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B@0=A0<8=07 25@=C;0AL : 8AE>4=K< (4> =0G0;0 ;5G5=8O) ?>:070B5;O<. $5:><5=4C5BAO 

:>=AC;LB0F8O 2@0G0-35?0B>;>30. &5@0?8N A;54C5B 2>7>1=>2;OBL A>3;0A=> @5:><5=40F8O<, 

87;>65==K< 2 @0745;5 4.2. =0AB>OI59 E0@0:B5@8AB8:8 ;5:0@AB25==>3> ?@5?0@0B0. 

�:B82=>ABL «?5G5=>G=KE» B@0=A0<8=07 =5>1E>48<> ?@>:>=B@>;8@>20BL G5@57 3 4=O ?>A;5 

2>7>1=>2;5=8O B5@0?88 ?@5?0@0B>< �>75=B0= �0=>=, 70B5< ?>2B>@8BL :>=B@>;L G5@57                         

2 =545;8, ?>A;5 G53> 2K?>;=8BL 87;>65==K5 2KH5 @5:><5=40F88. 

�9@B7?B5<A 

!0 D>=5 ;5G5=8O 1>75=B0=>< >B<5G5=> 4>7>7028A8<>5 A=865=85 35<>3;>18=0 (A<. @0745; 

4.8.). � ?;0F51>-:>=B@>;8@C5<KE 8AA;54>20=8OE A=865=85 35<>3;>18=0, A2O70==>5 A 

?@8<5=5=85< 1>75=B0=0, =5 1K;> ?@>3@5AA8@CNI8<, ?>:070B5;8 35<>3;>18=0 

AB018;878@>20;8AL ?>A;5 ?5@2KE 4212 =545;L B5@0?88. $5:><5=4C5BAO >?@545;OBL 

35<>3;>18= ?5@54 =0G0;>< B5@0?88 ?@5?0@0B><, 1 @07 2 <5AOF 2 B5G5=85 ?5@2KE 4 <5AOF52 

B5@0?88 8 2 ?>A;54CNI5< – 1 @07 2 3 <5AOF0. �A;8 =01;N405BAO :;8=8G5A:8 7=0G8<>5 

A=865=85 35<>3;>18=0, A;54C5B ?@>25AB8 40;L=59H55 >1A;54>20=85 ?0F85=B0 4;O 

CAB0=>2;5=8O ?@8G8=K 0=5<88 8 @5H5=8O 2>?@>A0 > =5>1E>48<>AB8 ?@>2545=8O 

A>>B25BAB2CNI59 B5@0?88. � ?>AB@538AB@0F8>==>< ?5@8>45 A>>1I0;>AL > A;CG0OE 0=5<88, 

?>B@51>202H8E ?5@5;820=8O M@8B@>F8B=>9 <0AAK (A<. @0745; 4.8.). 

"9D4C<O G :9AM<A E EBID4A9AAO@ D9CDB8G>F<6AO@ CBF9AJ<4?B@ 

#>A:>;L:C =0 D>=5 ?@85<0 1>75=B0=0 MDD5:B82=>ABL 3>@<>=0;L=KE :>=B@0F5?B82=KE 

A@54AB2 <>65B A=860BLAO, 0 15@5<5==>ABL A?>A>1AB2C5B CEC4H5=8N B5G5=8O ���, 8, 

?@8=8<0O 2> 2=8<0=85 40==K5 > B5@0B>35==>< 459AB288, 2KO2;5==>< C 682>B=KE: 

2 ?@5?0@0B �>75=B0= �0=>= <>65B 1KBL =07=0G5= 65=I8=0< A A>E@0=5==K< 

@5?@>4C:B82=K< ?>B5=F80;>< &"�,�" =0 D>=5 ?@8<5=5=8O =0456=KE <5B>4>2 

:>=B@0F5?F88, 8 2 A;CG05 >B@8F0B5;L=>3> @57C;LB0B0 B5AB0 =0 15@5<5==>ABL 4> =0G0;0 

;5G5=8O; 

2 <5B>4 3>@<>=0;L=>9 :>=B@0F5?F88 =5 A;54C5B ?@8<5=OBL, :0: 548=AB25==K9 2 ?5@8>4 

;5G5=8O ?@5?0@0B>< �>75=B0= �0=>=; 



7 
 

2 B5AB =0 15@5<5==>ABL @5:><5=4C5BAO ?@>2>48BL 1 @07 2 <5AOF 4;O CAB0=>2;5=8O 

15@5<5==>AB8 =0 @0==8E A@>:0E. 

�9ABB>>?N;<BAA4O 5B?9;AP ?97><I 

%;CG08 @0728B8O >B5:0 ;53:8E >B<5G5=K C ?0F85=B>2 A 25=>>::;N78>==>9 1>;57=LN ;53:8E 

=0 D>=5 ?@8<5=5=8O A>AC4>@0AH8@ONI8E A@54AB2 (2 >A=>2=><, ?@>AB0F8:;8=0). &0:8< 

>1@07><, 5A;8 2> 2@5<O ;5G5=8O ?@5?0@0B>< �>75=B0= �0=>= C ?0F85=B>2 A ��� ?>O2;ONBAO 

?@87=0:8 >B5:0 ;53:8E, A;54C5B CG8BK20BL 2>7<>6=>ABL =0;8G8O A>?CBAB2CNI53> 

25=>>::;N78>==>3> 701>;520=8O. � ?>AB@538AB@0F8>==>< ?5@8>45 A>>1I0;>AL > @54:8E 

A;CG0OE @0728B8O >B5:0 ;53:8E =0 D>=5 ?@85<0 1>75=B0=0 C ?0F85=B>2 A ?>4>7@5=85< =0 

25=>>::;N78>==CN 1>;57=L ;53:8E. 

�4J<9AFO E ��� < EBCGFEF6GNM9= ?96B:9?G8BK>B6B= A98BEF4FBKABEFPN 

%?5F80;L=KE 8AA;54>20=89 C ?0F85=B>2 A ��� 8 A>?CBAB2CNI59 48ADC=:F859 ;52>3> 

65;C4>G:0 =5 ?@>2>48;8. &5< =5 <5=55, 1611 ?0F85=B>2 (87 =8E 804 ?>;CG0;8 1>75=B0=, 0 

807 – ?;0F51>) A BO65;>9 E@>=8G5A:>9 A5@45G=>9 =54>AB0B>G=>ABLN ()%!) =01;N40;8 2 

A@54=5< 2 B5G5=85 1,5 ;5B 2 ?;0F51>-:>=B@>;8@C5<>< 8AA;54>20=88. � MB>< 8AA;54>20=88 

>B<5G5=> C25;8G5=85 :>;8G5AB20 3>A?8B0;870F89 2 A2O78 A )%! 2 B5G5=85 ?5@2KE 428 

=545;L ;5G5=8O 1>75=B0=><, ?@8G8=>9 :>B>@KE <>3;> 1KBL C25;8G5=85 7045@6:8 684:>AB8 

2 >@30=87<5. �045@6:0 684:>AB8 ?@>O2;O;0AL 1KAB@K< C25;8G5=85< <0AAK B5;0, 

A=865=85< 35<>3;>18=0 8 CA8;5=85< >B5:>2 =86=8E :>=5G=>AB59. #> 7025@H5=88 

8AA;54>20=8O =5 1K;> >B<5G5=> @07;8G89 2 G8A;5 3>A?8B0;870F89 2 A2O78 A A5@45G=>9 

=54>AB0B>G=>ABLN 8 G0AB>B5 A<5@B5;L=KE 8AE>4>2 C ?0F85=B>2, ?@8=8<02H8E 1>75=B0= 8;8 

?;0F51>. %;54>20B5;L=>, >1A;54>20=85 ?0F85=B>2 4>;6=> 1KBL =0?@02;5=> =0 2KO2;5=85 

7045@6:8 684:>AB8 (=0?@8<5@, C25;8G5=8O <0AAK B5;0), >A>15==> 2 A;CG05 A>?CBAB2CNI59 

BO65;>9 A8AB>;8G5A:>9 48ADC=:F88. #@8 ?>O2;5=88 A8<?B><>2 7045@6:8 684:>AB8 

?0F85=BC A;54C5B =07=0G8BL 48C@5B8:8 8;8 C25;8G8BL 8E 4>7C. ' ?0F85=B>2 A 7045@6:>9 

684:>AB8 A;54C5B ?@8=8<0BL @5H5=85 > ?@8<5=5=88 48C@5B8:>2 4> =0G0;0 ;5G5=8O 

?@5?0@0B>< �>75=B0= �0=>=. 

 

 

��� < �И'-<AH9>J<O 

"?KB ?@8<5=5=8O 1>75=B0=0 C ?0F85=B>2 A ��� 8 ��+ 8=D5:F859, ?>;CG02H8E 

0=B8@5B@>28@CA=CN B5@0?8N, >3@0=8G5=. $57C;LB0BK 87CG5=8O 2708<>459AB28O 1>75=B0=0 8 

:><18=0F88 ;>?8=028@ + @8B>=028@ ?@8 8E A>2<5AB=>< ?@8<5=5=88 C 74>@>2KE 

4>1@>2>;LF52 ?>:070;8 C25;8G5=85 :>=F5=B@0F88 1>75=B0=0, :>B>@0O 4>AB8305B 

<0:A8<0;L=KE 7=0G5=89 2 B5G5=85 ?5@2KE 4 4=59 (A<. @0745; 4.5.). #@8 =07=0G5=88 
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?@5?0@0B0 �>75=B0= �0=>= ?0F85=B0<, ?@8=8<0NI8< 8=3818B>@K ?@>B507, 459AB285 

:>B>@KE CA8;8205B @8B>=028@, A;54C5B C45;OBL >A>1>5 2=8<0=85 ?5@5=>A8<>AB8 1>75=B0=0, 

>A>15==> 2 =0G0;5 ;5G5=8O, ?@8=8<0O 2> 2=8<0=85 @8A: @0728B8O 0@B5@80;L=>9 38?>B5=788 

8 87<5=5=85 DC=:F8>=0;L=KE «?5G5=>G=KE» B5AB>2. 

#@8 >4=>2@5<5==>< ?@8<5=5=88 ?@5?0@0B0 �>75=B0= �0=>= 8 0=B8@5B@>28@CA=KE 

?@5?0@0B>2 =5;L7O 8A:;NG8BL >BA@>G5==>5 =530B82=>5 2;8O=85 =0 ?5G5=L 8 @0728B85 

=565;0B5;L=>9 ;5:0@AB25==>9 @50:F88 (!�$) A> AB>@>=K :@>28. �284C 2>7<>6=>3> 

2708<>459AB28O, A2O70==>3> A 8=4C:F859 1>75=B0=>< 87>D5@<5=B>2 A8AB5<K F8B>E@><0 

$450, 0:B82=>ABL 0=B8@5B@>28@CA=>9 B5@0?88 <>65B A=860BLAO, ?>MB><C C B0:8E ?0F85=B>2 

MDD5:B82=>ABL B5@0?88 ��+ =5>1E>48<> BI0B5;L=> :>=B@>;8@>20BL. 

