AR D S EIRE % Lk L 7= ChAMP #RBR D
EFARABIZE T 2 alpha)-PLIBED & T 74 % 22 12777, EHAN GTI401 B2 & FhoilBiick
WTh, HIE AATD BFITAZE 60 mg/kg %5 L 72RO EFIRIEIZI5 1T 5 alphai-P1 IR DY) k7 7 fH
X, HIEETH D 50 mg/dL ZHERF+ 2 2 LA RSz,
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22 alphai-PLIREED F 5 7fE (mg/dL) DEX) CGRWBIREMATHREN)

. B RRE - S | i alf)hai-PI BRED N7 74 (mg/dL) _
B AR AE R R fiE (EDH)
GTI1401 A3 60 mg/kg 4 55.85+8.28 55.46 (50.50, 68.00)
T6004-201 A 60 mg/kg 30 77+11 78 (57,105)
(SPARK) A 120 mg/kg 30 123+17 123 (90, 148)
GTI1402 AHE 60 mg/kg 31 747+11.8 73.7 (56.0, 102.0)
11816 K 60 mg/kg 23 74.610.3 74.7 (55.6, 91.3)
(ChAMP) Prolastin 60 mg/kg 24 74.0+12.1 74.8 (55.4,100.0)

7.R.22 MSME (COPD) #ATDFHEHEIEIZOWT

Prolastin D AT ZMEA G S 7= RFEAVRER (100533 (EXACTLE) #BR) (2T, EEFHHE H OFF
MifEiE 2, CT Z H\V 7= g BB IR E LB OV T, BFEE L TO L 5 B L T 5,

FEV| O T H#E 245 &4 5 iifrEm AL, IHREN TH 2 —77, MKIEOMEBRRAELETH Y |
Jifi SN 2 7E 26 DT D RIS 72 IR DRk ORBFFRIE &L L TRIE L7 b D TH D, THI%FEV, 28
FEHERE D 35~79% T 2 #RE T FEVI DX T OZEL R T 572012iE, 1 #EH 72D 355~494 il DR
B L 3~5 FORBHM A LETH 5 &t £ T Y (AmJ Respir Crit Care Med. 2000; 161: 796-801) |
FEV| % Z {55 & L72 AATD (Zxf7" % alpha;-Pl A ORI O FEE et ixm < Vb D & 2 5,
—J7. AATD & Z XI5 & LI EBOMmAMNGERFEIZ W T, CT (2 K D% EHIED . MlitksE (FEV,
KON Kco) | fEFDIRAE, HEBIRES), TR LMHBENH D Z EB/RIAN TS (Thorax. 2003; 58: 1020-6,
Eur Respir J. 2001; 17: 1097-104) . LIl L5, EXACTLE RBRClE, CT % 7=l BEE 1 X 2 B
EOK T 2 EEFHEEE & U, MilgiEfM#& (FEVI. DLco. Kco) 1ERIKEHIEA & L7,

EXACTLE SRBROFER, ARIEEL T 7 B ARBCE U E O TN T 2R RS (722 %
17) . ARMEFHIICIS T D CT & FHW T2 il BEEHNE oA APED R S 4v7z, £72. 2009 42 K[E Alpha
One Foundation & FDA gD T —7 > g v 7128V T, AATD BE ~D alpha;-PI #fi FE 1L DA 0%
M9 2 BRARESBR O TERHMIEE & LT, @SMEE CT CTHEmICHEIE LI fiEEDEEE WD Z
LMY L X7z (FDA Blood Products Advisory committee (BPAC) 95th meetin, july 20-212009) , L2 L.
EXACTLE ik (% 5K 2 M) XRBRNRRBRTH Y | MAHEIET COMBEEIKTFIZONT,
oy Te k1 A AR U Te TR 2 BR R R O E i II B A E T S, 0D,
EXACTLE 5B RIS & | CT THIE S IV B 24545 & U CARIEDO A RME 2 a3 2 R4k —
HEMT 7 A EER (GTil201 (SPARTA) #BR) Z %L CT\W5 (G 3 4[H], 2013 54k
2023 A& T T0E) o 723%5. SPARTA iBRIE 120 mg/kg D HEDORGFSH HAYE LTE Y, FDA 22D IE, ¥
% B OMET)S Post-marketing Commitment study DOZEE & S, EUY Tlk, SPARTA ik CHZIME R
ENDZENKBEABOT-DORHESMEE S TW5,

ARFRN 1T 5 B Tk, F2hE nTREME 2> & [EPN GTI1401 388% 0 =B EEAMIE H 1135 5 alpha,-PI #£EE D b
F7EE LIy, A7V —=2 78I CT &2 AWl ERIE, Week 1 (N—RZ T 1 ) | Week 5, Week

iRt (FEVI XM OVFVC) %M L7z, £72. GTI1401-OLE ksl D2 MR i e & LT,

W IR R A, PREBIDFEMIEE & LT 52 A CT Z W T EAME L7 (TR3.2) .

