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. BB, RIS LER R R . WKL, FEE. TEEESALRR. AR, &

B, L, &) Bobii, EEREIER. &5F 6, SETEEITH

HEINenoTe, BEERBERITRD biLieinolz,

B TPIZA v e B X —DORIUTB O bR o T2,

FRER A I HTHSPTOHUA D BME & 72 > 7= DX 1B TH ~ 7228, R T

I CIIEYEMIZEIE L, 4405 0 STHSPTOHUARR M T b - 7o 161X kE M

ICHE U7z, E 72, REBRBHAEER ICHi BHK/HCPHUAGME TdHh - 72261 D H

B IBNEERBRHIE PR o T,

CS/EP : BKINHER T (EP) (2L L 7= 5B L (CS) THIE LR iS5 < &5 &

CS/ADJ : AAEE R (CS) CTHIE L7z il & el — Bk (0S) THIE L7-fEICHE L=

ROMZ IS F &

KENTOARAEROHEIL, HEE., 1ERE1kgY 72V 10~30FE B AL 2 B 575 23,
BEORIEICIS U CHEEHET %, SHMICRET 2584, WE. KHE1kgY7- 0 20~40
[E R HAL 2l 200 ST B G- L, 12580 Fo/NRIZ%E LT, (RE1kgX 72 v 25~50[F
BN 2 2R, E3E IR ST 5, | THD,
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ARICE T SR

QESEMAKHRARE & x5 & L7/ E I/ IARERRRBR O R 54 (BT —4F - BB
129543 — + Bk -5 #IH) ¥

T YA

HEm, WBr129540 /3 — B (E\ERL, HEEHR, 7 024 ——ik)
Do e 5 HH]

ABE

RO G GABR12954/ 35— | B M ONikfse 4 5- 31 ) & OF Tl R 248 )
(BT 2 ZEVMR AT v 7 7 A NV OFFi

S

BETR o BE I AR A B 55151

T BRI E

(V. JRRICET2HE 5. EREGE (@) MEERIRER 1) A2 MERGE
AR OQEIEMAFARE 265 & Ui/ /IR RER (EshT —
A 3RBR129543— +B) | DOIASMR

LR bRALTE

(V. {BEICBET 2HHE 5. BARSE (4 MBEERRER 1D AP EREER
B OEJEMARAERE Zxi4 L Ui /KRR (EohT —
& iRBR12954/%— FB) | OIESM

5751k

kBr12954/3— FB [EHI#FEFE (20~50IU/kg™, #2~3al, 1~15%
T CHEEARN L) OVFEMZK TH, EE CUER O KRG % L
7. MkReiER SR IX, CS/EPIC X G BICE S CEBMTHREL
ke L7,

BEIEE

- FEEEIEE - i (BRI, SMEMEHIN, LA LEE Lo T
I, JRRRBAO ML, MO OMORRE (REOFEICHZ D5HE) 12
K IR MR 52 Hif & 27297 ] (23S <HEEFERF =R (ABR)

- ZOMOBEMRHMEEE - AHifmiZZES < ABR

IR, 7S—=hFB&HIL

- ZEMFHMEEE  S—FBERIC
( TV, [RRICEET25HA 5. ERIRAEGRE (O MREEREER 1) A%
AERER  DEAE M ARABRE 2 x5 & U=y e T/ IR ER R ER (st
F—4  RBR12954%— B) | OIEESMR)

i

Tl

HER1295435— FBEK T LT-BFICH X, S LI VEMOME G 21T
9 EDNFERIRE ST,

FHEFHE H X O OO MEFHTE IO\ T, #HME#EME (3— B
K Okfoe £ 5- AR B R OVil AR R O B it & [FAR ), B (R
72 (SD) . WU, PUSAEEpE, S ME, mORME, FHmfERR &) &K
O,

R FEHIRRE 1L FEHE L T euy,

LEMFHEE B 2OV T, ERREEEZ R, 23— R BOMKE G- R
DEEMET — X 13/3— FBEIFBNCER L,

i A

- FEFMEEE - R ES3<ABR

e G- WIMIc B A Him#i3 1544k <, ABR () 1X1.97[H1/4E
Tholo, N— FBE&Z DM G5 2 5E1% L 725511235 1T 25 4 HfH]
DOABR (HFefii) (ZkFEO LB ThoTo,
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V. BEICEI SIRE

faA ()

HEEMBME (ABR) RUAH MK

X— kB Fikfe 5 G- 1 A~

(14 H) (24 H) -

(n=55) (n=>55)
ABR, M fiE 2.01 1.97 1.99
[a]/4F [Q1, Q3] | [0.98, 6.09] | [0.00, 5.21] | [0.50, 5.48]
G L oh R 2.0 1.0 4.0
ﬁfmm@* [Q1. Q3] (1. 6] [0, 5] (1. 11]

&t 232 154 386

Q1 : 1AL, Q3 @ FB3NSL

s ZOMOEFDMEFHEEE £l K O\ oFEEER I DABR
Mkt B G- R RB 1 2 A M iX 15345, B R MmIZ79M:. SMEE i i
70, BAET AN MIX 12001258 B iz, Hin o FER O ABR (o
E) 1%, SHm1.97E/4E, AR M0.98[E/4E, AMEM: I oEl/4E, BIE
WHIM1.02[F/4F-CToH - 7=,

- FEERRUEEREEFSR

AIVEREE5HI 3% (5.5%) (24fF (GEOBMEOHIEIELIF, BEOZ
HitE 7 Ly —1F, A —#8RE (2 R) DBE RO PO Z 5 FEIEN S
F) ICEEL, W OBEHH I AE L, BT ILICE-TAF
FRITHEEZRBEWEN O LHEZELE T, FETH ifxﬂot

Fo. BIRREME R OASAL Z P A AT LRI LT AAlo
FHICL DRBITRD N2,

* 25 QPR OIHIEIEIL, BB L ORREKRESETE T, RREE
() ERNE, WO G2 HIE Uiz, 28MOFEYREDOR, A%
RITEME L7, AFRIT, PHIEOEELRAEFCOE W E L THRES
M, BEEBRE (62%, B, MAGR) 12OMEFRITHT DR
K288 (miE, @IFME, B, BEE) AL i,

o, MEEZREICRSOTERM FTRIZ OO T T — 7 Ak & 78 25?)71
ZEnb, TTu— AMBAREAEITL TV D b O LRI,
BREEEMIL, HEFERIZOWT TR G & oK RERZ S /E“C%ffcﬁ
W EHIWT L7, [ARIS, TRBRIKIHE b LA F R ORI BV TRAID
BIEIIEETE 20 (/A%#JQE} KO FVIFENEDS B L Bk T ol
RIERE T S 72) | &l L7z,

- S R

ﬁ%%ﬁ¢_Fm IR A e B — IHBHK/HCPHUA Z R 8L L 7=
BEIIRD Lo T,
PIHSPTOHUARRGEBIL, 26103 ki G- IR TR B o B 2 o
T kRl o7z, L2 L, 2N ERLICRERIGE ) AEFS
(Y K OB ) (CBET 52D THh o7,
ERFTEREOERES 2FEM) 28\ Th, &RMICARI D% 2T
El . ARMEBHTHD Z LIRENT,

CS/EP : BJMHRT7 (EP) (ZHEML L7 B R L (CS) THIE L7aZor e iS5 < &b &

KEINTOARHEL O HEIZ, @y, 1ERE1kgX 72 Y 10~ 30ERHAL % #% 53 5 3,
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AEICET H1EH