���, B5GE?B6?9AA4O FO:9?B= IDBA<K9E>B= B5EFDG>F<6AB= 5B?9;APN ?97><I (%���) 

-DD5:B82=>ABL 8 157>?0A=>ABL ?@8<5=5=8O 1>75=B0=0 87CG0;8 2 12-=545;L=>< 

=5:>=B@>;8@C5<>< 8AA;54>20=88 A CG0AB85< 11 ?0F85=B>2 A 2B>@8G=>9 ��� 2 @57C;LB0B5 

)"�� BO65;>3> B5G5=8O. $57C;LB0BK 8AA;54>20=8O A2845B5;LAB2CNB >1 C25;8G5=88 

<8=CB=>3> >1J5<0 25=B8;OF88 ;53:8E 8 A=865=88 =0AKI5=8O :8A;>@>4><; 87 !�$ 

=081>;55 G0AB> >B<5G0;0AL >4KH:0, ?@5:@0I02H0OAO ?>A;5 >B<5=K 1>75=B0=0. 

�8AB6D9@9AAB9 CD<@9A9A<9 E 8DG7<@< ?9>4DEF69AAO@< CD9C4D4F4@< 

"4=>2@5<5==>5 ?@8<5=5=85 ?@5?0@0B0 �>75=B0= �0=>= 8 F8:;>A?>@8=0 � ?@>B82>?>:070=> 

(A<. @0745; 4.3.). 

"4=>2@5<5==>5 ?@8<5=5=85 ?@5?0@0B0 �>75=B0= �0=>= A 3;815=:;0<84><, D;C:>=07>;>< 

8 @8D0<?8F8=>< =5 @5:><5=4C5BAO. �>;55 ?>4@>1=0O 8=D>@<0F8O C:070=0 2 @0745;5 4.5. 

�><18=8@>20==>9 B5@0?88 ?@5?0@0B0 �>75=B0= �0=>= 8 8=3818B>@0<8 87>D5@<5=B>2 

CYP3A4 8 CYP2C9 =5>1E>48<> 871530BL (A<. @0745; 4.5.). 

4.5. �708<>459AB285 A 4@C38<8 ;5:0@AB25==O<8 ?@5?0@0B0<8 8 4@C385 284O 

2708<>459AB28O 
�>75=B0= O2;O5BAO 8=4C:B>@>< 87>D5@<5=B>2 A8AB5<K F8B>E@><0 $450 CYP2C9 8 CYP3A4, 

8 ?> 40==K< 8AA;54>20=89 in vitro, 2>7<>6=>, CYP2C19. #>MB><C ?@8 >4=>2@5<5==>< 

?@8<5=5=88 1>75=B0=0 8 ;5:0@AB25==KE A@54AB2, <5B01>;87< :>B>@KE >?>A@54>20= MB8<8 

87>D5@<5=B0<8, 8E :>=F5=B@0F8O 2 ?;07<5 :@>28 A=8605BAO. %;54C5B CG8BK20BL 

2>7<>6=>ABL A=865=8O MDD5:B82=>AB8 ;5:0@AB25==KE A@54AB2, <5B01>;87< :>B>@KE 

>ACI5AB2;O5BAO A CG0AB85< C:070==KE 2KH5 87>D5@<5=B>2. �>7<>6=>, ?>A;5 =0G0;0 

?@85<0 ?@5?0@0B0 �>75=B0= �0=>=, 87<5=5=8O 53> 4>7K 8;8 53> >B<5=K, ?>B@51C5BAO 

87<5=5=85 4>7K >4=>2@5<5==> ?@8<5=O5<KE ;5:0@AB25==KE A@54AB2.  

�>75=B0= ?>425@305BAO <5B01>;87<C ?@8 CG0AB88 87>D5@<5=B>2 CYP2C9 8 CYP3A4. 

�=3818@>20=85 C:070==KE 87>D5@<5=B>2 <>65B A>?@>2>640BLAO ?>2KH5=85< 
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:>=F5=B@0F88 1>75=B0=0 2 ?;07<5 :@>28 (A<. :5B>:>=07>;). �;8O=85 8=3818B>@>2 

87>D5@<5=B0 CYP2C9 =0 :>=F5=B@0F8N 1>75=B0=0 2 ?;07<5 :@>28 =5 87CG0;8. #@8 

>4=>2@5<5==>< ?@8<5=5=88 A =8<8 A;54C5B A>1;N40BL >AB>@>6=>ABL. 

$?G>BA4;B? < 8DG7<9 <A7<5<FBDO <;BH9D@9AFB6 CYP2C9 < CYP3A4 

"4=>2@5<5==>5 ?@8<5=5=85 1>75=B0=0 A D;C:>=07>;><, :>B>@K9 8=3818@C5B, 2 >A=>2=><, 

87>D5@<5=B CYP2C9 8, ;8HL =57=0G8B5;L=>, 87>D5@<5=B CYP3A4, <>65B A>?@>2>640BLAO 

2K@065==K< ?>2KH5=85< :>=F5=B@0F88 1>75=B0=0 2 :@>28. �0==0O :><18=0F8O =5 

@5:><5=4C5BAO. #> MB>9 65 ?@8G8=5 =5 @5:><5=4C5BAO >4=>2@5<5==>5 ?@8<5=5=85 

?@5?0@0B0 �>75=B0= �0=>= 8 <>I=KE 8=3818B>@>2 87>D5@<5=B0 CYP3A4 (:5B>:>=07>;0, 

8B@0:>=07>;0 8;8 @8B>=028@0) 8 8=3818B>@0 87>D5@<5=B0 CYP2C9 (2>@8:>=07>;0). 

&<>?BECBD<A � 

"4=>2@5<5==>5 ?@8<5=5=85 1>75=B0=0 8 F8:;>A?>@8=0 � (8=3818B>@0 :0;LF8=52@8=0) 

?@>B82>?>:070=> (A<. @0745; 4.3.). #@8 >4=>2@5<5==>< ?@85<5 MB8E ?@5?0@0B>2 

<8=8<0;L=0O =0G0;L=0O :>=F5=B@0F8O 1>75=B0=0 2 :@>28 ?>2KH05BAO 2 30 @07 ?> A@02=5=8N 

A ?@8<5=5=85< >4=>3> 1>75=B0=0. $02=>25A=0O :>=F5=B@0F8O 1>75=B0=0 2 :@>28 

C25;8G8205BAO 2 324 @070 ?> A@02=5=8N A :>=F5=B@0F859 1>75=B0=0 ?@8 <>=>B5@0?88. 

 5E0=87<>< 40==>3> 2708<>459AB28O, 25@>OB=>, O2;O5BAO 8=3818@>20=85 F8:;>A?>@8=>< 

B@0=A?>@B=>3> 15;:0, >B25BAB25==>3> 70 ?5@5=>A 1>75=B0=0 2 35?0B>F8BK. �>=F5=B@0F8O 

F8:;>A?>@8=0 � (AC1AB@0B 87>D5@<5=B0 CYP3A4) 2 :@>28 A=8605BAO ?@81;878B5;L=> =0            

50 %. �0==>5 87<5=5=85, =081>;55 25@>OB=>, >1CA;>2;5=> 8=4C:F859 87>D5@<5=B0 CYP3A4 

1>75=B0=><. 

"4>DB?<@GE, E<DB?<@GE  

"4=>2@5<5==>5 ?@8<5=5=85 A 1>75=B0=>< 2 :;8=8G5A:8E 8AA;54>20=8OE =5 87CG0;>AL, 

>4=0:> ?@54?>;0305BAO, GB> :>=F5=B@0F8O 1>75=B0=0 2 :@>28 <>65B C25;8G820BLAO ?> 

0=0;>388 A >4=>2@5<5==K< ?@8<5=5=85< A F8:;>A?>@8=>< �. #@8 A>2<5AB=>< ?@8<5=5=88 

A 1>75=B0=>< :>=F5=B@0F8O B0:@>;8<CA0 8 A8@>;8<CA0 2 :@>28 <>65B A=860BLAO. � A2O78 A 

MB8<, ?@5?0@0B �>75=B0= �0=>= =5 A;54C5B ?@8<5=OBL >4=>2@5<5==> A B0:@>;8<CA>< 8;8 

A8@>;8<CA><. #@8 =5>1E>48<>AB8 >4=>2@5<5==>3> ?@8<5=5=8O MB8E ?@5?0@0B>2 

>1O70B5;L=> =01;N45=85 70 2>7<>6=K< @0728B85< !�$ 8 :>=B@>;L :>=F5=B@0F88 

B0:@>;8<CA0 8 A8@>;8<CA0 2 :@>28. 

�?<59A>?4@<8 

"4=>2@5<5==>5 ?@8<5=5=85 1>75=B0=0 2 4>75 125 <3 2 @070 2 45=L 2 B5G5=85 5 4=59 

A>?@>2>640;>AL A=865=85< :>=F5=B@0F88 3;815=:;0<840 (AC1AB@0B 87>D5@<5=B0 

CYP3A4) 2 :@>28 =0 40 % 8 2>7<>6=K< 7=0G8B5;L=K< C<5=LH5=85< 38?>3;8:5<8G5A:>3> 

MDD5:B0 ?@5?0@0B0. �>=F5=B@0F8O 1>75=B0=0 2 :@>28 B0:65 A=860;0AL =0 29 %. �@><5 B>3>, 
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C ?0F85=B>2, ?>;CG02H8E :><18=8@>20==CN B5@0?8N, 2>7@0AB0;0 G0AB>B0 ?>2KH5=8O 

0:B82=>AB8 «?5G5=>G=KE» B@0=A0<8=07. � 3;815=:;0<84, 8 1>75=B0= >:07K20NB 

8=3818@CNI55 2>7459AB285 =0 BSEP, GB> <>65B >1JOA=8BL ?>2KH5=85 0:B82=>AB8 

«?5G5=>G=KE» B@0=A0<8=07. �0==0O :><18=0F8O =5 @5:><5=4C5BAO. !5B 40==KE > 

;5:0@AB25==>< 2708<>459AB288 1>75=B0=0 A 4@C38<8 ?@>872>4=K<8 AC;LD>=8;<>G528=K. 

 <H4@C<J<A 

#@8 >4=>2@5<5==>< ?@8<5=5=88 1>75=B0=0 2 4>75 125 <3 2 @070 2 45=L 8 @8D0<?8F8=0, 

:>B>@K9 O2;O5BAO <>I=K< 8=4C:B>@>< 87>D5@<5=B>2 CYP2C9 8 CYP3A4, C 9 74>@>2KE 

4>1@>2>;LF52 2 B5G5=85 7 4=59 :>=F5=B@0F8O 1>75=B0=0 2 :@>28 A=860;0AL =0 58 %, 0 C 

>B45;L=KE ?0F85=B>2 – =0 90 %. �0: @57C;LB0B, <>6=> >6840BL 7=0G8B5;L=>5 A=865=85 

MDD5:B82=>AB8 ?@5?0@0B0 �>75=B0= �0=>= ?@8 A>2<5AB=>< ?@8<5=5=88 A @8D0<?8F8=><. 

"4=>2@5<5==>5 ?@8<5=5=85 @8D0<?8F8=0 8 1>75=B0=0 =5 @5:><5=4C5BAO. �0==KE > 

A>G5B0==>< ?@8<5=5=88 1>75=B0=0 A 4@C38<8 8=4C:B>@0<8 87>D5@<5=B0 CYP3A4, B0:8<8 

:0: :0@10<075?8=, D5=>10@18B0;, D5=8B>8= 8 �25@>1>9 ?@>4K@O2;5==K9, =54>AB0B>G=>. 