PRI, I RBEETIC B 2 A AMEDORHEHEIE IS DWW T, IFDO XD I2EZX D,

) |85 Prolastin (ZFEKM 0 A E & EEGRE . AT AL,
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[END AATD O W TIL, Mg+ alpha;-PI i E DA O AT RAZDU T, OFERBERERT AL « A&
KHEBEFI AL D 1 #3 (FEVI/EVC) 28 10% R CTH D 2 & OIETHEi AT R, « PAZEMERAIREE ORIE
IR GT 2 EHEESNDRIERZAL, [LBRENRH D Z L LI Tnb, £7-, ENO COPD 2ZHr & 1%
DI=HODITA KT A4 12, COPD OZMiL, HREOHTIT) ZLIITET, AM X M) —IZLDHR
TPAZEDR A E & Sdv, FERFEREMRA X, WO TR < BRI 2 b ERIICFHMETE 5
LINTWDg, —J, KEMHE S (ATS) BRMNFERZR T2 (ERS) O Statement (213, 4 1 [H0D A /3o
2 AN —ZE RS A L RS A T RETH DL L OO, AATD BEICH B 5 PR
FILRICHEE LIERGHE TH D720, K[ULHZEDIRENEZ KT 5 v — 7 7 v —JIE TILIE L < G
TERWAREM N H D L SN TW5, £/, CT I X D2 REMRZ OFHIL, DLco. TLC, FEX RS LA
B L. COPD IZxf3 % Fhlf OISR F % OFFREERE FHIICHFIHTE 2 & s T 5,

COPD DRI (K& XJEEH e &) OFRRBRO EEHMBIEH & LTiX, b7 7 FEV B3 E SN T
WHLDHEEHEET D, LonL, RIEiL, RZT % alpha;-Plz#ifc L, BV 7 ur7—BIcL 50
FAROMAEEIT 2 I35 2 & 2 ARICHR G Sfv, PAEERKES OBEICEEFT ST 5 b O TIERW
B CTIC K2 W% EEE 2 E M H . HRE MR A A BIRETEAG S H & L., Prolastin % & HIHJIC
#5- LU 72 EXACTLE 3 J OF Prolastin & ASHE D A=) 1 [R] 4 2 B L 72 ChAMP #R8R 0 plifis 2 F1I ] L
T, RIEOFNMEZ TGS 5 2 L IXFTRE &Il L7z, Zeds, AFSTILBILE alpha-PI O FICH A TE 5
TRESRIT N2 e D | BCK TR S 172 SPARTA BRBRARIC DWW TIE, BN TOARFIKGRZITHE RS
DA BRE T, MEITE CRRRBG ~ ORI 2 a5 2 LAY & B X D,

7.R3 FHHMEIZONT

7R31 MiBREREICOWT

GTI1401 #ABRI%, Ao EHIMA 8 W LB =, Mkl ©H 5 GTII401-OLE RABk, KW
EXACTLE 5B (235 1F D MM REMR AL plAE DO HERS & 2% 23 120~ B G-I O -l S EE HEfR 221 GT11401-
OLE 75 T 144.0£8.00 #, EXACTLE &8 T Prolastin #£ 114.5+20.4 KX 7T ¥R 106.2+32.0 T
HoT,

EXACTLE #RBA T, WThOHE b MEEDOE L Z /R L7 DD, Prolastin F D it aE 0> 14 FEH
X7 7 BRI TRES B S o72, 728, GTI401-OLE Bk TlX., FEV, D ARF S 7z,
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# 23 JHHSEERERE OHS

EXACTLE i GTI1401-OLE 75k
(ITT ) (L2 VAT X G4 )
Prolastin # (38 f41) 77 2REE (39 6i) AHE (4 151])
1 SR fE e il EX)E P 1 SR fE rh L fiE
B EREE S (€EEED) B A (ipH) | YRR E (€EEED)
FEV; (L)
R R T A 38 1.443 1.135 38 1.323 1.140 4 1.615 1.345
+0.5952 (0.68,2.75) +0.6145 (0.52,3.72) +0.7221 (1.09, 2.68)
e O EE 1.309 1.085 38 1.246 1.110 4 1.588 1.315
+0.5688 (0.68, 2.54) +0.5797 (0.58, 3.35) +0.7769 (0.99, 2.73)
NR—RT A 38 —0.134 —0.125 38 —0.081 —0.050 4 —0.028 —0.030
6 DAL, +0.1478 |(—0.52,0.11) +0.1482  {(—0.37,0.18) +0.0838 |(—0.10, 0.05)
DLco (kPa/L)
NR— AT A 38 4.732 4.055 37 4.697 4.200
+2.0930 |(1.20, 10.80) +1.7173 (1.60, 8.60)
B A& AR A 38 3.886 3.745 38 4.018 3.385
+1.6255 (0.80, 7.56) +1.7122 (1.70, 7.46)
NR—RF A 38 —0.846 —0.585 37 —0.607 —0.700
76 DZEAL, +1.1256 |(—4.30, 0.60) +0.7083  |(—2.60,0.92)
Kco (kPa/L)
R AT 38 0.817 0.810 37 0.854 0.890
+0.3219 (0.18, 1.72) +0.2419 (0.28, 1.29)
B S 38 0.755 0.735 38 0.789 0.750
+0.2850 (0.15, 1.24) +0.2457 (0.33,1.19)
NR—R T A 38 —0.062 —0.040 37 —0.061 —0.060
5 DEAL +0.1157 |(—0.48, 0.08) +0.0906 |(—0.30,0.13)

