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ЭH46<D9A; �4ABA 

 

$97<EFD4J<BAAO= AB@9D:  
&BD7B6B9 A4<@9AB64A<9: -D028@5=7 �0=>= 

 9:8GA4DB8AB9 A9C4F9AFB64AAB9 <?< 7DGCC<DB6BKAB9 A4<@9AB64A<9: QD028@5=7 
�9>4DEF69AA4O HBD@4: B01;5B:8, ?>:@OBO5 ?;5=>G=>9 >1>;>G:>9. 

%BEF46 
1 B01;5B:0, ?>:@OB0S ?;5=>G=>9 >1>;>G:>9 200 <3, A>45@68B: 

89=EF6GRM99 69M9EF6B: QD028@5=7 200,00 <3; 

6ECB@B74F9?PAO9 69M9EF64: 38?@>;>70 =87:>70<5I5==0S (384@>:A8?@>?8;F5;;R;>70) 

10,00 <3, :@5<=8S 48>:A84 :>;;>84=O9 4,00 <3, :@>A:0@<5;;>70 =0B@8S 16,00 <3, ;0:B>7O 

<>=>384@0B 73.00 <3, <03=8S AB50@0B 4,00 <3, =0B@8S ;0C@8;AC;PD0B 4,00 <3, ?>284>= �-30 

18,00 <3, F5;;R;>70 <8:@>:@8AB0;;8G5A:0S (B8? 101) 71,00 <3; 

EBEF46 C?9ABKAB= B5B?BK><: "?04@09 II 65;BO9 85F32410 12,00 <3, 2 B>< G8A;5: <0:@>3>; 

(?>;8QB8;5=3;8:>;P) 2,424 <3, ?>;828=8;>2O9 A?8@B 4,800 <3, B0;P: 1,776 <3, B8B0=0 

48>:A84 2,820 <3, :@0A8B5;P 65;570 >:A84 65;BO9 0,180 <3. 

1 B01;5B:0, ?>:@OB0S ?;5=>G=>9 >1>;>G:>9 600 <3, A>45@68B: 

89=EF6GRM99 69M9EF6B: QD028@5=7 600,00 <3; 

6ECB@B74F9?PAO9 69M9EF64: 38?@>;>70 =87:>70<5I5==0S (384@>:A8?@>?8;F5;;R;>70) 

30,00 <3, :@5<=8S 48>:A84 :>;;>84=O9 12,00 <3, :@>A:0@<5;;>70 =0B@8S 48,00 <3, ;0:B>7O 

<>=>384@0B 219,00 <3, <03=8S AB50@0B 12,00 <3, =0B@8S ;0C@8;AC;PD0B 12,00 <3, ?>284>= �-

30 54,00 <3, F5;;R;>70 <8:@>:@8AB0;;8G5A:0S (B8? 101) 213,00 <3; 

EBEF46 C?9ABKAB= B5B?BK><: "?04@09 II 65;BO9 85F32410 36,00 <3, 2 B>< G8A;5: <0:@>3>; 

(?>;8QB8;5=3;8:>;P) 7,272 <3, ?>;828=8;>2O9 A?8@B 14,400 <3, B0;P: 5,328 <3, B8B0=0 

48>:A84 8,460 <3, :@0A8B5;P 65;570 >:A84 65;BO9 0,540 <3. 

"C<E4A<9 
&01;5B:8 :@C3;O5 42>S:>2O?C:;O5 (4>78@>2:0 200 <3) 8;8 >20;P=O5 42>S:>2O?C:;O5 

(4>78@>2:0 600 <3), ?>:@OBO5 ?;5=>G=>9 >1>;>G:>9 :>@8G=520B>-65;B>3> F25B0. !0 

?>?5@5G=>< @07@575 3 ?>GB8 15;>3> F25B0. 
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(4D@4>BF9D4C96F<K9E>4O 7DGCC4: ?@>B82>28@CA=O5 A@54AB20 A8AB5<=>3> 459AB28S; 
?@>B82>28@CA=O5 A@54AB20 ?@S<>3> 459AB28S; =5=C:;5>784=O5 8=3818B>@O >1@0B=>9 

B@0=A:@8?B07O.  

�B8 �&): J05AG03. 

(4D@4>B?B7<K9E><9 E6B=EF64  
Ф4D@4>B8<A4@<>4 

 9I4A<;@ 89=EF6<S. -D028@5=7 ?@54AB02;S5B A>1>9 =5=C:;5>784=O9 8=3818B>@ >1@0B=>9 

B@0=A:@8?B07O (!!�"&) ��+-1. -D028@5=7 S2;S5BAS =5:>=:C@5=B=O< 8=3818B>@>< ��+-

1 >1@0B=>9 B@0=A:@8?B07O ("&) 8 ACI5AB25==> =5 8=3818@C5B ��+-2 "& 8 �!�-

?>;8<5@07O (³, ³, ´, ·) :;5B>: G5;>25:0. 

#DBF<6B6<DGEA4S 4>F<6ABEFP. #@>B82>28@CA=0S QDD5:B82=>ABP QD028@5=70 in vitro 

>F5=820;0AP =0 ;8<D>1;0AB=OE :;5B>G=OE ;8=8SE, <>=>=C:;50@=OE :;5B:0E 

?5@8D5@8G5A:>9 :@>28 8 :C;PBC@0E <0:@>D03>2/<>=>F8B>2. �=3818@CRI0S :>=F5=B@0F8S 

(��) QD028@5=70, =5>1E>48<0S 4;S 90 3 95% 8=3818@>20=8S (��90-95) HB0<<>2 48:>3> B8?0 

8;8 ;01>@0B>@=OE :;8=8G5A:8E 87>;SB>2, @578AB5=B=OE : 784>2C48=C, =0E>48BAS 2 

?@545;0E >B 0,46 4> 6,8 =<>;P/;. 

$9;<EF9AFABEFP. #@>B82>28@CA=0S QDD5:B82=>ABP QD028@5=70 2 :;5B>G=>9 :C;PBC@5 2 

>B=>H5=88 @07=>284=>AB59 28@CA0 A 70<5=0<8 0<8=>:8A;>B 2 "& 2 ?>;>65=8SE 48, 108, 

179, 181 8;8 236, 0 B0:65 2 >B=>H5=88 @07=>284=>AB59 A 70<5=0<8 0<8=>:8A;>B 2 ?@>B5075, 

1O;0 0=0;>38G=0 B0:>2>9 2 >B=>H5=88 28@CA=OE HB0<<>2 48:>3> B8?0. �48=AB25==O<8 

70<5=0<8, :>B>@O5 ?@825;8 : ?>S2;5=8R =081>;PH59 @578AB5=B=>AB8 : QD028@5=7C 2 

:;5B>G=>9 :C;PBC@5, S2;SRBAS 70<5=0 ;59F8=0 =0 87>;59F8= 2 ?>;>65=88 100 (L1001,           

17 3 22-:@0B=>5 C25;8G5=85 @578AB5=B=>AB8) 8 ;878=0 =0 0A?0@038= 2 ?>;>65=88 103 

(K103N, 18-33-:@0B=>5 C25;8G5=85 @578AB5=B=>AB8). �>;55 G5< 100-:@0B=>5 C<5=PH5=85 

2>A?@88<G82>AB8 28@CA>2 : ?@5?0@0BC =01;R40;>AP 2 >B=>H5=88 @07=>284=>AB59 ��+, 

Q:A?@5AA8@CRI8E 70<5=C K103N 2 4>?>;=5=85 : 4@C38< 0<8=>:8A;>B=O< 70<5=0< 2 "&. 

�0<5=0 K103N S2;S;0AP =081>;55 G0AB> =01;R405<>9 70<5=>9 2 "& 28@CA=OE HB0<<>2, 

?>;CG5==OE >B ?0F85=B>2, C :>B>@OE =01;R40;>AP ACI5AB25==>5 C25;8G5=85 :>;8G5AB20 

28@CA=OE G0AB8F 2 ?;07<5 :@>28 (2>72@0B=0S 28@5<8S) 2 :;8=8G5A:8E 8AA;54>20=8SE 

?@8<5=5=8S QD028@5=70 2 :><18=0F88 A 8=48=028@>< 8;8 2 :><18=0F88 A 784>2C48=>< 8 

;0<82C48=><. �0==0S <CB0F8S =01;R40;0AP C 90 % ?0F85=B>2 A =5QDD5:B82=>ABPR B5@0?88 

QD028@5=7><. &0:65, E>BS 8 @565, 8 G0AB> B>;P:> 2 :><18=0F88 A K103N, =01;R40;8AP 
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70<5=O 2 "& 2 ?>;>65=8SE 98, 100, 101, 108, 138, 188, 190 8 225. &8? 0<8=>:8A;>B=OE 70<5= 

2 "&, A2S70==OE A CAB>9G82>ABPR : QD028@5=7C, =5 7028A5; >B 4@C38E ?@>B82>28@CA=OE 

?@5?0@0B>2, ?@8<5=S2H8EAS 2 :><18=0F88 A QD028@5=7><. 

#9D9>D9EFA4S D9;<EF9AFABEFP. �7CG5=85 ?@>D8;59 ?5@5:@5AB=>9 @578AB5=B=>AB8 

QD028@5=70, =528@0?8=0 8 45;028@48=0 =0 :;5B>G=OE :C;PBC@0E ?>:070;>, GB> 70<5=0 

K103N ?@82>48B : ?>B5@5 2>A?@88<G82>AB8 :> 2A5< B@5< !!�"&. �20 87 B@5E 

8AA;54>20==OE CAB>9G82OE : 45;028@48=C :;8=8G5A:8E 87>;SB>2 >1;040;8 ?5@5:@5AB=>9 

@578AB5=B=>ABPR : QD028@5=7C 8 A>45@60;8 70<5=C K103N. &@5B89 87>;SB, 8<5RI89 

70<5=C 2 "& 2 ?>;>65=88 236, =5 >1;040; ?5@5:@5AB=>9 @578AB5=B=>ABPR : QD028@5=7C. 

�8@CA=O5 87>;SBO, 2O45;5==O5 87 <>=>=C:;50@>2 ?5@8D5@8G5A:>9 :@>28 ?0F85=B>2, 

2:;RG5==OE 2 :;8=8G5A:85 8AA;54>20=8S QD028@5=70, C :>B>@OE B5@0?8S 1O;0 

=5QDD5:B82=0 (2>72@0B=0S 28@5<8S), 1O;8 8AA;54>20=O 2 >B=>H5=88 2>A?@88<G82>AB8 : 

!!�"&. &@8=04F0BP 87>;SB>2, :>B>@O5 ?@5420@8B5;P=> 1O;8 >E0@0:B5@87>20=O :0: 

CAB>9G82O5 : QD028@5=7C, >:070;8AP B0:65 CAB>9G82O<8 : =528@0?8=C 8 45;028@48=C. 

"1=0@C68;>AP, GB> ?SBP 87 QB8E CAB>9G82OE : ���"& 87>;SB>2 A>45@60;8 70<5=C K103N 

8;8 70<5=C 20;8=0 =0 87>;59F8= 2 ?>;>65=88 108 (V108I) 2 "&. %@548 ?@>B5AB8@>20==OE 

87>;SB>2 ?>A;5 =5QDD5:B82=>9 B5@0?88 QD028@5=7>< B@8 87>;SB0 >AB0;8AP 

GC2AB28B5;P=O<8 :0: : QD028@5=7C, B0: 8 : =528@0?8=C 8 45;028@48=C, =0 :;5B>G=OE 

:C;PBC@0E. 

�5@>SB=>ABP ?5@5:@5AB=>9 @578AB5=B=>AB8 <564C QD028@5=7>< 8 8=3818B>@0<8 ?@>B507O 

S2;S5BAS =87:>9 2A;54AB285 @07;8G8S D5@<5=B>2-<8H5=59. !0;8G85 ?5@5:@5AB=>9 

@578AB5=B=>AB8 <564C QD028@5=7>< 8 =C:;5>784=O<8 8=3818B>@0<8 "& (!�"&) B0:65 

<0;>25@>SB=> 2A;54AB285 @07;8G8S CG0AB:>2 A2S7O20=8S A <8H5=PR 8 <5E0=87<>2 

459AB28S. 

Ф4D@4>B><A9F<>4 

�E4EO64A<9. ' 74>@>2OE 4>1@>2>;PF52 <0:A8<0;P=0S :>=F5=B@0F8S (%m0E) QD028@5=70 2 

?;07<5 :@>28 1,6 3 9,1 <:<>;P/; 4>AB830;0AP G5@57 5 G ?>A;5 >4=>:@0B=>3> ?@85<0 2=CB@P 

?@5?0@0B0 2 4>70E >B 100 4> 1600 <3. �>7>7028A8<>5 C25;8G5=85 %H0E 8 ?;>I048 ?>4 :@82>9 

«:>=F5=B@0F8S-2@5<S» (AUC) =01;R40;>AP ?@8 ?@85<5 ?@5?0@0B0 2 4>70E 4> 1600 <3; ?@8 

QB>< =5 =01;R40;>AP 4>7>?@>?>@F8>=0;P=>3> C25;8G5=8S 40==OE ?>:070B5;59, ?>QB><C 

<>6=> ?@54?>;>68BP, GB> ?@8 1>;55 2OA>:8E 4>70E 2A0AO20=85 C<5=PH05BAS. �@5<S 

4>AB865=8S %m0E 2 ?;07<5 :@>28 (3 3 5 G) =5 87<5=S;>AP ?>A;5 <=>3>:@0B=>3> ?@85<0 
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?@5?0@0B0, 0 @02=>25A=0S :>=F5=B@0F8S 2 ?;07<5 :@>28 4>AB830;0AP G5@57 6 3 7 ACB>:. 

' ��+-8=D8F8@>20==OE ?0F85=B>2 ?@8 4>AB865=88 @02=>25A=>9 :>=F5=B@0F88 ?@5?0@0B0 

2 ?;07<5 :@>28 A@54=85 7=0G5=8S %m0E, <8=8<0;P=>9 :>=F5=B@0F88 (%min) 8 AUC 1O;8 

;8=59=O ?@8 ?@85<5 200 <3, 400 <3 8 600 <3 QD028@5=70 1 @07 2 ACB:8. ' 35 ?0F85=B>2, 

?@8=8<02H8E QD028@5=7 2 4>75 600 <3 1 @07 2 ACB:8, %m0E ?@8 4>AB865=88 @02=>25A=>9 

:>=F5=B@0F88 A>AB02;S;0 12,9±3,7 <:<>;P/;, %min-5,6±3,2 <:<>;P/;,                

AUC-184±73 <:<>;P/ ; × G. 

�?<SA<9 CD<9@4 C<M< A4 6E4EO64A<9. 

#@8 >4=>:@0B=>< ?@85<5 74>@>2O<8 4>1@>2>;PF0<8 QD028@5=70 2 4>75 600 <3 2 2845 

B01;5B>:, ?>:@OBOE ?;5=>G=>9 >1>;>G:>9, 2<5AB5 A ?8I59 A 2OA>:8< A>45@60=85< 68@>2 

=01;R40;>AP C25;8G5=85 AUC ?0 28% 8 %m0E =0 79 % 2 A@02=5=88 A 40==O<8 ?>:070B5;S<8 

?@8 ?@85<5 ?@5?0@0B0 =0B>I0:. 

$4ECD989?9A<9. -D028@5=7 2 2OA>:>9 AB5?5=8 A2S7O205BAS A 15;:0<8 ?;07<O :@>28 

(?@81;878B5;P=> =0 99,5399,75 %), 3;02=O< >1@07>< A 0;P1C<8=><. ' ��+-1 

8=D8F8@>20==OE ?0F85=B>2 (n = 9), :>B>@O5 ?@8=8<0;8 QD028@5=7 2 4>70E >B 200 4> 600 <3 

1 @07 2 ACB:8 2 B5G5=85 ?> <5=PH59 <5@5 1 <5ASF0, :>=F5=B@0F8S QD028@5=70 2 

A?8==><>73>2>9 684:>AB8 A>AB02;S;0 >B 0,26 4> 1,19 % (2 A@54=5< 0,69 %) >B 

A>>B25BAB2CRI59 :>=F5=B@0F88 2 ?;07<5 :@>28. �0==O9 ?>:070B5;P ?@81;878B5;P=> 2 3 

@070 ?@52OH05B :>=F5=B@0F8R =5 A2S70==>9 A 15;:0<8 (A2>1>4=>9) D@0:F88 QD028@5=70 2 

?;07<5 :@>28. 

 9F45B?<F. 

�;8=8G5A:85 8AA;54>20=8S 8 8AA;54>20=8S in vitro A 8A?>;P7>20=85< <8:@>A>< ?5G5=8 

G5;>25:0 ?>:070;8, GB> QD028@5=7 <5B01>;878@C5BAS 3;02=O< >1@07>< A8AB5<>9 F8B>E@><0 

$450 4> 384@>:A8;8@>20==OE ?@>872>4=OE, :>B>@O5 70B5< A2S7O20RBAS A 3;R:C@>=>2>9 

:8A;>B>9 A >1@07>20=85< 3;R:C@>=84>2. � >A=>2=><, 40==O5 <5B01>;8BO =50:B82=O 2 

>B=>H5=88 ��+-1. �AA;54>20=8S in vitro ?>72>;SRB ?@54?>;>68BP, GB> 87>D5@<5=BO 

CYP3A4 8 CYP2B6 S2;SRBAS >A=>2=O<8 87>D5@<5=B0<8, >ACI5AB2;SRI8<8 <5B01>;87< 

QD028@5=70, 8 GB> QD028@5=7 8=3818@C5B 87>D5@<5=BO 2%9, 2%19 8 ��4 A8AB5<O F8B>E@><0 

$450. � 8AA;54>20=8SE in vitro QD028@5=7 =5 8=3818@>20; 87>D5@<5=B CYP2�1 8 

8=3818@>20; 87>D5@<5=BO CYP2D6 8 CYP1A2 B>;P:> 2 :>=F5=B@0F8SE, =0<=>3> 

?@52OH0RI8E ?@8<5=S5<O5 2 :;8=8G5A:>9 ?@0:B8:5. 

-:A?>78F8S QD028@5=70 2 ?;07<5 :@>28 <>65B C25;8G820BPAS C ?0F85=B>2, 3><>783>B=OE 
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?> ?>;8<>@D87<C 35=0 G516T 87>D5@<5=B0 CYP2B6. �;8=8G5A:0S 7=0G8<>ABP B0:>3> 

87<5=5=8S =58725AB=0, >4=0:> =5;P7S 8A:;RG0BP 2>7<>6=>ABP 2>7@0AB0=8S @8A:>2 @0728B8S 

8 C25;8G5=8S 2O@065==>AB8 =565;0B5;P=OE @50:F89 QD028@5=70. 

�O;> ?>:070=>, GB> QD028@5=7 8=4CF8@C5B 87>D5@<5=BO CYP3A4 8 CYP2B6, GB> ?@82>48B 

: 8=4C:F88 53> A>1AB25==>3> <5B01>;87<0, GB> <>65B :;8=8G5A:8 2O@060BPAS C =5:>B>@OE 

?0F85=B>2. #@8 <=>3>:@0B=>< ?@85<5 QD028@5=70 2 4>75 200-400 <3 2 ACB:8 74>@>2O<8 

4>1@>2>;PF0<8 2 B5G5=85 10 4=59 =01;R40;0AP <5=PH0S AB5?5=P :C<C;SF88 QD028@5=70 (=0 

22 3 42 % =865 ?@54?>;0305<OE 7=0G5=89) 8 1>;55 :>@>B:89 ?5@8>4 ?>;C2O2545=8S -                  

40 - 55 G (?5@8>4 ?>;C2O2545=8S >4=>:@0B=>9 4>7O A>AB02;S5B 52 3 76 G). &0:65 1O;> 

?>:070=>, GB> QD028@5=7 8=4CF8@C5B 87>D>@<C 1�1 C@848=48D>AD0B-

3;R:C@>=8;B@0=AD5@07O ('�(-�&1�1), ?>QB><C :>=F5=B@0F8S @0;B53@028@0, :>B>@O9 

S2;S5BAS AC1AB@0B>< '�(-�&1�1, 2 ?;07<5 :@>28 A=8605BAS ?@8 >4=>2@5<5==>< 

?@8<5=5=88 A QD028@5=7><. 