BEOWRREICIE U CHEEHEKT 5, EHMckET 256, &
[E PR B 2 Bl 210 T 3[R 5 L, 12504 FO/NRIT
28], H3EIXIEEHEET 5,

[ 3-<W vl

. IKE1kgX 72V 20~40
%LU CIiE, AE1kg 7= 25~50[F
] THD,

QEEMARABRE 2 &L L AAANZ S ERILRE I/IHEERRRAR [FABR14319] ¥

REBRT YA v | BEAL, IELMEROEM:, EER, 7 o A4 ——ik
R HBY HHE M AR AR 31T 5 & WA A5 O H M Re i SRR R 69 2 ki
DIRFE
k5 B T5 6 0D HELE I A 955 A FR 80151
T/NBPRILYE | - 12~65 D BT, MmAET e FVITEM: Y 1 % A0 0 BIE L ARA RS
- PV OB % A 2023 & 31508 L ED & o
- FVIHLA| O JEE A5 2% TRV, 2o EFEMICER L7-64 H
w2 DRI b7 2 EMMFTERIEEZZ T TR0 E O
cFVZx 54 > b BEZ =00 0
F 72 bRAN L < ML AIFALAN O H MR ENRO LD LD
o M/ E (/)35 100,000/mm3Aili) Téh b &0
« CD4 U > RERE DN 25008 LA O D
Be 551k BEBRFE % MM 2 | H M el FEERE . E IR RIERE, S DICEMR L
PEVERE 2 A &0 &\ A ERRCEIS 7=,
- HH I REAR PR VARE © 21451
« EHHFCRERE - 5O KA ERE (20~30IU/kg% #2004 5%)  : 28f)
E AR (30~40IU/kg% H3E1#5-) : 3141
HH ofi B A 72 8 15 e OVE Al TR 1 v Al e HE s o A o $e 5 BT,
11O OFRFE I U R gl 2= RIS ERL U C e L 7=,
- SAEREAR] - 12 HTH
FFAE H < BERHMEEE - Al ES < HEEFEM MM (ABR)  (FRAERY 72 fE
HriEH)
« ZOMOFETAREE - Hi OFEER O ABR, Hfl o8, FVIE
A&, Mok 2768NE 2L
- ZEMEOFRER - AEFS, wEEME (PS54 e e 4 —,
HSP70 X% OUBHK/HCPIZXI$ 2 FUEK) | A Z LA 2 BRIRRAE
ST B AARNE G E LT 7V —T 247 5 2 L BNFRIEE S iz,
TEMHIFRIERE OB [ZB W TR, G 1% 48R LINIZ I B L 7=
., T_XRTOEGEICBOCHEESNH M, BRI, SMEM: MmO HEE
HERHEIMERICHOWTER LT,
HEE AR R 13212 B9 2 0 A FE R 15 00 H i R AR TR VA Lk D
L, BEEREZER & L7208t (ANOVA) 7 0% HVCTRGEE L 7=,
LA FHmEE B X, iR AR, EMHITRRIEE L TR L DA
FHZOWTERH LT,
it S - TEFMEEH : £2HMOABR (HRAE)

EWIA R - 2R (59%1) T1.98[EI/4E, WM S IE - IR R
(28f) T4.02[01/4, EWIMFEREE - mHERE (B141) TLITFEIAE,
MR FERERE (2161]) T59.96[H T~ 7=, £HMOABRIZE T, A
F o & ¥ FE IR IE O H L Rl TR IE ISR 2 EE S RAE S s (p<
0.0001, ANOVA) ,
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V. BEICEI SIRE

Mk (Hi) « £ OMDOFEFEERE : Hi DFEEHIABR
BRGSO ENABR (FRfE) 1ZRED LB ThH-o

77,
HEERHBEME (ABR) OEH
HH if. O F S HH 1y P TE B TSR IERE
HIABR. TSR IERE EXUN B 2o A e A
[EVS (n=21) (n=59) (n=28) (n=31)
EE-NaTiilN 42.09 0.99 2.01 0.00
[24.3, 61.3] | [0.0, 4.0] (0.0, 6.5] | [0.0, 2.99]
SMEEH I 8.11 0.00 0.00 0.98
[1.0. 15.0] (0.0, 2.0] (0.0, 1.0] (0.0, 2.0]
BE PN H i 38.76 1.97 2.52 1.01
[24.3, 60.0] | [0.0, 6.0] (0.0, 7.5] [0.0, 4.0]

i [Ql, Q3] . Q1 : 1ML, Q3 : FH3MUNAL
R &8 20~30IU/kg X @ 2[a#c G-, = H &R © 30~401U/kg X 1 3[A]
5

- ZOMOFENETHEE B : HIMFRFOIREAS

ARERHIRT . HHRE R SR ERE CIE, 1,204 0 i (3572 Hifn (38 X
IFHEEO RN THY . kb HIMOE - EALIEEIE) (23 LT
AFNH1,607EHE S v, 1,1474F (95.3%) O H M IEAA] DO 2EILLT D $E
BCIkI U7z, E A FEIERE CIE293 ko . (3570 H i R B S & op
HEOHREIMTH Y, Kb HEIMOZ - - EALIEBIE) (2% L CTAHKI
23852[AIH% H- X 4L, 2821F (96.2%) DO MHIMLITIAAID2FEILL T D5 Tk
L7, WINOEGEHIZE W T 10 Iz st 5 AHK O B G- [a % o
HRAEIX1.0EICThd b, 5[ i PH 1 i R 7o 5 #E C0~20[A],
TE R FEIRIE TO~TETHh > 7=,

- ZEMFMEE  AEESR. £EEME FWICHT s/ e E&—,
HSP70% O'BHK/HCPIZX 3 2 HuK) . N1 Z A 2, BRRRER
MBI A v e BEX —DORBULERD bR o 7z,
FLHSPTOHURB G, R— 2 T A VB L0 Bt o262 5D, 1041 T
HoTeln, EHABHOLOTIHARL, RIEMIGRCBYHEIZERT 5 H O
LEZ LN, £72. FiBHK/HCPHURBEGIX26] T, W h_—2R
TA VRN BEETH -T2,
LRI X2 8061 D 5 & FIEM (BRRMAMEE 25T X34
(8.8%) 127 (U L /_EifEGME, 7 LA —MERE . I Z 5 5
A, DLES ] (1.8%) ) 5RO B, WL bR T eE & ofE X
iz, EERRBIER., F5FIEpl, SETaIEHE Ihenoiz,
MKENTOABMAELOHAEIL, 1@, 1EHAE1kg 72 U 10~30FEFEHAL 2 B 5325 23,
BHEORBEITIE U CHEEHEET 5, EPMICREST 2854, @5, KE1kg 729 20~40
[EI B BN 2 2[0SO B[R G- L, 12k LA T o/RRICR LTk, RE1kg 72 U 25~50[F
BR¥ENT 2200, 3mSR B &S5, | THD,
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V. BEICEI SIRE

@/NRESEMAIRABRE ZxHR L LT EIERARER (557 —4 : 3ABR13400/%— FA)

BT A

FHXW, HER

AR A

ANEESE M AGHABEZ BT L EHIH FERIE FOREMK OO

ES

NFEE AW ARRE LB (67Am : 2501, 67%~127% : 26/)

TR AE

< 12ELL T BIRT, mfE v FFVITEMEDS 1Y% A O BIE A RAESE
. FVII@% |OBEZE A 503 LL D H D
[ S RS AV AR LN =X O R N ))

7 BRAN L TE

-ﬁuﬁfAU%@Hjmlrﬁzr%rﬁé DD HD
o I/ REAE - (/M 35100,000/mm3Rii) Téh b b D

571k

AAI25~501U/kg % W 2[R DL 4% 554~ 2 & #i e 1k % 6 L 7=,
M (A7 V) —=> 7 HE %2 &) 13/6~8» AME L,
HUEEZAETOHME LT,

(F7-, BFEAEMNPI00HLL EE 725 FTHIC6~121 AR, XHE
TR DD F Tk G ~oz iz wge L Liz, )