a) GTI1401-OLE 3BRICI 1T 5 FEV) (L) D& EmiEE &1 130 W

7.R32 MHEIZOWNT
GTI1401-OLE BRIV T, CT & AW TERBEINIFHME S 2 i (B ED TAL 15 X—k 2 Z A
/L (PD15 : Hounsfield i, TE I D) ) &, £ 241577,

#24 CTHEBE (PD15, g/L : BEVEMEITXISRER)

BERAT 1 R 2 WA 3 BERAT 4 SR AR A rhouE ()
S 35.6 28.2 17.2 42.8 30.96+10.928 31.89 (17.2,42.8)
Week 52 34.8 28.6 24.6 39.5 31.86+ 6.604 31.70 (24.6,39.5)
Week 104 34.3 28.2 17.9 35.3 2891+ 7.978 31.25 (17.9,35.3)

|

EXACTLE GBRIZET DME LD N—Z T A b0 ks (PD15, FHMHE EHEHERZE) 1L, Month
12 @ Prolastin F£ Cix—0.7425298 g/L, 77 EAREETIL—1.02615.536 g/L, Month 24 @ Prolastin £ T
1Z—2.386+5.253 g/lL. 77 BREETIEZ—3.81014.062 g/L Toh-o7=, F£7-. GTI1401-OLE kBRI T HLBRE
B4 & DN Te T — 2 OFRICITER A ET 5 b OO MEEDN—R2 T A )b 024k E (PDI1S,
I FEYERZS) 1L, Week 52 TlE, 0.91+4.570g/L, Week 104 TiX, —2.05+3.771g/L THYH, ~X—
AT A b FREE IR R & O TERE R EITRO b o7z,

HREX, LT L2125 25D,

GTI1401-OLE BRI AHA AN BT AARNIT 4 Il LIEFIZRONTWD Z &£ 6, EXACTLE iR
AR & LR LA 21T 9 2 SR ARH 506D, 7.R2.1 LY 7.R3 ORFN S, ARFEiX, AR
NHESE AATD BEIZBWTH ~EREDOHAMENHIFRFTE D LE X 5,
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7R4 REMIZONT
7RA41 BREKRBRIZEBIT HREMEICONT

AR R T 2 AREOLEMEIZ OV T, FEEE I TO LI ICHH LTV,

A% V7= GTI1401 785k, GTI1401-OLE 7-5% , ChAMP 557, STAMP %%, SPARK 7% & O GTI1402
RERD 6 B TIX 127 BICAIKS G S 41, Prolastin Z V= 9 3Bk (EXACTLE B &L 2 EE B D 8
#UBR) TiX 145 Bl Prolastin 23 5 S 7z, RIED e H- I 47z 6 ik 2 UV EXACTLE R IZ 35T % alpha;-
PI BAIF 5 DB 2 £ 25 1R,

#25 HFRARICBIZBEORMEOYPE (BREPEE SN HRE)

Bk Ik TR TR OME - 5 & e 5[5
CHEE 1R R )
GTI1401 35k 4 8 AR 60 mg/kg 8.0+0.0
GTI1401-OLE B a) 4 144 14 AK# 60 mg/kg 143.3+8.54
ChAMP 35 8 i A3 60 mg/kg 7.8+0.48
24 8 Prolastin 60 mg/kg 8.0£0.0
8 i A#E 60 mg/kg 8.070.0
STAMP {5k 38 20 3 AHE 60 mg/kg 19.8+1.14
SPARK #kB# 30 8 i A3 60 mg/kg 8.010.0
8 i AIE 120 mg/kg 8.0+0.0
GTI1402 35 31 8 i AHE 60 mg/kg 7.9%0.40
EXACTLE #5# 38 24 71 A Prolastin 60 mg/kg 102.2+19.8