&5< =5 <5=55, ?@8 8E >4=>2@5<5==>< ?@8<5=5=88 <>6=> >6840BL A=865=8O A8AB5<=>3> 

2>7459AB28O 1>75=B0=0. !5;L7O 8A:;NG8BL 8 7=0G8B5;L=>3> A=865=8O MDD5:B82=>AB8 

;5G5=8O. 

�BC<A46<D/D<FBA46<D (< 8DG7<9 <A7<5<FBDO CDBF94;, 89=EF6<9 >BFBDOI GE<?<649F 

D<FBA46<D) 

#@8 >4=>2@5<5==>< ?@8<5=5=88 1>75=B0=0 2 4>75 125 <3 2 @070 2 45=L 8 :><18=0F88 

;>?8=028@ + @8B>=028@ 400 + 100 <3 2 @070 2 45=L 2 B5G5=85 9,5 4=59 C 74>@>2KE 

4>1@>2>;LF52 <8=8<0;L=0O =0G0;L=0O :>=F5=B@0F8O 1>75=B0=0 2 :@>28 1K;0 ?@8<5@=> 2  

48 @07 2KH5 ?> A@02=5=8N A :>=F5=B@0F859 ?@8 ?@8<5=5=88 >4=>3> 1>75=B0=0. !0 9 45=L 

:>=F5=B@0F8O 1>75=B0=0 2 :@>28 >:070;0AL 2 5 @07 2KH5, G5< ?@8 ?@85<5 B>;L:> 1>75=B0=0. 

�=3818@>20=85 @8B>=028@>< 87>D5@<5=B0 CYP3A4 8 15;:0, >B25G0NI53> 70 B@0=A?>@B 

1>75=B0=0 2 35?0B>F8BK, ?@82>48B : A=865=8N :;8@5=A0 1>75=B0=0 8, 25@>OB=>, ;568B 2 

>A=>25 40==>3> 2708<>459AB28O. ' ?0F85=B>2, >4=>2@5<5==> ?@8=8<0NI8E 1>75=B0= 8 

;>?8=028@ + @8B>=028@ 8;8 4@C385 8=3818B>@K ?@>B507, 459AB285 :>B>@KE CA8;8205B 

@8B>=028@, =5>1E>48< :>=B@>;L ?5@5=>A8<>AB8 1>75=B0=0. 

#@8 >4=>2@5<5==>< ?@8<5=5=88 A 1>75=B0=>< 2 B5G5=85 9,5 4=59 >B<5G0;>AL :;8=8G5A:8 

=57=0G8<>5 A=865=85 :>=F5=B@0F88 ;>?8=028@0 8 @8B>=028@0 (?@8<5@=> =0 14 % 8 17 %, 

A>>B25BAB25==>). &5< =5 <5=55, ?>;=0O 8=4C:F8O 1>75=B0=>< <>3;0 1KBL =5 4>AB83=CB0, 

?>MB><C 2>7<>6=>ABL 40;L=59H53> A=865=8O :>=F5=B@0F88 8=3818B>@>2 ?@>B507 

8A:;NG8BL =5;L7O. $5:><5=4C5BAO A>>B25BAB2CNI89 :>=B@>;L 70 ��+-B5@0?859. #>4>1=K5 
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MDD5:BK <>3CB >6840BLAO 8 ?@8 ?@8<5=5=88 4@C38E 8=3818B>@>2 ?@>B507, 459AB285 

:>B>@KE CA8;8205B @8B>=028@ (A<. @0745; 4.4., ?>4@0745; «"A>1K5 C:070=8O»). 

�DG7<9 4AF<D9FDB6<DGEAO9 CD9C4D4FO 

� A2O78 A >BACBAB285< 40==KE A?5F8D8G5A:85 @5:><5=40F88 2 >B=>H5=88 4@C38E 

0=B8@5B@>28@CA=KE ?@5?0@0B>2 =5 <>3CB 1KBL ?@54AB02;5=K. 'G8BK20O 2K@065==>5 

B>:A8G5A:>5 459AB285 =528@0?8=0 =0 ?5G5=L, :>B>@>5 <>65B CA8;8BL 35?0B>B>:A8G=>ABL 

1>75=B0=0, A>G5B0==>5 ?@8<5=5=85 MB8E ?@5?0@0B>2 =5 @5:><5=4C5BAO. 

�BD@BA4?PAO9 >BAFD4J9CF<6O 

#@8 >4=>2@5<5==>< ?@8<5=5=88 2 B5G5=85 7 4=59 1>75=B0=0 2 4>75 125 <3 2 @070 2 45=L 8 

>4=>9 4>7K ?5@>@0;L=>3> :>=B@0F5?B820, A>45@60I53> 1 <3 =>@MB8AB5@>=0 8 35 <:3 

MB8=8;MAB@048>;0, >B<5G0;>AL A=865=85 AUC (?;>I04L ?>4 :@82>9 «:>=F5=B@0F8O-

2@5<O») >1>8E :><?>=5=B>2 (=0 14 % 8 31 %, A>>B25BAB25==>). ' >B45;L=KE ?0F85=B>: 

A=865=85 M:A?>78F88 =>@MB8AB5@>=0 8 MB8=8;MAB@048>;0 4>AB830;> 56 % 8 66 %, 

A>>B25BAB25==>. &0:8< >1@07><, B>;L:> 3>@<>=0;L=0O :>=B@0F5?F8O, =57028A8<> >B ?CB8 

22545=8O ?@5?0@0B0 (2=CB@L, 8=J5:F8>==>, B@0=A45@<0;L=> 8;8 2 2845 8<?;0=B0B>2), =5 

<>65B AG8B0BLAO =0456=K< :>=B@0F5?B82=K< A@54AB2><. 

�4DH4D<A 

"4=>2@5<5==>5 ?@8<5=5=85 1>75=B0=0 2 4>75 500 <3 2 @070 2 45=L 2 B5G5=85 6 4=59 ?@82>48B 

: A=865=8N :>=F5=B@0F88 2 :@>28 :0: S-20@D0@8=0 (AC1AB@0B 87>D5@<5=B0 CYP2C9), B0: 8 

R-20@D0@8=0 (AC1AB@0B 87>D5@<5=B0 CYP3A4) =0 29 % 8 38 %, A>>B25BAB25==>. "?KB 

>4=>2@5<5==>3> ?@8<5=5=8O 1>75=B0=0 8 20@D0@8=0 C ?0F85=B>2 A ��� =5 2KO28; 

:;8=8G5A:8 7=0G8<K5 87<5=5=8O <564C=0@>4=>3> =>@<0;87>20==>3> >B=>H5=8O (MHO) 

8;8 4>7K 20@D0@8=0 (=0G0;L=>9 4>7K 2 A@02=5=88 A ?>445@6820NI59 4>7>9). �@><5 B>3>, 

G0AB>B0 87<5=5=89 4>7K 20@D0@8=0 2 E>45 8AA;54>20=89 2 A2O78 A :>;510=8O<8 MHO 8;8 2 

A2O78 A @0728B85< !�$ =5 >B;8G0;0AL C ?0F85=B>2, ?>;CG02H8E 1>75=B0= 8;8 ?;0F51>. !5 

B@51C5BAO 87<5=5=8O 4>7K 20@D0@8=0 8;8 4@C38E 0=0;>38G=KE 0=B8:>03C;O=B>2 4;O ?@85<0 

2=CB@L ?@8 4>102;5=88 : B5@0?88 1>75=B0=0. &5< =5 <5=55, @5:><5=4C5BAO 1>;55 G0ABK9 

:>=B@>;L MHO, >A>15==> 2 =0G0;5 ?@8<5=5=8O 1>75=B0=0 8 ?@8 C25;8G5=88 53> 4>7K. 

 

 

!<@64EF4F<A 

#@8 >4=>2@5<5==>< ?@8<5=5=88 1>75=B0=0 2 4>75 125 <3 2 @070 2 45=L 2 B5G5=85 5 4=59, 

:>=F5=B@0F8O A8<20AB0B8=0 (AC1AB@0B0 87>D5@<5=B0 CYP3A4) 8 53> 0:B82=>3> <5B01>;8B0 

15B0-384@>:A8:8A;>BK A=8605BAO 2 :@>28 =0 34 % 8 46 %, A>>B25BAB25==>. "4=>2@5<5==>5 

?@8<5=5=85 A8<20AB0B8=0 =5 2;8O5B =0 :>=F5=B@0F8N 1>75=B0=0 2 :@>28. $5:><5=4C5BAO 



12 
 

:>=B@>;L :>=F5=B@0F88 E>;5AB5@8=0 2 :@>28 8 A>>B25BAB2CNI0O :>@@5:F8O 4>7K 

A8<20AB0B8=0. 

�9FB>BA4;B? 

"4=>2@5<5==>5 ?@8<5=5=85 1>75=B0=0 2 4>75 62,5 <3 2 @070 2 45=L 2 B5G5=85 6 4=59 8 

:5B>:>=07>;0, <>I=>3> 8=3818B>@0 87>D5@<5=B0 CYP3A4, A>?@>2>6405BAO 42C:@0B=K< 

?>2KH5=85< :>=F5=B@0F88 1>75=B0=0 2 :@>28. �7<5=5=85 4>7K ?@5?0@0B0 �>75=B0= �0=>= 

=5 B@51C5BAO. !5A<>B@O =0 >BACBAB285 40==KE 8AA;54>20=89 in vivo, ?@54?>;0305BAO, GB> 

0=0;>38G=>5 ?>2KH5=85 :>=F5=B@0F88 1>75=B0=0 2 :@>28 >68405BAO ?@8 >4=>2@5<5==>< 

?@8<5=5=88 4@C38E <>I=KE 8=3818B>@>2 87>D5@<5=B0 CYP3A4, =0?@8<5@, 8B@0:>=07>;0 

8 @8B>=028@0. &5< =5 <5=55, ?@8 >4=>2@5<5==>< ?@8<5=5=88 1>75=B0=0 8 8=3818B>@0 

87>D5@<5=B0 CYP3A4, C ?0F85=B>2 A> A=865==>9 0:B82=>ABLN 87>D5@<5=B0 CYP2C9 

ACI5AB2C5B @8A: 1>;55 2K@065==>3> ?>2KH5=8O :>=F5=B@0F88 1>75=B0=0, GB> <>65B 

A?>A>1AB2>20BL ?>O2;5=8N ?>B5=F80;L=> >?0A=KE !�$. 

ЭCBCDBEF9AB? 

"3@0=8G5==K5 @57C;LB0BK 8AA;54>20=8O (�%-052-356 [�REATHE-�]), 2 E>45 :>B>@>3>                

10 45B59 ?>;CG0;8 1>75=B0= >4=>2@5<5==> A M?>?@>AB5=>;><, C:07K20NB =0 B>, GB> ?>A;5 

>4=>:@0B=>3> 8 <=>3>:@0B=>3> ?@8<5=5=8O %max (<0:A8<0;L=0O :>=F5=B@0F8O 2 ?;07<5 

:@>28) 8 AUC 1>75=B0=0 1K;8 ?@8<5@=> >48=0:>2K<8 C ?0F85=B>2, ?>;CG02H8E 8 =5 

?>;CG02H8E 8=DC788 M?>?@>AB5=>;0 (A<. @0745; 5). 