R
W& H 200350

A E H

- EEFHMIEE - E I EEE OS54 48F LI R B L 7= 2 i o
HeEEM Mm% (ABR)

C BIREHEIE R - EERRERIET o2 OABR, KFM & OVNFAITR
BeHOIEMERE, FIOAERNELLER N N T 7 R

- ZOMOFMEE : HfFFOIER /2L

C BEMFHEEE - A ERERG, RN (FICxT 564 e B X —,
HSP70IZxI9 5 Hu0K) 7o b

fbT A i

Tl

F 6~ 12D HBRE & B bk, BIT6mEAN DBE 2GR L. FhEghlo
MZ1T5 2 & BNFERHRE SN,
T COHIMIZ BT 2 HZMEOFHIE B IOV T, EHIHEEE R L,

il AR

- TERHEEE - B TEREO ARG HR 8RR LINICRE L e £t
DABR

EHFERILE O G702 B A8 LAINIC R BL L7 it (B4R, M5

PEHIM, ALE 2 LB L Lo To i, £ OMOBHEIC X 5% 5) |

51612361 (45.1%) \ZEFHS3MFHE S e, M= (hjfE) |

0.00[E], ABR (H4ff) 1X0.00[E/4Tdh -7z, HIMEHEL TABRIE,

T B 6~ 125 & AN TOAT A TORm 272,

EHARBEED T IRG LA LIAICFEE L= H MmikiR

Gk A A 6~ 127 At
(7 2 —7fdi] | (77— fwr] | [ EEHEE H ]
(n=25) (n=26) (n=51)
ABR, [Bl/4
i 1.88 0.00 0.00
[Q1. Q3] [0.00, 3.97] [0.00, 1.96] [0.00, 3.95]
SapI IR
i 1.00 0.00 0.00
[Q1. Q3] [0.00, 2.00] [0.00, 1.00] [0.00, 2.00]
&t 28.00 25.00 53.00
Hif L7 o 7=
BEH. n (%) 12 (48.0) 16 (61.5) 28 (54.9)

Q1 : 1AL,

Q3 : F3MUs AL
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V. BEICEI SIRE

MR (Fe)

- BIRFHMEE H : € FRESh o2 idABR
BRI 9T o iy s & v, A OABR (FRfE) 131.90
BlI/ETH-oT-, T/-, HIL LA mBEOE|E1345.1% TH -7,

EHFFEEEDPICHEE Lo KR

GR A Ff 6~ 12i%Rf At
(7 7 —T1fghr] | (Y7 70— T fgar] (RISt E H
(n=25) (n=26) (n=>51)
ABR, [A]/4
i 2.03 0.93 1.90
[Q1. Q3] [0.00, 6.02] [0.00. 5.77] [0.00, 6.02]
H . [A]
R 1.00 0.50 1.00
[Q1. Q3] [0.00, 3.00] [0.00, 3.00] [0.00, 3.00]
aEk 52.00 45.00 97.00
HifiL L7 oo 7=
BEH. n (%) 10 (40.0) 13 (50.0) 23 (45.1)

Q1 : F1USNAL, Q3 : 3L

« BIRFHMEE B« KPR OVINFfR o 1k i 2

BRI PR ST, MEORFN (65%) DOHTH -7z, KE

W T C128 O 3T, TR o HimiE7Ze < oML iX e -

7oo TG B, AFIZ2E, AFF2,500IU (108.71U/kg) #5 7= (H]
(Fffraf) 121,000I0, 4% (Firtz) (21,500I0) , FofrH oo 1k i 8
X TRAF) EFMBiS T, FITRERIZ445 CTh o7z,

- BIREFHMEE B : AENEIEROFVI 7 78 E

ARAEI R GRER AR T o 4@ O RIE O FEHE) 1%, 6 ARmEET
1.63+0.31kg/dL (T 9fE : 1.62kg/dL) . 6~125%#F T1.76 +0.42kg/dL
(HFILfE : 1.80kg/dL) Th V., RERHIBI P I KE B idx o7z,
GEAT TVIL SEMEheEIc B3 2HE 1. mMPEREOHSE  (2) KR
BRCHeRE SR E @QER 5B OB

B H1%42~545[ICFVIL ks 7 73R B2 JE L7 14B12 B80T, 2IU/dLEA
ORI 2 MiFF L CW e EBRE 0BG 1T, 6kt T71.4% (5/7
F) . 6~12mWAET100.0% (7/74]) THo7=, F£7=, SIU/ALLL LD
FVIR A MedRs L TR OEIG 1L, 6mATmifE T42.9% (3/761) |
6~125%FfT85.7% (6/7) Th o7,

c ZTOMOFHEER : HIfLFREOIRE

ARERIART T 97D L (T 72 H i R B S TR o AMEME H I T B
V. b HILOZ Do TEBALIT R G R IE) 12x%F L TARAINN 13401 5- &
Nz, IbMIcBE L5 mEIT1IE A 650 (67.0%) . 2 264
(6.2%) T. 87 (89.7%) D HIMITAK O2[ELLTF O H Cikifl L
7o E72. 160 (165%) OHIMIIARIOBEZ21T5 Z &7 < [BiE L1z,

- Zatk
BIERNZ. MR R H . 6mRTfRED 16 (2.0%) 1211 (£ 9
FERE) MRRO BTz, ARBRICIWT, EEREWEM, &EHIEH], BT
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ARICE T SR

mR () BUTHE S -o 7z, R P ICFVINC &5 A v b B2 —D3HIT

RO B o T, FIHSPTOHURIL, 1B TR—2F 1 VRO B

SRR 2 L Ir o T,

MENTORBHEL AR, B, 1R E1kgX 72 D 10~30EBRHEAL &2 B 575 73,
BEORIEIZIE U CHETHEBT 5, EMNICEST 5546, @5, RE1kgH4 720 20~40
[E PR BAL 2 2R SO BRI G- L, 125k BL F /NI LTk, KB 1kgX 72  25~50[
PREALZ 2], M3EIIBEKEGT 5, | Thab,

2) REMHER
(V. IGRICEET 2THE 5. BRARR (4 BEERIRUER D A EREERER ] D% EVEICE
EIRARCAE RS S

(5) B&E - FRRERIGHER
IR RS L LT A MERGERER 2 52 L7- GEshT — &) o BBERIT TV, RIS
HH 5. HREGE (9 MGERRER D ARG @) OHEEMR

(6) A mEIEA
DERABRGERE (—RERKERE. FECAERE. ERRELRHAR) |
HERTRT —FN—AHE. RERFTRERABROANR

FERAERE

REMMFEE | /v b B2 —RAELSORWERTARD

" MREEE VI R Z BE 2R L LT, AKF DL MK OH %

Rt 2HNET 5,

c XIRBE  BREBRBEBEICE W TR O G A5 1) 7= ik B [E 45 VI
KKz BE

- HEEBIEL : 200 il (LTG5 & L 0)

e 2D H B 12 L FO/NR o BESEFIF : 50 4

=aRTHT

R LB - 2 4

- AT s

< BERHIRT - 201646 H 29 H ~ 2019412 H 31 H (846 % H)

< FEWEHAR] : 2016 4E 6 H 29 H ~ 202243 H 31 H (5495 H)

DAERBFHELTERFENDABEXIELER L -HE - ABROME
RN
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V. BEICEI SIRE

OEIOLi:!
ABR129543— FB, 73— FCR U S— Bk 551 O i A2 381F 5 1
- B - 28— FB&R UV S— | Bl G- 31 E I T REIE DM T o 726245112 39444 0 H I A3 FE
D HNTe, EAHMIFERE T EEOBRHMTH Y . &b HIMOZ - -5 IEREE TH -
77o IR RITFAG ATRE Tdh - 72383 D HfLd 5 5., 2961F (77.3%) 2% [FEFICEAF) T
TRAF) THY., Fio, 3940 HIMD 5 53431 (87.1%) (FAKIDO2[ELL N OF G- Tk L7,
TEGIZRT 5 — A= ) OREEAER IR O FHRfE1 X 1.98[8/4FETH - =Y