a) 7—4 7y hA TR TOFEE
b) BRI

ARIENEE ST BARRRIC B WD TlRE SN EE A FFRIL, GTI401 R OMKER GTI1401-
OLE BT 2 ] 5 (i fE5E, Mgk, BHEk, KRV —7KO% M) | GTI1402 35k OB
U 1B 1 PF GRS K DB M PAZEM KB B O ) | STAMP BT 2 6 2 ff (MR &K OVZ) Th
D, BRIV L EE & S, BITERAE. GTI401 3Bk < 1 41 2 1 (857 2 #F) . SPARK #BR D 60
mg/kg $% 5 3 1 5 GRAENBES, WS4 2, B TRSHED 1) . 120 mg/kg #5012 1 61 1 14 RN
BEE) | GTI402 ABR ORI HREZ 2 61 3 4 GFEhMED F 2 14, HHERERE 1 ) . ChAMP RBR T
1B 2 1 (Z9FEE, 7 u A4 — "—5HREIM 1 KOIEERBIMIZS 1) . STAMP &5 T 5 4 9 {F
(BRI 4 1, B2 R, BER. 1ZTO ., BB L) BfEId, BIREWI s B F 72 13
el Nz,

72¥5, EXACTLE #RER D Prolastin FEIZIB W TG SN2 EE A HEFGUL, 96 18 4 (L FEHME), M
RA IR M2 . (ER, BHREEEA, RENE, HEEE, ~Z2 07, EEEIr. —iReEK
RMmFEVE, AfE%, siil, RS 115 CTHO ., SRR | ERRE L SN, BIE £
(X & S, EXACTLE fRBR O Prolastin BEICIWNT 11 61 14 1 (9% 2 . TR, MIEAR, B5A
PRI, Fade . FEAISPE D BOG, BAEL ME RR . ARCHE. SRR, s, RoE, RSP REA 1 R)
OEIERNRE S, ERIFE, TR, mriﬁ HEE DA 1 FS AR, M i EAE 23 AL & S uf- BAgh
F. W B EIE EITREE Shic, BEERAESER, BIEH. XU FEELORKIEIGIX
R CTERAR > TV b OO, BRI & 72 2 BHE 72 2T TR,

7.RA42 BIERFEH OEZEMERICOWVT
BUEARGEH DLEMIERIZOWVT, HEEIIUTO X2 LTV D,
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HEAMT ISV TIE, Prolastin 3 IRFTE STV B E & RENPEIE SN TW A ENFET 5720, WERIE
% O EMB L VR I, Prolastin & A E G OHET-HE Lo TWD, T —F B AFHEEZR 2006
F1H1IENST—Z Ay bA7H (2019412 A 31 B) T, £91588 7 g (HEEH G- MI%UIIHI 400
T SRFE S, 5446 EOEWERRNHE S, 2095 632 RIXEEREWEA Th o7-, £/, &b
O EW L EVERHT A O 20154 1 H 1 B2v5 2019 45 12 A 31 H) HIck 717 g (e
FGEIEAD 179 J5[E]) A3 HRZE S 4L, 1796 HEDREWER NG S, €D 5 b 147 R EERZREINEH TH
7z, AFE TN Prolastin OWEFNELERFEZ T HE S VZBIEMH %2 3% 26 1273, Prolastin 2% 1987 412,
AHEAY 2009 F- (2K E THEGR AT, alpha;-P1 AL 30 200 B2 v | %z 23 2% AATD &
Bl S, ABRILETHERMENREFTHD Z EWRENTNS,

26 AIJ O Prolastin DHFBEEREH IR E SN -BITER
SOC AR (PT) mw&ﬂ%%ziifwiﬁ

— % - SR W5 190 ( 7)
RO 556 T R 80 (5)
AL DIRKE A VTN FREBE R 120 (1)

230 90 ( 3)
GIEREE | T T4 T —k T T 4 T F U — b G Tl EUE 82 (26)
Lol Bk 33 (10)
B ke R B Y FA M 87 (7)
ray ik e kil 57 (4)
H ke L 240 (16)

T 57 (2)
i R FR A i £ k5 62 ( 6)

TRA43 Yavl - T7TF747FL—IZDONT

HiEEIX, Ya v s « 7T 74 7F =IOV TLUTFTO LI ICHHA LTS,
ARIEDERARFUIBN T, ARIE L OREBRNEE SN2 0o 12355 OMBUESOSICBET 2 A5
0%, EPNERKRR CTILEHE STV, STAMP BRT 141 1 {4 (36%2) . ChAMP RBRT 1 4 2
i (% 5 FEIE) 388 BTz, STAMP SBRORIZITEE 2 A EFFLR & S, Uik 135z ik L7,
WA DOBGERTFRICS, 7T 740 79X/ T F 7 47X —KSESTRIRBIENHE ST\ 5D,
KO EIZ LD, Yavl « TF 74 F7F—DFE) A7 IEETE R0, I CEIZBNT
HEEMAE 21T D,

FEREIL, HEEE OB LD TR4 ORFT LD AREOLZEM T a7 7 A VTR EREE W L=, F
Toe a vl « TFT7 4T —ZONWT, BATERICBWCHEREZ TS Z Sld@Et L& 2 5,