!<?89A4H<? 

#@8 >4=>2@5<5==>< ?@8<5=5=88 1>75=B0=0 2 4>75 125 <3 2 @070 2 45=L (@02=>25A=>5 

A>AB>O=85) 8 A8;45=0D8;0 2 4>75 80 <3 3 @070 2 45=L 2 B5G5=85 6 4=59 C 74>@>2KE 

4>1@>2>;LF52 >B<5G0;>AL A=865=85 AUC A8;45=0D8;0 =0 63 % 8 ?>2KH5=85 AUC 

1>75=B0=0 – =0 50 %. %;54C5B A>1;N40BL >AB>@>6=>ABL ?@8 >4=>2@5<5==>< ?@8<5=5=88. 

�<7B>E<A 

"4=>2@5<5==>5 ?@8<5=5=85 1>75=B0=0 2 4>75 500 <3 2 @070 2 45=L 2 B5G5=85 7 4=59 

A>?@>2>6405BAO A=865=85< AUC, %max 8 Cmin (<8=8<0;L=0O :>=F5=B@0F8O 2 ?;07<5 :@>28) 

483>:A8=0 =0 12 %, 9 % 8 23 %, A>>B25BAB25==>. �>7<>6=>, 2 >A=>25 <5E0=87<0 MB>3> 

2708<>459AB28O ;568B 8=4C:F8O 3;8:>?@>B58=0 $. �;8=8G5A:0O 7=0G8<>ABL 40==>3> 

2708<>459AB28O <0;>25@>OB=0. 

# 89F9= 

�AA;54>20=8O ;5:0@AB25==>3> 2708<>459AB28O 1K;8 ?@>2545=K B>;L:> C 27@>A;KE. 

4.6. (5@B8;P=>ABP, 15@5<5==>ABP 8 ;0:B0F8O 
�5=I8=K A 45B>@>4=K< ?>B5=F80;>< 
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#5@54 =0G0;>< ;5G5=8O C 65=I8= A A>E@0=5==K< @5?@>4C:B82=K< ?>B5=F80;>< A;54C5B 

?>4B25@48BL >BACBAB285 15@5<5==>AB8, >1AC48BL =0456=K5 <5B>4K ?> ?@54C?@5645=8N 

15@5<5==>AB8 8 =0G0BL ?@8<5=5=85 :>=B@0F5?F88 ?> A>>B25BAB2CNI59 A>3;0A>20==>9 

AE5<5. #0F85=BK 8 2@0G8 4>;6=K CG8BK20BL B>B D0:B, GB> 1>75=B0= <>65B A=860BL 

MDD5:B82=>ABL 3>@<>=0;L=KE :>=B@0F5?B82=KE A@54AB2 2A;54AB285 

D0@<0:>:8=5B8G5A:>3> 2708<>459AB28O (A<. @0745; 4.5.). #>MB><C 65=I8=0< A 

A>E@0=5==K< @5?@>4C:B82=K< ?>B5=F80;>< =5 @5:><5=4C5BAO 8A?>;L7>20BL <5B>4 

3>@<>=0;L=>9 :>=B@0F5?F88 (2:;NG0O ;5:0@AB25==K5 ?@5?0@0BK, ?@8<5=O5<K5 2=CB@L, 2 

2845 8=J5:F89, B@0=A45@<0;L=KE B5@0?52B8G5A:8E A8AB5< 8;8 8<?;0=B0B>2) 2 :0G5AB25 

548=AB25==>3> <5B>40; 8< =5>1E>48<> ?@8<5=OBL 4>?>;=8B5;L=K9 8;8 0;LB5@=0B82=K9 

=0456=K9 <5B>4 :>=B@0F5?F88. #@8 A><=5=8OE 2 =0456=>AB8 2K1@0==>3> <5B>40 

:>=B@0F5?F88 ?0F85=B:5 A;54C5B >1@0B8BLAO : 2@0GC-38=5:>;>3C 4;O 8=48284C0;L=>3> 

?>41>@0 <5B>40 :>=B@0F5?F88. 'G8BK20O 2>7<>6=CN =5MDD5:B82=>ABL 3>@<>=0;L=>9 

:>=B@0F5?F88 8 2KA>:89 @8A: =530B82=>3> 2;8O=8O 15@5<5==>AB8 =0 B5G5=85 ���, 2> 2@5<O 

B5@0?88 1>75=B0=>< @5:><5=4C5BAO 565<5AOG=> ?@>2>48BL B5AB =0 15@5<5==>ABL, GB> 

?>72>;8B 4803=>AB8@>20BL 15@5<5==>ABL =0 @0==8E A@>:0E. 

�5@5<5==>ABL 

� 4>:;8=8G5A:8E 8AA;54>20=8OE CAB0=>2;5=0 @5?@>4C:B82=0O B>:A8G=>ABL 1>75=B0=0 

(B5@0B>35==>5 8 M<1@8>B>:A8G5A:>5 459AB285). �0==KE > ?@8<5=5=88 1>75=B0=0 C 

15@5<5==KE 65=I8= =5B. �>7<>6=K9 @8A: 4;O G5;>25:0 =58725AB5=. #@8<5=5=85 1>75=B0=0 

2> 2@5<O 15@5<5==>AB8 ?@>B82>?>:070=> (A<. @0745; 4.3.). 

�0:B0F8O  

!5 CAB0=>2;5=>, 2K45;O5BAO ;8 1>75=B0= 2 3@C4=>5 <>;>:>. �A;8 =5>1E>48<> ?@>2545=85 

B5@0?88 1>75=B0=>< 2 ?5@8>4 ;0:B0F88, 3@C4=>5 2A:0@<;820=85 @5:><5=4C5BAO ?@5:@0B8BL. 

(5@B8;L=>ABL 

� 4>:;8=8G5A:8E 8AA;54>20=8OE 2KO2;5=> 2;8O=85 =0 A5<5==8:8. $57C;LB0BK 

:;8=8G5A:>3> 8AA;54>20=8O ?>:070;8, GB> C 8 87 24 ?0F85=B>2-<C6G8= A ��� G5@57 3 8;8     

6 <5AOF52 ;5G5=8O 1>75=B0=>< >B<5G0;>AL C<5=LH5=85 :>=F5=B@0F88 A?5@<K =0 42 % 8 

1>;55 >B 8AE>4=KE 7=0G5=89. !0 >A=>20=88 :;8=8G5A:8E 8 4>:;8=8G5A:8E 40==KE =5;L7O 

8A:;NG8BL @8A: =530B82=>3> 2;8O=8O 1>75=B0=0 =0 A?5@<0B>35=57 C <C6G8=. !5;L7O 

8A:;NG8BL =51;03>?@8OB=>5 2;8O=85 4;8B5;L=>3> ;5G5=8O 1>75=B0=>< =0 A?5@<0B>35=57 C 

?0F85=B>2-<0;LG8:>2.  

4.7. �;8O=85 =0 A?>A>1=>ABP C?@02;OBP B@0=A?>@B=O<8 A@54AB20<8 8 @01>B0BP A 

<5E0=87<0<8 

�;8O=85 1>75=B0=0 =0 A?>A>1=>ABL C?@02;OBL B@0=A?>@B=K<8 A@54AB20<8 =5 87CG0;>AL. &5< 
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=5 <5=55, 1>75=B0= <>65B 2K7K20BL 2K@065==>5 A=865=85 0@B5@80;L=>3> 402;5=8O, 

A>?@>2>640NI55AO 3>;>2>:@C65=85< 8;8 ?>B5@59 A>7=0=8O, 8, :0: A;54AB285, >:07K20BL 

>B@8F0B5;L=>5 2;8O=85 =0 A?>A>1=>ABL C?@02;OBL B@0=A?>@B>< 8 @01>B0BL A <5E0=87<0<8. 

4.8. !565;0B5;P=O5 @50:F88 

$57N<5 ?@>D8;O 157>?0A=>AB8 

� 20 ?;0F51>-:>=B@>;8@C5<KE 8AA;54>20=8OE, ?@>2545==KE ?> @07;8G=K< ?>:070=8O<, 

2486 ?0F85=B>2 ?>;CG0;8 1>75=B0= 2 4>70E >B 100 <3 4> 2000 <3, 0 1838 ?0F85=B>2 ?>;CG0;8 

?;0F51>. #@>4>;68B5;L=>ABL ;5G5=8O A>AB028;0 2 A@54=5< 45 =545;L. !�$ AG8B0;8 

A>1KB8O, :>B>@K5 =01;N40;8AL C 1 % 8 1>;55 ?0F85=B>2, ?>;CG02H8E 1>75=B0=, A G0AB>B>9, 

?> :@09=59 <5@5, =0 0,5 % 2KH5, G5< C ?0F85=B>2, ?>;CG02H8E ?;0F51>. !081>;55 G0AB> 

>B<5G0;8 3>;>2=CN 1>;L (11,5 % ?@>B82 9,8 %), >B5:8 =86=8E :>=5G=>AB59 8/8;8 7045@6:C 

684:>AB8 (13,2 % ?@>B82 10,9 %), ?>2KH5=85 0:B82=>AB8 «?5G5=>G=KE» B@0=A0<8=07 �%& 

8/8;8 ��& (10,9 % ?@>B82 4,6 %) 8 0=5<8N/A=865=85 35<>3;>18=0 (9,9 % ?@>B82 4,9 %). 

#@8<5=5=85 1>75=B0=0 0AA>F88@>20;>AL A 4>7>7028A8<K< ?>2KH5=85< 0:B82=>AB8 

«?5G5=>G=KE» B@0=A0<8=07 8 A=865=85< 35<>3;>18=0 (A<. @0745; 4.4. ?>4@0745; «"A>1K5 

C:070=8O»). 

$57N<5 =565;0B5;L=KE @50:F89 

#@54AB02;5==K5 =865 40==K5 ?> =565;0B5;L=K< @50:F8O< :;0AA8D8F8@>20=K ?> 

A8AB5<=>->@30==K< :;0AA0< (%"�) 8 G0AB>B5 2>7=8:=>25=8O. +0AB>B0 2>7=8:=>25=8O 

=565;0B5;L=KE @50:F89 >?@545;O;0AL 2 A>>B25BAB288 A :;0AA8D8:0F859 �"�: >G5=L G0AB> 

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

1/1000), >G5=L @54:> (< 1/10000), G0AB>B0 =58725AB=0 (=0 >A=>20=88 8<5NI8EAO 40==KE 

>F5=8BL G0AB>BC =52>7<>6=>). 

� :064>9 G0AB>B=>9 3@C??5 !�$ ?@54AB02;5=K 2 ?>@O4:5 C<5=LH5=8O AB5?5=8 A5@L57=>AB8. 

!5 >B<5G5=> :;8=8G5A:8 7=0G8<KE @07;8G89 <564C !�$ 2 >1I59 1075 40==KE 8 >B45;L=> 

?> 70@538AB@8@>20==K< ?>:070=8O<. 