LR LS
Rt | e
g | ST sk g B SRR | R

EHREE (6241) | 394 383 |91 (23.8%) (205 (53.5%) |72 (18.8%) |15 (3.9%)

10BN I2MFDRFI . K OI8FIZ 260D/ NFAT 23 T 7o, FHEIAREE TdH - 72200/ NFHi
EBRLS TRTOFC BV CTUEMAE B3 230 IR RAF) XL TRIEF) Tho7Y,

et e Re20166 (9.7%) ICEWERIAREO bivie, FEI LIZIERIZ, Sl

EEZE, Bul, TEAEMIEIE., FEIMET LV — fPR, RERE. BE. &M, AW, £9
FEIE M ONIRL 2341651 (1.6%) Tdh-o7o, BHERBIEM L LT, SMELAFEEN1IBNIZEED i
7o BEHIEFITEMOFHEEZEN 1B TH - 72, FELHNTERE ShRoT,

x1: /7%= RC + 73— Bk 5121
%92 1 %= FB« s8— R C « 28— Bk e 511

FilioES

* RFIMOER « RLREL O SUIFRAI) & 23 2 AR T (FRRETIN OIS T
T, FEAREOHEROEHZ D > FHIRRSUIEAASEOZERRETAEL D D
o (BRREMT, B, BASAT, BIEREHAT ST MUBIWT 2 &)

CNFIROEE - EHREK O SUIPPR B 2 Z L2V T (RIS R AT
fir) (s, Mg UIBR PRI SUZHAEIER)

_24_



VI. EMEEICEHT HIEH

1. REZPHICEEH S LEMRILEHE

R PRI

MIEEEE BN -, A7 b=7 77y (Blaffiz, RkekT) . 27 hars 7

N7 7 XA (Bl fRaz) AV UAY ha s ATy (Bl fiz) o vYa s ha s T
7 (Bafiz) . =7oar harsZ 77y GBla-l#z) VA7 ha s Ty XA

v (GBis T

M#az) w7 vary TA7y (BErEz) . ywes has TATy XA

(Blorfiaz) . €7 hay 77y (Biof#iaz)  =77xY 7 baz 7rry (&

{5FHHHA 2
EE - B

2. RBEER

)
D& HALEM DNGENTNRE L, OB FIRLESZRT D &,

(1) VR FRERSE - EFRMSR

VEREL -
TERHE -

HHLEBAL
1L R ] B VINA] - 2 fB B ek U i oo i i e B VIR F- 24 5 Z 212 kv
iz 3 50

(2) EhEZET 1T SRR
Din vitro AR

ARAN D

T (O0ft) 2 & EE SRS —BHEIC K D vy T EIZHE LR, AAID

in vitro \Z B\ DEEETEE AR S N TWAY

@in vivo FBR
HEMEIMARA~ 7 ZZBT AAKIE 47 ha sz 7Ty (RFEKRT) OFEMED D
1E i Zh F D b
LR Fe i E O LB 7L Th 5 AT 7L L EHRMFTEREDO HILETF LV Th 5 THik s
ETIIEBWT, ka2 47 oy 77y L LT,
ik HEYEMARA~ 7 A (THE200C, 8~12#R) ICAKIXIIA Y N2 Y7y i, 2k

FES

EFILRER CIXRB OISR 12 % 40IU/kg %2 SAFHIRD S % 5., PR 555 L5
TIX RO 245 BIRTIZ 40 '1201U0/kg & 2§k B 1t G- UTe, & 5-550 1% I E 24K¢[H]
BT~ T ADRE eI 5 20mmONE CYIKF L C, Mk & 155 FERE L C ki &%
HIE LTz,
BMEETLVONTIOHEICEBN TS, AFRELNAZ ha s 7A7 7 HOKMLED
ROl (KSR ISIERRE CTH Y | RO LM BICHEH AR a EE
RO LR Do T2,

Fo, THEGETLOWTIHOHETYH, KARELOA 27 b2 7A7 7 O KM
BICHEFRRAEETRD o7,

1201U/kghE D Kif D 1%, 40IU/KgREIZEE LT B A /R L, ki zh Fn
RO LN R INLEE R EN AR T ThH o728 1L, SHERT
o7,
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VI. EEEICEAT HIEE

EMETIL (HOBETREEZETIL) ITBTFA3ARFIRIEAY Fad 77 7DkmE

(ul)
1,200
1,100 p=0.6456* — FRRfE
1,000 — 1 * : Mann-Whitney Test
900 n (non-parametric)
800 — p=1.000*
1 A
g 700 N
fm 600 . ad
E 500 . R K
400 ‘ as s E¥xmBOELEE
————————————————————————————————————— e (BATITI R0
300 - s, : i B DFAE)
200 - ~ a1 - .
0 AA A AA A
ARG A= FyPIATPNT7  FUPATA=% FHNIATTFPNT7F
HE 40 40 12 12 (IU/kg)
FHIREETIICEITERARBIRIEA Y bad 7L 7DkhE
(ul)
200 p=0.4249* p=0.8498*
1,100 — 1 ] — thfE
1,000 . B a % Mann-Whitney Test
900 | “ (non-parametric)
“ -y a
800 aah .
% 7007 » X \
fm 600 - A A i
B 500 at N
400 - B M A IEEXhEOEEE
300 T S (FERTTAD
7 . KB OBANE)
200 — N 4 i
100 = it :
O AA Al AA
FYNAGA=8 FYNATFNT7  FYRITN=& F9bITPNT7
RE 120 120 40 40 (U/kg)

KW EHRE O Lk

HEMEMAIRA~ 7 A (KRR 1IBEBIL, 8~12MMR) ICAAIXIZA Y b= 777 40K
1201U/kg % B RN G- L, K EhRe 2 300 U7, M s VIR i BE 13 A R R & 0 )
E LT,

ZDOREE, AFDOAUCan/D (BALKEH 7= O 58 THITE L7-AUCoun) 1%, A2 b2
TNT 7IHART, RHEFET20%m <. MR TI%IRWOATHY | HREHEE (tue)
R ONEEHRE R (MRT) 57— 2 DIEbo& 2METH L, FERBRETHDL Z b,
MATRA~ 7 ZZBWTAF E A Y hay TA7 7 [ ZABREOrFIRIREZEEL L 7- 542 &
DR ENTZ, MARA~ T 2B 5 METrFVIIEE X, £ 7 VR Tolkmah E (ki &
L) & RksteafHB LTz (PK/PDAEEY) .
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VI. EMEEICEHT HIEH

AFIR(FAS +Fasd 7ILT 7 40RU120IUKgEEIEIRAZR SEOEYEIRE/NS A —4

Fr vay Fr vay
RTA=S 4OZI'§U%/IJkg TN T 12(§§ikg TNT T

40IU/kg 1201U/kg
#e 5 (mIU/kg) 46,713 40,740 139,687 113,383
tye (hr) 7.67 7.62 8.51 7.12
Cmax+=SE (IU/L) 1,234+30 1,092+ 60 2,929+296 3,212+268
Cmax/D (kg/mL) 0.0264 0.0268 0.0210 0.0283
AUC24m/*=SE (IU-h/L) 10,667+307 7,770+211 28,082+656 | 23,949+527
AUC24m/D (kg-h/mL) 0.2283 0.1907 0.2010 0.2112
V. (L/kg) 0.04229 0.04938 0.05272 0.04377
CL (L/kg-h) 0.00382 0.00449 0.00430 0.00426
MRTaan: (h) 7.43 7.36 8.14 7.44
Vs (L/kg) 0.04185 0.05089 0.05146 0.04311