!5A<>B@S =0 B>, GB> 2 8AA;54>20=8SE in vitro QD028@5=7 8=3818@>20; 87>D5@<5=BO CYP2C9 

8 CYP2C19, 2 8AA;54>20=8SE in vivo =01;R40;>AP :0: ?>2OH5=85, B0: 8 A=865=85 

Q:A?>78F88 AC1AB@0B>2 40==OE D5@<5=B>2 ?@8 >4=>2@5<5==>< ?@8<5=5=88 A QD028@5=7><. 

�>=5G=O9 QDD5:B 40==>3> 2708<>459AB28S =5 CAB0=>2;5=. 

�O6989A<9. 

-D028@5=7 8<55B >B=>A8B5;P=> 1>;PH>9 ?5@8>4 ?>;C2O2545=8S, :>B>@O9 A>AB02;S5B =5 

<5=55 52 G ?>A;5 ?@85<0 >4=>:@0B=>9 4>7O 8 40 3 55 G ?>A;5 <=>3>:@0B=>3> ?@8<5=5=8S. 

#@81;878B5;P=> 14 3 34 % >B ?@8=SB>9 4>7O QD028@5=70 2O2>48BAS ?>G:0<8, <5=55           

1 % 4>7O QD028@5=70 2O2>48BAS ?>G:0<8 2 =587<5=5==>< 2845. 

(0@<0:>:8=5B8:0 C >A>1OE 3@C?? ?0F85=B>2 

!4DGL9A<9 HGA>J<< C9K9A<.  

#@8 >4=>:@0B=>< ?@85<5 ?@5?0@0B0 =01;R40;>AP 42C:@0B=>5 C25;8G5=85 ?5@8>40 

?>;C2O2545=8S QD028@5=70 C >4=>3> ?0F85=B0 A BS65;>9 AB5?5=PR ?5G5=>G=>9 

=54>AB0B>G=>AB8 (:;0AA % ?> A8AB5<5 +09;4-#PR), GB> C:07O205B =0 ?>2OH5==CR AB5?5=P 

:C<C;SF88 2 B0:8E A;CG0SE. #@8 <=>3>:@0B=>< ?@85<5 ?@5?0@0B0 =5 1O;> 2OS2;5=> 

7=0G8<>3> 2;8S=8S ?>@065=8S ?5G5=8 =0 D0@<0:>:8=5B8:C QD028@5=70 C ?0F85=B>2 A 

;53:>9 AB5?5=PR ?5G5=>G=>9 =54>AB0B>G=>AB8 (:;0AA � ?> A8AB5<5 +09;4- #PR) ?> 

A@02=5=8R A ?0F85=B0<8 :>=B@>;P=>9 3@C??O. � =0AB>SI55 2@5<S =5B 4>AB0B>G=OE 40==OE, 

GB>1O A45;0BP 2O2>4 > B><, 2;8SRB ;8 A@54=SS 8 BS65;0S AB5?5=P ?5G5=>G=>9 
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=54>AB0B>G=>AB8 (:;0AA � 8 % ?> A8AB5<5 +09;4-#PR) =0 D0@<0:>:8=5B8:C QD028@5=70 (A<. 

% >AB>@>6=>ABPR). 

!4DGL9A<9 HGA>J<< CBK9>. 

(0@<0:>:8=5B8:0 QD028@5=70 C ?0F85=B>2 A ?>G5G=>9 =54>AB0B>G=>ABPR =5 87CG0;0AP, 

>4=0:> 2 A2S78 A B5<, GB> 2 =587<5=5==>< 2845 ?>G:0<8 2O2>48BAS <5=55 1% ?@8=SB>9 4>7O 

QD028@5=70, =0@CH5=85 DC=:F88 ?>G5: =5 4>;6=> >:07O20BP ACI5AB25==>3> 2;8S=8S =0 

2O2545=85 QD028@5=70 (A<. "A>1O5 C:070=8S). 

#B? < D4EB64S CD<A48?9:ABEFP. 

' <C6G8= 8 65=I8=, 0 B0:65 C ?0F85=B>2 @07;8G=>9 @0A>2>9 ?@8=04;56=>AB8 =01;R40;8AP 

AE>4=O5 D0@<0:>:8=5B8G5A:85 ?0@0<5B@O QD028@5=70. 

#B:<?O9 C4J<9AFO. 

�0:8E-;81> D0@<0:>:8=5B8G5A:8E @07;8G89 C ?0F85=B>2 >B 65 ;5B 8 AB0@H5 8 1>;55 

<>;>4OE ?0F85=B>2 =5 2OS2;5=>, E>BS :;8=8G5A:85 8AA;54>20=8S QD028@5=70 =5 2:;RG0;8 

4>AB0B>G=>3> :>;8G5AB20 ?0F85=B>2 >B 65 ;5B 8 AB0@H5. 

�9F<. 

-D028@5=7 =5 87CG0;AS C 45B59 2 2>7@0AB5 4> 3 <5ASF52 8;8 A 25A>< <5=55 3,5 :3. 

(0@<0:>:8=5B8G5A:85 ?>:070B5;8 QD028@5=70 C 45B59 8 27@>A;OE 1O;8 AE>68<8.                 

' 49 45B59, ?@8=8<02H8E QD028@5=7 2 4>75, Q:2820;5=B=>9 600 <3 (4>70 @0AAG8BO20;0AP 

8AE>4S 87 <0AAO B5;0), 7=0G5=85 %m0E A>AB028;> 14,1 <:<>;P/;, %min 35,6 <:<>;P/; 8               

AUC3216 <:<>;P/; × G. 

#B>4;4A<O > CD<@9A9A<N 

� A>AB025 :><18=8@>20==>9 ?@>B82>28@CA=>9 B5@0?88 4;S ;5G5=8S 27@>A;OE, ?>4@>AB:>2 

8 45B59, 8=D8F8@>20==OE 28@CA>< 8<<C=>45D8F8B0 G5;>25:0 (��+-1). 

#DBF<6BCB>4;4A<O 
• 38?5@GC2AB28B5;P=>ABPR : ;R1><C 87 :><?>=5=B>2 ?@5?0@0B0; 

• 45D8F8B ;0:B07O, =5?5@5=>A8<>ABP ;0:B>7O, 3;R:>7>-30;0:B>7=0S <0;P01A>@1F8S; 

• ?5G5=>G=0S =54>AB0B>G=>ABP BS65;>9 AB5?5=8 (:;0AA % ?> :;0AA8D8:0F88 +09;4- 

#PR); 

• 45B8 A <0AA>9 B5;0 <5=55 32,5 :3 (4;S 4>7O 200 <3), 45B8 A <0AA>9 B5;0 <5=55 40 :3 

(4;S 4>7O 600 <3); 

• >4=>2@5<5==O9 ?@85< A B5@D5=048=><, 0AB5<87>;><, F870?@84><, ?8<>784><, 

15?@848;><, <8407>;0<><, B@807>;0<>< 8 0;:0;>840<8 A?>@O=P8 (=0?@8<5@, Q@3>B0<8=, 
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48384@>Q@3>B0<8=, Q@3>=>28= 8;8 <5B8;Q@3>=>28=), ?>A:>;P:C :>=:C@5=B=>5 

2708<>459AB285 QD028@5=70 A 87>D5@<5=B>< CYP3A4 <>65B ?@825AB8 : ?>402;5=8R 

<5B01>;87<0 40==OE ?@5?0@0B>2 8 ?>S2;5=8R ?@54?>AO;>: 4;S 2>7=8:=>25=8S A5@P57=OE 

8/8;8 C3@>60RI8E 687=8 =565;0B5;P=OE S2;5=89 (=0?@8<5@, A5@45G=>9 0@8B<88, 

4;8B5;P=>3> A540B82=>3> QDD5:B0 8;8 C3=5B5=8S 4OE0=8S); 

• >4=>2@5<5==O9 ?@85< A ?@5?0@0B0<8, A>45@60I8<8 725@>1>9 ?@>4O@S2;5==O9 

(Hypericum perforatum), ?>A:>;P:C ?@8 QB>< 2>7<>6=> A=865=85 :>=F5=B@0F88 QD028@5=70 

2 ?;07<5 :@>28 8 A=865=85 53> :;8=8G5A:>3> QDD5:B0 (A<. @0745; «�708<>459AB285 A 

4@C38<8 ;5:0@AB25==O<8 ?@5?0@0B0<8»); 

• >4=>2@5<5==O9 ?@85< A 3@07>?@528@></Q;10A28@>< 87-70 >68405<>3> 7=0G8B5;P=>3> 

A=865=8S :>=F5=B@0F88 2 ?;07<5 :@>28 3@07>?@528@0 8 Q;10A28@0 (A<. @0745; 

«�708<>459AB285 A 4@C38<8 ;5:0@AB25==O<8 ?@5?0@0B0<8»). -B>B QDD5:B 2>7=8:05B 

2A;54AB285 B>3>, GB> QD028@5=7 8=4CF8@C5B 87>D5@<5=B %Y$3�4 8;8 3;8:>?@>B58= $ (P-g), 

GB> ?@82>48B : ?>B5@5 28@CA>;>38G5A:>9 QDD5:B82=>AB8 (B5@0?52B8G5A:>3> QDD5:B0) 

3@07>?@528@0/Q;10A28@0. 

• =07=0G5=85 QD028@5=70 ?0F85=B0<: 

- ?@8 =0;8G88 2 A5<59=>< 0=0<=575 A;CG052 2=570?=>9 A<5@B8 8;8 2@>645==>3> 

C4;8=5=8S 8=B5@20;0 Q&A =0 Q;5:B@>:0@48>3@0<<5 8;8 4@C38E :;8=8G5A:8E A>AB>S=89, 

A>?@>2>640RI8EAS C4;8=5=85< 8=B5@20;0 Q&A;  

- A :;8=8G5A:8<8 ?@>S2;5=8S<8 0@8B<88 A5@4F0 8;8 A :;8=8G5A:8 7=0G8<>9 

1@048:0@4859 8;8 E@>=8G5A:>9 A5@45G=>9 =54>AB0B>G=>ABPR A> A=865==>9 D@0:F859 

2O1@>A0 ;52>3> 65;C4>G:0 2 0=0<=575;  

- A BS65;O<8 =0@CH5=8S<8 Q;5:B@>;8B=>3> 10;0=A0, =0?@8<5@, 38?>:0;85<859 8;8 

38?><03=85<859. 

• >4=>2@5<5==O9 ?@85< A ?@5?0@0B0<8, 2O7O20RI8<8 C4;8=5=85 8=B5@20;0 Q&c 

(?@5?0@0BO A 0@8B<>35==O< QDD5:B><): 

- 0=B80@8B<8G5A:85 ?@5?0@0BO :;0AA>2 IA 8 III;  

- =59@>;5?B8:8, 0=B845?@5AA0=BO;  

- =5:>B>@O5 0=B818>B8:8, 2:;RG0S ?@5?0@0BO, >B=>ASI85AS : A;54CRI8< :;0AA0<: 

<0:@>;84O, DB>@E8=>?>=O, ?@>B82>3@81:>2O5 ?@5?0@0BO ?@>872>4=O5 8<8407>;0 8 

B@807>;0;  

- =5:>B>@O5 =5A540B82=O5 0=B838AB0<8==O5 ?@5?0@0BO (B5@D5=048=, 0AB5<87>;);  



8 

 

- F870?@84; 

- D;5:08=84; 

- =5:>B>@O5 ?@>B82><0;S@89=O5 ?@5?0@0BO;  

- <5B04>=. 

% BEFBDB:ABEFPN 

• #0F85=BO, 8<5RI85 2 0=0<=575 ?A8E80B@8G5A:85 @0AAB@>9AB20, =0E>4SBAS 2 3@C??5 

?>2OH5==>3> @8A:0 ?> @0728B8R A5@P57=OE =565;0B5;P=OE S2;5=89 A> AB>@>=O ?A8E8:8. 

• #0F85=BO A ?5G5=>G=>9 =54>AB0B>G=>ABPR ;53:>9 8 A@54=59 AB5?5=8 BS65AB8 (:;0AA � 8 

� ?> A8AB5<5 +09;4-#PR). 

• #0F85=BO, 8<5RI85 AC4>@>38 (2 B>< G8A;5 2 0=0<=575). 

• #0F85=BO, ?>;CG0RI85 A>?CBAB2CRI85 ?@>B82>AC4>@>6=O5 A@54AB20 A 

?@58<CI5AB25==O< <5B01>;87<>< 2 ?5G5=8, B0:85 :0: D5=8B>8=, :0@10<075?8=, 

D5=>10@18B0;, 20;P?@>520S :8A;>B0, 283010B@8= (=5>1E>48<> >ACI5AB2;SBP ?5@8>48G5A:89 

:>=B@>;P :>=F5=B@0F88 2 :@>28). 

• "4=>2@5<5==>5 ?@8<5=5=85 A 40@C=028@><, 0@B5<5B5@></;C<5D0=B@8=><. 

• !5 @5:><5=4C5BAS >4=>2@5<5==>5 ?@8<5=5=85 QD028@5=70 25;?0B0A28@></A>D>A1C28@>< 

8;8 A 25;?0B0A28@></2>:A8;0?@528@></A>D>A1C28@><. 

•  "4=>2@5<5==>5 ?@8<5=5=85 QD028@5=70 A 3;5:0?@528@></?81@5=B0A28@><. 

#D<@9A9A<9 CD< 59D9@9AABEF< < 6 C9D<B8 7DG8AB7B 6E>4D@?<64A<O 

#@8 ;5G5=88 QD028@5=7>< A;54C5B 871530BP =0ABC?;5=8S 15@5<5==>AB8. !5>1E>48<> 

8A?>;P7>20BP =0456=O5 <5B>4O 10@P5@=>9 :>=B@0F5?F88 2 A>G5B0=88 A 4@C38<8 <5B>40<8 

(2 B>< G8A;5 ?5@>@0;P=O5 8;8 4@C385 3>@<>=0;P=O5 :>=B@0F5?B82O). #>A:>;P:C QD028@5=7 

8<55B 4;8B5;P=O9 ?5@8>4 ?>;C2O2545=8S, =5>1E>48<> 8A?>;P7>20BP =0456=O5 <5B>4O 

:>=B@0F5?F88 =0 ?@>BS65=88 12 =545;P ?>A;5 ?@5:@0I5=8S ;5G5=8S QD028@5=7><. #5@54 

=0G0;>< ;5G5=8S QD028@5=7>< 65=I8=O, A?>A>1=O5 : 45B>@>645=8R, 4>;6=O ?@>9B8 B5AB 

=0 15@5<5==>ABP. -D028@5=7 =5 A;54C5B ?@8<5=SBP 2> 2@5<S 15@5<5==>AB8, 70 8A:;RG5=85< 

A;CG052, :>340 ?>B5=F80;P=0S ?>;P70 4;S <0B5@8 ?@52OH05B 2>7<>6=O9 @8A: 4;S ?;>40 8 

=5B 4@C38E 0;PB5@=0B82=OE <5B>4>2 ;5G5=8S. �A;8 65=I8=0 ?@8=8<05B QD028@5=7 2> 2@5<S 

?5@2>3> B@8<5AB@0 15@5<5==>AB8 8;8 15@5<5==>ABP =0ABC?05B 2> 2@5<S ?@8<5=5=8S 

QD028@5=70, >=0 4>;6=0 1OBP ?@54C?@5645=0 > ?>B5=F80;P=>< 2@545 4;S ?;>40. 

!5 ?@>2>48;>AP 045:20B=OE 8 :>=B@>;8@C5<OE :;8=8G5A:8E 8AA;54>20=89 A CG0AB85< 

15@5<5==OE. � ?>AB@538AB@0F8>==>< ?5@8>45 1O;8 ?>;CG5=O A>>1I5=8S > ?@8<5=5=88 
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QD028@5=70 2 A>AB025 :><18=8@>20==>9 0=B8@5B@>28@CA=>9 B5@0?88 (�$�&) 2 ?5@2>< 

B@8<5AB@5 15@5<5==>AB8. !5 A>>1I0;>AP > =0;8G88 A?5F8D8G5A:8E >A>15==>AB59 

(C25;8G5=8S G0AB>BO) ?>@>:>2 @0728B8S C =>2>@>645==OE. &>;P:> =5A:>;P:> A>>1I5=89 

A>45@60;8 8=D>@<0F8R > A;CG0SE @0728B8S 45D5:B>2 =5@2=>9 B@C1:8, 2:;RG0S 

<5=8=3><85;>F5;5. �>;PH8=AB2> 40==OE A>>1I5=89 1O;8 @5B@>A?5:B82=O<8, 8 

?@8G8==>-A;54AB25==0S A2S7P =5 1O;0 87CG5=0. 

�O;> ?>:070=>, GB> QD028@5=7 2O45;S5BAS A 3@C4=O< <>;>:>< :>@<SI8E 65=I8=. !5 

8<55BAS 4>AB0B>G=>9 8=D>@<0F88 > 459AB288 QD028@5=70 =0 =>2>@>645==OE 8 <;045=F52. 

�5=I8=0<, ?@8=8<0RI8< QD028@5=7 2 ?5@8>4 ;0:B0F88, :>@<;5=85 3@C4PR =5 

@5:><5=4C5BAS. �> 871560=85 ?5@540G8 ��+ =8 ?@8 :0:8E >1AB>SB5;PAB20E ��+-

8=D8F8@>20==O< <0B5@S< =5 @5:><5=4C5BAS :>@<8BP 3@C4PR. 

%CBEB5 CD<@9A9A<O < 8B;O 

�=CB@P, ?@5?0@0B @5:><5=4C5BAS ?@8=8<0BP ?5@54 A=>< =0B>I0:. 

#@85< QD028@5=70 2> 2@5<S ?@85<0 ?8I8 <>65B C25;8G8BP Q:A?>78F8R QD028@5=70 8 

?@825AB8 : ?>2OH5=8R G0AB>BO =565;0B5;P=OE @50:F89. &5@0?8R QD028@5=70 4>;65= 

=07=0G0BP 2@0G, 8<5RI89 >?OB ;5G5=8S ��+-8=D5:F88. 

-D028@5=7 4>;65= =07=0G0BPAS 2 :><18=0F88 A 4@C38<8 0=B8@5B@>28@CA=O<8 

;5:0@AB25==O< 8 A@54AB20<8. 

�;DBE?O9 

-D028@5=7 =07=0G05BAS 2 :><18=0F88 A !�"& A 8;8 157 8=3818B>@0 ?@>B507O ��+ ?>               

600 <3 1 @07 2 ACB:8. 

�BDD9>J<S 8B; 

�A;8 QD028@5=7 ?@8<5=S5BAS >4=>2@5<5==> A 2>@8:>=07>;><, 4>70 2>@8:>=07>;0 4>;6=0 

1OBP C25;8G5=0 4> 400 <3 2 @070 2 ACB:8, 0 4>70 QD028@5=70 4>;6=0 1OBP C<5=PH5=0 4>    

300 <3* 1 @07 2 ACB:8. #>A;5 ?@5:@0I5=8S B5@0?88 2>@8:>=07>;>< 4>;6=0 ?@8<5=SBPAS 

?5@2>=0G0;P=0S 4>70 QD028@5=70 (600 <3) (A<. �708<>459AB285 A 4@C38<8 ;5:0@AB25==O<8 

A@54AB20<8). 

�A;8 QD028@5=7 ?@8<5=S5BAS >4=>2@5<5==> A @8D0<?8F8=>< C ?0F85=B>2 A <0AA>9 B5;0  50 

:3 8 1>;55, <>65B ?>B@51>20BPAS C25;8G5=85 4>7O QD028@5=70 4> 800 <3 1 @07 2 ACB:8 (A<. 

�708<>459AB285 A 4@C38<8 ;5:0@AB25==O<8 A@54AB20<8). 