�4DGL9A<O EB EFBDBAO >DB6< < ?<@H4F<K9E>B= E<EF9@O 

+0AB>: 0=5<8O, A=865=85 35<>3;>18=0; 

!5G0AB>: B@><1>F8B>?5=8O1, =59B@>?5=8O, ;59:>?5=8O1; 

+0AB>B0 =58725AB=0: 0=5<8O 8;8 A=865=85 35<>3;>18=0, B@51CNI85 35<>B@0=ADC7881. 

�4DGL9A<O EB EFBDBAO <@@GAAB= E<EF9@O: 

+0AB>: @50:F88 ?>2KH5==>9 GC2AB28B5;L=>AB8 (2:;NG0O 45@<0B8B, :>6=K9 7C4 8 AK?L)2; 

$54:>: 0=0D8;0:B8G5A:85 @50:F88 8/8;8 0=38>=52@>B8G5A:89 >B5:1. 

�4DGL9A<O EB EFBDBAO A9D6AB= E<EF9@O: 
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"G5=L G0AB>: 3>;>2=0O 1>;L3; 

+0AB>: >1<>@>:1,4. 

�4DGL9A<O EB EFBDBAO E9D8J4: 

+0AB>: >ICI5=85 A5@4F5185=8O1,4. 

�4DGL9A<O EB EFBDBAO EBEG8B6: 

+0AB>: «?@8;82K» :@>28 : :>65 ;8F0, A=865=85 ��1,4. 

�4DGL9A<O EB EFBDBAO 8OI4F9?PAB= E<EF9@O, BD74AB6 7DG8AB= >?9F>< < ED98BEF9A<O: 

+0AB>: >B5: A;878AB>9 >1>;>G:8 =>A01. 

Ж9?G8BKAB-><L9KAO9 A4DGL9A<O: 

+0AB>: 30AB@>M7>D0350;L=0O @5D;N:A=0O 1>;57=L, 480@5O. 

�4DGL9A<O EB EFBDBAO C9K9A< < :9?K96O6B8OM<I CGF9=: 

"G5=L G0AB>: 87<5=5=85 ?>:070B5;59 DC=:F88 ?5G5=8; 

!5G0AB>: ?>2KH5=85 0:B82=>AB8 «?5G5=>G=KE» B@0=A0<8=07 (�%&, ��&) 2A;54AB285 

35?0B8B0 (2:;NG0O 2>7<>6=>5 >1>AB@5=85 ACI5AB2CNI53> 35?0B8B0) 8/8;8 65;BCE81; 

$54:>: F8@@>7 ?5G5=8, ?5G5=>G=0O =54>AB0B>G=>ABL1. 

�4DGL9A<O EB EFBDBAO >B:< < CB8>B:AOI F>4A9=: 

+0AB>: M@8B5<0. 

�5M<9 A4DGL9A<O < D94>J<< 6 @9EF9 66989A<O: 

"G5=L G0AB>: >B5:8, 7045@6:0 684:>AB85. 

1 - �0==K5 ?>;CG5=K 87 ?>AB@538AB@0F8>==KE =01;N45=89, G0AB>B0 >?@545;5=0 A ?><>ILN 

AB0B8AB8G5A:>3> <>45;8@>20=8O 40==KE ?;0F51>-:>=B@>;8@C5<KE :;8=8G5A:8E 

8AA;54>20=89. 

2 - $50:F88 ?>2KH5==>9 GC2AB28B5;L=>AB8 1K;8 >B<5G5=K C 9,9 % ?0F85=B>2, :>B>@K5 

?>;CG0;8 1>75=B0=, 8 C 9,1 % – ?;0F51>. 

3 - �>;>2=CN 1>;L >B<5G0;8 11,5% ?0F85=B>2, :>B>@K5 ?>;CG0;8 1>75=B0=, 8 9,8 % – 

?;0F51>. 

4 - �0==K5 @50:F88 B0:65 <>3CB 1KBL >1CA;>2;5=K >A=>2=K< 701>;520=85<. 

5 - #>O2;5=85 >B5:>2 8 7045@6:C 684:>AB8 >B<5G0;8 13,2 % ?0F85=B>2, :>B>@K5 ?>;CG0;8 

1>75=B0=, 8 10,9 % – ?;0F51>. 

"?8A0=85 >B45;L=KE =565;0B5;L=KE @50:F89 

� ?>AB@538AB@0F8>==>< ?5@8>45 >B<5G5=K @54:85 A;CG08 F8@@>70 ?5G5=8 =58725AB=>9 

MB8>;>388 =0 D>=5 4;8B5;L=>9 B5@0?88 1>75=B0=>< C ?0F85=B>2 A BO65;K<8 

A>?CBAB2CNI8<8 701>;520=8O<8, >4=>2@5<5==> ?@8<5=ONI8E 4@C385 ;5:0@AB25==K5 

?@5?0@0BK. &0:65 70@538AB@8@>20=K @54:85 A;CG08 @0728B8O ?5G5=>G=>9 =54>AB0B>G=>AB8. 
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-B8 =01;N45=8O ?>4B25@640NB =5>1E>48<>ABL >1O70B5;L=>3> 565<5AOG=>3> :>=B@>;O 

DC=:F88 ?5G5=8 2 B5G5=85 2A53> ?5@8>40 ;5G5=8O 1>75=B0=>< (A<. @0745; 4.4., ?>4@0745; 

«"A>1K5 C:070=8O»). 

И;@9A9A<9 ?45BD4FBDAOI CB>4;4F9?9= 

И;@9A9A<9 4>F<6ABEF< «C9K9ABKAOI» FD4AE4@<A4; 

� :;8=8G5A:>9 ?@0:B8:5 ?@8<5=5=85 1>75=B0=0 A>?@>2>640;>AL 4>7>7028A8<K< 

?>2KH5=85< 0:B82=>AB8 «?5G5=>G=KE» B@0=A0<8=07 2 B5G5=85 26 =545;L ;5G5=8O, :>B>@>5 

@072820;>AL ?>AB5?5==> 8, :0: ?@028;>, 15AA8<?B><=>. � ?>AB@538AB@0F8>==>< ?5@8>45 

>B<5G5=K @54:85 A;CG08 F8@@>70 ?5G5=8 8 ?5G5=>G=>9 =54>AB0B>G=>AB8.  5E0=87< 

@0728B8O MB8E !�$ =5OA5=. #>2KH5==0O 0:B82=>ABL «?5G5=>G=KE» B@0=A0<8=07 <>65B 

A?>=B0==> =>@<0;87>20BLAO =0 D>=5 ?@8<5=5=8O 1>75=B0=0 2 ?>445@6820NI59 4>75 8;8 

?>A;5 55 A=865=8O. &5< =5 <5=55, ?@5:@0I5=85 ;5G5=8O 8;8 :@0B:>2@5<5==K9 ?5@5@K2 2 

B5@0?88 2A5 65 <>65B ?>B@51>20BLAO (A<. @0745; 4.4., ?>4@0745; «"A>1K5 C:070=8O»). 

� 20 ?@>2545==KE ?;0F51>-:>=B@>;8@C5<KE 8AA;54>20=8OE ?>2KH5=85 0:B82=>AB8 

«?5G5=>G=KE» B@0=A0<8=07 2 3 @070 8 1>;55 ��! >B<5G5=> C 11,2 % ?0F85=B>2, ?>;CG02H8E 

1>75=B0=, 8 C 2,4 % – ?;0F51>. #>2KH5=85 2 8 8 1>;55 @07 2KH5 ��! 70@538AB@8@>20=> C 

3,6 % ?0F85=B>2, ?>;CG0NI8E 1>75=B0=, 8 C 0,4 % – ?;0F51>. "B<5G5=>, GB> =0 D>=5 ;5G5=8O 

1>75=B0=>< ?>2KH5=85 0:B82=>AB8 «?5G5=>G=KE» B@0=A0<8=07 A>G5B0;>AL A ?>2KH5=85< 

:>=F5=B@0F88 18;8@C18=0 2 ?;07<5 :@>28 (2 2 8 1>;55 @07 2KH5 ��!) ?@8 >BACBAB288 C 

?0F85=B>2 >1AB@C:F88 65;G52K2>4OI8E ?CB59 2 0,2 % A;CG052 (5 ?0F85=B>2), 0 =0 D>=5 

?@8<5=5=8O ?;0F51> – 2 0,3 % A;CG052 (6 ?0F85=B>2). 

#@8 >1>1I5==>< 0=0;875 40==KE, ?>;CG5==KE C 100 45B59 A ��� (=5:>=B@>;8@C5<K5 

?5480B@8G5A:85 8AA;54>20=8O FUTURE 1/2 8 FUTURE 3/Extension), ?>2KH5=85 0:B82=>AB8 

«?5G5=>G=KE» B@0=A0<8=07 2 3 @070 8 1>;55 ��! =01;N40;>AL C 2 % ?0F85=B>2. 

' 13 =>2>@>645==KE A ?5@A8AB8@CNI59 ;53>G=>9 0@B5@80;L=>9 38?5@B5=7859 

=>2>@>645==KE (#���!, FUTURE-4), :>B>@K5 ?>;CG0;8 1>75=B0= 2 4>75 2 <3/:3 <0AAK 

B5;0 2 @070 2 45=L <5=55 10 4=59 (>B 0,5 4> 10 4=59), =5 =01;N40;8 ?>2KH5=8O 0:B82=>AB8 

«?5G5=>G=KE» B@0=A0<8=07 2 3 @070 8 1>;55 ��!, => G5@57 3 4=O ?>A;5 >B<5=K 1>75=B0=0 C 

>4=>3> ?0F85=B0 1K; 4803=>AB8@>20= 35?0B8B. 

 

�9@B7?B5<A 

� ?;0F51>-:>=B@>;8@C5<KE 8AA;54>20=8OE A=865=85 35<>3;>18=0 2 A@02=5=88 A 8AE>4=K< 

4> C@>2=O =865 100 3/; 1K;> >B<5G5=> C 8 % 27@>A;KE ?0F85=B>2, ?>;CG0NI8E 1>75=B0=, 8 

C 3,9 % – ?;0F51> (A<. @0745; 4.4., ?>4@0745; «"A>1K5 C:070=8O»). #@8 >1>1I5==>< 0=0;875 

40==KE, ?>;CG5==KE C 100 45B59 A ��� (=5:>=B@>;8@C5<K5 ?5480B@8G5A:85 8AA;54>20=8O 
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FUTURE 1/2 8 FUTUR� 3/Extension), A=865=85 35<>3;>18=0 2 A@02=5=88 A 8AE>4=K< 4> 

C@>2=O =865 100 3/; =01;N40;>AL C 10 % ?0F85=B>2. %=865=85 35<>3;>18=0 =865 80 3/; 

>B<5G5=> =5 1K;>. 

' 6 87 13 =>2>@>645==KE A #���! (8AA;54>20=85 FUTURE-4) >B<5G0;8 A=865=85 

35<>3;>18=0 >B 8AE>4=> =>@<0;L=>3> 4> C@>2=O =865 =86=59 3@0=8FK =>@<K =0 D>=5 

;5G5=8O 1>75=B0=><. 