7.R5 ZhEE « BERIZHONT

FHEERNEE « IR TIX. TCOPD ZRIELT-EIE o — 7 »F MU P U REIE] BDARFEORIGR L ST
W5, BEREIX. COPD ZRJE L7 BF DA ZEIL & LI EHIZ OV T, HEEFICHHZRD T,

HiEEIL, LFOX 29I L,

s CRE) Tk, BRRAIICH] & 27 il 4 23 % HJE AATD BE 33 2 i FmRIEIC B3 5 2his -
R THERENTND, EANBIIZHW T, BEFOXRAZEICET 2Kk % L0 Wfgk3 2 BT,
EWNE [/IFHERER (GTI1401 3BR) OXxi5e% | PR KD H 5 COPD A FJE L7- AATD B & Lz,
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FEHANEE « Z0RIE. GTI401 ARBR O RBEELEMN & RO BE P AEORGXIR LD Z LEEL, i
DI RS FE E S ALTZ0RE - 20K TCOPD A 38JE L7 HIE oy — 7 > F b U 7T U RZAE] . AATD
INEEREEE (2015 4 5 H 13 AAS TERR 27 SRR A58 R0 266 5 1) S T-BROZ2 WL 4E N O\[COPD
P EIRIROTDDTA RIA VFEAR]) FHZR UL ETRE LT,

BREIX, LT X oIcEZS,

alpha;-PL R 11 uM AKJifi > AATD B2, alpha-Pl Z4fiFfe T 52 L TR Y 7 m7r 7 —BIC K Db
FURROMEEMEIT 24 L, SRR T 2B 585 & W ) IR G#HT, A OERDO T A R4 B0
TRETH D, E7-. BEOBIEMIELEDFE RS FEV N THIED 30~65%0 AATD A ICB VTR
BT (FPIRFSRE DR FHIHIRCAE T RO T4) 2AHIETH 722 L5, AATD B#E ~D alpha;-PI O
FFEHRIENE Y & SN TW5 (Am J Respir Crit Care Med. 2003,168:818-900, GOLD /A KZ A > 2020
%) o —Ji. FEVI S THHED 65%E D AATD BT DAl FliE DA ZMMEIZ DV TELRE R C I g
PRARLIT 22 b DD fERIICIE, MENE ETe CT i E 2 i MIRIE & L7277 2 R R G5
OBEDEFMFE RS, ZNHRBE~OHTIBEDOA Y v ERRWEEINAFREELH L EINTND
(GOLD # A FZ A 2 2020) , L7z > T, AFEDOF MK O ML, COPD (MEFhaklR : 212 GOLD
27—V I E, EWNEER : COPD (BEIEEOBIEITZR L) ) ZFIE L7c AATD B RSR L LR
RN OMERINTZH DD, AATD ORIEPAZEICEI T 5 HAEECHifRE I B 2 MuE. LB LT
M CESETHERERT 2L HAHETH D Z LD, ZhEE - ZhRITI VT COPD M FIE L7- AATD i
FIRET D Z & OREHITENEB 2D,

ARIEDOHE « ZhR KO G35 L 70 2 BE BT 25HMOFEMIC OV, Mm@ o#Em b E 2
TIHITHEF LoV,

7.R6 M- AEICOWT

AIEOME « HEOREIZOWT, HFEEIL. LTFTOX2IZHA L TV,

1980 4EX1Z FEhiti S 417 alpha-P1 OZEMBNRERER 235\ T, AATD BF X9 5 i alpha;-PI 2
® COPD #JiE Y 27 i3 725 & SNHRMEA 11 pM (BIfEIX, *7 =m X MU —{5T 50mg/dL) TH
B sz Z S E (J Clin Invest. 1981; 68: 1158-65) . [HHIAI Prolastin DA RER (BEE&E
D 547-8301 #ER) 73 FEhE S, 60 mgkg A0 1 FIFFIRNKE G T 52 LIk D, BfE 11 uM Z#ERi 2
ZEPREINTZTZD, SN T O Prolastin OAGEHIE « HEIL, T60mg/kg 20 1 RN E] & S
TW5, ARFiX, Prolastin DL B RIA|ITH D Z & 9>, ChAMP RBRIZIB VT, A3 L Prolastin O 3Ky )
REREARIC L 0 AR S R ST 2 S Ic S & . AR TORRAE - HEIX. 160 mg/kg
ZH 1 BRIV G-) & ST s, ENERRRER GTI401 3Bk ICB T 2 A3 Hik - HEIL, 5o
AGRANE « HEIC7e B WEEE &, A3 60 mg/kg 238 1 [B], 8 W[ 5% O E FIRAED I IE H alpha;-PI
D KT 7 (FEBRE Cuin) 23BAHHEME SOmg/dL (R 7 =1 A RY —ik) #2252 EmRshi, £7-.
BHHEIZOWT, ERNNOBKRABR TOREICESE, BEOKRTZBE L7225, £ 0.08 mL/kg/ 7>
EHBZIRVVEE CARMEET S 2 LA, IR CEOIEAB GRFOEEOHEIZTEKT D,

