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Pharmacokinetics in the treatment of acute joint bleeding in patients with severe hemophilia A ZENG Yan, HAN
Hong® , CHEN Hui, CAI Wen, YAN Yi-jin'. Liyuan Hospital, Tongji Medical College, Huazhong University of Science and
Technology, Wuhan 430077 , China

Abstract Objective: To study the efficacy of treatment regimens under the guidance of pharmacokinetics (PK) for a-
cute joint bleeding in severe hemophilia A. Methods: A total of 40 inpatients with severe hemophilia A, due to acute bleed-
ing of 1-2 joints, were divided into groups A and B by a random number table (n =20 each). The patients in group A were
treated based on the individualized PK parameters after infusion of factor VI, and those in group B were treated based on kilo-
grams of body weight. The bleeding degree, visual analogue scale (VAS) score and hematoma absorption ( measured by B-
ultrasound) were compared before, and 3 and 7 days after treatment. Results: At 3rd day of treatment, the pain relief in
group A was better than that in group B (P <0.05). The degree of hematoma absorption in group A was better than that in

group B at 7th day of treatment (P <0.05). Conclusions: For patients with severe hemophilia A acute joint bleeding, the ef-

ficacy of individualized regimen guided by PK is superior to that of weight-based empirical regimen.

Key words Pharmacokinetics; Hemophilia A; Joint bleeding

MUACHR A J&—Fgt 4 Pk 4 o , iy T2
DRI 5 R L DAL VIS SR P ke = i 5 | e 5 i D
BT, S RB BI05 e i i a1 R
A F AL . A R e L LA DA 5
T JUHIR MO RO LB IC T 4 . TR
SR L2 5 R R O U B R L TR A IR,
ARTFEE R e BT Y , D RE bt L AR, P
B AR TR B i, R, B TR B AR TR
RIS T LA s A6 I B8 R 8, (B AR AR O
T LAY A A AT HELAGRE S . A SCERISFE 2518 F1 2
45 T 0 B A A B AT AR YT, 1
T IR SE A Sk L, D S R A

VEPHBE KX FRFEFRME S —EAFR
*ABAEAVEH  #41 , E-mail : hanhongy65@ 163. com

ARETE

—fR A R 2018 26 H ~2019 43 HATE
Ao PR R[] % 15 2 Bt Ff T A4 el = Bt il W B2 iR
(1) 40 I R M A0 A SHPERGE AFIRS 14 ~55 %7 F-
¥1(32.3 £10.1) %, FiAy B W12 W7ok 55 AL I
KR A Z kT FVIIR I, A5 G AR 20 51T
BRI PR A2 Wb o, AP S B RS (O i
JIF B BRI AE . SR BENLE T R B A
Fr A A B (420 ) ,2 HEE R FEES
5 R IF 288 F0 G ) 245, A o8 48 R Be R 2
RHIZ 5L St

ik A B TR NEE MR V(A2 A
V) T AR AR A BRA F), A% 200 TU/JR) B 56 35 1L F
FL /A% (platelet, PLT) i Ak 35 435 if 175 i



476

Bt [E] ( activated partial thromboplastin time , APTT) . Ifil.
BV A% R TP R (von Willebrand Factor antigen,
vWF-Ag) HEF C(protein C,PC) ¥ I ik KA im
M EENRA,

A 21 B P 2k Tt 258 772 (- pharmaco-
kinetics , PK) Al , 720 LS 20 T, 45T 15 TU/ kg
58 i A1 VI 7 Ik A 3, BB < 8¢ ol XL 0 v e
2 .8 h, =/ ) R A I F VIS 4 AR 4 251 3
T2 AR AU T SR 45 1 R (T) =0.3
x At + log (NI/N2) . Zi ¥k i (NO) = N2 =
(0.5)2/T FRN IR (K) = NO <+ i 7 BE i K1
PEFUHIEEA x 100% JRIT AP H & =20 T + K x &
), R MINE R PK 80T I EE I B+ VI
MR, 1 R/12 h /YT 48 h JE s 2 1 2
AR . (At V&8 1 DX F5 79 0 e 00 ) o g s
[i) 5 N 2 Fi i PR 55— RSN 8 A PN PR -3 1 5 N2
e DR 55 R A AR P DR 4 1 IR YT
(RG] ) o B 2H 88 4 8 T AR d 4525 (15 TU/kg)
1 /12 h 3697 48 h 5l B4 2 IRYERE