�5B8 

�9>BAFDB?<DG9@O9 >?<A<K9E><9 <EE?98B64A<O G 89F9= 

#@>D8;L 157>?0A=>AB8 1>75=B0=0 C 45B59 (BREATHE-3: n=19, 1>75=B0= 2 <3/:3 2 @070 2 45=L 

2 B5G5=85 12 =545;L) =5 >B;8G0;AO >B A>>B25BAB2CNI53> ?@>D8;O 157>?0A=>AB8 C 27@>A;KE 

?0F85=B>2 A ��� 2 1078A=KE 8AA;54>20=8OE. !081>;55 G0AB> C 45B59 >B<5G0;8 «?@8;82K» 

:@>28 (21 %), 3>;>2=CN 1>;L 8 87<5=5=85 ?>:070B5;59 DC=:F8>=0;L=KE «?5G5=>G=KE» 

B5AB>2 (16 % 4;O :064>9 H�P). 

"1>1I5==K9 0=0;87 @57C;LB0B>2 =5:>=B@>;8@C5<KE ?5480B@8G5A:8E 8AA;54>20=89 

1>75=B0=0 2 ;5:0@AB25==>9 D>@<5 48A?5@38@C5<K5 B01;5B:8 ?> 32 <3 2:;NG0; 40==K5                   

100 45B59 A ���. �>75=B0= =07=0G0;8 2 4>75 2 <3/:3 <0AAK B5;0 2 @070 2 45=L (n=33), 2 <3/:3 

<0AAK B5;0 3 @070 2 45=L (n=31) 8;8 4 <3/:3 <0AAK B5;0 2 @070 2 45=L (n=36). � <><5=B 

2:;NG5=8O 2 8AA;54>20=85 2>7@0AB 6 ?0F85=B>2 A>AB02;O; >B 3 <5AOF52 4> 1 3>40,                                

15 ?0F85=B>2 – >B 1 3>40 4> 2 ;5B 8 79 ?0F85=B>2 – >B 2 4> 12 ;5B.  5480=0 

?@>4>;68B5;L=>AB8 ;5G5=8O A>AB028;0 71,8 =545;L (>B 0,4 4> 258 =545;L). 

#@>D8;L 157>?0A=>AB8 C 45B59 ?> 40==K< >1J548=5==>3> 0=0;870 1K; B0:8< 65, :0: 2 

>A=>2=KE 8AA;54>20=8OE C 27@>A;KE ?0F85=B>2 A �A�, :@><5 G0AB>BK 8=D5:F8>==KE 

>A;>6=5=89, :>B>@K5 1K;8 1>;55 G0ABK<8 C 45B59, G5< C 27@>A;KE (69 % 2 A@02=5=88 A                    

41,3 %). -B> >B;8G85 G0AB8G=> <>65B 1KBL >1JOA=5=> 1>;55 4;8B5;L=K< ;5G5=85< C 45B59 

(<5480=0 71,8 =545;L) 2 A@02=5=88 A> 27@>A;K<8 (<5480=0 17,4 =545;L). !081>;55 G0ABK<8 

=565;0B5;L=K<8 O2;5=8O<8 1K;8 8=D5:F88 25@E=8E 4KE0B5;L=KE ?CB59 (25 %), ;53>G=0O 

(0@B5@80;L=0O) 38?5@B5=78O (20 %), =07>D0@8=38B (17 %), ?8@5:A8O (15 %), @2>B0 (13 %), 

1@>=E8B (10 %), 1>;L 2 682>B5 (10 %) 8 480@5O (10 %). +0AB>B0 =565;0B5;L=KE O2;5=89 

ACI5AB25==> =5 @07;8G0;0AL C ?0F85=B>2 <;04H5 8;8 AB0@H5 2 ;5B, >4=0:> MB>B 2K2>4 

>A=>20= =0 40==KE B>;L:> 21 ?0F85=B0 2 2>7@0AB5 4> 2 ;5B 8 6 ?0F85=B>2 2 2>7@0AB5 >B                 

3 <5AOF52 4> 1 3>40. !0@CH5=8O DC=:F88 ?5G5=8 8 0=5<8O/A=865=85 35<>3;>18=0 

=01;N40;8AL C 9 % 8 5 % ?0F85=B>2, A>>B25BAB25==>. 

� @0=4><878@>20==>< ?;0F51>-:>=B@>;8@C5<>< 8AA;54>20=88 C ?0F85=B>2 A #���! 

(8AA;54>20=85 FUTUR�-4) 13 =>2>@>645==KE ?>;CG0;8 1>75=B0= (2 ;5:0@AB25==>9 D>@<5 

48A?5@38@C5<K5 B01;5B:8) 2 4>75 2 <3/:3 <0AAK B5;0 2 @070 2 45=L, 8 ?0F85=B>2 ?>;CG0;8 
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?;0F51>.  5480=0 ?@>4>;68B5;L=>AB8 ;5G5=8O 1>75=B0=>< 8 ?@85<0 ?;0F51> A>AB028;8, 

A>>B25BAB25==>, 4,5 4=O (>B 0,5 4> 10 4=59) 8 4,0 4=O (>B 2,5 4> 6,5 4=59). %0<K<8 G0ABK<8 

=565;0B5;L=K<8 O2;5=8O<8 C 45B59, ?>;CG02H8E 1>75=B0= 8 ?;0F51>, 1K;8, 

A>>B25BAB25==>, 0=5<8O 8;8 A=865=85 35<>3;>18=0 (7 8 2 ?0F85=B>2), 35=5@0;87>20==K5 

>B5:8 (3 8 0 ?0F85=B>2) 8 @2>B0 (2 8 0 ?0F85=B>2). 

%>>1I5=85 > ?>4>7@5205<KE =565;0B5;L=KE @50:F8OE 

�06=> A>>1I0BL > ?>4>7@5205<KE =565;0B5;L=KE @50:F8OE ?>A;5 @538AB@0F88 

;5:0@AB25==>3> ?@5?0@0B0 A F5;LN >15A?5G5=8O =5?@5@K2=>3> <>=8B>@8=30 A>>B=>H5=8O 

«?>;L70-@8A:» ;5:0@AB25==>3> ?@5?0@0B0.  548F8=A:8< @01>B=8:0< @5:><5=4C5BAO 

A>>1I0BL > ;N1KE ?>4>7@5205<KE =565;0B5;L=KE @50:F8OE ;5:0@AB25==>3> ?@5?0@0B0 

G5@57 =0F8>=0;L=K5 A8AB5<K A>>1I5=8O > =565;0B5;L=KE @50:F8OE 3>AC40@AB2 – G;5=>2 

�2@0789A:>3> M:>=><8G5A:>3> A>N70: 

 BEE<=E>4O $989D4J<O 

(545@0;L=0O A;C610 ?> =047>@C 2 AD5@5 74@02>>E@0=5=8O ($>A74@02=047>@) 

�4@5A: 109012, 3.  >A:20, %;02O=A:0O ?;>I04L, 4. 4, AB@>5=85 1 

&5;5D>=: +7 (800) 550-99-03 

-;5:B@>==0O ?>GB0: pharm@roszdravnadzor.gov.ru 

%09B 2 8=D>@<0F8>==>-B5;5:><<C=8:0F8>==>9 A5B8 �=B5@=5B: 

 https://www.roszdravnadzor.gov.ru 

4.9.  #5@54>78@>2:0 
%8<?B><K 

�>75=B0= ?@8<5=O;8 2 >4=>:@0B=>9 4>75 2400 <3 C 74>@>2KE 4>1@>2>;LF52 8 2 4>75 4>  

2000 <3 2 45=L 2 B5G5=85 2 <5AOF52 C ?0F85=B>2 A 4@C38<8, :@><5 ���, 701>;520=8O<8. 

!081>;55 G0AB> 2AB@5G0NI59AO !�$ 1K;0 3>;>2=0O 1>;L >B ;53:>9 4> C<5@5==>9 

8=B5=A82=>AB8. 

&O65;0O ?5@54>78@>2:0 <>65B ?@825AB8 : 2K@065==><C A=865=8N ��, B@51CNI5<C 

0:B82=>9 A5@45G=>-A>AC48AB>9 B5@0?88. � ?>AB@538AB@0F8>==>< ?5@8>45 70@538AB@8@>20= 

A;CG09 ?5@54>78@>2:8 C <0;LG8:0-?>4@>AB:0 ?>A;5 ?@85<0 10000 <3 1>75=B0=0, :>B>@K9 

?@>O2;O;AO B>H=>B>9, @2>B>9, A=865=85< ��, 3>;>2>:@C65=85<, ?>2KH5==K< 

?>B>>B45;5=85< 8 =0@CH5=85< G5B:>AB8 7@8B5;L=>3> 2>A?@8OB8O. 

�5G5=85 

%>AB>O=85 ?>;=>ABLN =>@<0;87>20;>AL 2 B5G5=85 24 G0A>2 =0 D>=5 ?>445@6820NI59 

38?5@B5=782=>9 B5@0?88. 

�>75=B0= =5 C40;O5BAO ?@8 35<>480;875. 

 

mailto:pharm@roszdravnadzor.gov.ru
https://www.roszdravnadzor.gov.ru/


19 
 

5. (�$ ��"�"��+�%��� %�"�%&�� 

5.1. (0@<0:>48=0<8G5A:85 A2>9AB20 
(0@<0:>B5@0?52B8G5A:0O 3@C??0: 0=B838?5@B5=782=K5 A@54AB20; 4@C385 

0=B838?5@B5=782=K5 A@54AB20; 0=B838?5@B5=782=K5 A@54AB20 4;O ;5G5=8O ;53>G=>9 

0@B5@80;L=>9 38?5@B5=788. 

�>4 ATX: C02KX01 

 5E0=87< 459AB28O 8 D0@<0:>48=0<8G5A:85 MDD5:BK 

�>75=B0= O2;O5BAO =5A5;5:B82=K< 0=B03>=8AB>< M=4>B5;8=>2KE @5F5?B>@>2 B8?0 -&� 8 

-&�. �>75=B0= A=8605B :0: ;53>G=>5, B0: 8 A8AB5<=>5 A>AC48AB>5 A>?@>B82;5=85, ?@82>4O 

: ?>2KH5=8N A5@45G=>3> 2K1@>A0 157 C25;8G5=8O G0AB>BK A5@45G=KE A>:@0I5=89 (+%%). 

!59@>3>@<>= M=4>B5;8=-1 (-&-1) O2;O5BAO >4=8< 87 A0<KE <>I=KE A@548 8725AB=KE 2 

=0AB>OI89 <><5=B 207>:>=AB@8:B>@>2, :>B>@K9 B0:65 >1;0405B A?>A>1=>ABLN 

AB8<C;8@>20BL D81@>7, :;5B>G=CN ?@>;8D5@0F8N, 38?5@B@>D8N A5@4F0, @5<>45;8@>20=85, 

8 B0:65 ?@>O2;O5B ?@>B82>2>A?0;8B5;L=CN 0:B82=>ABL. -B8 MDD5:BK 8=4CF8@CNBAO ?@8 

A2O7K20=88 M=4>B5;8=0-1 (-&-1) A @5F5?B>@0<8 -&� 8 -&�, @0A?>;>65==K<8 2 M=4>B5;88 

8 3;04:><KH5G=KE :;5B:0E A>AC4>2. �>=F5=B@0F88 -&-1 2 B:0=OE 8 ?;07<5 :@>28 

?>2KH05BAO ?@8 =5:>B>@KE A5@45G=>-A>AC48ABKE 701>;520=8OE 8 1>;57=OE A>548=8B5;L=>9 

B:0=8, 2 B>< G8A;5 ?@8 ���, A:;5@>45@<88, >AB@>9 8 E@>=8G5A:>9 A5@45G=>9 

=54>AB0B>G=>AB8, 8H5<88 <8>:0@40, A8AB5<=>9 38?5@B5=788 8 0B5@>A:;5@>75, GB> 

?@54?>;0305B CG0AB85 -&-1 2 ?0B>35=575 MB8E 701>;520=89. #@8 ��� 8 A5@45G=>9 

=54>AB0B>G=>AB8, ?@8 >BACBAB288 0=B03>=87<0 : M=4>B5;8=>2K< @5F5?B>@0<, ?>2KH5==K5 

:>=F5=B@0F88 -&-1 AB@>3> :>@@5;8@CNB A BO65ABLN 8 ?@>3=>7>< C:070==KE 701>;520=89. 