BREAWEE] - n=5

tuz : TP, Cmax : A MR, Cmad/D 1 BAAREH 72D O£ 58 THIE L 72 Cmax.
AUC24ny : 24FF[H] F TO M HREE — REETHEAR T ifE, AUC2an/D @ BAIAEH Y O 58T
fHIE L72AUC24nr. Vi@ AT OB EME, CL: 7 V7 7 A, MRToan : 245 & TOF
VI REIRE ], Vs @ ERIRRBIZISIT 2 A FE

(3) Ve FEIR B - Friuir ]
BHERR L
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VIL EYEREICET HIER

1. MAPEEOHTE
() BaELEDGMPEE
BN -y
5E A EX—DRWNAIFREE ST HIEMEETA BT 4 2 20134 4EZThRYY - 2015
FEAHE Y
BVIA 1 LEEFE (AL =AE (kg XBEEE—ZKR-L~L (%) X0.5
®1 AMHOoHTEX
s Himp—2 . "
HA L 57 N RO %
1) AP i AR T D E R 2 DN B, 4
2955 20~40% | FHIZIEIOA (B, 1) . ErE D BE ML = O HEICHE L T
H 40~80% =7 KT L ULm40%LL EIC | 1T, 7eks. AMEICBEEER AT 5 5

T 5 X 9 12~24 5 412 H ifE
Wk B, D)

BITIE TEHALE - NFIF] DI -
THIFERIEEAT O,

2) AP I
(BRERR LASL)

BEINHMICHES S (CL V) o

SUWEHNIRET DL R 2 LN D

3) NG Hi i

80% LA L

DI T 7HRF L UL E30%LL
Rz k9 I ek s 2 &
< (C, IV) ,

JFRIABEIRFE & L CEH 2> (B,
M) , BEIE FHTICHE U CRRoclE 2 @)
LTHEW (C, IV) .

4) FIHEN Hfn

EREHMME, OE

IMEL DERE

20~40%

40~60%

JRILE O 2, 1 N#EETHN
1., BE— 27 KF L~ E20% LA
bz 2 X o 12~24FfB = 1T
HIERE A E T (C. V) o
E— 7 ®F L~ E40% L) I
T 5 & 5 12~24f B X 123~7
HE (C. IV)

T % %9 AEE1IA15~25mg/kg % 1H3
~ 4[N R 2>1[F1 10mg/kg % 1 H 3~4[R] D
BrEEFHLTHL I W (CL V) o 72
B, HEXEME, OB/NME, oBRET
ITREI R 72 EDZF O WA LN,
ARz EEST 5 (C. V) .

5) HALAE HiM*

80% LA 1

FI7HRTF L E40%LL I
o X 91T 12~24FF B =12,
11t UC % 3~7H Wikk: (C.
IV) o

THALRERERN LIS LT Z 05 iEICHE
U2, BIHFHTICUE U C Rl 4 2R
LTHEW (C V) o ABRICTTITV,
JRAR DR ZAT Do

6) HEOBEND LB HIICHE T TITH (C, IV) ABEIZTITS (C. V) &
Lo R R Tantiing
7) BT i JRAANEE FOEEEORN N B 5 A 1 R0E H i o
MR E 2 MAECSH | 20~40% JERITI UT12~24FF 3B 12 | MimBIEICHET . AR EBET 5,
N ] 1~3HM (C. V) .
8) L JRAAR T JHATALE & N T XY AEE1E 15~
3% 1 1fn. (R 20~40% JEMRITIG U T12~24HFR 3 % (2 | 25mg/kg% 1 H 3~4EINARA>1[E]10mg/kg
1~3HM# (C. IV) , Z1H3~4RIOEHFEEZELET D (C,
V) .
9) WHRAYIM IR SRR LERENR & 20O DK (DWW I3
3% 1 ifn. PR ey 40~60% SERITIG U C12~24Ff B &2 | 1K) &ITV. REMRBEEITH, FTxF
1~3H[H (C, V) | T ABOFERITER (C V) |
10) BHZEANH M * 100%LLE | BT ZRTL-LEB0%LL EER | ABRIEHE L 55, FRiEnEE L
Sk AR ELTARBBT | (C. V) ,
%5 (C. V),
11) IO OEEEITEE | 50~100% | HELMC1EEGHEL ., LB | CTAF v A CHERNHLAEGE S

CCCTAF ¥ v &4T 9
V) .

(C.

NEGATHL2AMITERR BT
5 (C, V) ., YR DOFHEAHMDOF)
IR 22 B R 2 2525 2 LB 7w
DTHEEEET D,
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VIL EYEREICET HIER

12) B 100%LLE | h T ZRF LUV E50%LL B | BISIFATICHE U R 28R L TH
DX he EbTRBET | v (C. V) . ETFEOFEI CliifiE
%5 (C. V), W& B =k A MEFERREORIEIC
BET 5.
13) 4ME : T WM | AR, R FHMm, S O FERIES | BERARIMELSMIARRRRE TS (C.
Al #L 5, v .
ENLISL* BIFOMAREICHELT D (C. V)
14) =y oX— A2 b | BB (EE) ICHETTIT ., BICABRA R SE (C, V) ,
JiE B
FEPEOW LRI, FIXEMEICHERO LT TX A Hig~DABRNEE LU,

&2 Fif - WEIZH T HFEFERE

T - AL e — 7 WA L~L BANEGE DT ik
1) ERHEY SR FY AEELRE 15~
Pe o UIBH & JFHIRZE, kR | ki NEECTCHIE, 12~24HF[ | 25mg/kg% 1 A 3~4[EIN A1
b WA HNIE20~40% BEICHMERERE T (C. | 20mgkg# 1 H3~4E D §HiED
v) , HB5~10H M, FITMiFEEE
W, £721%| 50~80% BERNCIF O A, FBZISC | CfEE+2 (B, M) , RTE
UIBR AL S s TE—ZRT L~ %E20~30% | 721X 72 PR R R IE IS HELE
PLEICZ2 5 X 91~3HM (B, s (AL D,
m) .
2) BRI 20~40% FEHATNZ 1A O A, EHMAEE | BEHFIRZOEAE T, FAMIC
E{To TWAEEICIE, WER%Z | A LD,
HZERIEDO HIZ/ DR EbE D
(C. m) ,
3) KREALE - T | R3ITHED, PARBEAORE LIRIE DA, T
it IZHET B,
4) PHEIFT 100%LL k. FZ 7RF LV %E80%LL BT | FifilmiE 2 Al & 42 (C.
ok o5ics~10HE (B, |1IV),
M) , Z=0O#KI1F2) BEFIEENIC
5,
5) BAME - BAMa (0> | 100% L4 E FT7RF L E80%LL B | Btk 2 HAlE 35 (C,
A& List) - B ROX DI5~10H M, BTk | IV) .
HH7p E O R T 7RF L E30%LL EIc R
BT Tl DX H3~5HMEL TR E
< (C.IV) ,
6) BH/L - KENRZ: | 100%LL E FZ 7HRF LV E50%LL BT | AT RIS I
EoFh ok 21Th~108/M, LIBRIT N | =X U 7 &7V, LEIZST
7 7HRF L m230%LL BT | THR—F X TBEME@EZIT 5
Sk 93~5HMELITEYRE | (C. V) *,
< (B, II) ,

R LHRIZE D ER—F AGETOZET VA LULREN (ITh) 23, FlffEfmiETOTET v ALERBINTEY
EHLHEBIRLTH LV, b T 3X T ABOMERIIAREMNEOIMIEZ T 5 f ettt 5 5 72 D E A B R oo &
ISR E LTI b, AFFERRSHTEZLL D,

=3 BIEBUWE - INFWMICH T HHEFTEE

FfTETO B
v — 7 KJ+ 1~

BNEE D7

1) BAfiZel 20~40% MBS UCLE (C, V)

2) NEHEZEH 50~80% 12~24K B X 121~4H (C. V) .

