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 Candida – ,  
.1,2  

 (<1000 ) 
 7 %,   <750 1 – 12 %.  

 20%  30%1 , -
, , . 

 –  
.3 ,  

, ,  
.  (FK463; 

, ., , ) – -
-

 –  (  
) .  –  

 1,3- -D- , ,  
.4 , , ,  

.5,6 
 (PK)  

, , ,  
-

.  -
,   0.75,  1.5,   3   

, -
   (CL) .7  (CL)  

 (< 8 ) -
.5

 

 
  -

 (PK) -
 

. : (1)  >48  
 < 120 ; (2) -
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.    
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.  

 

 15 -
.7,8 -

, -
.  15  

 5 .  
 60 , 

-
. , ,  

. -
 2 . , 

 72  
 72  

.    
 7  

.  (AEs) , -
, ,  

.  

 5  100 µL  (PK) -
. 

 2  1,3  6,  8  12  18  24 
. -

 1 mL  1500 g  10 .  
 – 70 °C , 

. 
 

.7  
(FK463)  (0.50 g/mL FR195743)  

.  10.0 mM , -
 

.  
 Sciex API 4000,  (  – ,  

).   1268.4  FK463  1313.5  FR195743 (IS  FK463). 
 ( ) -

 (1/ 2) -
.  

 FK463  FR195743    
.  

 0.05 µg/mL.  0.05  25.0 µg/mL. -
 (MS)  FK463 

 ( ) , 
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,  
 (PK).  (PK)  

 (<1000  1000 ).  (Cmax) 
. -

,  (PK)  
) ,  (CL), -

 (V)  (Vss). ,  
. ADVAN3/TRANS5 (  (CL),  

 (V),  (CL) [Q]  
 (Vss))  PREDPP. 

, -
, .  

, , 
, , 6   

. ,  0.75, 1.5,  3.0 /
 18 .  Post 

hoc  (PK),  (CL),  
 (V),  (Vss),  

(Q)  NONMEM (  VI,  1.0).  
: 

1.    ( )

CLw = CL/WT

2. Vd )
 

-

. ,  
,  

tmax.  post hoc  (CL)  
 (Vdss) ,  

 (AUC0–24)  post 
hoc  (CL). 

,  (PK)   , -
 (PK)  <1000  1000 

   t- .  ( -
)  

. -
 STATA 9 ( , ).  

 = 0.05.
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 12  5 .  
 775  ( , 670-925 ) (  1, -
 1, http://links.lww.com/A871).  

,  <750 . -
,  <1000 . -

 (58%)  (75%).  
 27.0  (25.9–28.5), -

 28.3  (27.3–30.9).  
 4 3,9. , -

,  Staphylococcus. -
 (Klebsiella  Enterococcus). 

 
 2

 3, 
 « »  

 1. -
 (AUC–24),  (CL),  

 (Cmax),  (Vss)  Vd    
 <1000  1000 .
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 1
* 

 ( )  
 (%)

 (CL) ( )* 0,0365 10,8
 (V) ( )* 0,507 8,52

 (Q) ( )* 0,0316 22,8
 (Vss) ( ) 1,6 36,9

 (CV%) 48,8 30,5
 (CV%) 29,2 28,4

 (CL),  
(V)  V SS.

 = (100*SE/ )
V –  ; Q – ; CV –  

 2
* 

 ( )  
 (%)

 (CL) ( )* 0,0365 10,8
 (V) ( )* 0,507 8,52

 (Q) ( )* 0,0316 22,8
 (Vss) ( ) 1,6 36,9

 (CV%) 48,8 30,5
 (CV%) 29,2 28,4

 (CL),  
(V)  V SS.

 = (100*SE/ )
V –  ; Q – ; CV –  



109

 
 1  (AE).  

 (AEs) . -
 540   11  ,   

3 . -
 (AEs):  (42%),   (33%), -

 (25%)  (25%).    
 

 3

 (  
 (+/- )) 

n = 12
<1000 
(n = 7)

 1000 
(n = 5)

P

-
 

(AUC)
(ug h/mL)

437.5 (99.4) 412.7 (121.4) 472.2 (49.6) 0,33

 
(CL) ( )

0.575  (0.196) 0.622 (0.250) 0.510 (0.054) 0,36

 
 
 

(Cmax)
(ug/mL)

38.4 (8.8) 38.6 (11.6) 38.2 (3.3) 0,95

 
 

 
 (Vdss) ( )

1.5 (0.5) 1.2 (0.5) 1.8 (0.3) 0,06

 
 

 
 (Vdss) ( /
)

1.515 (0.516) 1.637 (0.657) 1.344 (0.141) 0,35

 
 (Vd ) 

)

0.613 (0.282) 0.636 (0.370) 0.581 (0.106) 0,75

Vd  – 

 1.  "  - "  
.
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, ,  (PK)  

 
.   (PK)  

, ,  
.1,2 

, . 
,  (PK)   -

.9–13
 (PK) -

  .7  
18  1000  1  3 : 0.75, 1.5,  
3.0 .  <1000  0.75  

.  (CL)  
 >1000  0.65 mL/min/kg.  4 ,  

 (1.32 mL/min/kg)  <1000 .  
 7  <1000 . -

,  
 <1000 . ,  (CL) -

, : 0.38 mL/min/kg, 0.28 mL/min/kg, 
 0.16 mL/min/kg  2  8 ,  9  17 -

, .5,14  (CL)  
,  

, , ,  
. 

, -

 4. , 4.6  4.0 mmol/L (P = 0.03). 
, , -

.  
. 
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 4

 ( )

-
 (IQR)

 (mmol/L) 136 (128–139) 134 (127–138) 0,72
 (mmol/L) 4.0 (3.4–4.4) 4.6 (4.2–5.2) 0,03
 (mmol/L) 101 (93–108) 97 (90–101) 0,37

 (mmol/L) 24 (21–27) 24 (22–27) 0,81
 

 (BUN) (mg/dL)
27 (10–30) 21 (10–42) 0,73

 (mg/dL) 1.1 (0.6–1.2) 0.9 (0.6–1.4) 0,77
   
  

 (mg/dL)

4.9 (4.7–5.9) 5.2 (3.4–6.2) 0,77

 (IQR)
        

 109/mm3)
10.0 (5.2–13.2) 16.0 (12.3–28.9) 0,08

34 (32–40) 34 (31–36) 0,48
      

 109/mm3)
174 (115–281) 164 (136–319) 0,46

BUN – .



111

 (Vdss)  (0.62 L/kg)  (0.44 L/kg)  
, ,  

 (0.26L/kg)  
.7

 (AUC0-24)  
437.5 µg*hr/mL,  (AUC0-24) 

 555.6 µg*hr/mL. ,  150  
 (AUC),  166.7 µg*hr/mL -

 <600 µg*hr/mL, .6,15  
 (AUC) -

,  15  
 5 -

.16  ,  ,   
,  

, .17 -
 

.18
,  
, .19 21 -

-
, , -

.  
. ,  

,  15 -
 5 

. -
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