* ?@8 =5>1E>48<>AB8 ?@8<5=5=8S QD028@5=70 2 4>75 300 <3 2 ACB:8 A;54C5B =07=0G0BP 

;5:0@AB25==O5 ?@5?0@0BO 4@C38E ?@>872>48B5;59 2 4>78@>2:5 300 <3. 
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�9F< BF 3-I ?9F 

-D028@5=7 =07=0G05BAS 2 :><18=0F88 A 8=3818B>@>< ?@>B507O ��+ 8/8;8 !�"&. �;S 45B59 

>B 3 ;5B 4>7O ?>418@0RBAS 2 7028A8<>AB8 >B <0AAO B5;0 (A<. &01;8FC 1). -D028@5=7 <>65B 

=07=0G0BPAS B>;P:> B5< 45BS<, :>B>@O5 <>3CB ?@>3;0BO20BP B01;5B:8. �57>?0A=>ABP 8 

QDD5:B82=>ABP ?@8<5=5=8S QD028@5=70 C 45B59 <;04H5 3 ;5B 8;8 <0AA>9 B5;0 <5=55 13 :3 

=5 CAB0=>2;5=O. 

&01;8F0 1. �>7O 4;S 45B59 ?@8 =07=0G5=88 ?@5?0@0B0 -D028@5=7 �0=>= >48= @07 2 ACB:8* 

 4EE4 F9?4, >7 �B;4 CD9C4D4F4 ЭH46<D9A; �4ABA, @7 

32,5-40 400 

"B 40 8 1>;55 600 

#4J<9AFO E CBK9KAB= A98BEF4FBKABEFPR 

(0@<0:>:8=5B8:0 QD028@5=70 C ?0F85=B>2 A ?>G5G=>9 =54>AB0B>G=>ABPR =5 87CG0;0AP, 

>4=0:> 2 A2S78 A B5<, GB> 2 =587<5=5==>< 2845 ?>G:0<8 2O2>48BAS <5=55 1% ?@8=SB>9 4>7O 

QD028@5=70, =0@CH5=85 DC=:F88 ?>G5: =5 4>;6=> >:07O20BP ACI5AB25==>3> 2;8S=8S =0 

2O2545=85 QD028@5=70 (A<. "A>1O5 C:070=8S). 

#4J<9AFO E C9K9ABKAB= A98BEF4FBKABEFPR 

' ?0F85=B>2 A 701>;520=8S<8 ?5G5=8 ;53:>9 AB5?5=8 BS65AB8 :>@@5:F88 4>7O QD028@5=70 

=5 B@51C5BAS. #@8 QB>< ?0F85=BO 4>;6=O BI0B5;P=> =01;R40BPAS =0 ?@54<5B @0728B8S 

=565;0B5;P=OE @50:F89, >A>15==> A> AB>@>=O =5@2=>9 A8AB5<O (A<. #@>B82>?>:070=8S 8 

"A>1O5 C:070=8S). 

!5 @5:><5=4C5BAS ?@8<5=5=85 QD028@5=70 C ?0F85=B>2 A ?5G5=>G=>9 =54>AB0B>G=>ABPR 

A@54=59 AB5?5=8 BS65AB8, ?>A:>;P:C =0 40==O9 <><5=B 2@5<5=8 =54>AB0B>G=> 40==OE, 

GB>1O CAB0=>28BP, =C6=0 ;8 2 B0:8E A;CG0SE :>@@5:F8S 4>7O. 

#B5BKAB9 89=EF6<9 
"5M<= CDBH<?P 59;BC4EABEF< 

� F5;>< QD028@5=7 E>@>H> ?5@5=>A8;AS 2 :;8=8G5A:8E 8AA;54>20=8SE. � ?>43@C??5 

?0F85=B>2, ?@8=8<02H8E QD028@5=7 2 4>75 600 <3 1 @07 2 ACB:8 2 :><18=0F88 A 

8=3818B>@0<8 ?@>B507O ��+ 8/8;8 !�"&, =081>;55 G0ABO<8 (?> <5=PH59 <5@5 C 5 % 

?0F85=B>2) =565;0B5;P=O<8 @50:F8S<8 :0: <8=8<C< A@54=59 BS65AB8 1O;8 :>6=0S AO?P 

(11,6 %), 3>;>2>:@C65=85 (8,5 %), B>H=>B0 (8,0 %), 3>;>2=0S 1>;P (5,7 %) 8 ?>2OH5==0S 

CB><;S5<>ABP (5,5 %). 

!081>;55 70<5B=O<8 =565;0B5;P=O<8 S2;5=8S<8, A2S70==O<8 A ?@85<>< QD028@5=70, 
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S2;S;8AP :>6=0S AO?P 8 A8<?B><O A> AB>@>=O =5@2=>9 A8AB5<O. %8<?B><O A> AB>@>=O 

=5@2=>9 A8AB5<O >1OG=> ?>S2;S;8AP 2A:>@5 ?>A;5 =0G0;0 B5@0?88 8, :0: ?@028;>, 8AG570;8 

?>A;5 ?5@2OE 2-4 =545;P B5@0?88. &0:65 C ?0F85=B>2, ?@8=8<02H8E QD028@5=7, 

=01;R40;8AP BS65;O5 @50:F88 A> AB>@>=O :>68, B0:85 :0: A8=4@>< %B825=A0-�6>=A>=0 8 

<=>3>D>@<=0S Q:AAC40B82=0S Q@8B5<0; =0@CH5=8S ?A8E8:8, 2:;RG0S BS65;CR 45?@5AA8R, 

A<5@BP 2A;54AB285 AC8F840 8 ?A8E>7>?>4>1=>5 ?>2545=85, 0 B0:65 AC4>@>6=O5 ?@8?04:8. 

#@8 ?@8<5=5=88 QD028@5=70 >4=>2@5<5==> A ?8I59 <>65B C25;8G820BPAS A8AB5<=0S 

Q:A?>78F8S QD028@5=70, GB> <>65B ?@82>48BP : C25;8G5=8R G0AB>BO =565;0B5;P=OE 

@50:F89 (A<. "A>1O5 C:070=8S). 

#@>D8;P 157>?0A=>AB8 ?@8 4;8B5;P=>9 B5@0?88, 2:;RG02H59 QD028@5=7, >F5=820;8 2 E>45 

:>=B@>;8@C5<>3> 8AA;54>20=8S, 2 :>B>@>< ?0F85=BO ?@8=8<0;8 ;81> QD028@5=7 + 

784>2C48= + ;0<82C48= 2 B5G5=85 180 =545;P, ;81> QD028@5=7 + 8=48=028@ 2 B5G5=85                   

102 =545;P, ;81> 8=48=028@ + 784>2C48= + ;0<82C48= 2 B5G5=85 76 =545;P. �;8B5;P=>5 

?@8<5=5=85 QD028@5=70 2 E>45 40==>3> 8AA;54>20=8S =5 A>?@>2>640;>AP ?>S2;5=85< 

:0:8E-;81> =>2OE 40==OE ?> 157>?0A=>AB8. 

!865 ?@82545=O A@54=5BS65;O5 8 BS65;O5 =565;0B5;P=O5 @50:F88, 2 >B=>H5=88 :>B>@OE 

1O;0 CAB0=>2;5=0 2>7<>6=0S ?@8G8==>-A;54AB25==0S A2S7P A ?@8<5=S2H8<AS @568<>< 

B5@0?88 (?> <=5=8R 8AA;54>20B5;59) 8 :>B>@O5 =01;R40;8AP 2 E>45 :;8=8G5A:8E 

8AA;54>20=89 QD028@5=70, ?@8<5=S2H53>AS 2 @5:><5=4>20==>9 4>75 2 A>AB025 

:><18=8@>20==>9 �$�&. 

�C@A82>< 2O45;5=O =565;0B5;P=O5 S2;5=8S, :>B>@O5 1O;8 70@538AB@8@>20=O 2 

?>AB@538AB@0F8>==O9 ?5@8>4 ?@8<5=5=8S QD028@5=70 2 A>AB025 :><18=8@>20==>9 B5@0?88. 

+0AB>B0 =565;0B5;P=OE S2;5=89 ?@82545=0 ?> A;54CRI59 :;0AA8D8:0F88: >G5=P G0AB>               

(≥ 1/10); G0AB> (≥ 1/100, < 1/10); =5G0AB> (≥ 1/1000, < 1/100); @54:> (≥ 1/10000, < 1/1000); 

>G5=P @54:> (< 1/10000). 

!4DGL9A<S EB EFBDBAO <@@GAAB= E<EF9@O 

!9K4EFB: 38?5@GC2AB28B5;P=>ABP. 

!4DGL9A<S EB EFBDBAO B5@9A4 69M9EF6 < C<F4A<S  

Ч4EFB: 38?5@B@83;8F5@845<8S1; A9K4EFB: 38?5@E>;5AB5@8=5<8S1. 

!4DGL9A<S CE<I<>< 

Ч4EFB: ?0B>;>38G5A:85 A=>2845=8S, 15A?>:>9AB2>, 45?@5AA8S, 15AA>==8F01; A9K4EFB: 

A:;>==>ABP : 0DD5:BC, 03@5AA82=>ABP, A?CB0==>ABP A>7=0=8S, =0AB@>5=85 A> A:;>==>ABPR : 
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Q9D>@88, 30;;RF8=0F88, <0=8S, ?0@0=>840;P=>5 ?>2545=85, CE<IB;2, AC8F840;P=0S 

?>?OB:0, AC8F840;P=O5 =0<5@5=8S; @54:>: 5D983, A96DB;3, E@9DFP 6E?98EF6<9 EG<J<843,1. 

!4DGL9A<S EB EFBDBAO A9D6AB= E<EF9@O 

Ч4EFB: =0@CH5=8S <>765G:>2>9 :>>@48=0F88 8 @02=>25A8S2, @0AAB@>9AB2> 2=8<0=8S (3,6 

%), 3>;>2>:@C65=85 (8,5 %), 3>;>2=O5 1>;8 (5,7 %), A>=;82>ABP (2,0 %)1; 

A9K4EFB: B@52>6=>5 2>71C645=85, 0<=578S, 0B0:A8S, =0@CH5=85 :>>@48=0F88 42865=89, 

AC4>@>38, =0@CH5=85 <OH;5=8S, FD9@BD2. 

!4DGL9A<S EB EFBDBAO BD74A4 ;D9A<S 

!9K4EFB: =5G5B:>ABP 7@8B5;P=>3> 2>A?@8SB8S. 

!4DGL9A<S EB EFBDBAO BD74A4 E?GI4 < ?45<D<AFAO9 A4DGL9A<S 

!9K4EFB: HC< 2 CH0E2, 25@B83>. 

!4DGL9A<9 EB EFBDBAO EBEG8B6 

!9K4EFB: «CD<?<6O» >DB6< > >B:9 ?<J42. 

!4DGL9A<S EB EFBDBAO :9?G8BKAB-><L9KAB7B FD4>F4 

Ч4EFB: 1>;8 2 682>B5, 480@5S, B>H=>B0, @2>B0; 

A9K4EFB: ?0=:@50B8B. 

!4DGL9A<S EB EFBDBAO C9K9A< < :9?K96O6B8SM<I CGF9= 

Ч4EFB: ?>2OH5=85 0:B82=>AB8 0A?0@B0B0<8=>B@0=AD5@07O (ACT)1, 

0;0=8=0<8=>B@0=AD5@07O (AJIT)1 8 30<<03;CB0<8;B@0=AD5@07O (��&)1; A9K4EFB: >AB@O9 

35?0B8B; D98>B: C9K9ABKA4S =54>AB0B>G=>ABP3,1. 

!4DGL9A<S EB EFBDBAO >B:< < CB8>B:AOI F>4A9= 

"K9AP K4EFB: :>6=0S AO?P (11,6 %)1; 

K4EFB: :>6=O9 7C4; 

A9K4EFB: <=>3>D>@<=0S Q:AAC40B82=0S Q@8B5<0, A8=4@>< %B825=A0-�6>=A>=01; 

D98>B: D>B>0;;5@38G5A:89 45@<0B8B2. 

!4DGL9A<S EB EFBDBAO CB?B6OI BD74AB6 < @B?BKAB= :9?9;O 

!9K4EFB: 38=5:><0AB8S. 

"5M<9 D4EEFDB=EF64  

Ч4EFB: ?>2OH5==0S CB><;S5<>ABP. 
1 �>;55 ?>4@>1=>5 >?8A0=85 A<. =865. 
2�0==O5 =565;0B5;P=O5 @50:F88 1O;8 70D8:A8@>20=O 2 ?>AB@538AB@0F8>==O9 ?5@8>4 

=01;R45=8S; G0AB>BC QB8E @50:F89 >?@545;S;8, 8A?>;P7CS 40==O5, ?>;CG5==O5 2 E>45               
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16 :;8=8G5A:8E 8AA;54>20=89 (CG0AB2>20;8 3969 ?0F85=B>2). 
3-B8 =565;0B5;P=O5 @50:F88 1O;8 70D8:A8@>20=O 2 ?>AB@538AB@0F8>==O9 ?5@8>4 

=01;R45=8S, >4=0:> C ?0F85=B>2, ?@8=8<02H8E QD028@5=7 2 E>45 16 :;8=8G5A:8E 

8AA;54>20=89, > =8E =5 A>>1I0;>AP :0: > S2;5=8SE, A2S70==OE A ?@8<5=5=85< ?@5?0@0B0. � 

A>>B25BAB288 A :;0AA8D8:0F859 ?> G0AB>B5 QB8 ?>1>G=O5 S2;5=8S 1O;8 @0AF5=5=O :0: 

=01;R402H85AS «@54:>» (=0 >A=>20=88 >F5=:8 25@E=59 3@0=8FO 95% 4>25@8B5;P=>3> 

8=B5@20;0 4;S 0 S2;5=89 2 @0AG5B5 =0 :>;8G5AB2> ?0F85=B>2, ?@8=8<02H8E QD028@5=7 2 

E>45 C:070==OE :;8=8G5A:8E 8AA;54>20=89 (n = 3969)). 

"C<E4A<9 BF89?PAOI A9:9?4F9?PAOI O6?9A<= 

�B:A4S EOCP. � E>45 :;8=8G5A:8E 8AA;54>20=89 :>6=0S AO?P =01;R40;0AP C 26 % 

?0F85=B>2, ?@8=8<02H8E QD028@5=7 2 4>75 600 <3, ?> A@02=5=8R A 17 % ?0F85=B>2 2 

:>=B@>;P=OE 3@C??0E. ' 18 % ?0F85=B>2 :>6=0S AO?P 1O;0 A2S70=0 A ?@85<>< QD028@5=70, 

?@8 QB>< C 1,7 % ?0F85=B>2 ?@85< ?@5?0@0B0 1O; ?@5:@0I5= 87-70 ?>S2;5=8S :>6=>9 AO?8. 

+0AB>B0 @0728B8S <=>3>D>@<=>9 Q:AAC40B82=>9 Q@8B5<O 8 A8=4@><0 %B825=A0-�6>=A>=0 

A>AB028;0 ?@8<5@=> 0,1 %. 

%;CG08 :>6=>9 AO?8 70@538AB@8@>20=O C 59 87 182 45B59 (32 %), ?>;CG02H8E ;5G5=85 

QD028@5=7>< 2 3 :;8=8G5A:8E 8AA;54>20=8SE A@54=59 ?@>4>;68B5;P=>ABPR 123 =545;8. ' 

6 45B59 AO?P 1O;0 BS65;>9. #5@54 =0G0;>< B5@0?88 QD028@5=7>< C 45B59 8< <>65B 1OBP 

@5:><5=4>20=0 A>>B25BAB2CRI0S 0=B838AB0<8==0S B5@0?8S 2 :0G5AB25 ?@>D8;0:B8:8. 

"1OG=> @072820RBAS A;01> 8;8 C<5@5==> 2O@065==O5 <0:C;>?0?C;57=O5 :>6=O5 

2OAO?0=8S, :>B>@O5 ?>S2;SRBAS 2 B5G5=85 ?5@2OE 42CE ?545;P ?>A;5 =0G0;0 B5@0?88 

QD028@5=7><. ' 1>;PH8=AB20 ?0F85=B>2 :>6=0S AO?P 8AG5705B ?@8 ?@>4>;65=88 B5@0?88 

QD028@5=7>< 2 B5G5=85 >4=>3> <5ASF0. -D028@5=7 <>65B 1OBP ?>2B>@=> =07=0G5= 

?0F85=B0<, :>B>@O5 ?@5:@0B8;8 53> ?@85< 87-70 ?>S2;5=8S :>6=>9 AO?8. #@8 

2>7>1=>2;5=88 B5@0?88 QD028@5=7>< @5:><5=4C5BAS B0:65 ?@8=8<0BP A>>B25BAB2CRI85 

1;>:0B>@O !1-38AB0<8=>2OE @5F5?B>@>2 8/8;8 :>@B8:>AB5@>84O. 

�<55BAS >3@0=8G5==O9 >?OB ?@8<5=5=8S QD028@5=70 C ?0F85=B>2, :>B>@O5 ?@5:@0B8;8 

B5@0?8R 4@C38<8 0=B8@5B@>28@CA=O<8 ?@5?0@0B0<8 87 3@C??O !!�"&. +0AB>B0 @5F84820 

:>6=>9 AO?8 ?>A;5 ?5@5E>40 A B5@0?88 =528@0?8=>< =0 B5@0?8R QD028@5=7><, 2 >A=>2=>< 

>F5=5==0S ?> >?C1;8:>20==O< @5B@>A?5:B82=O< 40==O<, A>AB028;0 >B 13 % 4> 18 %, 8 

A>?>AB028<0 A G0AB>B>9, 2OS2;5==>9 C ?0F85=B>2, ?@8=8<02H8E QD028@5=7 2 E>45 

:;8=8G5A:8E 8AA;54>20=89 (A<. "A>1O5 C:070=8S). 
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%<@CFB@O EB EFBDBAO CE<I<><. ' =5:>B>@OE ?0F85=B>2, ?@8=8<02H8E QD028@5=7, 

=01;R40;8AP A5@P57=O5 =565;0B5;P=O5 S2;5=8S A> AB>@>=O ?A8E8:8. � :>=B@>;8@C5<OE 

:;8=8G5A:8E 8AA;54>20=8SE G0AB>B0 2>7=8:=>25=8S >B45;P=OE A5@P57=OE =565;0B5;P=OE 

S2;5=89 A> AB>@>=O ?A8E8:8 1O;0 A;54CRI59: BS65;0S 45?@5AA8S 1,6 % 2 3@C??5 

?0F85=B>2, ?@8=8<02H8E :><18=8@>20==CR �$�& A QD028@5=7>< 8 0.6 % 2 :>=B@>;P=>9 

3@C??5 ?0F85=B>2, AC8F840;P=O5 =0<5@5=8S 0,6 % 8 0,3 %, AC8F840;P=O5 ?>?OB:8 157 

;5B0;P=>3> 8AE>40 0,4 % 8 0 %, 03@5AA82=>5 ?>2545=85 0,4 % 8 0,3 %, ?0@0=>840;P=O5 

@50:F88 0,4 % 8 0,3 %, <0=80:0;P=O5 @50:F88 0,1 % 8 0 % A>>B25BAB25==>. 

#0F85=BO, 8<5RI85 2 0=0<=575 ?A8E8G5A:85 @0AAB@>9AB20, =0E>4SBAS 2 3@C??5 

?>2OH5==>3> @8A:0 ?> @0728B8R 40==OE A5@P57=OE =565;0B5;P=OE S2;5=89 A> AB>@>=O 

?A8E8:8 A G0AB>B>9 2>7=8:=>25=8S :064>3> 87 2OH5?5@5G8A;5==OE S2;5=89 >B 0,3 % 4;S 

<0=80:0;P=OE @50:F89 4> 2,0 % 4;S BS65;>9 45?@5AA88 8 AC8F840;P=OE =0<5@5=89. &0:65 

2 ?>AB@538AB@0F8>==>< ?5@8>45 ?>;CG5=O A>>1I5=8S > A;CG0SE A<5@B8 2 @57C;PB0B5 

AC8F840, 1@54>2OE @0AAB@>9AB20E 8 ?A8E>7>?>4>1=>< ?>2545=88. 

%<@CFB@O EB EFBDBAO A9D6AB= E<EF9@O.  