ML, AR ML AEE, HEE, AZIZE ba—7o7 A F—E A e e ¥ —L LT 60mgkg
1A, REEET D) ERET DI EIIZANAREEE XD, o, BEHEEEIZOWTIE, KRR
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BRICBWTLZRIIRE SN FEBICETE . 0.08 mLkg//y B2 WEEIZRET S 2 L AsmEy) &k
L7,

7.R.7 BIBERGEH ORBEFEIZOWT

HEEE I, AREOBLERGEHHEAEICOWVWT, UTFOXIIHBPALTWS,

RIEDOHHERTICH T LR OAIMEEZET 22 L2 BE LT, RENKE S LT-26%
X5 & LA Rk A OB BRI @ 5 45, BLEHIN 3 4F) OFEMAFE L TRV, 54EM T8 o
A& RIAALTHND, KRETIE, Yavs, 7T 74 7% —%2G0AEFRROBIRIIC OV TEHR
WETDHTETHD, 7od, PEHAIZIE COPD MAF R (FFkse, MtmiGg) =&, AR
VT FEV), FEVI/FVC, DLco DZEALZFHIET 5 TE Th 5, GTI1401 3Bk &% O GTI1401-OLE 75k T35
i U7z CT M EERIE L, MR ORIESE, Rk 70 ik & & ONFNEDN I E OHSEEMEE L 72 5 7= 4 FH kA
B CTOERMTEILRV,

X, LT ko252 5,

ARIEDOEFIRRTR TR SNz B AR AYERE 13D CTIRON TR Y . AOERREIZBIT 5 ARAKD#
BRIz e EHERT kié%ér%ﬁ%T%&@D%<W%#6t®\£m%ﬁ%
& LT BERTB R L T T 5 2 EBNMNEE B X D, BHHE TR O ZEEERIC OV TIL, &
ST IRBR AR 23 1T 2 Z MGl & O b B O -3 i 2 320 L, 570 2 1E HINE D B
DWTHFT 2 ZENEETH D, ARMEDFBRINEIZOWT, BNk 575k Tdh % GTI1401-OLE
RERCII 3 FEREORGHMICH S CT MBEOHERME LN TWD b OO, HHAKERAE T CT
JEE BELZ DWW T HRINEE T 5 MEMEIZ DWW T, HMHEOER I E X TS HITHRET L7z,

8. HEMRIC X ZAARHFAEICIRMN T & ERNIAR 2 A MEREDRE R KOS OHIT
8.1 EAMEE RS R 558 DB
BUE, HEERT TH Y. TOMRLOBEEDOHBNITFEARSE 2) THET S,

8.2 GCP SEHIFAEM RT3 D& D HIWT
BE, AEFEPCTHY ., ZOREKOHEOHBNIFEARE 2) THRET 5,

9. HEBE (1) 1ERRICRIT 2BE7 M

FEHINTER G, R H O COPD #3$0E LIZEAE o — 7 T b U 7 U RZAEICRET 54 201X
REHL, @w6ntN*74yh%%izé&£éﬁ IR EEZE XD, KMBITIHO o — 717 A
FT—BA e e —HITHY | AATD ITBIT L7 RIEROBRIE A RZET 260 TH Y | HIKHIE
BRDDLEER D, FTEMIE. 2hEE %%&U%Lwt%@@ﬁ$@LOWT@ S DI LB
EBEZD,

B e COMGT & B £ 2 TRAICITEDR 20 I T & 23581013, AR 28GR L TEL A0
EBEZD,

IV
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EBERE (2

SR24E11A 11 A

I B

[k 72 4] U A3y R e 1000 mg

[— i 4] WA o — 727 A F—EBf e X —
[H 5 #] Grifols Therapeutics LLC

[(HFFEHR] AF243 H 30 H

BM#SN OF O%OBBICB I 2B EOHIKIE, LTOEEBY THb, B, AEME@EOFME
. xuakow1®$W§E#6®$bm%K%6%\FE%WE%%““ AR BT 2 P
O FEMICEET 5] (CFRK204E 12 A 25 BT 20 &EFE - 5) OHEICXLY ., B4 Lz,

%&W

HHEE I, FAERE () R L T7.R2 BRRBRICE T 2R EIc >\ . [TR3 H%h
PEIZoWT) . [TRA ZRMEICHOWT) KO TTR.6 FiE - AHEIZ OV T (2B 2 K% o 1 2 5
ZEMNOXFRENTZ,