HLES 35 AR

LGP IR WHO 8512
AL AL 1 K ( Visual Analogue Scale, VAS) iF
5300 Sy IO 1 ~ 3 S WERBEER 4 ~ 6 43 A
JEYIR LT ~ 10 73 N E RO . BE SR 1 MR
FH WS PR . IRITHETLLSRYT /3.7 d, H 2
HTAR LG — TS VAL B PR AR T, WK
TG LT LAV

2. IMPIRISAR B BT RTAAYT R T d,
%4 B BE AR T A AR I RN DU R H AR
(mm) R BA5 o AR P 00 A R/ IN 8 a2y
B A RS T I AT R VR W A
S5 BV AR S5 1 I P I R T E I 2> 80% ~
100% ;4 % Bk 2> 30%  ~ 79% 5 JoRL BRI s 2 /N T
30% 7,

Yuit a3 R SPSS 19. 0 Giirak ik, it
BVRVR I (5 £ 5) J08 47 ¢ K0, HHECVORMA 7
SR, R X G5, FYOT R RER
FRARGE, DL P <0. 05 HESHGITHFE L,

1 2HEFHERFEH

WRISEEAEAGE 2019 4F 5525 % 556 ]

% R

— A HBEAER K PLT APTT vWF
PC ZEIGRPRTORIILZRE 1, 2 LA A Ff A& 55 H 1L
BEWIER R LA, ZR ERITFE L (P>
0.05) , A Al HutE

XWEIREAE 2 HIAR A BEIRIT TR
JPIE T d VAS P43 Lh B 22 R gt L (B P>
0.05) ;1M A 2Hify7 )5 3 d, VAS PEAMIRT B (P <
0.05), %2,

k2 2HBTH.E VASTELAEML  (4,% )

28 3 1] AT AT BHRE3d wRETd

Azl 20 6.45+1.05 2.55+0.51 1.45+0.64

B 20 6.75+1.02 3.65+0.81" 1.65+0.67
E: 5 A4k, P<0.05

o B EE UL IRYTHT,2 AL A A B L

PR/ 22 SIS B X (P >0.05) , I3k 3;
RIT 7 d ), A 4R B 2H i B SR 00 ) ok 95% i
70% ,A 4T B 2H(P <0.05), L3 4,

®3 2HABFRTAHMER [#1(%) ]

wH 4l 2% e ~E
A#m 20 3(15) 11(55) 6(30)
B 20 2(10) 8(40) 10(50)

k4 2UEFMMHREE LR
R A% RH BAHE

28 31 ] (#1) (#1) (#1) (%)
A 20 13 6 1 95
Bz 20 10 4 6 70°

E:5 Ak, P<0.05
it oig

Ham, EALM AR A G IF M T H i 1Y
IRIT , FER AR AR AR AL e R A PR AR 1 1
B, N FH & 22 1477 58 R b 78 #1516 1 XL~ VI
HKARFFAR A 7K R 8 ki B, R, B 1 A
FAEAE BE RN A B 225, R 7
ZXT TR B E A —E BEHUSRTT R . AR SUR
Pl R B AN 2548 8l J1 24 5% & AT R AL 19 3R

(x £5)

28 %) 1) FH (%) #E (kg) PLT( x10°/L) APTT(s) vWF (%) PC(%)
A4 20 31.90+10.45  64.55+9.48  213.95+53.49 104.00+11.29 102.85+18.84  80.75+9.99
B4 20 32.70+9.98 64.15+11.01 207.55 +48.54  99.35+9.20  106.80 +£18.73  85.00 =10.93