' ?0F85=B>2, ?@8=8<02H8E QD028@5=7 2 4>75 600 <3 2 @0<:0E :>=B@>;8@C5<OE :;8=8G5A:8E 

8AA;54>20=89, G0AB> =01;R40;8AP A;54CRI85 =565;0B5;P=O5 @50:F88: 3>;>2>:@C65=85, 

15AA>==8F0, A>=;82>ABP, @0AAB@>9AB2> 2=8<0=8S, :>H<0@=O5 A=>2845=8S. &0:65 

=01;R40;8AP 8 4@C385 =565;0B5;P=O5 S2;5=8S. %@54=5BS65;O5 8 BS65;O5 A8<?B><O A> 

AB>@>=O =5@2=>9 A8AB5<O =01;R40;8AP C 19 % (BS65;O5 3 C 2 %) ?0F85=B>2, B>340 :0: C 

?0F85=B>2, ?>;CG02H8E :>=B@>;P=CR B5@0?8R, QB>B ?>:070B5;P A>AB028; 9 % (BS65;O5 3           

C 1%). � E>45 :;8=8G5A:8E 8AA;54>20=89 2 % ?0F85=B>2, ?@8=8<02H8E QD028@5=7, 

?@5:@0B8;8 B5@0?8R 87-70 2OH5C:070==OE A8<?B><>2. 

%8<?B><O A> AB>@>=O =5@2=>9 A8AB5<O >1OG=> =01;R40;8AP 2 B5G5=85 ?5@2>3> 8;8 

2B>@>3> 4=S ?>A;5 =0G0;0 B5@0?88 8 2 1>;PH8=AB25 A;CG052 8AG570;8 2 B5G5=85 ?5@2OE           

2 3 4 =545;P. � 8AA;54>20=88 A CG0AB85< =58=D8F8@>20==OE 4>1@>2>;PF52 

@5?@575=B0B82=O9 A8<?B>< A> AB>@>=O =5@2=>9 A8AB5<O 2>7=8:0; 2 A@54=5< G5@57 1 G 

?>A;5 ?@85<0 ?@5?0@0B0 8 4;8;AS 2 A@54=5< 3 G. %8<?B><O A> AB>@>=O =5@2=>9 A8AB5<O 

@072820;8AP G0I5, 5A;8 QD028@5=7 ?@8=8<0;8 2> 2@5<S ?@85<0 ?8I8. �>7<>6=>, QB> 

>1CA;>2;5=> ?>2OH5=85< :>=F5=B@0F88 QD028@5=70 2 ?;07<5 :@>28 2 B0:8E CA;>28SE (A<. 

(0@<0:>:8=5B8:0). �;S C;CGH5=8S ?5@5=>A8<>AB8 ?@5?0@0B0 2 >B=>H5=88 40==OE 

A8<?B><>2 2 B5G5=85 ?5@2OE =545;P B5@0?88 @5:><5=4C5BAS ?@8=8<0BP ?@5?0@0B ?5@54 
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A=><. -B>B @568< ?@85<0 @5:><5=4C5BAS 8 B5< ?0F85=B0<, C :>B>@OE ?@>4>;60RB 

=01;R40BPAS 40==O5 A8<?B><O (A<. %?>A>1 ?@8<5=5=8S 8 4>7O). %=865=85 4>7O 8;8 

4@>1=O9 ?@85< ACB>G=>9 4>7O >1OG=> =5 40RB 1;03>?@8SB=>3> QDD5:B0. 

�=0;87 40==OE ?> 4;8B5;P=><C ?@8<5=5=8R ?@5?0@0B0 ?>:070;, GB> ?>A;5 24 =545;P 

B5@0?88 G0AB>B0 2?5@2O5 2>7=8:H8E A8<?B><>2 A> AB>@>=O =5@2=>9 A8AB5<O C ?0F85=B>2, 

?@8=8<02H8E QD028@5=7, 1O;0 2 F5;>< AE>4=>9 A B0:>2>9 2 :>=B@>;P=>9 3@C??5. 

� ?>AB@538AB@0F8>==O9 ?5@8>4 A>>1I0;>AP > A2S70==OE A 2OA>:>9 :>=F5=B@0F859 

QD028@5=70 0B0:A88 8 Q=F5D0;>?0B88, 2>7=8:02H8E G5@57 =5A:>;P:> <5ASF52 8;8 ;5B ?>A;5 

=0G0;0 ;5G5=8S QD028@5=7>< (A<. "A>1O5 C:070=8S). 

#9K9ABKA4S A98BEF4FBKABEFP. 

� ?>AB@538AB@0F8>==O9 ?5@8>4 =01;R45=8S 1O;> 70@538AB@8@>20=> =5A:>;P:> A;CG052 

?5G5=>G=>9 =54>AB0B>G=>AB8, 2:;RG0S A;CG08 157 C:070=89 =0 701>;520=8S ?5G5=8 2 

0=0<=575, 0 B0:65 157 4@C38E 2OS2;5==OE D0:B>@>2 @8A:0. ':070==O5 A;CG08 

E0@0:B5@87>20;8AP <>;=85=>A=O< B5G5=85<; 2 @S45 A;CG052 ?>B@51>20;0AP B@0=A?;0=B0F8S 

?5G5=8 8;8 A>>1I0;>AP > A<5@B8 ?0F85=B0. 

%<A8DB@ 6BEEF4AB6?9A<S <@@GA<F9F4. 

' ��+-8=D8F8@>20==OE ?0F85=B>2 A BS65;O< 8<<C=>45D8F8B>< 2 =0G0;5 ?@>2545=8S 

:><18=8@>20==>9 �$�& <>65B ?>2OA8BPAS @8A: 2>7=8:=>25=8S 2>A?0;8B5;P=OE @50:F89 

=0 =50:B82=O5 8;8 >AB0B>G=O5 >??>@BC=8AB8G5A:85 8=D5:F88 (A<. "A>1O5 C:070=8S). 

�CB>8<<C==O5 =0@CH5=8S (B0:85 :0: 1>;57=P �@592A0 8 0CB>8<<C==O9 35?0B8B) 

=01;R40;8AP =0 D>=5 2>AAB0=>2;5=8S 8<<C=8B5B0, >4=0:> 2@5<S =0G0;P=OE ?@>S2;5=89 

A8;P=> 20@P8@>20;>, 8 701>;520=85 <>3;> 2>7=8:0BP G5@57 <=>3> <5ASF52 ?>A;5 =0G0;0 

B5@0?88 (A<. "A>1O5 C:070=8S). 

�<CB8<EFDBH<S < @9F45B?<K9E><9 A4DGL9A<S. 

�><18=8@>20==0S �$�& 0AA>F88@C5BAS A ?5@5@0A?@545;5=85< 68@>2>9 B:0=8 B5;0 

(;8?>48AB@>D859) C ��+-8=D8F8@>20==OE ?0F85=B>2, 2:;RG0S 8AB>I5=85 

?5@8D5@8G5A:>9 8 ;8F52>9 ?>4:>6=>-68@>2>9 :;5BG0B:8, 55 =0:>?;5=85 2> 

2=CB@81@RH8==>< ?@>AB@0=AB25, 2=CB@5==8E >@30=0E, 704=59 G0AB8 H58 («3>@1 1C92>;0») 

8 38?5@B@>D8R 3@C4=OE 65;57. 

�><18=8@>20==0S �$�& <>65B 2O720BP <5B01>;8G5A:85 =0@CH5=8S, B0:85 :0: 

38?5@B@83;8F5@845<8S, 38?5@E>;5AB5@8=5<8S, 8=AC;8=>20S @578AB5=B=>ABP, 

38?5@3;8:5<8S 8 38?5@;0:B0B5<8S (A<. "A>1O5 C:070=8S). 



16 

 

"EF9BA9>DB;. 

!01;R40;8AP A;CG08 >AB5>=5:@>70, ?@58<CI5AB25==> C ?0F85=B>2 A E>@>H> 8725AB=O<8 

D0:B>@0<8 @8A:0, A 4;8B5;P=>9 ��+-8=D5:F859, 0 B0:65 C ?0F85=B>2, :>B>@O5 4;8B5;P=> 

?@8=8<0;8 :><18=8@>20==CR �$�&. "4=0:> G0AB>B0 QB>3> >A;>6=5=8S =5 CAB0=>2;5=0 (A<. 

"A>1O5 C:070=8S).  

�45BD4FBDAO9 CB>4;4F9?< 

«#5G5=>G=O5» D5@<5=BO 

#>2OH5=85 0:B82=>AB8 ACT 8 AJIT 1>;55 G5< 2 5 @07 2OH5 25@E=59 3@0=8FO =>@<O (��!) 

=01;R40;>AP C 3 % ?0F85=B>2 87 1008, ?@8=8<02H8E QD028@5=7 2 4>75 600 <3 2 ACB:8           

(5-8 % ?@8 4;8B5;P=>9 �$�& A QD028@5=7><). �=0;>38G=>5 ?>2OH5=85 =01;R40;>AP C 

?0F85=B>2 :>=B@>;P=>9 3@C??O (5 % ?@8 4;8B5;P=>9 �$�& 157 QD028@5=70). #>2OH5=85 

0:B82=>AB8 ��& 1>;55 G5< 2 5 @07 2OH5 ��! =01;R40;>AP C 4% 2A5E ?0F85=B>2, 

?@8=8<02H8E 600 <3 QD028@5=70, 8 C 1,5-2 % ?0F85=B>2 87 :>=B@>;P=>9 3@C??O (7 % ?@8 

4;8B5;P=>9 �$�& A QD028@5=7>< 8 3 % ?@8 4;8B5;P=>9 �$�& 157 QD028@5=70). 

�7>;8@>20==>5 ?>2OH5=85 0:B82=>AB8 ��T C ?0F85=B>2, ?@8=8<0RI8E QD028@5=7, <>65B 

C:07O20BP =0 8=4C:F8R D5@<5=B>2. � :;8=8G5A:>< 8AA;54>20=88 ?@8 4;8B5;P=>9 �$�& 

>:>;> 1 % ?0F85=B>2 2 :064>9 87CG05<>9 3@C??5 ?@5:@0B8;8 B5@0?8R 2 A2S78 A 

=0@CH5=8S<8 A> AB>@>=O ?5G5=8 8 65;G52O2>4SI8E ?CB59. 

�<8;070 

�A8<?B><0B8G5A:>5 C25;8G5=85 0:B82=>AB8 0<8;07O 2 AO2>@>B:5 :@>28, 1>;55 G5< 2 1,5 

@070 ?@52OH0RI55 ��!, 1O;> 2OS2;5=> C 10 % ?0F85=B>2, ?@8=8<02H8E QD028@5=7, 8 C  

6 % ?0F85=B>2 :>=B@>;P=OE 3@C??. �;8=8G5A:>5 7=0G5=85 0A8<?B><0B8G5A:>3> ?>2OH5=8S 

0:B82=>AB8 0<8;07O 2 AO2>@>B:5 :@>28 =58725AB=>. 

�8?84O 

#>2OH5=85 :>=F5=B@0F88 >1I53> E>;5AB5@8=0 (")%) =0 10 3 20 % =01;R40;>AP C 

=58=D8F8@>20==OE 4>1@>2>;PF52, ?@8=8<02H8E QD028@5=7. � :;8=8G5A:8E 8AA;54>20=8SE 

?@8<5=5=8S @07;8G=>9 :><18=8@>20==>9 �$�& A QD028@5=7>< C ?0F85=B>2, @0=55 =5 

?>;CG02H8E �$�&, 2 B5G5=85 48 ?545;P ;5G5=8S =01;R40;>AP ?>2OH5=85 :>=F5=B@0F88 

")% =0 21 3 31 %, E>;5AB5@8=0 ;8?>?@>B58=>2 2OA>:>9 ?;>B=>AB8 ()% �#�#) =0           

23 3 34 % 8 B@83;8F5@84>2 =0 23 3 49 %. �>;S ?0F85=B>2, C :>B>@OE >B=>H5=85 ")%/)% 

�#�# 1O;> 1>;PH5 5, =5 87<5=8;0AP. �5;8G8=0 87<5=5=8S :>=F5=B@0F89 ;8?84>2 <>65B 

1OBP >1CA;>2;5=0 B0:8<8 D0:B>@0<8, :0: 4;8B5;P=>ABP B5@0?88 8 ?@85< 4@C38E 
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;5:0@AB25==OE A@54AB2 2 A>AB025 :><18=8@>20==>9 �$�&. 

�708<>459AB285 ?@8 ?@>2545=88 B5AB0 =0 :0==018=>84O 

-D028@5=7 =5 A2S7O205BAS A :0==018=>84=O<8 @5F5?B>@0<8, >4=0:> 8<5RBAS A>>1I5=8S > 

;>6=>?>;>68B5;P=OE @57C;PB0B0E 0=0;870 <>G8 =0 :0==018=>84O C =58=D8F8@>20==OE 

4>1@>2>;PF52 8 C ��+-8=D8F8@>20==OE ?0F85=B>2, ?@8=8<02H8E QD028@5=7. 

#>;>68B5;P=O9 @57C;PB0B A:@8=8=3-B5AB0 =0 :0==018=>84O @5:><5=4C5BAS ?>4B25@640BP, 

8A?>;P7CS B0:85 A?5F80;P=O5 <5B>4O, :0: 307>20S E@><0B>3@0D8S 8;8 <0AA-A?5:B@><5B@8S. 

�9F< < CB8DBEF>< 

&8? 8 G0AB>B0 =565;0B5;P=OE S2;5=89 C 45B59 2 F5;>< A>?>AB028<O A =01;R405<O<8 C 

27@>A;OE ?0F85=B>2, 70 8A:;RG5=85< :>6=>9 AO?8, :>B>@0S C 45B59 2AB@5G05BAS G0I5           

C 46 % 45B59), G5< C 27@>A;OE 8 1>;55 2O@065=0 (BS65;0S :>6=0S AO?P =01;R40;0AP C           

5,3 % 45B59). % F5;PR ?@>D8;0:B8:8 AO?8 <>65B 1OBP F5;5A>>1@07=O< =07=0G5=85 

A>>B25BAB2CRI8E 1;>:0B>@>2 H1-38AB0<8=>2OE @5F5?B>@>2 45BS< 4> =0G0;0 B5@0?88 

QD028@5=7><. )>BS A8<?B><O A> AB>@>=O =5@2=>9 A8AB5<O C <0;5=P:8E 45B59 B@C4=> 

2OS28BP, ?>;030RB, GB> B0:85 A8<?B><O C 45B59 =01;R40RBAS @565 8 >1OG=> 1O20RB 

;53:8<8. ' 3,5 % ?0F85=B>2 =01;R40;8AP A8<?B><O A@54=59 BS65AB8 A> AB>@>=O =5@2=>9 

A8AB5<O, ?@58<CI5AB25==> 3>;>2>:@C65=85. !8 C >4=>3> @515=:0 =5 =01;R40;>AP BS65;OE 

A8<?B><>2 8 =5 ?>B@51>20;0AP >B<5=0 B5@0?88 87-70 A8<?B><>2 A> AB>@>=O =5@2=>9 

A8AB5<O. 

�DG7<9 BEB5O9 7DGCCO C4J<9AFB6 

А>F<6ABEFP «C9K9ABKAOI» H9D@9AFB6 G C4J<9AFB6, B8AB6D9@9AAB <AH<J<DB64AAOI 

79C4F<FB@ � <?< % 

%@548 ?0F85=B>2, A5@>?>78B82=OE ?> 35?0B8BC � 8/8;8 %, ?>2OH5=85 0:B82=>AB8 ACT 

1>;55 G5< 2 5 @07 2OH5 ��! =01;R40;>AP C 13 % ?0F85=B>2, ?@8=8<02H8E QD028@5=7, 8 C 

7% ?0F85=B>2 87 :>=B@>;P=>9 3@C??O, 0 ?>2OH5=85 0:B82=>AB8 ��& 1>;55 G5< 2 5 @07 

2OH5 ��! =01;R40;>AP C 20 % 8 7 % ?0F85=B>2 A>>B25BAB25==>. %@548 ?0F85=B>2 A 

A>G5B0==>9 8=D5:F859 3 % ?0F85=B>2, ?@8=8<02H8E QD028@5=7, 8 2 % ?0F85=B>2 87 

:>=B@>;P=>9 3@C??O ?@5:@0B8;8 B5@0?8R 87-70 =0@CH5=89 DC=:F88 ?5G5=8 (A<. "A>1O5 

C:070=8S). 

#9D98B;<DB6>4 
' =5:>B>@OE ?0F85=B>2, A;CG09=> ?@8=S2H8E QD028@5=7 2 4>75 600 <3 2 @070 2 ACB:8, 

=01;R40;>AP CA8;5=85 A8<?B><>2 A> AB>@>=O =5@2=>9 A8AB5<O. ' >4=>3> ?0F85=B0 
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=01;R40;8AP =5?@>872>;P=O5 <OH5G=O5 A>:@0I5=8S. 

� A;CG05 ?5@54>78@>2:8 QD028@5=7>< ;5G5=85 4>;6=> A>AB>SBP 87 >1I8E ?>445@6820RI8E 

<5@>?@8SB89, 2:;RG0RI8E :>=B@>;P >A=>2=OE ?>:070B5;59 687=545SB5;P=>AB8 >@30=87<0 

8 =01;R45=85 70 :;8=8G5A:8< A>AB>S=85< ?0F85=B0. �;S 2O2545=8S =501A>@18@>20==>3> 

?@5?0@0B0 <>6=> 8A?>;P7>20BP 0:B828@>20==O9 C3>;P. %?5F8D8G5A:>3> 0=B84>B0 4;S 

;5G5=8S ?5@54>78@>2:8 QD028@5=7>< =5 ACI5AB2C5B. #>A:>;P:C QD028@5=7 0:B82=> 

A2S7O205BAS A 15;:0<8, <0;>25@>SB=>, GB> A ?><>IPR 480;870 2>7<>6=> 7=0G8B5;P=>5 

C40;5=85 ?@5?0@0B0 87 :@>28. 

�;4<@B89=EF6<9 E 8DG7<@< ?9>4DEF69AAO@< ED98EF64@< 

-D028@5=7 in vivo S2;S5BAS 8=4C:B>@>< 87>D5@<5=B>2 CYP3A4, CYP2B6 8 '�(-�&1�1. 

�>=F5=B@0F8S 2 ?;07<5 :@>28 A>548=5=89, :>B>@O5 S2;SRBAS AC1AB@0B0<8 40==OE 

87>D5@<5=B>2, <>65B A=860BPAS ?@8 >4=>2@5<5==>< ?@8<5=5=88 A QD028@5=7><. � B> 65 

2@5<S in vitro QD028@5=7 8=3818@>20; 87>D5@<5=B CYP3A4. &5>@5B8G5A:8 QB> <>65B 

?@825AB8 : C25;8G5=8R Q:A?>78F88 AC1AB@0B>2 CYP3A4, ?>QB><C A;54C5B A>1;R40BP 

>AB>@>6=>ABP ?@8 ?@8<5=5=88 AC1AB@0B>2 CYP3A4 A C7:8< B5@0?52B8G5A:8< >:=><. 

-D028@5=7 <>65B 1OBP 8=4C:B>@>< 87>D5@<5=B>2 CYP2C19 8 CYP2C9, >4=0:> in vitro 

B0:65 =01;R40;>AP 8=3818@>20=85 40==OE 87>D5@<5=B>2. �> :>=F0 QDD5:B, =01;R405<O9 

?@8 >4=>2@5<5==>< ?@8<5=5=88 QD028@5=70 A A>548=5=8S<8-AC1AB@0B0<8 40==OE 

87>D5@<5=B>2, =5 SA5= (A<. (0@<0:>;>38G5A:85 A2>9AB20, (0@<0:>:8=5B8:0). -:A?>78F8S 

QD028@5=70 <>65B C25;8G8BPAS ?@8 ?@8<5=5=88 ?@5?0@0B0 >4=>2@5<5==> A =5:>B>@O<8 

;5:0@AB25==O<8 ?@5?0@0B0<8 (=0?@8<5@, @8B>=028@><) 8;8 ?8I52O<8 ?@>4C:B0<8 

(=0?@8<5@, A 3@59?D@CB>2O< A>:><), :>B>@O5 8=3818@CRB 87>D5@<5=BO CYP3A4 8;8 

CYP2B6. #@5?0@0BO =0 >A=>25 Q:AB@0:B0 �8=:3> �8;>10, :>B>@O5 8=4CF8@CRB 40==O5 

87>D5@<5=BO, <>3CB ?@82>48BP : A=865=8R :>=F5=B@0F88 QD028@5=70 2 ?;07<5 :@>28. 