�>75=B0= :>=:C@8@C5B A -&-1 8 4@C38<8 -& ?5?B840<8 70 A2O7K20=85 A @5F5?B>@0<8 -&� 8 

-&�, A =57=0G8B5;L=> 1>;55 2KA>:8< A@>4AB2>< : @5F5?B>@0< -&� (Ki = 4,1–43 =<>;L), ?> 

A@02=5=8N A @5F5?B>@0<8 -&� (Ki = 38–730 =<>;L). 

�>75=B0= A?5F8D8G5A:8 1;>:8@C5B -& @5F5?B>@K 8 =5 A2O7K205BAO A 4@C38<8 @5F5?B>@0<8. 

ЭHH9>F<6ABEFP  

#@8 87CG5=88 ��� =0 <>45;OE 682>B=KE ?>:070=>, GB> 4;8B5;L=>5 22545=85 1>75=B0=0 

2=CB@L A=8605B ;53>G=>5 A>AC48AB>5 A>?@>B82;5=85 (�%%) 8 A?>A>1AB2C5B >1@0B=><C 

@0728B8N 38?5@B@>D88 A>AC4>2 ;53:8E 8 ?@02>3> 65;C4>G:0. #>:070=>, GB> ?@8 ;53>G=>< 

D81@>75 1>75=B0= C<5=LH05B =0:>?;5=85 :>;;035=0 2 ;53:8E. 

ЭHH9>F<6ABEFP CD< CD<@9A9A<< G 6;DBE?OI C4J<9AFB6 E ?97BKAB= 4DF9D<4?PAB= 

7<C9DF9A;<9=  

�;8B5;L=>5 (2 B5G5=85 12 8 16 =545;L) ;5G5=85 27@>A;KE ?0F85=B>2 A ��� (?5@28G=>9 8 

2B>@8G=>9, ?@58<CI5AB25==> 0AA>F88@>20==>9 A> A:;5@>45@<859) III2IV (� ?> 
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:;0AA8D8:0F88 �"� 1>75=B0=>< 2 :><18=0F88 A 0=B8:>03C;O=B0<8, 207>48;0B0B>@0<8 

(1;>:0B>@0<8 :0;LF852KE :0=0;>2), 48C@5B8:0<8, :8A;>@>4>< 8 483>:A8=><, => =5 

M?>?@>AB5=>;><, A>?@>2>640;>AL C<5=LH5=85< 2K@065==>AB8 A8<?B><>2 ��� 8 

7=0G8B5;L=K< C25;8G5=85< B>;5@0=B=>AB8 : D878G5A:8< =03@C7:0< (?> @57C;LB0B0< B5AB0 

A 6-<8=CB=>9 E>4L1>9). -B8 MDD5:BK >B<5G0;8AL G5@57 4 =545;8, >BG5B;82> ?@>O2;O;8AL 

G5@57 8 =545;L 8 A>E@0=O;8AL 4> 28 =545;L 2 ?>43@C??5 ?0F85=B>2 0:B82=>3> ;5G5=8O. 

� 8AA;54>20=88 ?0F85=B>2 A ��� II (� ?>:070=> 7=0G8B5;L=>5 C25;8G5=85 2@5<5=8 4> 

=0G0;0 :;8=8G5A:>3> CEC4H5=8O (:><18=8@>20==0O :>=5G=0O B>G:0, 2:;NG0NI0O 

?@>3@5AA8@>20=85 A8<?B><>2 701>;520=8O, 3>A?8B0;870F8N 2A;54AB285 ��� 8 A;CG08 

A<5@B8). 

' ?0F85=B>2 A ��� III (� 8 ?>@>:0<8 A5@4F0 2 A>G5B0=88 A =0@CH5=8O<8 ?>:070B5;59 

35<>48=0<8:8 ?> B8?C A8=4@><0 -975=<5=35@0, C25;8G5=85 A@54=53> 7=0G5=8O =0AKI5=8O 

:@>28 :8A;>@>4>< =0 1,0 % 2 3@C??5 ?0F85=B>2, ?>;CG02H8E 1>75=B0=, A2845B5;LAB2>20;> 

> B><, GB> 1>75=B0= =5 CAC3C1;O5B 38?>:A5<8N. %@54=55 7=0G5=85 �%% 7=0G8B5;L=> 

A=860;>AL, 0 B>;5@0=B=>ABL : D878G5A:8< =03@C7:0< ?>2KH0;0AL (A@54=OO 48AB0=F8O ?> 

@57C;LB0B0< B5AB0 A 6-<8=CB=>9 E>4L1>9 C25;8G8;0AL =0 53 <5B@0) 2 3@C??5 ?0F85=B>2, 

?>;CG02H8E 1>75=B0=. 

#@8 87CG5=88 1>75=B0=0 C ?0F85=B>2 A ��� III (� 2 A>G5B0=88 A ��+-8=D5:F859 ?>:070=> 

?>2KH5=85 B>;5@0=B=>AB8 : D878G5A:8< =03@C7:0< 2 A@02=5=88 A 8AE>4=K<8 40==K<8. 

� 42CE >A=>2=KE ?;0F51>-:>=B@>;8@C5<KE 8AA;54>20=8OE 8 8E >B:@KBKE ?@>4;5=8OE C 

2A5E ?0F85=B>2, ?>;CG0NI8E 1>75=B0=, 2 B5G5=85 4;8B5;L=>3> 2@5<5=8 ?@>2>48;8 >F5=:C 

687=5==> 206=KE ?>:070B5;59. %@54=OO ?@>4>;68B5;L=>ABL ?@85<0 1>75=B0=0 A>AB028;0 

1,9 ± 0,7 ;5B (>B 0,1 4> 3,3 ;5B), :;8=8G5A:>5 A>AB>O=85 ?0F85=B>2 :>=B@>;8@>20;8 2 A@54=5< 

2 B5G5=85 2,0 ± 0,6 ;5B. ' 1>;LH59 G0AB8 ?0F85=B>2 1K; ?>4B25@645= 4803=>7 ?5@28G=>9 

��� (72 %) 8 >?@545;5= III (� (84 %) ?> :;0AA8D8:0F88 �"�. #>:070B5;L 2K68205<>AB8 2 

3@C??5 2 F5;>< (A>3;0A=> >F5=:5 ?> <5B>4C �0?;0=- 095@0) G5@57 1 3>4 ;5G5=8O 

1>75=B0=>< A>AB028; 93 %, 0 G5@57 2 3>40 – 84 %. ' ?0F85=B>2 A A8AB5<=>9 A:;5@>45@<859 

?>:070B5;8 2K68205<>AB8 ?> <5B>4C �0?;0=- 095@0 1K;8 =865.  

ИEE?98B64A<O, CDB6989AAO9 G 89F9= E ��� 

�AA;54>20=85 ?0@0<5B@>2 D0@<0:>:8=5B8:8 1>75=B0=0 ?@>2>48;8 C 45B59 2 B5G5=85                      

12 =545;L B5@0?88. �=0;87 35<>48=0<8G5A:8E ?0@0<5B@>2 C:07K205B =0 C25;8G5=85 

A5@45G=>3> 8=45:A0 (%�) =0 0,5 ;/<8=/<2, 0 B0:65 =0 A=865=85 A@54=53> 402;5=8O 2 

;53>G=>9 0@B5@88 (���) 4> 8 << @B. AB. 8 �%% – 4> 389 4=8 × A5: × A<-5. 

!<EF9@A4O E>?9DB89D@<O E O;69AAO@ CBD4:9A<9@ >BA9KABEF9= 
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$57C;LB0BK 42CE :;8=8G5A:8E 8AA;54>20=89 C 27@>A;KE ?0F85=B>2 A A8AB5<=>9 

A:;5@>45@<859 8 O725==K< ?>@065=85< :>=5G=>AB59 (2 AB0488 >1>AB@5=8O 8;8 2 A;CG0OE, 

:>340 O725==>5 ?>@065=85 >B<5G0;8 2 B5G5=85 ?>A;54=53> 3>40) ?>:070;8, GB> 2 B5G5=85 

2A53> ?5@8>40 ?@8<5=5=8O 1>75=B0=0 =01;N40;>AL 4>AB>25@=>5 C<5=LH5=85 G8A;0 =>2KE 

O725==KE ?>@065=89 :>=5G=>AB59 ?> A@02=5=8N A ?;0F51>. 

' ?0F85=B>2, ?>;CG02H8E 1>75=B0= 8;8 ?;0F51> 2 B5G5=85 16 =545;L, 2 A@54=5<, >B<5G5=> 

1,4 8 2,7 =>2KE O725==KE ?>@065=89, A>>B25BAB25==> (@=0,0042). � 8AA;54>20=88 

?@>4>;68B5;L=>ABLN 24 =545;8 G8A;> =>2KE O725==KE ?>@065=89 :>=5G=>AB59 C ?0F85=B0 

A>AB02;O;>, 2 A@54=5<, 1,9 8 2,7, A>>B25BAB25==> (@=0,0351). �;8O=85 1>75=B0=0 =0 A:>@>ABL 

70682;5=8O O725==KE ?>@065=89 =5 CAB0=>2;5=>. 

5.2. (0@<0:>:8=5B8G5A:85 A2>9AB20 
(0@<0:>:8=5B8:0 1>75=B0=0 87CG5=0 2 >A=>2=>< C 74>@>2KE 4>1@>2>;LF52. "3@0=8G5==K5 

40==K5 A2845B5;LAB2CNB > B><, GB> M:A?>78F8O 1>75=B0=0 C 27@>A;KE ?0F85=B>2 A ��� 

?@8<5@=> 2 2 @070 2KH5, G5< C 74>@>2KE 4>1@>2>;LF52. 

(0@<0:>:8=5B8G5A:85 ?0@0<5B@K C 74>@>2KE 4>1@>2>;LF52 7028AOB >B 4>7K 8 2@5<5=8 

?@85<0 1>75=B0=0. �;8@5=A 8 >1J5< @0A?@545;5=8O A=860NBAO ?@8 C25;8G5=88 

2=CB@825==>9 4>7K 8 A B5G5=85< 2@5<5=8. #>A;5 ?@85<0 2=CB@L A8AB5<=0O M:A?>78F8O 

1>75=B0=0 ?@>?>@F8>=0;L=0 2 4>70E 4> 500 <3. #@8 ?@85<5 2=CB@L 1>;55 2KA>:8E 4>7 

1>75=B0=0 %max 8 AUC C25;8G820NBAO <5=55 ?@>?>@F8>=0;L=> 4>75. 