7%, BIREBRIC I T 2RI R O MEIC W TR, BEMEEN LU TOERNSHENT,

o [HNE /IR (GTI1401 iBR) O HARAN AATD B (28T 2 MmiEH alpha)-PI X, Loz
FRER & REVMEI TH -T2, N T TENEE S T 5 50 mg/dL AAERF S 2 2 L NEEL,

o If{EH alphai-PI 72 & OEPEIREZ R & U= KETOPIEIERE (1987 ) LI, MERHERES
CT Ji%s BESAk 2 72 4E IR K D B MR SRt SN CTE 72 b DD, M alpha)-Pl iR LSO
BRI X0 RO A B ICHE L BRI EGE S H0 23 5T D & £ TIEWVWLR T2,
L2aU, 24 1 A ORI G- %217 - 7185 AR (EXACTLE #BR) (24T CT i EEIC &
O —EDOHMENETEDRENMFON TS Z &, BECAER N TR HEH STV A RA
HZIE alpha)-P1 ANTHENZ & E0 D | BRI THIZRAMET —Z OBMEZ RO FTITARIUIC H A
HOBAZFRELTHI LITRYEEZD,

o iR EEE O R FROE 2 ZE T 5 & RO ARG X, AR THIITEEE~10 FRREZD
BHIMA BT 50 TIERWNEZZ bND, FERINIC, 572 5B FR2 M LA ERE L7 B C
KIEDOHERFEESLCHEEAE TCORFT LTI, P2 LW NT 5% L TRIMNRAMELZ T 52
EbEEIND,

BRgIE, TRRORIZHOWTEBINTHE L, BERXGEEZ1T > 7,
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1.1 ZhEE - ZBRIZHONWT

FAEBRE (1) O [7.R.S5 ZHHE - ZhRIT DN T O L 7=t O IR IR M E B 6 XS h iz,

Flo. FMZENLUTOERMH S,

*  AATD fBE TITARIER 512 KL % alphai-Pl O FEIC K 0 | FliKUEFIE SRR IS REIX T 2 #0ifil © & 2 W]
MR & D, —H. —H., FilaAAREEC & 2 i KE RS REIR N 23R E 2 & | alphai-P1 & 78
L CHIERDOETE2 52 2ICMIET 5 2 EBNHRETH D ATREER H 5,

o IfLH alpha-PI AR FICN %, F77EREEEINE O B FREAEROPER B RE IR A 2L 5 ek & B9 2
INAEOE G R LD B 2D, £12, COPD OBWREHEIZEEIZAE L TR TH, Ao
B ENBEICR D 2 ELBEESND,

BeRglL, BRloEmmatiE 2. 2 - HRIT TEE 0 —7 o F MY IV U RZEE] L L, AEOERE
K5 & 70 2 BB DT B OB 1T, 2R - DRI B 2 IERISFEM 2 R0 2 L 2 HEEH 2R,
FIRE & I IR LT,

12 EERY X7 EFHEHHE (R) T2\ T

BERE (1) © TR WERFEHORBFEIZ OV T OEICHEH Lo HEMEE DD
XFpENTe, £, HMERNDG, CT Z AWl B oWk, #fie ERESRMOFEIZ LY 77—
Z DOWHLRTREMEN TR DL EN D5 2 %0 FEli T8 O — M AR 12580 T b AIRE /e #ifA <
WETHZENEE LV EDERABH SN,

BT, ERROBRAZRE 2 7262 FEEE IR 7o, PEEE L. CT MEEDOT — & O 5E & HHME
DOREPRIZIE, WEMR I T 2R OWERIERE, WEBD ML —=0 7FOHTRBLEL 2D | —fi%
filf FH SRR AL D e 5 & 7 2 R B C O MIE R OREEE K OHER N INEETH D Z &6, ML A TD
HE A FIRE & B LT,

EREIL, ENAkR R 558k T & 5 GTI1401-OLE A5k CREIZK) 3 ERRE D CT Mg DOIEHR A 5T
WD ZEBBE L, IR T TIT O —REMAGEMRA T CT Mg EITHE LRV HEER OIS0
ZET. T ANFREE B R D,

FROEMA B E 2. BRRICE T 2 AREDOEIML Y XA 7 FHEHE (£) IZOW T, K27 ITRTEE
PERBTHEAZRET D 2 &, WONTE 28 U 29 (SR TIBIO E K22 VAR E) R MBI U 2
7 o/ METEEY 2 K95 2 & 3t &OHImT L7,

#21 EELYX7EHEHE (R) T2 REMRAFERCENECHE T SRHNEFER

LRV EIH

HERFFE SN A BHIRBER Y 27 AR E
cvav s TF T4 TF— - JFRPEHC B3k 3 5 BYE D5 CEEMRL
AT Bt
C BN L

#28 EEFY R EEEHE (R) 0BT 2BMOERRZEMERESHROEMND Y 2 7 /MUEB O E
BN 0D 5 3K iy 22 A MBS TS B BN U A 27 fe MEIE
- TR B % AT - AR A L B R
- —ff AR (2fFEE)
- R TR R R BR )
a) TEKTEBRC o5 GTIA01-EXP ABR GHRET) % K o BLENR e (4 i R iR (- e s & % = DR I ARSI S L 5 & C i,
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£29 —BERABFRENEORT (B