ПDBF<6BCB>4;4AA4я >B@5<A<DB64AA4я F9D4C<я 

З69DB5B= CDB8ODS6?9AAO= (Hypericum perforatum): ?0F85=BO, ?@8=8<0RI85 QD028@5=7, =5 

4>;6=O ?@8=8<0BP ?@5?0@0BO/?@>4C:BO, A>45@60I85 725@>1>9 ?@>4O@S2;5==O9. 

�>=F5=B@0F8S QD028@5=70 2 ?;07<5 :@>28 <>65B A=860BPAS ?@8 >4=>2@5<5==>< 

?@8<5=5=88 A> 725@>1>5< ?@>4O@S2;5==O<, ?>A:>;P:C >= 2O7O205B 8=4C:F8R D5@<5=B>2 

8/8;8 B@0=A?>@B=OE 15;:>2, >B25BAB25==OE 70 <5B01>;87< ;5:0@AB25==OE A@54AB2. �A;8 

?0F85=B C65 ?@8=8<05B ?@5?0@0BO/?@>4C:BO, A>45@60I85 725@>1>9 ?@>4O@S2;5==O9, B> 

?@8<5=5=85 ?>A;54=53> A;54C5B >B<5=8BP, ?@>25@8BP :>=F5=B@0F8R 28@CA0 2 :@>28 8, 5A;8 
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QB> 2>7<>6=>, :>=F5=B@0F8R QD028@5=70 2 :@>28. #>A;5 >B<5=O ?@5?0@0B>2/?@>4C:B>2, 

A>45@60I8E 725@>1>9 ?@>4O@S2;5==O9, :>=F5=B@0F8S QD028@5=70 <>65B ?>2OA8BPAS 8 

B>340 ?>B@51C5BAS :>@@5:F8S 4>7O QD028@5=70. �;8S=85 725@>1>S ?@>4O@S2;5==>3>, 

A2S70==>5 A 8=4C:F859 D5@<5=B>2, <>65B A>E@0=SBPAS 2 B5G5=85 =5 <5=55 2 =545;P ?>A;5 

53> >B<5=O (A<. #@>B82>?>:070=8S). 

-D028@5=7 ?@>B82>?>:070=> ?@8=8<0BP >4=>2@5<5==> A B5@D5=048=><, 0AB5<87>;><, 

F870?@84><, <84>7>;0<><, B@87>;0<><, ?8<>784><, 15?@848;>< 8 0;:0;>840<8 A?>@O=P8 

(=0?@8<5@, Q@3>B0<8=, 48384@>Q@3>B0<8=, Q@3>=>28= 8;8 <5B8;Q@3>=>28=), ?>A:>;P:C 

:>=:C@5=B=>5 2708<>459AB285 QD028@5=70 A 87>D5@<5=B>< CYP��4 <>65B ?@825AB8 : 

?>402;5=8R <5B01>;87<0 40==OE ?@5?0@0B>2 8 ?>S2;5=8R ?@54?>AO;>: 4;S 2>7=8:=>25=8S 

A5@P57=OE 8/8;8 C3@>60RI8E 687=8 =565;0B5;P=OE S2;5=89 (=0?@8<5@, A5@45G=>9 

0@8B<88, 4;8B5;P=>3> A540B82=>3> QDD5:B0 8;8 C3=5B5=8S 4OE0=8S). 

#D9C4D4FO, 6O;O64RM<9 G8?<A9A<9 <AF9D64?4 Q&c 

#@>B82>?>:070=> >4=>2@5<5==O9 ?@85< QD028@5=70 8 ?@5?0@0B>2, :>B>@O5 2O7O20RB 

C4;8=5=85 8=B5@20;0 QTc 8 <>3CB ?@82>48BP : 2>7=8:=>25=8R 65;C4>G:>2>9 B0E8:0@488 

?> B8?C «?8@CQB». � B0:8< ?@5?0@0B0< >B=>ASBAS: 

- 0=B80@8B<8G5A:85 ?@5?0@0BO :;0AA>2 I� 8 III;  

- =59@>;5?B8:8, 0=B845?@5AA0=BO;  

-  =5:>B>@O5 0=B818>B8:8, 2:;RG0S ?@5?0@0BO, >B=>ASI85AS : A;54CRI8< :;0AA0<: 

<0:@>;84O, DB>@E8=>;>=O, ?@>B82>3@81:>2O5 ?@5?0@0BO ?@>872>4=O5 8<8407>;0 8 

B@807>;0;  

- =5:>B>@O5 =5A540B82=O5 0=B838AB0<8==O5 ?@5?0@0BO (B5@D5=048=, 0AB5<87>;);  

- F870?@84; 

- D;5:08=84;  

- =5:>B>@O5 ?@>B82><0;S@89=O5 ?@5?0@0BO;  

- <5B04>=. 

�D4;BCD96<D/Q?54E6<D 

"4=>2@5<5==O9 ?@85< A 3@07>?@528@></Q;10A28@>< ?@>B82>?>:070= ?>B><C, GB> <>65B 

?@825AB8 : ?>B5@5 28@CA>;>38G5A:>9 0:B82=>AB8 3@07>?@528@0/Q;10A28@0. 

�DG7<9 6;4<@B89=EF6<я 

�708<>459AB28S <564C QD028@5=7>< 8 8=3818B>@0<8 ?@>B507O ��+, 4@C38<8 

0=B8@5B@>28@CA=O<8 ?@5?0@0B0<8, ?><8<> 8=3818B>@>2 ?@>B507O ��+, 0 B0:65 <564C 
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QD028@5=7>< 8 ;5:0@AB25==O<8 ?@5?0@0B0<8, =5 >B=>ASI8<8AS : 3@C??5 

0=B8@5B@>28@CA=OE ?@5?0@0B>2, C:070=O 2 ?@82545==>9 =865 B01;8F5 2. '25;8G5=85 

7=0G5=8S ?>:070B5;S >1>7=0G05BAS AB@5;:>9 «↑», C<5=PH5=85 7=0G5=8S - AB@5;:>9 «³», 5A;8 

?>:070B5;P >AB05BAS 157 87<5=5=89 - AB@5;:>9 «´»; 5A;8 ?@5?0@0B 22>48;AS G5@57 :064O5 

8 8;8 12 G, B> QB> >1>7=0G05BAS :0: «:8G» 8;8 «:12G». 90 % 8 95 % 4>25@8B5;P=O5 8=B5@20;O 

?@54AB02;5=O 2 A:>1:0E, 5A;8 ?@8<5=8<>. "1OG=> 8AA;54>20=8S ?@>2>48;8AP =0 74>@>2OE 

4>1@>2>;PF0E, 5A;8 B>;P:> A?5F80;P=> =5 >3>20@8205BAS 4@C30S 8=D>@<0F8S. 

&45?<J4 2. �;4<@B89=EF6<я @9:8G QH46<D9A;B@ < 8DG7<@< ?9>4DEF69AAO@< 

ED98EF64@< 

�9>4DEF69AAO9 CD9C4D4FO, 

D4;89?9AAO9 CB 
H4D@4>BF9D4C96F<K9E><@ 

7DGCC4@ (8B;4) 

�?<OA<9 A4 >BAJ9AFD4J<N 

CD9C4D4F4 6 EO6BDBF>9. 
%D98A99 <;@9A9A<9 ;A4K9A<= 

AUC, %max, Cmin (%) < 
8B69D<F9?PAO9 <AF9D64?O, 

9E?< CD<@9A<@B (@9I4A<;@) 

$9>B@9A84J<< 

#DBF<6B@<>DB5AO9 CD9C4D4FO 

�AF<D9FDB6<DGEAO9 ?9>4DEF69AAO9 ED98EF64 

�=3818B>@O ?@>B507O ��+ 

�B070=028@/@8B>=028@/ 

QD028@5=7 (400 <3 1 @07 2 

ACB:8/ 100 <3 1 @07 2 ACB:8/ 

600 <3 1 @07 2 ACB:8, 2A5 

?@5?0@0BO ?@8=8<0;8AP 2> 

2@5<S ?@85<0 ?8I8) 

�B070=028@ (?>A;5 ?>;C4=S): 

AUC: ´* (>B ³9 4> ↑10),  

%maE: ↑17 %* (>B ↑8 4> ↑27),  

Cmin: ³42 %* (>B ³31 4> ³51) 

"4=>2@5<5==>5 

?@8<5=5=85 QD028@5=70 A 

0B070=028@></@8B>=028@>

< =5 @5:><5=4C5BAS. �A;8 

B@51C5BAS >4=>2@5<5==>5 

?@8<5=5=85 0B070=028@0 A 

!!�"&, =5>1E>48<> 

@0AA<>B@5BP 

F5;5A>>1@07=>ABP 

C25;8G5=8S 4>7O 

0B070=028@0 4> 400 <3 8 

@8B>=028@0 4> 200 <3, 2 

:><18=0F88 A 

�B070=028@/@8B>=028@/QD028

@5=7 (400 <3 1 @07 2 ACB:8/ 

200 <3 1 @07 2 ACB:8/ 600 <3 1 

@07 2 ACB:8, 2A5 ?@5?0@0BO 

?@8=8<0;8AP 2> 2@5<S 

?@85<0 ?8I8) 

�B070=028@ (?>A;5 ?>;C4=S): 

AUC: ´*/** (>B ³10 4> ↑26),  

%maE: ´*/** (>B ³5 4> ↑26),  

Cmin: ↑12 %*/** (>B ³16 4> ↑49) 

(8=4C:F8S CYP3A4). 

* #@8 A@02=5=88 A 0B070=028@>< 
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300 <3/@8B>=028@>< 100 <3 1 @07 

2 ACB:8 25G5@>< 157 QD028@5=70. 

&0:>5 A=865=85 Cmin 0B070=028@0 

<>65B >B@8F0B5;P=> 2;8SBP =0 

QDD5:B82=>ABP 0B070=028@0. 

** "A=>20=> =0 8AB>@8G5A:>< 

A@02=5=88. 

QD028@5=7><, A 

>15A?5G5=85< 

BI0B5;P=>3> 

:;8=8G5A:>3> 

<>=8B>@8=30. 

�0@C=028@/@8B>=028@/ 

QD028@5=7 

(300 <3 2 @070 2 ACB:8*/ 100 <3 

2 @070 2 ACB:8/ 600 <3 1 @07 2 

ACB:8)  

* =865 @5:><5=4>20==>9 

4>7O. #>4>1=O5 @57C;PB0BO 

>6840RBAS 8 ?@8 ?@8<5=5=88 

2 @5:><5=4>20==OE 4>70E. 

�0@C=028@:  

AUC: ³13 %,  

Cmin: ³31 %,  

Cmax: ³15 % (8=4C:F8S CYP3A4) 

-D028@5=7:  

AUC: ↑21 %,  

Cmin: ↑17 %,  

Cmax: ↑15 % (8=3818@>20=85 

CYP3A4). 

"4=>2@5<5==O9 ?@85< 

QD028@5=70 8 

40@C=028@0/@8B>=028@0 

(800 <3/ 100 <3 1 @07 2 

ACB:8) <>65B ?@825AB8 : 

A=865=8R Cmin 

40@C=028@0. �A;8 

QD028@5=7 =5>1E>48<> 

?@8<5=SBP >4=>2@5<5==> 

A 

40@C=028@></@8B>=028@>

<, A;54C5B ?@8<5=SBP 

:><18=0F8R 

40@C=028@/@8B>=028@ 2 

@568<5 600 <3/ 100 <3         

2 @070 2 ACB:8. "4=0:> 

B0:CR :><18=0F8R 

A;54C5B =07=0G0BP A 

>AB>@>6=>ABPR. 

%<. 8=AB@C:F8R ?> 

<548F8=A:><C 

?@8<5=5=8R 

40@C=028@0/@8B>=028@0. 

%<. B0:65 =865 
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8=D>@<0F8R ?> 

@8B>=028@C. 

(>A0<?@5=028@/ 

@8B>=028@/QD028@5=7 

(700 <3 2 @070 2 AC B:8/ 100 

<3 2 @070 2 ACB:8/ 600 <3         

1 @07 2 ACB:8) 

�;8=8G5A:8 7=0G8<>3> 

D0@<0:>:8=5B8G5A:>3> 

2708<>459AB28S =5 2OS2;5=>. 

�>@@5:F88 4>7O =8 >4=>3> 

87 QB8E ;5:0@AB25==OE 

A@54AB2 =5 B@51C5BAS.  

%<. B0:65 =865 

8=D>@<0F8R ?> 

@8B>=028@C. 

(>A0<?@5=028@/ =5;D8=028@/ 

QD028@5=7 

�708<>459AB285 =5 87CG0;>AP. �>@@5:F88 4>7O =8 >4=>3> 

87 QB8E ;5:0@AB25==OE 

A@54AB2 =5 B@51C5BAS 

(>A0<?@5=028@/ A0:28=028@/ 

QD028@5=7 

�708<>459AB285 =5 87CG0;>AP. �A?>;P7>20=85 B0:>9 

:><18=0F88 =5 

@5:><5=4C5BAS, ?>A:>;P:C 

>68405BAS 7=0G8<>5 

A=865=85 Q:A?>78F88 

>1>8E 8=3818B>@>2 

?@>B507O ��+. 

�=48=028@/QD028@5=7 

(800 <3 :8G/ 200 <3 1 @07 2 

ACB:8) 

�=48=028@:  

AUC: ³31 % (>B ³8 4> ³47),  

Cmin: ³40 %.  

%E>4=>5 A=865=85 Q:A?>78F88 

8=48=028@0 =01;R40;>AP 2 

A;CG0SE, :>340 8=48=028@ (1000 

<3 :8G) 22>48;AS 2 :><18=0F88 A 

QD028@5=7>< (600 <3 1 @07 2 

ACB:8) (8=4C:F8S CYP3A4). 

-D028@5=7:  

:;8=8G5A:8 7=0G8<>3> 

D0@<0:>:8=5B8G5A:>3> 

)>BS :;8=8G5A:0S 

7=0G8<>ABP A=865=8S 

:>=F5=B@0F88 8=48=028@0 

=5 CAB0=>2;5=0, 

=01;R402H55AS 

D0@<0:>:8=5B8G5A:>5 

2708<>459AB285 4>;6=> 

?@8=8<0BPAS 2> 2=8<0=85 

?@8 2O1>@5 @568<0 

B5@0?88, 2:;RG0RI53> 

>4=>2@5<5==> QD028@5=7 

8 8=48=028@.  
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2708<>459AB28S =5 =01;R40;>AP. �>@@5:F88 4>7O 

QD028@5=70 =5 B@51C5BAS, 

5A;8 >= =07=0G05BAS A 

8=48=028@>< 8;8 A 

8=48=028@></@8B>=028@>

<. 

%<. B0:65 =865 

8=D>@<0F8R ?> 

@8B>=028@C 

�=48=028@/@8B>=028@/QD028

@5=7 (800 <3 2 @070 2 ACB:8/ 

100 <3 2 @070 2 ACB:8/ 600 <3 

1 @07 2 ACB:8) 

�=48=028@:  

AUC: ³25 % (>B ³16 4> ³32)b,  

%m0E: ³17 % (>B ³6 4> ³26)b,  

Cmin: ³50 % (>B ³40 4> ³59)b. 

-D028@5=7:  

:;8=8G5A:8 7=0G8<>3> 

2708<>459AB28S =5 =01;R40;>AP. 

%@54=55 35><5B@8G5A:>5 7=0G5=85 

Cmin 8=48=028@0 (0,33 <3/;) ?@8 

53> ?@8<5=5=88 2 :><18=0F88 A 

@8B>=028@>< 8 QD028@5=7>< 1O;> 

1>;PH5, G5< ?@8 53> ?@8<5=5=88 

2 :0G5AB25 <>=>B5@0?88 ?> 800 <3 

:8G (%min 0,15 <3/;). ' ?0F85=B>2, 

8=D8F8@>20==OE ��+-1 (n = 6), 

?>:070B5;8 D0@<0:>:8=5B8:8 

8=48=028@0 8 QD028@5=70 >1OG=> 

1O;8 A>?>AB028<O A B0:>2O<8 C 

=58=D8F8@>20==OE 

4>1@>2>;PF52. 

�>?8=028@/@8B>=028@ 2 

<S3:8E :0?AC;0E 8;8 2 

@0AB2>@5 4;S ?@85<0 2=CB@P/ 

QD028@5=7 

%CI5AB25==>5 A=865=85 

Q:A?>78F88 ;>?8=028@0. 

#@8 >4=>2@5<5==>< 

=07=0G5=88 A QD028@5=7>< 

A;54C5B @0AA<>B@5BP 

F5;5A>>1@07=>ABP 

C25;8G5=8S 4>7 

;>?8=028@0 8 @8B>=028@0 

2 <S3:8E :0?AC;0E 8;8 2 

@0AB2>@5 4;S ?@85<0 

2=CB@P =0 33 % (?> 4 

:0?AC;O/ ~ 6,5 <; 2 @070 2 
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ACB:8 2<5AB> 3 :0?AC;/ 5 

<; 2 @070 2 ACB:8). "4=0:> 

A;54C5B A>1;R40BP 

>AB>@>6=>ABP, ?>A:>;P:C 

B0:0S :>@@5:F88 4>7O 4;S 

=5:>B>@OE ?0F85=B>2 

<>65B >:070BPAS 

=54>AB0B>G=>9. 

�>?8=028@/@8B>=028@ 2 

B01;5B:0E/ QD028@5=7 

(400/100 <3 2 @070 2 ACB:8/ 

600 <3 1 @07 2 ACB:8) 

(500/125 <3 2 @070 2 ACB:8/ 

600 <3 1 @07 2 ACB:8) 

�>=F5=B@0F88 ;>?8=028@0: ³30 -

40 %. 

�>=F5=B@0F88 ;>?8=028@0 

AE>4=O A B0:>2O<8 ?@8 

?@8<5=5=88 ;>?8=028@0/ 

@8B>=028@0 ?> 400/100 <3 2 @070 2 

ACB:8 157 QD028@5=70. 

�>70 ;>?8=028@0 8 

@8B>=028@0 2 B01;5B:0E 

4>;6=0 1OBP C25;8G5=0 4> 

500/ 125 <3 2 @070 2 ACB:8 

?@8 >4=>2@5<5==>< 

?@8<5=5=88 A 

QD028@5=7>< ?> 600 <3 1 

@07 2 ACB:8.  

%<. B0:65 =865 

8=D>@<0F8R ?> 

@8B>=028@C. 

!5;D8=028@/ QD028@5=7 

(750 <3 :8G/ 600 <3 1 @07 2 

ACB:8) 

!5;D8=028@:  

AUC: ↑20 % (>B ↑8 4> ↑34), 

%m0E: ↑21 % (>B ↑10 4> ↑33).  

�0==0S :><18=0F8S >1OG=> 

E>@>H> ?5@5=>A8BAS. 

�>@@5:F88 4>7O =8 >4=>3> 

87 QB8E ;5:0@AB25==OE 

A@54AB2 =5 B@51C5BAS. 

$8B>=028@/QD028@5=7 

(500 <3 2 @070 2 ACB:8/ 600 <3 

1 @07 2 ACB:8) 

$8B>=028@:  

AUC CB@><: ↑18 % (>B ↑6 4>↑33),  

AUC 25G5@><: ´.  

%max CB@><: ↑24 % (>B ↑12 4> ↑38).  

%max 25G5@><: ´.  

Cmin CB@><: ↑42 % (>B ↑9 4> ↑86)b.  

#@8 =07=0G5=88 

QD028@5=70 A @8B>=028@>< 

2 =87:8E 4>70E A;54C5B 

CG8BO20BP 2>7<>6=>ABP 

C25;8G5=8S G0AB>BO 

A2S70==OE A QD028@5=7>< 
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Cmin 25G5@><: ↑24 % (>B ↑3 4> 

↑50)b.  