WRFGSEEAEAGE 2019 4F 5525 % %56 Il

57, BUS BEAERYY YR

Morfini %" 5% Fi] #50) H i 7 50 TU/ kg #E il A
TV, 43 5 7 v E A  fvE S 0.25.0.5.1.3.6.9,
24 28 32 48 h A FVIIHE B, XF AL S 10 ARt
] S S AR 4 AR (CRivE s 1.9 .24 48 h) ,id
I EHURIBUE X S5k, B8 r MRk 2530 2
AL P A 10 AN a] 555 4 AN a] s A 23
TSR (AAFE W T R R R | i 26
R R B AR T ) A Y. A B R,
B e %) 2.5 ~3.5h .8 ~10 h 22 ~26 h 46 ~
50 h,5 B B P oA B 2 B T R R DR
2 PK 2505 HA 24T AR R BURY 1 B
J& 2 h 8 h,3 B B s HURE S, X2 S 1A 24 i vk
FE AR DR AT 5R, E— 20 Ja D SR R B
RRATG B il L P 5, B TR, RIS RRAIE T3R
7 AR .

FR 4 B W 5% K B, AR % AR EE  VWF JKF- &
F C L/ NCES 4 R 2R AR T e i 24 97 1)~ 5 1
Fe 2RO AR S AR SR T 5 0 1 A VI
WX BEGERME R BE LT 53 M, 2 20 F8 A X S A e
LRI LG5 R LIREEREASXT 2 438
F A TRYT TG Ta bR 1 ST 25 53 st i o

AP AR N, 2 2 AR ) AR A 2 T RE
1k, ST i b ek BE B AMARLRIRIT AL R IRYT
3d JERImENEME B AT M E R 7d 5,4
IRATEIT AL MRS L F B 4, 2 R A St
SR AR T EALMACHK A 2P
B VU2 124 h4e S IR T RT3t F
NI R NG S B S HEOERY v ol 8

10

11

477

2 % 3 W

PHREZADRFHA 0L LR P ERARBAELN. oA
TR 5GP B RER(2017 ) [J]. PR FRE,
2017,38(5) :364-370.

Ehle. W RiG T A 6y kAo B A [ M].
B, 2003, 181.

FRA. D7) B o B F RS T e AR SR R T R f 6 T R AT
[1]. #E %M E%,2019,14(14) :13-15.

BHEA KB TILE E R ARG R o2 5%E
XY R FE LB R A E A0 (2017 ) [J]. P EE AL
F 4 & ,2017,32(1) :6-10.

A, E TR, 5 32P IR AR A T B R R T e B SR
MR X T IT A AT )] E R R A A & ,2017,23(3) :269-
272.

Morfini M, Marchesini E, Paladino E, et al. Pharmacokinetics of plas-

T ARIA

ma-derived vs. recombinant FVIII concentrates: a comparative study
[J] . Haemophilia, 2015,21(2) :204-209.

Stass H. Determination of minimal sampling time points for reliable

pharmacokinetic evaluation of recombinant factor VIII an explora-
tory population pharmacokinetic analysis in paediatric patients suffer-
ing from severe haemophilia[ J]. Haemophilia, 2006,12(4) :50-55.
A, EAK, ELE,F A EN LR A BILERE T
ViiZs Kah ey %all]. & Bk 5 4 &,2018,23
(6) :293-306.
Zhang Y ,Roberts J, Tortorici M, et al. Population pharmacokinetics of
recombinant coagulation factor Vll-Single Chain in patients with severe
hemophilia A[ J]J Thromb Haemost,2017,15(6) :1106-1114.
Hofbauer CJ,Kepa S,Schemper M, et al. FVl[-binding IgG modulates
FVII half-life in patients with severe and moderate hemophilia A with-
out inhibitors[ J]. Blood,2016,128(2) :293-296.
Gennari LC, Blanco AN, Dominguez MP, et al. Endogenous or exoge-
nous coagulation factor level and the response to activated protein C
[J]. Thromb Res,2006,118(2) :269-273.
Riedl J,Ay C, Pabinger I. Platelets and hemophilia: a review of the
literature[ J]. Thromb Res,2017,155(13) :131-139.

(2019-06-08 ¥ A% 2019-10-17 5= )

(PR EESLE)2020 £E5MEAS

E1H HILRAER
Ea BIER ALK R

FEOH R IR AR IR IR
58 PR ALK

EIH AL LR E
Lo OhFHRRF