3) BB - TEBE(LE NS A 50~80% AR L. BALE 21T - 2855 1L IS L T12~
AR 2B = IC1~48/ (C. IV)

4) AR 60~80% MEE T TR 7 7R L 230~40%LL EIZfRD &

D1~4HM, FFmEaziToTb iy (B, M) ,
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VIL EYEREICET HIER

5) BRI A2 HE B B OBhREE 20~40% MBS U TLE (CL V)
il HLERIRD T —T VAR

6) HN— FERE 80%LL I MBS U T T 7R LU E80%LL Ficfg> Xk 93~5
HRE B, ) ,

7 AT —F v, TACE, 60~80% VBTN UC12~24B B & 123~T A M, ALE % Fikcin

mEEY e s EEIT->TH X (C, IV)

8) bk GIBRHT 80%LL E T 7RF L E40~50% IS X H5~TAM, £
7=, b7 XXV AER1EI15~25mg/kg % 1 H 3~4[ENR D>
1[E110mg/kg% 1 H 3~4BI DO FEE M FEIEICOH L TH
Fw (B, M) .

9) i A AT 60~80% JERITIS U C12~24F s & c1~2H/M (C, IV)

10) MiRZEHT 20~40% FheE% GEEHRD (21RO A, EFMFTEIEEZIT> TV
LZHAICIE. BIFR LWMERZ25 K Abtd (B,
IH) o * 3k

¥ k5 WIEREOLEIT, ~N ABITARE (B,

) o EE~PEEIEDBH DL,

HEOS/SNY I A Y

NgET 77 EASZ y belT 5 (B, 1) , EIREHTICET 53y 72T, mikid A~ (C V) .

IETUVRALRILRVENICEDV-EEDT L—F

e NN R NN
P T BT A P T T4
A la | BEORFALLENED | B b | 55< L b S0 mRR
AEZTFI A UiE
b | SR<Eb SORIEAL M| FERWETT (k-
e B - SEBIBTD)
B Ta | SR< b 0REER|  C N | SEROWE - B R R
[ 8
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VIL EYEREICET HIER

Q) EgRERBR CTHER SN RE
OHE# 5B
SEANCBILIAFEAY bay TAT 7 (RFeHE T) O BREE LR O SEYEIRE O ik
12~655% DIRHIED & 2 ME N FIE M ARABE  (FVITEYE © 1%A5) 2661c, AKX O F=
7 77 750lUKg (CSIEP*IZHAD #h-8) & HREIRNE G- L, #51, 025, 05, 1. 3, 6,
8. 24, 30, 48WF[H14 D MATHFVINEFE 2 A AR E A & OVEEE—BAAIC CTHIE L7e, miflof 5t
(23 B UL E ORI 2 @ -, AAIOMAEFFVIREEHERI L, AR E R (EX) | REE— Bk
() OWTHOREEZBNTHA Y hay 77 7 IR TORCEWRER & 7o 727,

e APPSR (tma) O HRAEIX, AFINL A b3 F 77 7 HICEEE—BE THIE
L7-35A8150.4205 (25%) . AREEIECHIE L7-5A13067THE (404y) Th-o7-,

oD o B El— b
(IU/dL) SRENE (U7dL) RE—EE
1,000 1000 -
3 —— 35— A ] —~— ISR YA
AR NATFLT 7 ——FO T FLTF
i BT F9fE £SD BFES{E £SD
% 100 &8 n=26 gwo i &H n=26
ho e
-] -
VI Vi
&
1 T
= 10~ = 10+
;-4 B
LLOQ
1 ’ - R A e e
T 1T T T T T 1T T I I
013 68 24 30 48 (R5R9) 013 68 24 30 48 (w5R9)
5 %EFRE RS EFRE

LLOQ: ERETBR

*CS/EP : BONHERTT (EP) (CHEML L7 B R E L (CS) THIE L7-Forn il &5 < b5

H A N\ BE il AR A B 381 2 IR E S VLA - (FVID D ifi R e & SR EhRE N T A — 4
FE BRI FRRERIC I 1T 5 B AR N OB MARARSE (FVITEME © 1%AK0) CTEMizREE
AN DN 5 B Y EHEEA G- S 7= 4Bl2 351 5 AKI50IUkg  (FEEED 5
i 1 51.1~65.81U/kg) # H[EIFFIRNE G LT-BEROIEMENRE T A — 21T TF D LB T, 4
ENBE & L CREREWVIAL R T2Y

BAARUSNEAEEMRFAEEIZH T2 EERSEROMBHALREDEYBIRE/ S A —4
NEABEOT—2FLERE THEACET5EYEHEOLER] OESER)

HARAN SAEIN (n=26)
RT A=K (HfL) (n=4) AH F7 vas
TIVT 7
AUC (IU - h/dL) 1,850 (34.9) 1,890 (36.1) 1,580 (39.9)
Cmax (TU/dL) 136 (12.0) 130 (23.0) 136 (23.8)
tyz (h) 12.8 (23.0) 13.8 (28.0) 12.0 (28.2)
Vs (dL/kg) 0.527 (8.39) 0.511 (31.0) 0.521 (32.0)
CL (dL/h/kg) 0.0297 (30.7) 0.0265 (36.1) 0.0316 (39.9)

BATEEIE (%CV) . AREEE
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VIL EYEREICET HIER

125 LL T OSE N FE AR A 1T 361 2 i P FVILR B O KB e ST A — X

FVIITE 73 1% A D M E AN EE AR ABE 1561 (6 AR 23661, 6~12m2310%1) 12
AAIB0IUKkg & 1~1047 BT D7 o THARNIL G L 72 B oD M P FVIR 7> & B U 72 3 8)

HE/XT A — X %, TR CRIIRE TH o727

BEZSROMBEHFILEEDENHE/ NS A —4

T A—H (HAL) 6 ATM (n=5) 6~12i% (n=10) 2K (n=15)
AUC (IU - h/dL) 1,330 (29.4) * 1,160 (34.7) 1,200 (32.8) **
Cmax (IU/dL) 74.2 (40.5) 79.8 (23.5) 77.9 (28.7)
tiz (h) 11.8 (27.0) * 11.9 (16.6) 11.9 (18.9) **
Vss (dL/kg) 0.636 (20.6) * 0.761 (28.6) 0.723 (27.1) **

CL (dL/h/kg)

0.0368 (25.1) *

0.0432 (34.8)

0.0413 (32.2) **

SATFEIE (%CV) . *n=4, x*xn=14, AHIEEE

OXBEHERER (2% . AEAEELARARE)

VI 3EpEhfelcBd 523 E 1. mMHPREOHRE (2 KR CHER SN HREE O
Ha & G535 AEANCBTABIE A7 bas 77y (WGEKT) OHEREEROIEY)
BRED L | IZB I LI BE 266D 5 B, 1961536 4 A LL EOKER S (20~501U/kg % 12
~3EIE GO EMMFARE) & T Lie, AFI50IUKkgDOAEI# G & 65 A UL ERER 5%
\250IU/kg % % 5- L 7= R o S sh e X ke nldE ch v . mIEHFVIRE 265 A Mo KiE
BEDOEBIIRD SNInoT2?