-D028@5=7:  

AUC: ↑21 % (>B ↑10 4> ↑34),  

%m0E: ↑14 % (>B ↑4 4> ↑26),  

Cmin: ↑25 % (>B ↑7 4> ↑46)b  

(8=3818@>20=85 CYP-

>?>A@54>20==>3> >:8A;8B5;P=>3> 

<5B01>;87<0). #@8 ?@85<5 

QD028@5=70 2 :><18=0F88 A 

@8B>=028@>< ?> 500 <3 8;8 600 <3 

2 @070 2 ACB:8 ?5@5=>A8<>ABP 

1O;0 =87:>9 (=0?@8<5@, 

=01;R40;8AP 3>;>2>:@C65=85, 

B>H=>B0, ?0@5AB578S, ?>2OH5=85 

0:B82=>AB8 «?5G5=>G=OE» 

D5@<5=B>2). �>AB0B>G=O5 40==O5 

> ?5@5=>A8<>AB8 QD028@5=70 2 

:><18=0F88 A @8B>=028@>< 2 

=87:8E 4>70E (?> 100 <3 1 8;8 2 

@070 2 ACB:8) >BACBAB2CRB. 

=565;0B5;P=OE S2;5=89 

2A;54AB285 2>7<>6=>3> 

D0@<0:>48=0<8G5A:>3> 

2708<>459AB28S. 

%0:28=028@/ @8B>=028@/ 

QD028@5=7 

�708<>459AB285 =5 87CG0;>AP. "BACBAB2CRB 40==O5, 

?>72>;SRI85 @07@01>B0BP 

@5:><5=40F88 ?> @568<C 

4>78@>20=8S.  

%<. B0:65 2OH5 

8=D>@<0F8R ?> 

@8B>=028@C. #@8<5=5=85 

QD028@5=70 2 :><18=0F88 

A A0:28=028@>< 2 :0G5AB25 

548=AB25==>3> 
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8=3818B>@0 ?@>B507O ��+ 

=5 @5:><5=4C5BAS. 

�AF47BA<EFO I9@B><AB6OI D9J9CFBDB6 CCR5 

 0@028@>:/QD028@5=7 

(100 <3 2 @070 2 ACB:8/ 600 <3 

1 @07 2 ACB:8) 

 0@028@>::  

AUC12: ³45 % (>B ³38 4> ³51),  

%m0E: ³51 % (>B ³37 4> ³62). 

�>=F5=B@0F88 QD028@5=70 =5 

87<5@S;8AP, 2708<>459AB285 =5 

>68405BAS. 

%<. 8=AB@C:F88 ?> 

<548F8=A:><C 

?@8<5=5=8R 

;5:0@AB25==OE 

?@5?0@0B>2, 2 A>AB02 

:>B>@OE 2E>48B 

<0@028@>:. 

ИA7<5<FBD <AF97D4;O �ИЧ 

$0;B53@028@/QD028@5=7 (400 

<3 >4=>:@0B=0S 4>70/ - ) 

$0;B53@028@:  

AUC: ³36 %,  

%12: ³21 %,  

%m0E: ³36 % (8=4C:F8S D5@<5=B0 

'�(-�&1�1). 

�>@@5:F88 4>7O 

@0;B53@028@0 =5 

B@51C5BAS. 

�9>4DEF69AAO9 ED98EF64 <; 7DGCC !И"& < !!И"& 

!�"&/QD028@5=7 �AA;54>20=8S 2708<>459AB289 

QD028@5=70 8 ?@5?0@0B>2 87 

3@C??O !�"& =5 ?@>2>48;8AP, 70 

8A:;RG5=85< 2708<>459AB289 A 

;0<82C48=><, 784>2C48=>< 8 

B5=>D>28@0 

487>?@>:A8;DC<0@0B><. 

�;8=8G5A:8 7=0G8<O5 

2708<>459AB28S =5 

?@54?>;030RBAS, ?>A:>;P:C 

<5B01>;87< ?@5?0@0B>2 87 3@C??O 

!�"& ?@>B5:05B ?CBS<8, 

>B;8G=O<8 >B B0:>2OE 4;S 

�>@@5:F88 4>7O =8 >4=>3> 

87 40==OE ;5:0@AB25==OE 

A@54AB2 =5 B@51C5BAS. 
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QD028@5=70, 8 <0;>25@>SB=>, GB> 

>=8 1C4CB :>=:C@8@>20BP 70 >4=8 

8 B5 65 <5B01>;878@CRI85 

D5@<5=BO 8 ?CB8 2O2545=8S. 

!!�"&/QD028@5=7 �708<>459AB285 =5 87CG0;>AP. #>A:>;P:C ?@8<5=5=85 

42CE !!�"& =5 

>15A?5G8205B 

?@58<CI5AB20 A B>G:8 

7@5=8S QDD5:B82=>AB8 8 

157>?0A=>AB8, 

>4=>2@5<5==>5 

?@8<5=5=85 QD028@5=70 8 

4@C3>3> A@54AB20 87 

3@C??O !!�"& =5 

@5:><5=4C5BAS. 

�9>4DEF69AAO9 ED98EF64 CDBF<6 6<DGE4 79C4F<F4 % 

�>F5?@528@/QD028@5=7 

(800 <3 3 @070 2 ACB:8/ 600 <3 

1 @07 2 ACB:8) 

�>F5?@528@:  

AUC: ´ 19 %*,  

%m0E: ´ 8 %,  

%min: ³44 %.  

-D028@5=7: AUC: ´ 20 %,  

%m0E: ´ 11%,  

Cmin: ³12 % (>B ³24 % 4> ↑1 %) 

(8=4C:F8S CYP3A 2;8S5B =0 

1>F5?@528@). 

*0-8 G.  

"BACBAB285 QDD5:B0 (´) 

A>>B25BAB2C5B C<5=PH5=8R 

A@54=53> A>>B=>H5=8S =5 > G5< =0 

20 % 8;8 C25;8G5=8R =5 > G5< =0 

�;8=8G5A:0S 7=0G8<>ABP 

C<5=PH5=8S 

:>=F5=B@0F88 

1>F5?@528@0 2 ?;07<5 

:@>28 =5 CAB0=>2;5=0. 
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25 %. 

&5;0?@528@/QD028@5=7 

(1125 <3 :8G/ 600 <3 1 @07 2 

ACB:8) 

&5;0?@528@ (>B=>A8B5;P=> 750 <3 

:8G):  

AUC: ³18 % (>B ³8 4> ³27),  

%m0E: ³14 % (>B ³3 4> ³24),  

Cmin: ³25 % (>B ³14 4> ³34). 

-D028@5=7:  

AUC: ³18 % (>B ³10 4> ³26),  

%m0E: ³24 % (>B ³15 4> ³32),  

Cmin: ³10 % (>B ↑1 4> ³19) 

(8=4C:F8S CYP3A4). 

#@8 A>2<5AB=>< 

?@8<5=5=88 B5;0?@528@0 

8 QD028@5=70 

@5:><5=4C5BAS C25;8G8BP 

4>7C B5;0?@528@0 4> 1125 

<3 :8G. 

%8<5?@528@/QD028@5=7 (150 

<3 1 @07 2 ACB:8/ 600 <3 1 @07 

2 ACB:8) 

%8<5?@528@:  

AUC: ³71 % (>B ³67 4> ³74),  

Cmax: ³51 % (>B ³46 4> ³56),  

Cmin: ³91 % (>B ³88 4> ³92) 

-D028@5=7:  

AUC: ´,  

Cmax: ↔,  

Cmin: ↔, 

(8=4C:F8S CYP3A4) 

"4=>2@5<5==O9 ?@85< 

A8<5?@528@0 A 

QD028@5=7>< ?@82>48B : 

ACI5AB25==><C A=865=8R 

:>=F5=B@0F88 

A8<5?@528@0 2 ?;07<5 

2A;54AB285 8=4C:F88 

87>D5@<5=B0 CYP3A 

QD028@5=7><, GB> <>65B 

?@825AB8 : ?>B5@5 

B5@0?52B8G5A:>3> QDD5:B0 

A8<5?@528@0. %>2<5AB=>5 

?@8<5=5=85 A8<5?@528@0 

8 QD028@5=70 =5 

@5:><5=4C5BAS. 
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�@07>?@528@/Q;10A28@ �@07>?@528@: 

AUC: ³83 %,  

Cmax: ³87 %. 

-;10A28@:  

AUC: ³54 %,  

Cmax: ³45 %.  

 

"4=>2@5<5==O9 ?@85< A 

3@07>?@528@></Q;10A28@>

< ?@>B82>?>:070= ?>B><C, 

GB> <>65B ?@825AB8 : 

?>B5@5 28@CA>;>38G5A:>9 

0:B82=>AB8 3@07>?@528@0/ 

Q;10A28@0 87-70 

7=0G8B5;P=>3> A=865=8S 

:>=F5=B@0F88 2 ?;07<5 

:@>28 3@07>?@528@0 8 

Q;10A28@0, 2A;54AB285 

8=4C:F88 QD028@5=7>< 

87>D5@<5=B0 CYP3A 8;8 

P-gp. 

�5;?0B0A28@/A>D>A1C28@ 

�5;?0B0A28@/2>:A8;0?@528@/ 

A>D>A1C28@ (1125 <3 :8G/600 

<3 1 @07 2 ACB:8) 

�5;?0B0A28@:  

AUC: ³53 %,  

Cmax: ³47 %,  

Cmin: ³57 % 

%>D>A1C28@:  

Cmax: ³38 %,  

#@54?>;0305BAS: ³�>:A8;0?@528@ 

#@8 A>2<5AB=>< 

?@8<5=5=88 B5=>D>28@0 

487>?@>:A8;/ 

Q<B@8F8B018=0/QD028@5= 

A 25;?0B0A28@></ 

A>D>A1C28@>< 8;8 A 

25;?0B0A28@></ 

2>:A8;0?@528@></ 

A>D>A1C28@>< 1O;> 

?>:070=>, 7=0G8B5;P=>5 

A=865=85 :>=F5=B@0F88 2 

?;07<5 :@>28 

25;?0B0A28@0 2A;54AB285 

8=4C:F88 QD825@5=7>< 

87>D5@<5=B0 CYP3A, GB> 

<>65B ?@825AB8  ?>B5@5 

B5@0?52B8G5A:>3> QDD5:B0 
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25;?0B0A28@0. "68405BAS 

0=0;>38G=>5 A=865=85 

:>=F5=B@0F88 2 ?;07<5 

:@>28 2>:A8;0?@528@0. 

%>2<5AB=>5 ?@8<5=5=85 

QD028@5=70 A 

25;?0B0A28@></ 

A>D>A1C28@>< 8;8 A 

25;?0B0A28@></ 

2>:A8;0?@528@></ 

A>D>A1C28@>< =5 

@5:><5=4C5BAS. 

�;5:0?@528@/?81@5=B0A28@ ³ �;5:0?@528@ 

³ #81@5=B0A28@ 

"4=>2@5<5==O9 ?@85< 

3;5:0?@528@0/ 

?81@5=B0A28@0 A 

QD028@5=7>< ?@82>48B : 

ACI5AB25==><C A=865=8R 

:>=F5=B@0F88 

3;5:0?@528@0 

/?81@5=B0A28@0 2 ?;07<5, 

GB> <>65B ?@825AB8 : 

?>B5@5 B5@0?52B8G5A:>3> 

QDD5:B0. 

%>2<5AB=>5 ?@8<5=5=85 

3;5:0?@528@0/ 

?81@5=B0A28@0 8 

QD028@5=70 =5 

@5:><5=4C5BAS. 

�AF<5<BF<>< 

�78B@><8F8=/ QD028@5=7 

(600 <3 2 2845 >4=>:@0B=>9 

�;8=8G5A:8 7=0G8<>3> 

D0@<0:>:8=5B8G5A:>3> 

�>@@5:F88 4>7O =8 >4=>3> 

87 40==OE ;5:0@AB25==OE 
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4>7O/ 400 <3 1 @07 2 ACB:8) 2708<>459AB28S =5 2OS2;5=>. A@54AB2 =5 B@51C5BAS. 

�;0@8B@><8F8=/ QD028@5=7 

(500 <3 :12G/ 400 <3 1 @07 2 

ACB:8) 

�;0@8B@><8F8=:  

AUC: ³39 % (>B ³30 4> ³46),  

Cmax: ³26 % (>B ³15 4> ³35).  

14-384@>:A8<5B01>;8B 

:;0@8B@><8F8=0:  

AUC: ↑34 % (>B ↑18 4> ↑53),  

%max: ↑49 % (>B ↑32 4> ↑69).  

-D028@5=7:  

AUC: ´,  

%max: ↑11 % (>B ↑3 4> ↑19), 

(8=4C:F8S CYP3A4).  

�>6=0S AO?P =01;R40;0AP C 46 % 

=58=D8F8@>20==OE 

4>1@>2>;PF52, >4=>2@5<5==> 

?@8=8<02H8E QD028@5=7 8 

:;0@8B@><8F8=. 

�;8=8G5A:0S 7=0G8<>ABP 

87<5=5=89 :>=F5=B@0F88 

:;0@8B@><8F8=0 2 ?;07<5 

:@>28 =5 CAB0=>2;5=0. 

�<5AB> :;0@8B@><8F8=0 

A;54C5B @0AA<>B@5BP 

2>7<>6=>ABP ?@8<5=5=8S 

4@C3>3> 0=B818>B8:0, 

=0?@8<5@, 078B@><8F8=0. 

�>@@5:F88 4>7O 

QD028@5=70 =5 B@51C5BAS. 

�@C385 0=B818>B8:8 87 

3@C??O <0:@>;84>2 

(=0?@8<5@, Q@8B@><8F8=)/ 

QD028@5=7 

�708<>459AB285 =5 87CG0;>AP. "BACBAB2CRB 40==O5, 

?>72>;SRI85 @07@01>B0BP 

@5:><5=40F88 ?> @568<C 

4>78@>20=8S 

#DBF<6BFG59D>G?9;AO9 ?9>4DEF69AAO9 ED98EF64 

$8D01CB8=/QD028@5=7 

(300 <3 1 @07 2 ACB:8/ 600 <3 

1 @07 2 ACB:8) 

$8D01CB8=:  

AUC: ³38 % (>B ³28 4> ³47),  

%m0E: ³32 % (>B ³15 4> ³46),  

%min: ³45 % (>B ³31 4> ³56). 

-D028@5=7:  

AUC: ´,  

%CB>G=0S 4>70 @8D01CB8=0 

4>;6=0 1OBP C25;8G5=0 =0 

50 %, 5A;8 ?;0=8@C5BAS 

>4=>2@5<5==>5 

?@8<5=5=85 A 

QD028@5=7><. %;54C5B 

B0:65 @0AA<>B@5BP 
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%m0E: ´,  

Cmin: ³12 % (>B ³24 4> ↑1) 

(8=4C:F8S CYP3A4). 

F5;5A>>1@07=>ABP 

C42>5=8S 4>7O 

@8D01CB8=0 ?@8 

?@8<5=5=88 @8D01CB8=0 2 

8;8 3 @070 2 =545;R 2 

:><18=0F88 A 

QD028@5=7><. 

�;8=8G5A:89 QDD5:B 

B0:>9 :>@@5:F88 4>7O =5 

87CG5=. #@8 :>@@5:F88 

4>7O B0:65 A;54C5B 

CG8BO20BP 

8=48284C0;P=CR 

?5@5=>A8<>ABP 8 

28@CA>;>38G5A:89 >B25B 

(A<. @0745; 5.2.). 

$8D0<?8F8=/QD028@5=7 

(600 <3 1 @07 2 ACB:8/ 600 <3 

1 @07 2 ACB:8) 

-D028@5=7:  

AUC: ³26 % (>B ³15 4> ³36),  

%m0E: ³20 % (>B ³11 4> ³28),  

Cmin: ³32 % (>B ³15 4> ³46) 

(8=4C:F8S CYP3A4 8 CYP2B6). 

�A;8 QD028@5=7 

?@8<5=S5BAS 

>4=>2@5<5==> A 

@8D0<?8F8=>< C 

?0F85=B>2 A <0AA>9 B5;0 

50 :3 8 1>;55, ACB>G=CR 

4>7C QD028@5=70 A;54C5B 

C25;8G8BP 4>  

800 <3, GB>1O >15A?5G8BP 

Q:A?>78F8R, AE>4=CR A 

B0:>2>9 ?@8 ?@8<5=5=88 

QD028@5=70 2 ACB>G=>9 

4>75 600 <3 157 

@8D0<?8F8=0. 

�;8=8G5A:89 QDD5:B 

B0:>9 :>@@5:F88 4>7O =5 
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87CG5=. #@8 :>@@5:F88 

4>7O B0:65 A;54C5B 

CG8BO20BP 

8=48284C0;P=CR 

?5@5=>A8<>ABP 8 

28@CA>;>38G5A:89 >B25B 

(A<. @0745; 5.2.). 

�>@@5:F88 4>7O 

@8D0<?8F8=0 =5 

B@51C5BAS 

#DBF<6B7D<5>B6O9 ?9>4DEF69AAO9 ED98EF64 

�B@0:>=07>;/QD028@5=7 

(200 <3 :12G/ 600 <3 1 @07 2 

ACB:8) 

�B@0:>=07>;:  

AUC: ³39 % (>B ³21 4> ³53),  

%m0E: ³37 % (>B ³20 4> ³51),  

%min: ³44 % (>B ³27 4> ³58) 

(A=865=85 :>=F5=B@0F89 

8B@0:>=07>;0 2A;54AB285 

8=4C:F88 CYP3A4). 

�84@>:A88B@0:>=07>;:  

AUC: ³37 % (>B ³14 4> ³55),  

%max: ³35 % (>B ³12 4> ³52),  

Cmin: ³43 % (>B ³18 4> ³60). 

-D028@5=7: ?> 2OS2;5=> 

:;8=8G5A:8 7=0G8<OE 87<5=5=89. 

#>A:>;P:C =5;P7S 

2O@01>B0BP @5:><5=40F89 

?> @568<C 4>78@>20=8S 

8B@0:>=07>;0, A;54C5B 

@0AA<>B@5BP 2>7<>6=>ABP 

?@8<5=5=8S 

0;PB5@=0B82=OE 

?@>B82>3@81:>2OE 

;5:0@AB25==OE A@54AB2. 

#>70:>=07>;/QD028@5=7  

(400 <3 1 @07 2 ACB:8) 

#>70:>=07>;:  

AUC: ³50 %,  

%m0E: ³45 % (8=4C:F8S '�(-

3;R:C@>=8@>20=8S). 

%;54C5B 871530BP 

>4=>2@5<5==>3> 

?@8<5=5=8S ?>70:>=07>;0 

8 QD028@5=70, 5A;8 B>;P:> 

>68405<0S ?>;P70 4;S 

?0F85=B0 =5 ?@52OH05B 
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2>7<>6=O9 @8A:. 

�>@8:>=07>;/QD028@5=7 

(200 <3 2 @070 2 ACB:8/ 400 <3 

1 @07 2 ACB:8) 

�>@8:>=07>;:  

AUC: ³77 %,  

%maE: ³61 %.  

-D028@5=7:  

AUC: ↑44 %, 

%m0E: ↑38 %. 

#@8 >4=>2@5<5==>< 

?@8<5=5=88 QD028@5=70 A 

2>@8:>=07>;>< 

?>445@6820RI0S 4>70 

2>@8:>=07>;0 4>;6=0 

1OBP C25;8G5=0 4> 400 <3 

2 @070 2 ACB:8, 0 4>70 

QD028@5=70 A=865=0 4> 

300 <3 1 @07 2 ACB:8. �A;8 

?@8<5=5=85 2>@8:>=07>;0 

1C45B ?@5:@0I5=>, B> 4>70 

QD028@5=70 4>;6=0 1OBP 

2>AAB0=>2;5=0 4> 

=0G0;P=>9.  

�>@8:>=07>;/ QD028@5=7 

(400 <3 2 @070 2 ACB:8/ 300 <3 

1 @07 2 ACB:8) 

�>@8:>=07>;:  

AUC: ³7 % (>B ³23 4> ³13)*,  

%m0E: ↑23 % (>B ³1 4> ↑53)*.  

-D028@5=7:  

AUC: ↑17 % (>B ↑6 4> ↑29)**,  

%maE: ´. 

* ?> A@02=5=8R A 200 <3 2 @070 2 

ACB:8 ?@8 ?@8<5=5=88 2 

<>=>B5@0?88,  

** ?> A@02=5=8R A 600 <3 1 @07 2 

ACB:8 ?@8 ?@8<5=5=88 2 

<>=>B5@0?88 (:>=:C@5=B=>5 

8=3818@>20=85 >:8A;8B5;P=>3> 

<5B01>;87<0). 