H Y i FEHE T2 31T 2 RO L AVE N O DME O 2F Al
AT X RN
KGR AN TG ST 2ER]
BEHIM 3

T RESE R 8 #il

FATATEY | S A, AATD KON COPD ORI, ASOEGRDL, G - GEATASE, ML alphai-PT ik
B & MEREERE (FEVI. FEVI/FVC) | iiE#EE7] (DLeo) | ERIKMA(E, AEFL

2. HHEIC K AR PEEICRMA TR ERNR 5 E S AR R & OB E O KT
21 BEEMHBmEAERRICT 258K

RS, RSSO ME, AR VR OMRE I T 2 IEEO R EIT IS X KGR G EITHR
I _EERHI L ClEG S mAE L I Lz, £ORER, i SN 7oARBPFHERHIE SV THEA
EATH Z LI HOWTHREIT /W 0 & BRI AT L7,

2.2 GCP SEHIFRER RT3 5 & O HIWr

RIS, BRSO W, AL OZ 2 ORI T 2RO R EIZ IS S AGRHFE EICH
4 ~_x&E (CTD5.3.5.2-1, CTD5.3.5.2-6) (Z%F L CGCPEMGHA 2 Fhi L7-, TOREE., #HEIN-
RGN ESWTERZIT Y Z IOV THET AR WS O &I HI LT,

3. REFHE

BUEOTAEEE 2, BT, TROKREMEM Uiz ET, KR HH S LI - BRKOFIE -
PR LUFO L 5 (8 L. KRB LT LI A AR & M B AR U DB R B S 7E S
TS 2 &b RFAIRIR 10 42, B IRELEICHE Y L, B A R ORIV
B L LI 5,

[ZhEE - 2h 5]
COPPD- & SE LA=FIE oy — 7 T b TV U RZIE

(BH AR EBEIBR)
UHE - H&E]
WE., RAZIEE buu—7 v 7 A =8B e ¥ —& LT60mgkg Zil 1[0l SEEHET D,
(S L)

& & 5 ]

1 EFEGY 27 EHEEZRED B, EWEICFE/mST D &,

2. HAATOEERBRIBO CTROEN TS Z EnD, JUIERGER, —EROEFICRD T — 2 0
HLREIND E TOMIL, DIEGIZ SRR REREEZ EET 52 LIk KROMHEED
TREWRANET S & &b, AROREEROCEIECET T —% 2 RHICIEE L, AF O
HIEE IO EREEEZH#H LD Z L,

Uk
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Bl FE
(W& FE%E—]
W 5 JEGE H AGE
AATD alpha;-antitrypsin deficiency u— 7 F M) TR EIE
alpha;-PI alpha;-proteinase inhibitor u—7BrAF—EBf e H—
AUCo7auys area under the concentration — time curve from | 0 H H225 7 H H £ TO¥REREE dif T
Day 0 to Day 7 T FH
BVDV bovine viral diarrhea virus 7oA VAR T A LA
Cnax maximum concentration B 1 L R
COPD chronic obstructive pulmonary disease [ B ZE M i 9 R,
CT computed tomography o a—Z K E R
CTD Common Technical Document aAEFy T I=T) s R¥aAUB
DLco Pulmoqary diffusing capacity for carbon AL R R e
monoxide
FEV, forced expiratory volume in 1 second 1 fb=e
FVC forced vital capacity B35 ) T
GOLD Global Initiative for Chronic Obstructive Lung | |8 BHZEM iR B D= D 7 a—s3)1 A
Disease =T FT
HAV hepatitis A virus ABRITFR T A VA
HIV human immunodeficiency virus b MRS T A LA
i B
I
B
B
ITT Intent-to-treat —
Kco transfer factor of carbon monoxide — WA R B RS
mITT modified intent to treat —
NZW New Zealand White —a—U—J v NEGHE
PD15 15th percentile of lung density D 15 /8—F% & A LS
PEG polyethylene glycol R)xzF L7 ) a—n
PPV porcine parvovirus TR INIVRT A IV A
PRV pseudorabies virus IRHIERIF D A )L A
Reo3 reovirus 3 LA oA A 3H
SD Sprague-Dawley —
ti terminal half-life REARFATH R0
TLC total lung capacity itk
TNBP tri-n-butyl phosphate ~U-n-7F -1 ik
vC vital capacity AiTE &
VSV vesicular stomatitis virus KA A A LA
HAs — PSEATEOE N & 38 5L R R A & 1 AE
A - WA o — 774 F—B e e