LEULEONBEAEELRBARE (196 ICHETHRERURERGEZOIZHFILEED
EYMBENT A4

RT A=K (HENL) FAEH G a5
AUC (IU - h/dL) 2,010 (31.8) 2,050 (36.3)
Cmax (TU/dL) 127 (18.6) 134 (15.0)
tiz (h) 13.2 (28.8) 13.8 (28.6)
Vs (dL/kg) 0.467 (15.8) 0.468 (21.2)
CL (dL/h/kg) 0.0248 (30.5) 0.0243 (36.3)

AT EEME (%CV) | ARUEEE

<% . ERNEIE [BBR12954 (ST — %) |
(gohr—4) 1 >

KB OAERNEIE (A REEETHIE) 1[0\ T, EEMAHRARE 626 4 X2 Izt LT
WEANEE U/ MAR GRS (GRBR12954 « /X— FB) Tl ‘FENREREALARFIZ2.42kg/dL, R
IRf J ORI T IRFIZ2.40kg/dLCh 0 | BT OB ARIED D& TR E TR E 22T A LR
Dotz [EERILE G /ARG AR GRBR14319) Tl FEME N BRBI 46 22.07kg/dL X%
OB THFIZ2.16kg/dLThH - 72V . & B2, 312954 « 73— FBR U ER 143190 0 5
FrZH T D AERNEIEROSEEITRED LB 0 T, REBRBALARIC2.25kg/dL, BRI TR
2.26kg/dLCTH VY | I LM OB B TRFE CRE B bIZA BN h 5T,

B, GREEECHE LG E L EE - BECTHE LG a RO ETh 72, Fiz,

BEVEHRE O /N AR AR 2 x5 & Lo sh B AR ER AR SR (RRABR13400) (Z351F 2 41K
B (GREEECHIE) TREO LB, 2O FEHE2?1.69kg/dLTH Y | 6k

RBR14319 (FEREILFEER) . #BR13400
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EWENREICBE T 518

e TIE1.63kg/dL, 6~125%FE TIE1.76kg/dLCTH - 72"

(FEFEOFEMT TV, WRICBET5HE 5. B

DIHZM)

EHMFRFCEICE T S EAFREIRE

(4) BREERJRAER 1) A 2D PR R RERER |

125 2L L /N & OV 125% LA T D/ (4RI E O -15)
(n=121) (n=50)

B A iE T 6% AT 6~ 127% At
JiE L 115 95 25 25 50
AERNIEINGE, kg/dL
FHE = SD 2.25+0.62 2.26+0.76 1.63£0.31 1.76£0.42 1.69+0.37
i 2.25 2.22 1.62 1.80 1.73
i 0.2-4.6 0.5-5.6 0.84-2.25 1.01-2.62 0.84-2.62

7ok, FVIOARNEBEIRIZLL T O X 9 ICEH L=,
AEHNEINE (kg/dL) = [#F5%OFVIEM: (IU/AL) —#5RTOFIEMY: IU/ML) ] X
RE (kg) /#5= (IU)

O
AR L

N RE - GAEORE
YR L

. EYERER/ANTA—4Z

() @t A
HYEHE N T A — XX, HEWEREMAT Y 7 b 7 = 7 WinNonlin (Version 4.1a: Pharsight
Corporation) } O'Automation Extension (Bayerfh) #HWT. > /3— kX2 hET )L
Frick wEH L,

(2) AR FE T 3
AR L

(3) HKEE T
PR L

DHoIUTF7I3UR
12~655% DIGFEIE D & 2 4 E N EIE AR AR (FVITEYE : 1%AK0m) 266112, A#I50IU/kg
ZH[EE G LIZBED 7 V7 Z A2 (CL) OEEHE (%CV) 1, 0.0265 (36.1) dL/h/kgT
ot
AARN DR N B MARARE  (FVIVEYE @ 1%A0) 451 A FI50IUkg & HAl# 5 L 7= O CL
DEAEHE (%CV) 1%, 0.0297 (30.7) dL/h/kgThH-7=2 .  (MIETFVIEE 2 & L E E

TRIE)
( [V Ep@hielcf+ 28 1. LPRECHE (2 KRR CHRAINMPRE] O
HZ M)
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VIL EYEREICET HIER

(5) TR

12~655% DIRHEIED & 2 4ME N EAE MAHARSE  (FVITEM: © 1% AR5) 266112, AHFI50IU/kg
Z HE R LIZBROEFRBICE T 2 0058 (V) ORMEIE (%CV) X, 0.511 (31.0)
dL/kgTH 727

AARNDRANEAEfLAHARS (FVITEME © 1%A0) 461 AFAI50IU/kg % HIEHZ 5 L 72RO Vs
DEMFEE (%CV) 1%, 0.527 (8.39) dL/kgTh -7, (MHETFVIRE & & pl AT

W)
(VI SEHBEICBT 20 1 P REOHD (2 BRI CHER S Ml o
HHH)
(6) Z Dt
MR L

3. B&H (REaL—Lav) @G

OF Liv-i
BB L

QIS A2 EHER

REERRL

<% NEMERIC L 58 sl OYKE >

EINF AR BRS 3 ER  (RA5R12954, RBR14319)% O%kER13400) 183D BIEWERE (1~615%)
XD RHEMBATICRE W T, RIEZEOEEBIIRD b ho7224Y | Fio, HFECBE LTt
12~ 1T D/NRPERE OEREH 720 OG5 & THIE L7ZAUC (AUChorm) M UCmax (Cmaxnorm)
IR AR (18~655%) LIAIFRE THoToM, 6rkAlili K U6~ 125 A D /N ERTE D Crax
LOAUCIHEEZ /R L TEY . REEMBIZBIT D2 OMARORBENEET LI EEI DN
77

ST, KFND 7 VT T ARODHERILEE (KEHE) Lo TEELZITH I ENRIN
Too ZAUIE, (BEE (RE) ICESWEREGERTEICL Y ERMOBREEOEENIME NS D &
Ezbhb,

2B, AFNIKARFIFIOBIR FHIR 2 7 287 TH Y | FFEEER OVBHERE DL Z 1T 720 &
BZONDHTD, FEEEE LB EFBFITRT 2 I EhEFEmIL I L0 o 72,

FHEEF R DAUCE UCmax (EBHER U F191E)

(kg-h/dL) (kg/dL)
80 - 4
60 3
E L] ) S
40 ¢ . —— % E )
g . N Apa g < - Onp
< — o o
20{ = o as id ° a
0 T T T T 0 T T T T
<6 6-<12 1217 18-65 (i) <6 6-<12 1217 18-65 (i)
Fip Ei
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4. YR

M L CRAI IR 0 72 3 il R AT %)

5. 9%
R L

AFNTE S MEEEE S VIA T (FVID OBfs 2 FI) TH Y., #IkNEEG Sh b &o+
BN ETHDHI2D, mAaedBRIZFER Lo o7z, 7ok, FUIX, & LTz 3—h A

MIHSHTHZ ERMBNT WD,

<BEB . F7 barl TrTy (WEKT) 8RR —% (X)) >
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KEIZETHRMIXEDOHE (2024F3AKFR)

e KOVALTRY

2tt4 Bayer HealthCare LLC

HEBAEH H 20164F3

I - & DOSAGE FORMS AND STRENGTHS
KOVALTRY is available as lyophilized powder in single-dose vials containing
nominally 250, 500, 1000, 2000, or 3000 IU. Each vial of KOVALTRY contains
the labeled amount of recombinant Factor VIII in IU (3).
hEe X3z | INDICATIONS AND USAGE
KOVALTRY®, Antihemophilic Factor (Recombinant), is a recombinant,
human DNA sequence derived, full length Factor VIII concentrate indicated
for use in adults and children with hemophilia A (congenital Factor VIII
deficiency) for:

- On-demand treatment and control of bleeding episodes

- Perioperative management of bleeding

- Routine prophylaxis to reduce the frequency of bleeding episodes

KOVALTRY is not indicated for the treatment of von Willebrand disease (1).

HiE & VA & | DOSAGE AND ADMINISTRATION

( ¥ ¥ ) | Forintravenous use after reconstitution only.