(;C:>=07>;/ QD028@5=7 

(200 <3 1 @07 2 ACB:8/ 400 <3 

1 @07 2 ACB:8) 

�;8=8G5A:8 7=0G8<>3> 

2708<>459AB28S =5 2OS2;5=>. 

�>@@5:F88 4>7O =8 >4=>3> 

87 40==OE ;5:0@AB25==OE 

A@54AB2 =5 B@51C5BAS. 

�5B>:>=07>; 8 4@C385 

?@>B82>3@81:>2O5 A@54AB20 - 

?@>872>4=O5 8<8407>;0 

�708<>459AB285 =5 87CG0;>AP. "BACBAB2CRB 40==O5, 

?>72>;SRI85 @07@01>B0BP 

@5:><5=40F88 ?> @568<C 

4>78@>20=8S. 
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#DBF<6B@4?OD<=AO9 ?9>4DEF69AAO9 ED98EF64 

�B>20E>=/?@>3C0=8;/ 

QD028@5=7 (250 <3/ 100 <3 

>4=>:@0B=0S 4>70/ 600 <3 1 

@07 2 ACB:8) 

�B>20E>=:  

AUC: ³75 % (>B ³62 4> ³84),  

%maE: ³44 % (>B ³20 4> ³61). 

#@>3C0=8;:  

AUC: ³43 % (>B ³7 4> ³65),  

%m0E: ↔. 

#> 2>7<>6=>AB8 A;54C5B 

871530BP >4=>2@5<5==>3> 

?@8<5=5=8S 

0B>20E>=0/?@>3C0=8;0 A 

QD028@5=7>< 

�@B5<5B5@/ ;R<5D0=B@8=/ 

QD028@5=7 

(20/120 <3, 6 ?@85<>2 ?> 4 

B01;5B:8 2 B5G5=85 3 4=59/ 

600 <3 1 @07 2 ACB:8) 

�@B5<5B5@:  

AUC: ³51 %,  

%m0E: ³21 %. 

�8384@>0@B5<878=8=:  

AUC: ³46 %,  

Cmax: ³38 %.  

�R<5D0=B@8=:  

AUC: ³21 %,  

%m0E: ´.  

-D028@5=7:  

AUC: ↓17 %,  

%maE: ´  

(8=4C:F8S CYP3A4). 

�>7<>6=> A=865=85 

0=B8<0;S@89=>3> QDD5:B0 

2A;54AB285 A=865=8S 

:>=F5=B@0F88 0@B5<5B5@0, 

48384@>0@B5<878=8=0 8;8 

;R<5D0=B@8=0 ?@8 

A>2<5AB=>< ?@8<5=5=88 A 

QD028@5=7><. %;54C5B 

A>1;R40BP >AB>@>6=>ABP 

?@8 A>2<5AB=>< 

?@8<5=5=88 QD028@5=70 A 

0@B5<5B5@></ 

;R<5D0=B@8=><. 

�AF4J<8AO9 ?9>4DEF69AAO9 ED98EF64 

�=B0F84O, A>45@60I85 

0;R<8=8S 384@>:A84 - 

<03=8S 384@>:A84 - 

A8<5B8:>=/ QD028@5=7 

(30 <; >4=>:@0B=0S 4>70/ 400 

<3 >4=>:@0B=0S 4>70) 

(0<>B848=/QD028@5=7 

�0: 0=B0F84O, A>45@60I85 

0;R<8=8S 384@>:A84 8;8 <03=8S 

384@>:A84, B0: 8 D0<>B848= =5 

>:07O20RB =51;03>?@8SB=>3> 

2;8S=8S =0 2A0AO20=85 

QD028@5=70. 

 0;>25@>SB=>, GB> ?@8 

?@8<5=5=88 QD028@5=70 A 

;5:0@AB25==O<8 

A@54AB20<8, :>B>@O5 

2;8SRB ?0 pH 

65;C4>G=>3> 

A>45@68<>3>, 87<5=8BAS 
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(40 <3 >4=>:@0B=0S 4>70/400 

<3- >4=>:@0B=0S 4>70) 

2A0AO205<>ABP 

QD028@5=70. 

�A>E<B?<FA>< 

�>@075?0</QD028@5=7 

(2 <3 >4=>:@0B=0S 4>70/ 600 

<3 1 @07 2 ACB:8) 

�>@075?0<:  

AUC: ↑7 % (>B ↑1 4> ↑4),  

Cmax: ↑16 % (>B ↑2 4> ↑32).  

-B8 87<5=5=8S =5 @0AF5=820RBAS 

:0: :;8=8G5A:8 7=0G8<O5. 

�>@@5:F88 4>7O =8 >4=>3> 

87 40==OE ;5:0@AB25==OE 

A@54AB2 =5 B@51C5BAS 

�AF<>B47G?OAFO 

�0@D0@8=/ QD028@5=7  

�F5=>:C<0@>;/ QD028@5=7 

�708<>459AB285 =5 87CG0;>AP. 

�>7<>6=>, :0: C25;8G5=85, B0: 8 

C<5=PH5=85 :>=F5=B@0F88 

20@D0@8=0/ 0F5=>:C<0@>;0 2 

?;07<5 :@>28 ?>4 2;8S=85< 

QD028@5=70. 

 >65B ?>B@51>20BPAS 

:>@@5:F8S 4>7O 

20@D0@8=0/ 

0F5=>:C<0@>;0. 

#DBF<6BEG8BDB:AO9 ?9>4DEF69AAO9 ED98EF64 

�0@10<075?8=/ QD028@5=7 

(400 <3 1 @07 2 ACB:8/ 600 <3 

1 @07 2 ACB:8) 

�0@10<075?8=:  

AUC: ³27 % (>B ³20 4> ³33),  

%m0E: ³20 % (>B ³15 4> ³24),  

Cmin: ³35 % (>B ³24 4> ³44). 

-D028@5=7:  

AUC: ³36 % (>B ³32 4> ³40),  

%m0E: ³21 % (>B ³15 4> ³26),  

%min: ³47 % (>B ³41 4> ³53) 

(A=865=85 :>=F5=B@0F89 

:0@10<075?8=0 2A;54AB285 

8=4C:F88 CYP3A4; A=865=85 

:>=F5=B@0F89 QD028@5=70 

2A;54AB285 8=4C:F88 CYP3A4 8 

"BACBAB2CRB 40==O5, =0 

>A=>20=88 :>B>@OE <>6=> 

@07@01>B0BP @5:><5=40F88 

?> @568<C 4>78@>20=8S. 

%;54C5B @0AA<>B@5BP 

2>7<>6=>ABP ?@8<5=5=8S 

4@C3>3> 

?@>B82>AC4>@>6=>3> 

A@54AB20. $5:><5=4C5BAS 

?@>2>48BP ?5@8>48G5A:89 

<>=8B>@8=3 :>=F5=B@0F88 

:0@10<075?8=0 2 ?;07<5 

:@>28. 
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CYP2B6). $02=>25A=O5 7=0G5=8S 

AUC, %m0E 8 Cmin 0:B82=>3> 

<5B01>;8B0 :0@10<075?8=0 

Q?>:A840 =5 87<5=SRBAS. 

�708<>459AB285 ?@8 

>4=>2@5<5==>< ?@8<5=5=88 

1>;55 2OA>:8E 4>7 QD028@5=70 8;8 

:0@10<075?8=0 =5 87CG0;>AP. 

(5=8B>8=, D5=>10@18B0; 8 

4@C385 ?@>B82>AC4>@>6=O5 

;5:0@AB25==O5 A@54AB20, 

S2;SRI85AS AC1AB@0B0<8 

87>D5@<5=B>2 CYP450 

�708<>459AB285 =5 87CG0;>AP. 

�>7<>6=>, :0: C<5=PH5=85, B0: 8 

C25;8G5=85 :>=F5=B@0F89 

D5=8B>8=0, D5=>10@18B0;0 8 

4@C38E ?@>B82>AC4>@>6=OE 

;5:0@AB25==OE A@54AB2, 

S2;SRI8EAS AC1AB@0B0<8 

87>D5@<5=B>2 CYP450, 5A;8 QB8 

?@5?0@0BO ?@8<5=SRBAS 

>4=>2@5<5==> A QD028@5=7><. 

�A;8 QD028@5=7 

?@8<5=S5BAS 

>4=>2@5<5==> A 

?@>B82>AC4>@>6=O<8 

?@5?0@0B0<8, 

S2;SRI8<8AS 

AC1AB@0B0<8 

87>D5@<5=B>2 CYP450, 

=5>1E>48<> >ACI5AB2;SBP 

?5@8>48G5A:89 

<>=8B>@8=3 :>=F5=B@0F89 

?@>B82>AC4>@>6=OE 

?@5?0@0B>2 2 :@>28. 

�0;P?@>520S :8A;>B0/ 

QD028@5=7 (250 <3 2 @070 2 

ACB:8/ 600 <3 1 @07 2 ACB:8) 

�;8=8G5A:8 7=0G8<>3> 2;8S=8S 

=0 D0@<0:>:8=5B8:C QD028@5=70 

=5 2OS2;5=>. "3@0=8G5==O5 

40==O5 ?>:07O20RB, GB> 

:;8=8G5A:8 7=0G8<>5 2;8S=85 ?0 

D0@<0:>:8=5B8:C 20;P?@>52>9 

:8A;>BO >BACBAB2C5B. 

�>@@5:F88 4>7O 

QD028@5=70 =5 B@51C5BAS. 

#0F85=BO 4>;6=O 

=0E>48BPAS ?>4 

=01;R45=85< 4;S 

:>=B@>;S AC4>@>6=OE 

?@8?04:>2. 

�83010B@8=/ QD028@5=7  

�010?5=B8=/ QD028@5=7 

�708<>459AB285 =5 87CG0;>AP. 

�;8=8G5A:8 7=0G8<O5 

2708<>459AB28S <0;>25@>SB=O, 

�>@@5:F88 4>7O =8 >4=>3> 

87 40==OE ;5:0@AB25==OE 

A@54AB2 =5 B@51C5BAS. 
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?>A:>;P:C 283010B@8= 8 

3010?5=B8= 2O2>4SBAS 

8A:;RG8B5;P=> ?>G:0<8 2 

=587<5=5==>< 2845 8 2@S4 ;8 

1C4CB :>=:C@8@>20BP A 

<5B01>;878@CRI8<8 

D5@<5=B0<8 8 ?CBS<8 2O2545=8S 

QD028@5=70. 

�AF<89CD9EE4AFO 

%9?9>F<6AO9 <A7<5<FBDO B5D4FAB7B ;4I64F4 E9DBFBA<A4 

%5@B@0;8=/QD028@5=7 

(50 <3 1 @07 2 ACB:8/ 600 <3 1 

@07 2 ACB:8) 

%5@B@0;8=:  

AUC: ³39 % (>B ³27 4> ³50), 

 %max: ³29 % (>B ³15 4> ³40),  

%min: ³46 % (>B ³31 4> ³58).  

-D028@5=7:  

AUC ´,  

Cmax: ↑11 % (>B ↑6 4> ↑16),  

Cmin: ´. 

(8=4C:F8S CYP3A4). 

'25;8G5=85 4>7O 

A5@B@0;8=0 4>;6=> 

?@>2>48BPAS A CG5B>< 

:;8=8G5A:>3> >B25B0. 

�>@@5:F8S 4>7O 

QD028@5=70 =5 B@51C5BAS. 

#0@>:A5B8=/ QD028@5=7 

(20 <3 1 @07 2 ACB:8/ 600 <3 1 

@07 2 ACB:8) 

�;8=8G5A:8 7=0G8<>3> 

D0@<0:>:8=5B8G5A:>3> 

2708<>459AB28S =5 2OS2;5=>. 

�>@@5:F88 4>7O =8 >4=>3> 

87 40==OE ;5:0@AB25==OE 

A@54AB2 =5 B@51C5BAS. 

(;C>:A5B8=/QD028@5=7 �708<>459AB285 =5 87CG0;>AP. 

#>A:>;P:C 4;S D;C>:A5B8=0 

E0@0:B5@5= B>B 65 

<5B01>;8G5A:89 ?@>D8;P, GB> 8 

4;S ?0@>:A5B8=0, B.5. >= S2;S5BAS 

<>I=O< 8=3818B>@>< CYP2D6, 

<>6=> >6840BP, GB> D;C>:A5B8= 

�>@@5:F88 4>7O =8 >4=>3> 

87 40==OE ;5:0@AB25==OE 

A@54AB2 =5 B@51C5BAS. 
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B0:65 =5 1C45B 2708<>459AB2>20BP 

A QD028@5=7><. 

%9?9>F<6AO9 <A7<5<FBDO B5D4FAB7B ;4I64F4 >4F9IB?4@<AB6 (ABD48D9A4?<A4, 8BC4@<A4) 

�C?@>?8>=/QD028@5=7 

 (150 <3 >4=>:@0B=0S 4>70 

(?@>;>=38@>20==>3> 

459AB28S) / 600 <3 1 @07 2 

ACB:8) 

�C?@>?8>=:  

AUC: ³55 % (>B ³48 4> ³62),  

Cmax: ³34 % (>B ³21 4> ³47). 

�84@>:A81C?@>?8>8:  

AUC: ´,  

Cmax: ↑50 % (>B ↑20 4> ↑80)  

(8=4C:F8S CYP2B6). 

'25;8G5=85 4>7O 

1C?@>?8>=0 4>;6=> 

?@>2>48BPAS A CG5B>< 

:;8=8G5A:>3> >B25B0, 

>4=0:> 4>70 =5 4>;6=0 

?@52OH0BP <0:A8<0;P=> 

@5:><5=4C5<CR 4>7C. 

�>@@5:F88 4>7O 

QD028@5=70 =5 B@51C5BAS. 

�?B>4DFBDO !1-7<EF4@<AB6OI D9J9CFBDB6 

*5B8@878=/ QD028@5=7 

(10 <3 >4=>:@0B=0S 4>70/ 600 

<3 1 @07 2 ACB:8) 

*5B8@878=:  

AUC: ´,  

%max: ³24 % (>B ³18 4> ³30).  

�0==O5 87<5=5=8S =5 

@0AF5=820RBAS :0: :;8=8G5A:8 

7=0G8<O5. 

-D028@5=7:  

:;8=8G5A:8 7=0G8<>3> 

2708<>459AB28S =5 2OS2;5=>. 

�>@@5:F88 4>7O =8 >4=>3> 

87 40==OE ;5:0@AB25==OE 

A@54AB2 =5 B@51C5BAS. 

%9D89KAB-EBEG8<EFO9 CD9C4D4FO 

�?B>4FBDO «@98?9AAOI» >4?PJ<96OI >4A4?B6 

�8;B8075</ QD028@5=7 

(240 <3 1 @07 2 ACB:8/ 600 <3 

1 @07 2 ACB:8) 

�8;B8075<:  

AUC: ³69 % (>B ³55 4> ³79),  

%m0E: ³60 % (>B ³50 4> ³68),  

Cmin: ³63 % (>B ³44 4> ³75). 

�>?@>A > =5>1E>48<>AB8 

:>@@5:F88 4>7O 

48;B8075<0 @5H05BAS A 

CG5B>< :;8=8G5A:>3> 

>B25B0 (A<. 8=AB@C:F8R ?> 
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�50F5B8;48;B8075<:  

AUC: ³75 % (>B ³59 4> ³84),  

%m0E: ³64 % (>B ³57 4> ³69),  

Cmin: ³62 % (>B ³444> ³75).  

N-<>=>45<5B8;48;B8075<:  

AUC: ³37 % (>B ³17 4> ³52),  

Cmax: ³28 % (>B ³7 4> ³44),  

Cmin: ³37 % (>B ³17 4> ³52).  

-D028@5=7:  

AUC: ↑ 1 1 %  (>B ↑ 5 4> ↑ 18),  

Cmax: ↑ 16 % (>B ↑ 6 4> ↑ 26),  

Cmin: ↑ 13 % (>B ↑ 1 4> ↑ 26)  

(8=4C:F8S CYP3A4).  

'25;8G5=85 

D0@<0:>:8=5B8G5A:8E 

?0@0<5B@>2 QD028@5=70 =5 1O;> 

@0AF5=5=> :0: :;8=8G5A:8 

7=0G8<>5. 

<548F8=A:><C 

?@8<5=5=8R 48;B8075<0). 

�>@@5:F8S 4>7O 

QD028@5=70 =5 B@51C5BAS. 

�5@0?0<8;, =8D548?8=, 

=8:0@48?8= 8 D5;>48?8=. 

�708<>459AB285 =5 87CG0;>AP. 

�A;8 QD028@5=7 ?@8<5=S5BAS 

>4=>2@5<5==> A :0:8<-;81> 

?@5?0@0B>< 87 3@C??O 1;>:0B>@>2 

«<54;5==OE» :0;PF852OE 

:0=0;>2, :>B>@O5 S2;SRBAS 

AC1AB@0B0<8 87>D5@<5=B0 

CYP3A4, 2>7<>6=> A=865=85 

:>=F5=B@0F88 1;>:0B>@0 

«<54;5==OE» :0;PF852OE :0=0;>2 

2 ?;07<5 :@>28. 

�>?@>A > =5>1E>48<>AB8 

:>@@5:F88 4>7 1;>:0B>@>2 

«<54;5==OE» :0;PF852OE 

:0=0;>2 @5H05BAS A CG5B>< 

:;8=8G5A:>3> >B25B0 (A<. 

8=AB@C:F88 ?> 

<548F8=A:><C 

?@8<5=5=8R 1;>:0B>@>2 

«<54;5==OE» :0;PF852OE 

:0=0;>2). 
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�<CB?<C<89@<K9E><9 ?9>4DEF69AAO9 ED98EF64 

ИA7<5<FBDO �М�-КB�-D98G>F4;O 

�B>@20AB0B8=/QD028@5=7 

(10 <3 1 @07 2 ACB:8/ 600 <3 1 

@07 2 ACB:8) 

�B>@20AB0B8=:  

AUC: ³43 % (>B ³34 4>³50),  

Cmax: ³12 % (>B³1 4> ³26).  

2-384@>:A80B>@20AB0B8=:  

AUC: ³35 % (>B ³13 4> ³40),  

Cmax: ³13 % (>B ³0 4> ³23). 

4-384@>:A80B>@20AB0B8=:  

AUC: ³4 % (>B ³0 4> ³31),  

Cmax: ³47 % (>B ³9 4> ³51).  

"1I0S 0:B82=>ABP 8=3818B>@>2 

� �-�>�-@54C:B07O:  

AUC: ³34 % (>B ³21 4> ³41),  

%m0E: ³20 % (>B ³2 4> ³26). 

%;54C5B >ACI5AB2;SBP 

?5@8>48G5A:89 

<>=8B>@8=3 :>=F5=B@0F88 

E>;5AB5@8=0 2 :@>28. 

 >65B ?>B@51>20BPAS 

:>@@5:F8S 4>7O 

0B>@20AB0B8=0 (A<. 

8=AB@C:F8R ?> 

<548F8=A:><C 

?@8<5=5=8R 

0B>@20AB0B8=0). 

�>@@5:F88 4>7O 

QD028@5=70 =5 B@51C5BAS. 

#@020AB0B8=/ QD028@5=7 

(40 <3 1 @07 2 ACB:8/ 600 <3 1 

@07 2 ACB:8)  

#@020AB0B8=:  

AUC: ³40 % (>B ³26 4> ³57),  

Cmax: ³18 % (>B ³59 4> ↑12). 

%;54C5B >ACI5AB2;SBP 

?5@8>48G5A:89 

<>=8B>@8=3 :>=F5=B@0F88 

E>;5AB5@8=0 2 :@>28. 

 >65B ?>B@51>20BPAS 

:>@@5:F8S 4>7O 

?@020AB0B8=0 (A<. 

8=AB@C:F8R ?> 

<548F8=A:><C 

?@8<5=5=8R 

?@020AB0B8=0).  

�>@@5:F88 4>7O 

QD028@5=70 =5 B@51C5BAS. 

%8<20AB0B8=/ QD028@5=7 %8<20AB0B8=:  %;54C5B >ACI5AB2;SBP 
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(40 <3 1 @07 2 ACB:8/ 600 <3 1 

@07 2 ACB:8) 

AUC: ³69 % (>B ³62 4> ³73),  

%m0E: ³76 % (>B ³63 4> ³79). 

