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o M [ In treatment of patients with hemophilia, optimal dosing of factor 1s calculated by the formula based on the body weight. However, there are several reports warning the possible overtreatment
1n obese patients.
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—= Objective [ This study was aimed to investigate if the dosing of factor VIII (FVIII) should be adjusted based on weight in underweight or overweight Japanese patients
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Table2 Baseline and clinical patient characteristics (N=74)

Patients : The study included 74 patients with hemophilia A who underweight a| | A« ¢ 4 oe and height, there were Lean Variables Over all(Average=SD) I, average

simple FVIII pharmacokinetic studies in our hospital using Excel sheet. (Figl) no significant differe;u:es among 39.81x13.9 Age (years) 40.1x12.7 41.9+11.6 40.3=14.2 pEiHoj==xby;
Measurements points are before (0) and 30 minutes (0.5), six hours (6), 24 hours two type of three groups which 1.70+0.1 Height (m) 1.69+0.1 1.67+0.1 1.69%0.1 EEWFi==ikl

(24) after administration. FVIII increment was calculated used FVIII:C at two were ylean normal  and  obese 51.5+2.4 Body Weight (kg) 64.1+12.1 57.2%+7.1 62.9%+9.1 Wr¥iE=Ei

points (0 and 0.5). Half-life was also calculated used FVIII:C at three points (0.5, oroup an d’ lower, average and 63.4+3.9 Ideal Body Weight (kg) 63.0 4.9 61.5+5.0 62.64.9 NLREF RS =
6 and 24).And FVIII recovery in each group was evaluated using following higher group ’ 17.9+0.3 AW Body mass index (Kg/m?2) 22.4+3.6 20.4+2.0 22.2+33 RIVEIE, g
formula: [body weight (kg) x observed FVIII increase (%)/administrated dose (IU)]. | 1.45+0.5 FVII increments (%) 2.10+0.5 155403 | 2.07+0.1 [IPXYATE 8
FVIII increment was expressed as a percentage in FVIII per unit of FVIII per kg 12.6%+5.6 15.1%6.9 FVII half-life (h) 13.8%5.0 14.6+4.7 14.6+6.5 EVEEEE

1nfused. Figl Simple Pharmacokinetic study excel sheet and equipment to measure FVIII*C

< The group which I distributed at BMI > < The group which I distributed at F VIl increase >

FVIII increase was significantly higher in obese group compared | BMI and Body weight was significantly higher in higher group
with normal or lean group (P<0.0001), while there was no |compared with lower group (P<0.0001), while there was no
significant difference between lean and normal group. There was a | significant difference between lower and average group. (Figh,Fig6)
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e oo i tendency for half-life to be longer 1n patients with higher BMI,
= e = however there was no significant difference. (Fig3,Fig4)
ij:mf;; mG — E— Figd FVII increment (%) Figd body weight (kg)
, \”” — 0.0 0.5 1.0 1.5 2.0 2.5 3.0 3.5 40.0 50.0 60.0 70.0 8.0 90.0 100.0 110.0
fﬂ, D S f,_ — , | i \ | ean \ | |
Groups : S 3w % i 1 o s S s o ‘ ‘ ‘ |ower ‘
Subjects were divided to three groups according to BMI: “lean” group (BMI<18.5, n=6),
7 7 < — ‘“« ” < _ % | A B
normal” group (18.5=BMI<25, n=55) and “obese” group (25=BMI, n=13).(tablel). . — - Paveraage
Table1 The BMI cutoffs are. [
*
(kgylniz) The number of people B *\ ‘ - m
Lean <18.5 6 (6) Underweight <18.5 ‘
Figd FVI half-1ife (h) Figb FVI half-1ife (h)
(10) Pre-obese state 25.0-29.9 0.0 5 0 1|0. 0 1.5' 0 26. 0 2.5' 0 3|0. 0 3.5' 0 0.0 5 0 1|0. 0 1.5' 0 20. 0 2.5' 0 3|0. 0 3.5' 0

(2) Obesity grade | 30.0-34.9
(1) Obesity grade |l 35.0-39.9
(0)) Obesity grade Il >40

- |ean - lower

| — aver%ge ‘

The subjects were also divided to 3 groups according the distribution of FVIII increment (%);
“lower” group (recovery<1.85%, n=25), “average” group (1.85=recovery=2.30%, n=24) and

“higher” group (recovery>2.3%, n=25). | | ‘
Fig2 The FVII increase cutoffs are: | B }‘ Obese ‘ - L %m
0.5-0.724 Lower N=25

0.95-1.174 <1.85 average N=24

1.4-1.624 " 1.85-2.3
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_= Conclusions 3

In the previous studies, 1deal body weight should be considered in the dose calculations instead of actual body
welght and the relationship between half-life of FVIII and body weight wasn’t discussed. Our results also suggest that adjustment of dose

— - . . . of FVIII may be required in obese Japanese patients. Furthermore, ours suggested that there may be have no correlation between half-life
Statistical analysis : Variables were analyzed using the Kruskal-Wallis test| |of FVIIT and BMI. We think that the adjustment by ideal body weight may be important to determine administration dose, but not to

and a P value<0.05 was considered statistically significant. determine administration interval for Japanese patients with hemophilia A.
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