Control of bleeding episodes and perioperative management (2.1)

- Required dose (IU) = body weight (kg) x desired Factor VIII rise (% of
normal or ITU/dL) x reciprocal of expected/observed recovery (e.g., 0.5 for a
recovery of 2 IU/dL per IU/kg).

- Estimated Increment of Factor VIII (IU/dL or % of normal) = [Total Dose
(TU)/body weight (kg)] x 2 (IU/dL per 1U/kg).

Routine prophylaxis (2.1)

- Adults and adolescents: 20—40 IU/kg 2 or 3 times per week.

- Children <12 years old: 25-50 IU/kg 2 times per week, 3 times per week or
every other day.

EUIZEITDRMAXEDHME (20245F3AKFR)

e Kovaltry

ey Bayer AG

AT H H 20164-2H

K - &5 Kovaltry 250 IU powder and solvent for solution for injection

Kovaltry 500 IU powder and solvent for solution for injection

Kovaltry 1000 IU powder and solvent for solution for injection
Kovaltry 2000 TU powder and solvent for solution for injection
Kovaltry 3000 TU powder and solvent for solution for injection

HHE X IEZN R | 4.1 Therapeutic indications
Treatment and prophylaxis of bleeding in patients with haemophilia A
(congenital factor VIII deficiency). Kovaltry can be used for all age groups.

M5 K OVH & | 4.2 Posology and method of administration

( % ®¥ ) | Ondemand treatment
The calculation of the required dose of factor VIII is based on the empirical
finding that 1 International Unit (IU) factor VIII per kg body weight raises
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ME KR O &
( #% K )
(Fi &)

the plasma factor VIII activity by 1.5% to 2.5% of normal activity.
The required dose is determined using the following formula:

Required units = body weight (kg) x desired factor VIII rise (% or IU/dL) x
reciprocal of observed recovery (.e. 0.5 for recovery of 2.0%).

The amount to be administered and the frequency of administration should
always be targeted to the clinical effectiveness required in the individual
case.

In the case of the following haemorrhagic events, the factor VIII activity
should not fall below the given level (in % of normal) in the corresponding
period. The following table can be used to guide dosing in bleeding episodes
and surgery:

(Table 1441%)

Prophylaxis

For long term prophylaxis against bleeding in patients with severe
haemophilia A, the usual doses for adolescents (> 12 years age) and adult
patients are 20 to 40 IU of Kovaltry per kg body weight two to three times
per week.

In some cases, especially in younger patients, shorter dose intervals or higher
doses may be necessary.

Paediatric population

A safety and efficacy study has been performed in children of 0-12 years (see
section 5.1).

The recommended prophylaxis doses are 20-50 IU/kg twice weekly, three
times weekly or every other day according to individual requirements. For
paediatric patients above the age of 12, the dose recommendations are the
same as for adults.

Method of administration
Intravenous use.

Kovaltry should be injected intravenously over 2 to 5 minutes depending on
the total volume. The rate of administration should be determined by the
patient’s comfort level (maximal rate of infusion: 2 mL/min).

For instructions on reconstitution of the medicinal product before
administration, see section 6.6 and the package leaflet.

AKIENZIBIT DREX TR, MIELOCHEZLUTO LB Th D, ENOARNE O TAHA
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KEDORFXELDFEE (2024F3AKFR)
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary
There are no data with KOVALTRY use in pregnant women to inform on drug-associated
risk. Animal reproduction studies have not been conducted using KOVALTRY. It is not
known whether KOVALTRY can cause fetal harm when administered to a pregnant
woman or can affect reproduction capacity. In the U.S. general population, the estimated
background risk of major birth defects and miscarriage in clinically recognized pregnancies
1s 2—4% and 15—20%, respectively.

EUDRMNXELEDIH (2024F3AFR)
4.6 Fertility, pregnancy and lactation

Pregnancy

Animal reproduction studies have not been conducted with factor VIII. Based on the rare
occurrence of haemophilia A in women, experience regarding the use of factor VIII during
pregnancy is not available.

Therefore, factor VIII should be used during pregnancy only if clearly indicated.

<EBF\F~DERE(ZET H1FHR>
HADEBEFIRTC 9. BHEDERZHETHBEICHTHIE 0.6 RIF IESHh T2
W, KEIRASCE. EURMSCE L 13RS,

KEDORFXELDFE (2024F3AKFR)
8 USE IN SPECIFIC POPULATIONS
8.2 Lactation
Risk Summary
There is no information regarding the presence of KOVALTRY in human milk, the effects
on the breastfed infant, or the effects on milk production. The developmental and health
benefits of breastfeeding should be considered along with the mother’s clinical need for
KOVALTRY and any potential adverse effects on the breastfed infant from KOVALTRY or
from the underlying maternal condition.

_52_




XO. &ZE&H

EUDRMNXELDEE (2024F38KFR)

4.6 Fertility, pregnancy and lactation

Breast-feeding

It is unknown whether Kovaltry is excreted in human milk. The excretion in animals has
not been studied. Therefore, factor VIII should be used during breast-feeding only if clearly
indicated.

<IMNRFEADERSIZET H1EHR>
AANZBEL T AARDE IR NEA~OE G DA EOEZORHMITAR, KED
AT SCE, BUOIRSCE & 135872 %,

RKEDHAXELDREE (2024F3AKFR)

8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

Safety and efficacy studies with KOVALTRY have been performed in 51 pediatric PTPs
<12 years of age and 43 pediatric PUPs/MTPs <6 years of age [see Clinical Studies (14)].

Body weight adjusted clearance of Factor VIII in children <12 years of age is higher than
in adults and adolescents. Consider higher or more frequent dosing in children to account
for this difference in clearance [see Clinical Pharmacology (12.5)].

EUDRMNXELDRE (2024F3/KFR)

4.4 Special warnings and precautions for use
Paediatric population
The listed warnings and precautions apply both to adults and children.

4.8 Undesirable effects
Description of selected adverse reactions
Paediatric population

In the clinical studies no age-specific differences in ADR were observed except for FVIII
inhibitor in PUPs/MTPs.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Paediatric population <12 years

Part A: The paediatric trial enrolled 51 PTPs with severe haemophilia A, 26 subjects in the
age group 6-12 years and 25 subjects in the age group <6 years having accumulated a
median number of 73 EDs (range: 37 to 103 EDs). Subjects were treated with 2 or 3
injections per week or up to every other day at a dose of 25 to 50 IU/kg. Consumption for
prophylaxis and treatment of bleeds, annualised bleed rates and success rate for bleed
treatment are presented in Table 3.

Part B: A total of 43 PUPs/MTPs were enrolled and accumulated a median of 46 EDs (range
1 to 55 EDs). The median dose for treatment of bleeds in all PUPs/MTPs was 40.5 IU/kg
and 78.1% of the bleeds were successfully treated with < 2 infusions.

The most frequently reported adverse reaction in PUPs/MTPs was Factor VIII inhibitor
(see section 4.8). FVIII inhibitors were detected in 23 of 42 patients with a median (range)
of 9 (4 — 42) EDs at the time of the first positive inhibitor test. Of these, 6 patients had low-
titre inhibitors (< 5.0 BU) and 17 patients had high-titre inhibitors.

Extension: Of the 94 treated subjects, 82 subjects entered the Leopold Kids extension
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study, 79 patients received treatment with Kovaltry and 67 patients received Kovaltry as
prophylaxis treatment. The median time in the extension study was 3.1 years (range 0.3
to 6.4 years), the median total time in entire study (main plus extension study) was 3.8
years (range 0.8 to 6.7 years).

During the extension study, 67 of 82 subjects received Kovaltry as prophylaxis treatment.
Amongst the 67 subjects, a total of 472 bleeds were treated with Kovaltry, requiring 1-2
infusions for the majority of bleeds (83.5%), and response to treatment was good or
excellent in most (87.9%) of the cases.

(Table 3%4H1%)
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