%8<20AB0B8= :8A;>B0:  

AUC: ³58 % (>B ³39 4> ³68),  

%m0E: ³51 % (>B ³32 4> ³58).  

"1I0S 0:B82=>ABP 8=3818B>@>2 

� �-�>�-@54C:B07O:  

AUC: ³60 % (>B ³52 4> ³68),  

%m0E: ³62 % (>B ³55 4> ³78)  

(8=4C:F8S CYP3A4).  

#@8 >4=>2@5<5==>< ?@8<5=5=88 

QD028@5=70 A 0B>@20AB0B8=><, 

?@020AB0B8=>< 8;8 

A8<20AB0B88>< 7=0G5=8S AUC 8 

%m0E QD028@5=70 =5 87<5=SRBAS. 

?5@8>48G5A:89 

<>=8B>@8=3 :>=F5=B@0F88 

E>;5AB5@8=0 2 :@>28. 

 >65B ?>B@51>20BPAS 

:>@@5:F8S 4>7O 

A8<20AB0B8=0 (A<. 

8=AB@C:F8R ?> 

<548F8=A:><C 

?@8<5=5=8R 

A8<20AB0B8=0). �>@@5:F88 

4>7O QD028@5=70 =5 

B@51C5BAS. 

$>7C20AB0B8=/ QD028@5=7 �708<>459AB285 =5 87CG0;>AP. 

$>7C20AB0B8= 2O2>48BAS 2 

>A=>2=>< 2 =587<5=5==>< 2845 

G5@57 65;C4>G=>-:8H5G=O9 B@0:B 

A 65;GPR, ?>QB><C 

2708<>459AB285 A QD028@5=7>< =5 

>68405BAS. 

�>@@5:F88 4>7O =8 >4=>3> 

87 40==OE ;5:0@AB25==OE 

A@54AB2 =5 B@51C5BAS. 

�BD@BA4?PAO9 >BAFD4J9CF<6O 

�;S ?5@>@0;P=>3> 

?@8<5=5=8S: 

-B8=8;QAB@048>;/ 

=>@35AB8<0B/ QD028@5=7 

(0,035 <3 + 0,25 <3 1 @07 2 

ACB:8/ 600 <3 1 @07 2 ACB:8) 

-B8=8;QAB@048>;:  

AUC: ´,  

%max: ´,  

Cmin: ³8 % (>B ↑14 4> ³25). 

!>@Q;35AB@><8= (0:B82=O9 

<5B01>;8B):  

� 4>?>;=5=85 : 

3>@<>=0;P=O< 

:>=B@0F5?B820< 4>;65= 

8A?>;P7>20BPAS =0456=O9 

<5B>4 10@P5@=>9 

:>=B@0F5?F88 (A<. @0745; 
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AUC: ³64 % (>B ³62 4> ³67),  

%max: ³46 % (>B ³39 4> ³52),  

Cmin: ³82 % (>B ³79 4> ³85). 

�52>=>@35AB@5; (0:B82=O9 

<5B01>;8B):  

AUC: ³83 % (>B ³79 4> ³87),  

%max: ³80 % (>B ³77 4> ³83),  

Cmin: ³86 % (>B ³80 4> ³90)  

(8=4C:F8S <5B01>;87<0). 

-D028@5=7: :;8=8G5A:8 

7=0G8<>3> 2708<>459AB28S =5 

2OS2;5=>.  

�;8=8G5A:0S 7=0G8<>ABP QB8E 

QDD5:B>2 =58725AB=0. 

4.6.). 

#@>;>=38@>20==>3> 459AB28S 

4;S 2=CB@8<OH5G=>3> 

22545=8S:  

�5?>-<54@>:A8?@>35AB5@>=0 

0F5B0B (� #�)/ QD028@5=7 

(150 <3 � #� 2/< 

>4=>:@0B=>) 

� B5G5=85 3 <5ASF52 8AA;54>20=8S 

=5 1O;> 2OS2;5=> 7=0G8<OE 

@07;8G89 2 >B=>H5=88 

D0@<0:>:8=5B8G5A:8E 

?0@0<5B@>2 

<54@>:A8?@>35AB5@>=0 <564C 

4>1@>2>;PF0<8, ?>;CG02H8<8 

�$�&, A QD028@5=7><, 8 

4>1@>2>;PF0<8, :>B>@O5 =5 

?>;CG0;8 �$�&. �> 2B>@>< 

8AA;54>20=88 1O;8 ?>;CG5=O 

AE>4=O5 @57C;PB0BO, E>BS 

:>=F5=B@0F88 

<54@>:A8?@>35AB5@>=0 2 ?;07<5 

:@>28 @07;8G0;8AP 2 1>;PH59 

AB5?5=8. � >1>8E 8AA;54>20=8SE 

� 4>?>;=5=85 : 

3>@<>=0;P=O< 

:>=B@0F5?B820< 4>;65= 

8A?>;P7>20BPAS =0456=O9 

<5B>4 10@P5@=>9 

:>=B@0F5?F88 (A<. @0745; 

4.6.). 
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:>=F5=B@0F88 ?@>35AB5@>=0 2 

?;07<5 :@>28 C 4>1@>2>;PF52, 

?@8=8<02H8E QD028@5=7 + 45?>-

<54@>:A8?@>35AB5@>=0 0F5B0B, 

>AB020;8AP =87:8<8, GB> 

A>>B25BAB2>20;> ?>402;5=8R 

>2C;SF88. 

�<?;0=B0B: 

-B>=>35AB@5;/QD028@5=7 

�708<>459AB285 =5 87CG0;>AP. 

 >6=> >6840BP A=865=8S 

Q:A?>78F88 QB>=>35AB@5;0 

(8=4C:F8S CYP3A4). � 

?>AB@538AB@0F8>==O9 ?5@8>4 

=01;R45=8S 1O;8 ?>;CG5=O 

>B45;P=O5 A>>1I5=8S >1 

>BACBAB288 :>=B@0F5?B82=>3> 

QDD5:B0 ?@8 ?@8<5=5=88 

QB>=>35AB@5;0 C ?0F85=B>:, 

?@8=8<02H8E QD028@5=7. 

� 4>?>;=5=85 : 

3>@<>=0;P=O< 

:>=B@0F5?B820< 4>;65= 

8A?>;P7>20BPAS =0456=O9 

<5B>4 10@P5@=>9 

:>=B@0F5?F88 (A<. @0745; 

4.6.). 

И@@GAB89CD9EE4AFO 

�<<C=>45?@5AA0=BO, 

:>B>@O5 <5B01>;878@CRBAS 

87>D5@<5=B>< CYP3A4 

(=0?@8<5@, F8:;>A?>@8=, 

B0:@>;8<CA, A8@>;8<CA)/ 

QD028@5=7 

�708<>459AB285 =5 87CG0;>AP. 

 >6=> >6840BP A=865=8S 

Q:A?>78F88 8<<C=>45?@5AA0=B0 

(8=4C:F8S CYP3A4).  

 0;>25@>SB=>, GB> C:070==O5 

8<<C=>45?@5AA0=BO 1C4CB 

>:07O20BP 2;8S=85 =0 Q:A?>78F8R 

QD028@5=70. 

 >65B ?>B@51>20BPAS 

:>@@5:F8S 4>7O 

8<<C=>45?@5AA0=B0. 

$5:><5=4C5BAS 

>ACI5AB2;SBP BI0B5;P=O9 

<>=8B>@8=3 :>=F5=B@0F89 

8<<C=>45?@5AA0=B0 2 

:@>28 2 B5G5=85 =5 <5=55 2 

=545;P (4> CAB0=>2;5=8S 

AB018;P=OE 

:>=F5=B@0F89) A <><5=B0 

=0G0;0 B5@0?88 
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QD028@5=7>< 8;8 A 

<><5=B0 55 >B<5=O. 

"C<B<8O 

 5B04>=/QD028@5=7  

(AB018;P=0S 

?>445@6820RI0S 4>70, 35 -

100 <3 1 @07 2 ACB:8/ 600 <3 1 

@07 2 ACB:8) 

 5B04>=:  

AUC: ³52 % (>B ³33 4> ³66),  

%m0E: ³45 % (>B ³25 4> ³59) 

(8=4C:F8S CYP3A4).  

� 8AA;54>20=88 A CG0AB85< ��+-

8=D8F8@>20==OE ?0F85=B>2, 

:>B>@O5 22>48;8 A515 

=0@:>B8G5A:85 A@54AB20 

2=CB@825==>, CAB0=>2;5=>, GB> 

>4=>2@5<5==>5 ?@8<5=5=85 

QD028@5=70 8 <5B04>=0 ?@82>48;> 

: A=865=8R :>=F5=B@0F88 

<5B04>=0 2 ?;07<5 :@>28 8 : 

?>S2;5=8R A8<?B><>2 >B<5=O 

>?80B>2. +B>1O C<5=PH8BP 

2O@065==>ABP A8<?B><>2 

>B<5=O, 4>7C <5B04>=0 

C25;8G820;8 2 A@54=5< =0 22 %. 

#0F85=BO 4>;6=O 

=0E>48BPAS ?>4 

=01;R45=85< 4;S 

A2>52@5<5==>3> 

2OS2;5=8S A8<?B><>2 

>B<5=O. #@8 

=5>1E>48<>AB8 4>7C 

<5B04>=0 A;54C5B 

C25;8G8BP, GB>1O 

C<5=PH8BP 2O@065==>ABP 

A8<?B><>2 >B<5=O. 

�C?@5=>@D8=/=0;>:A>=/ 

QD028@5=7 

�C?@5=>@D8=:  

AUC: ³50 %.  

!>@1C?@5=>@D8=:  

AUC: ³71 %.  

-D028@5=7:  

:;8=8G5A:8 7=0G8<>3> 

D0@<0:>:8=5B8G5A:>3> 

2708<>459AB28S =5 2OS2;5=>. 

!5A<>B@S =0 A=865=85 

Q:A?>78F88 

1C?@5=>@D8=0, A;CG052 

?@>S2;5=8S A8<?B><>2 

>B<5=O C ?0F85=B>2 =5 

=01;R40;>AP. !5 

B@51C5BAS :>@@5:F8S 4>7O 

=8 >4=>3> 87 

;5:0@AB25==OE A@54AB2 
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?@8 >4=>2@5<5==>< 

=07=0G5=88 1C?@5=>@D8=0 

8 QD28@5=70. 
a 90% 4>25@8B5;P=O5 8=B5@20;O, 5A;8 =5 C:070=> 4@C3>5.  
b 95% 4>25@8B5;P=O5 8=B5@20;O. 

'�( 4 C@848=48D>AD0B. 

� �-�>�-@54C:B070 4 3-384@>:A8-3-<5B8;3;CB0@8;-:>Q=78< � @54C:B070. 

�9F< 

�AA;54>20=8S 2708<>459AB28S ?@>2>48;8AP B>;P:> C 27@>A;OE. 

"EB5O9 G>4;4A<O 
-D028@5=7 =5 4>;65= ?@8<5=SBPAS 2 :0G5AB25 548=AB25==>3> ?@5?0@0B0 4;S ;5G5=8S           

��+-8=D5:F88, 0 B0:65 =5 4>;65= 4>102;SBPAS 2 :0G5AB25 548=AB25==>3> ?@5?0@0B0 : 

=5QDD5:B82=>9 AE5<5 B5@0?88. �0: 8 2 A;CG05 4@C38E !!�"&, ?@8 ?@8<5=5=88 QD028@5=70 

2 <>=>B5@0?88 <>65B 1OAB@> @0728BPAS @578AB5=B=>ABP 28@CA0. #@8 2O1>@5 =>2OE 

0=B8@5B@>28@CA=OE ?@5?0@0B>2 4;S ?@8<5=5=8S 2 :><18=0F88 A QD028@5=7>< A;54C5B 

CG8BO20BP 2>7<>6=>ABP @0728B8S ?5@5:@5AB=>9 @578AB5=B=>AB8 28@CA0 (A<. 

(0@<0:>48=0<8:0). 

!5 @5:><5=4C5BAS ?@8<5=5=85 QD028@5=70 >4=>2@5<5==> A B01;5B8@>20==O<8 

;5:0@AB25==O<8 ?@5?0@0B0<8 A D8:A8@>20==O<8 :><18=0F8S<8 QD028@5=70, 

Q<B@8F8B018=0 8 B5=>D>28@0 487>?@>:A8;DC<0@0B0, 5A;8 B>;P:> =5 B@51C5BAS :>@@5:F8S 

4>7O (=0?@8<5@, ?@8 ?@8<5=5=88 A @8D0<?8F8=><). 

!5 @5:><5=4C5BAS >4=>2@5<5==>5 ?@8<5=5=85 QD028@5=70 A ?@5?0@0B0<8 =0 >A=>25 

Q:AB@0:B0 �8=:3> �8;>10 (Ginkgo biloba). 

#@8 =07=0G5=88 ?@5?0@0B>2 4;S >4=>2@5<5==>3> ?@8<5=5=8S A QD028@5=7>< 2@0G 4>;65= 

>1@0B8BPAS : 8=AB@C:F8S< ?> <548F8=A:><C ?@8<5=5=8R 40==OE ;5:0@AB25==OE 

?@5?0@0B>2. 

!0 D>=5 ?@>2545=8S �$�& =5;P7S 8A:;RG8BP @8A: ?5@540G8 ��+ 4@C38< ;8F0< 2> 2@5<S 

A5:AC0;P=>3> :>=B0:B0 8;8 G5@57 :@>2P. � A2S78 A QB8< A;54C5B A>1;R40BP A>>B25BAB2CRI85 

<5@O ?@54>AB>@>6=>AB8. 

%BCGFEF6GRM4S 4AF<D9FDB6<DGEA4S F9D4C<S 

�A;8 ?@85< :0:>3>-;81> 0=B8@5B@>28@CA=>3> A@54AB20 2 A>AB025 :><18=8@>20==>9 �$�& 

>B<5=S5BAS 2 A2S78 A ?>4>7@5=85< =0 =5?5@5=>A8<>ABP, =5>1E>48<> @0AA<>B@5BP 
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2>7<>6=>ABP >4=>2@5<5==>9 >B<5=O 2A5E 0=B8@5B@>28@CA=OE A@54AB2. #@85< 2A5E 

>B<5=5==OE 0=B8@5B@>28@CA=OE ?@5?0@0B>2 4>;65= 1OBP 2>7>1=>2;5= A@07C ?>A;5 

8AG57=>25=8S A8<?B><>2 =5?5@5=>A8<>AB8. !5 @5:><5=4C5BAS ?@5@O205<0S <>=>B5@0?8S 8 

?>A;54>20B5;P=>5 ?>2B>@=>5 =07=0G5=85 0=B8@5B@>28@CA=OE A@54AB2 87-70 ?>2OH5=8S 

25@>SB=>AB8 ?>S2;5=8S @578AB5=B=>3> : B5@0?88 28@CA0. 

�B:A4S EOCP: 2 :;8=8G5A:8E 8AA;54>20=8SE QD028@5=70 =01;R40;8AP ;53:> 8 C<5@5==> 

2O@065==O5 2OAO?0=8S, :>B>@O5 >1OG=> 8AG570;8 ?@8 ?@>4>;65=88 B5@0?88. #@85< 

A>>B25BAB2CRI8E 1;>:0B>@>2 !1-38AB0<88>2OE @5F5?B>@>2 8/8;8 3;R:>:>@B8:>AB5@>84>2 

<>65B C;CGH8BP ?5@5=>A8<>ABP 8 A?>A>1AB2>20BP A:>@59H5<C 8AG57=>25=8R :>6=>9 AO?8. 

&S65;0S D>@<0 :>6=>9 AO?8, A>?@>2>6405<0S 2>;4O@S<8, 45A:20<0F859 Q?8B5;8S 8;8 

>1@07>20=85< S72, =01;R40;0AP <5=55 G5< C 1% ?0F85=B>2, ?@8=8<02H8E QD028@5=7. 

 =>3>D>@<=0S Q:AAC40B82=0S Q@8B5<0 8;8 A8=4@>< %B825=A0-�6>=A>=0 2AB@5G0;8AP C 

0,1% ?0F85=B>2. �A;8 C ?0F85=B>2 2>7=8:05B BS65;0S D>@<0 AO?8, A>?@>2>6405<0S 

2>7=8:=>25=85< 2>;4O@59, 45A:20<0F859 Q?8B5;8S A 2>2;5G5=85< A;878ABOE >1>;>G5: 8;8 

;8E>@04:>9, =5>1E>48<> =5<54;5==> ?@5:@0B8BP ?@85< QD028@5=70. -D028@5=7 =5 

@5:><5=4>20= ?0F85=B0<, C :>B>@OE 1O;0 C3@>60RI0S 687=8 :>6=0S @50:F8S (=0?@8<5@, 

A8=4@>< %B825=A0-�6>=A>=0). � A;CG05 ?@5:@0I5=8S B5@0?88 QD028@5=7>< =5>1E>48<> 

@0AA<>B@5BP 2>?@>A > ?@5:@0I5=88 ?@85<0 4@C38E 0=B8@5B@>28@CA=OE A@54AB2, GB>1O 

871560BP ?>S2;5=8S @578AB5=B=>3> : B5@0?88 28@CA0 (A<. #>1>G=>5 459AB285). %;CG08 

:>6=>9 AO?8 70@538AB@8@>20=O C 59 87 182 45B59 (32 %), ?>;CG02H8E ;5G5=85 QD028@5=7>< 

2 3 :;8=8G5A:8E 8AA;54>20=8SE A@54=59 ?@>4>;68B5;P=>ABPR 123 =545;8. ' 6 45B59 AO?P 

1O;0 BS65;>9.  5480=0 2@5<5=8 =0G0;0 ?>S2;5=8S AO?8 C 45B59 A>AB028;0 27 4=59           

(3-1504 4=S). #5@54 =0G0;>< B5@0?88 QD028@5=7>< C 45B59 8< <>65B 1OBP @5:><5=4>20=0 

A>>B25BAB2CRI0S 0=B838AB0<8==0S B5@0?8S 2 :0G5AB25 ?@>D8;0:B8:8. 

"?OB ?@8<5=5=8S QD028@5=70 C ?0F85=B>2, :>B>@O< 1O;8 >B<5=5=O 4@C385 

0=B8@5B@>28@CA=O5 A@54AB20 87 :;0AA0 !!�"&, >3@0=8G5= (A<. #>1>G=>5 459AB285). 

-D028@5=7 =5 @5:><5=4>20= ?0F85=B0<, C :>B>@OE @0=55 =0 D>=5 ?@85<0 4@C38E !!�"& 

@0728;8AP C3@>60RI85 687=8 :>6=O5 @50:F88 (=0?@8<5@, A8=4@>< %B825=A0-�6>=A>=0).  

%<@CFB@O EB EFBDBAO CE<I<>< 

�<5RBAS 40==O5 > 2>7=8:=>25=88 =565;0B5;P=OE S2;5=89 A> AB>@>=O ?A8E8:8 C 

?0F85=B>2, ?@8=8<02H8E QD028@5=7. #0F85=BO, 8<5RI85 2 0=0<=575 ?A8E8G5A:85 

@0AAB@>9AB20, =0E>4SBAS 2 3@C??5 ?>2OH5==>3> @8A:0 ?> @0728B8R A5@P57=OE 
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=565;0B5;P=OE S2;5=89 A> AB>@>=O ?A8E8:8. � G0AB=>AB8, BS65;0S 45?@5AA8S =081>;55 

G0AB> =01;R40;0AP C ?0F85=B>2 A 45?@5AA859 2 0=0<=575. &0:65 8<5RBAS 

?>AB@538AB@0F8>==O5 40==O5 > A;CG0SE BS65;>9 45?@5AA88, A<5@B8 2 @57C;PB0B5 AC8F840, 

1@540 8 ?A8E>7>?>4>1=>3> ?>2545=8S. #0F85=B>2 =5>1E>48<> ?@54C?@548BP > B><, GB> ?@8 

@0728B88 B0:8E A8<?B><>2, :0: BS65;0S 45?@5AA8S, ?A8E>7O 8;8 AC8F840;P=O5 8458, >=8 

4>;6=O =5<54;5==> A>>1I8BP >1 QB>< A2>5<C 2@0GC. �@0G 4>;65= >?@545;8BP 2>7<>6=CR 
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