�1A>@1F8O 

�1A>;NB=0O 18>4>ABC?=>ABL 1>75=B0=0 C 74>@>2KE 4>1@>2>;LF52 ?>A;5 ?@85<0 2=CB@L 

A>AB02;O5B >:>;> 50 % 8 =5 7028A8B >B 2@5<5=8 ?@85<0 ?8I8. %max 2 ?;07<5 :@>28 

4>AB8305BAO G5@57 325 G ?>A;5 ?@85<0 ?@5?0@0B0 2=CB@L. 

$0A?@545;5=85 

�>75=B0= 2 2KA>:>9 AB5?5=8 (1>;55 98 %) A2O7K205BAO A 15;:0<8 ?;07<K :@>28, 2 >A=>2=><, 

A 0;L1C<8=><. �>75=B0= =5 ?@>=8:05B 2 M@8B@>F8BK. #>A;5 >4=>:@0B=>3> 2=CB@825==>3> 

22545=8O 2 4>75 250 <3 >1J5< @0A?@545;5=8O (Vd) A>AB02;O5B >:>;> 18 ;. 

�8>B@0=AD>@<0F8O  

#>A;5 >4=>:@0B=>3> 2=CB@825==>3> 22545=8O 1>75=B0=0 2 4>75 250 <3 :;8@5=A – 8,2 ;/G. #@8 

<=>3>:@0B=>< ?@8<5=5=88 :>=F5=B@0F8O 1>75=B0=0 2 ?;07<5 :@>28 A=8605BAO ?>AB5?5==> 

4> 50–65% >B 7=0G5=89 :>=F5=B@0F88 ?@8 >4=>:@0B=>< ?@8<5=5=88. �5@>OB=>, A=865=85 

:>=F5=B@0F88 1>75=B0=0 >1CA;>2;5=> 0CB>8=4C:F859 D5@<5=B>2 ?5G5=8. $02=>25A=>5 

A>AB>O=85 4>AB8305BAO 2 B5G5=85 325 4=59. 

�>75=B0= <5B01>;878@C5BAO 2 ?5G5=8 ?@8 CG0AB88 87>D5@<5=B>2 A8AB5<K F8B>E@><0 $450 

CYP2C9 8 CYP3A4.  
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�>75=B0= >1@07C5B 3 <5B01>;8B0, >48= 87 :>B>@KE >1;0405B D0@<0:>;>38G5A:>9 

0:B82=>ABLN. (0@<0:>;>38G5A:8 0:B82=K9 <5B01>;8B 2K2>48BAO ?@58<CI5AB25==> 2 

=587<5=5==>< 2845 A 65;GLN. ' 27@>A;KE ?0F85=B>2 A8AB5<=>5 2>7459AB285 0:B82=>3> 

<5B01>;8B0 2KH5, G5< C 74>@>2KE 4>1@>2>;LF52. ' ?0F85=B>2 A ?@87=0:0<8 E>;5AB070 

A8AB5<=>5 2>7459AB285 MB>3> <5B01>;8B0 <>65B 2>7@0AB0BL. 

�>75=B0= O2;O5BAO 8=4C:B>@>< 87>D5@<5=B>2 CYP2C9 8 CYP3A4, 0 B0:65, 2>7<>6=>, 

87>D5@<5=B0 CYP2C19 8 $-3;8:>?@>B58=0. In vitro 1>75=B0= ?>402;O5B 0:B82=>ABL BSEP 2 

:C;LBC@5 35?0B>F8B>2. 

� 8AA;54>20=8OE in vitro ?>:070=>, GB> 1>75=B0= =5 >:07K205B 7=0G8<>3> 8=3818@CNI53> 

MDD5:B0 =0 @O4 87>D5@<5=B>2 (CYP1A2, 2�6, 2�6, 2%8, 2%9, 2D6, 2�1, 3�4). 

%;54>20B5;L=>, 1>75=B0= =5 ?>2KH05B 2 :@>28 :>=F5=B@0F8N ;5:0@AB25==KE A@54AB2, 

<5B01>;87< :>B>@KE >?>A@54>20= 40==K<8 87>D5@<5=B0<8. 

-;8<8=0F8O  

#5@8>4 ?>;C2K2545=8O (&1/2) – 5,4 G0A0. �>75=B0= 2K2>48BAO G5@57 :8H5G=8: A 65;GLN, 

<5=55 3% ?@8=OB>9 2=CB@L 4>7K 2K2>48BAO ?>G:0<8. 

#5G5=>G=0O =54>AB0B>G=>ABL 

' ?0F85=B>2 A ?5G5=>G=>9 =54>AB0B>G=>ABLN ;53:>9 AB5?5=8 (:;0AA � ?> :;0AA8D8:0F88 

+09;4-#LN) ACI5AB25==KE 87<5=5=89 ?>:070B5;59 D0@<0:>:8=5B8:8 1>75=B0=0 =5 

>B<5G5=>. ' MB8E ?0F85=B>2 @02=>25A=0O AUC 1>75=B0=0 1K;0 =0 9 % 2KH5, 0 53> 0:B82=>3> 

<5B01>;8B0 Ro 48–5033 – =0 33 % 2KH5 ?> A@02=5=8N A 0=0;>38G=K< ?>:070B5;5< 74>@>2KE 

4>1@>2>;LF52. �;8O=85 ?5G5=>G=>9 =54>AB0B>G=>AB8 C<5@5==>9 AB5?5=8 BO65AB8 (:;0AA � 

?> :;0AA8D8:0F88 +09;4-#LN) =0 D0@<0:>:8=5B8G5A:85 ?0@0<5B@K 1>75=B0=0 8 53> 

>A=>2=>3> <5B01>;8B0 Ro 48–5033 87CG0;8 C 5 ?0F85=B>2 A ���, >1CA;>2;5==>9 ?>@B0;L=>9 

38?5@B5=7859, 8 ?5G5=>G=>9 =54>AB0B>G=>ABLN C<5@5==>9 AB5?5=8 BO65AB8, 0 B0:65 C                          

3 ?0F85=B>2 A ���, >1CA;>2;5==>9 4@C38<8 ?@8G8=0<8, 8 =>@<0;L=>9 DC=:F859 ?5G5=8. 

' ?0F85=B>2 A ?5G5=>G=>9 =54>AB0B>G=>ABLN :;0AA0 � A@54=55 7=0G5=85 (95 % 

4>25@8B5;L=K9 8=B5@20;, ��) @02=>25A=>9 AUC 1>75=B0=0 A>AB028;> 360 (212–613) 

=3*G/<;, B. 5. 1K;> 2 4,7 @070 2KH5, 0 A@54=55 7=0G5=85 (95 % ��) AUC 0:B82=>3> 

<5B01>;8B0 Ro 48–5033 A>AB028;> 106 (58,4–192) =3*G/<;, B. 5. 2 12,4 @070 2KH5, G5< C 

?0F85=B>2 A =>@<0;L=>9 DC=:F859 ?5G5=8 (1>75=B0=: A@54=55 [95% ��] AUC: 76,1 [9,07–

638] =3*G/<;; Ro 48–5033: A@54=55 [95% ��] AUC: 8,57 [1,28–57,2] =3*G/<;). !5A<>B@O =0 

=51>;LH>5 G8A;> ?0F85=B>2 8 2KA>:CN 20@8015;L=>ABL ?>;CG5==KE 40==KE, MB8 

@57C;LB0BK C:07K20NB =0 7=0G8B5;L=>5 C25;8G5=85 A8AB5<=>9 M:A?>78F88 1>75=B0=0 8 53> 

>A=>2=>3> <5B01>;8B0 Ro 48–5033 C ?0F85=B>2 A ?5G5=>G=>9 =54>AB0B>G=>ABLN C<5@5==>9 

AB5?5=8 BO65AB8 (:;0AA � ?> :;0AA8D8:0F88 +09;4-#LN). (0@<0:>:8=5B8:0 1>75=B0=0 C 
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?0F85=B>2 A BO65;>9 ?5G5=>G=>9 =54>AB0B>G=>ABLN (:;0AA % ?> :;0AA8D8:0F88 +09;4-

#LN) =5 87CG5=0. #@8<5=5=85 1>75=B0=0 ?@>B82>?>:070=> C ?0F85=B>2 A C<5@5==>9 8 

BO65;>9 ?5G5=>G=>9 =54>AB0B>G=>ABLN (:;0AA � 8;8 % ?> :;0AA8D8:0F88 +09;4-#LN, A<. 

@0745; 4.3.). 

#>G5G=0O =54>AB0B>G=>ABL 

' ?0F85=B>2 A ?>G5G=>9 =54>AB0B>G=>ABLN BO65;>9 AB5?5=8 BO65AB8 (:;8@5=A :@50B8=8=0 

(��) 15230 <;/<8=), :>=F5=B@0F8O 1>75=B0=0 2 ?;07<5 :@>28 A=8605BAO ?@8<5@=> =0 10 %. 

�>=F5=B@0F8O <5B01>;8B>2 1>75=B0=0 2 ?;07<5 :@>28 2>7@0AB05B ?@8<5@=> 2 2 @070 ?> 

A@02=5=8N A ?0F85=B0<8 A =>@<0;L=>9 DC=:F859 ?>G5:. ' ?0F85=B>2 A ?>G5G=>9 

=54>AB0B>G=>ABLN =5 B@51C5BAO :>@@5:F88 4>7K. #@8<5=5=85 1>75=B0=0 =0 D>=5 

35<>480;870 =5 87CG0;8. 'G8BK20O D878:>-E8<8G5A:85 A2>9AB20 1>75=B0=0 8 53> 2KA>:CN 

AB5?5=L A2O7K20=8O A 15;:0<8 ?;07<K :@>28, 7=0G8B5;L=>3> 2K2545=8O 1>75=B0=0 87 

A>AC48AB>3> @CA;0 2> 2@5<O 35<>480;870 =5 >68405BAO. 

�5B8 

$57C;LB0BK 8AA;54>20=8O D0@<0:>:8=5B8:8 >4=>:@0B=>9 8 <=>3>:@0B=KE 4>7 1>75=B0=0 

?@8 ?@85<5 2=CB@L C 19 45B59 A ��� 2 2>7@0AB5 >B 3 4> 15 ;5B (?@85< 2 4>75 2 <3/:3 <0AAK 

B5;0 2 @070 2 45=L, �%-052-356 [BREATHE-3]) A2845B5;LAB2CNB > B><, GB> A8AB5<=>5 

2>7459AB285 1>75=B0=0 A=8605BAO A> 2@5<5=5< 2 ?>;=>< A>>B25BAB288 A 

02B>8=4C:F8>==K<8 A2>9AB20<8 ?@5?0@0B0. %@54=85 7=0G5=8O AUC (CV %) C 45B59, 

?>;CG0NI8E 1>75=B0= 2 4>70E 31,25 <3, 62,5 <3 8;8 125 <3 2 @070 2 45=L, A>AB02;O;8 3,496 

(49), 5,428 (79) 8 6,124 (27) =3*G/<;, A>>B25BAB25==>, 8 1K;8 =865 A@54=53> 7=0G5=8O MB>3> 

?>:070B5;O (8,149 (47) =3*G/<;) C 27@>A;KE ?0F85=B>2 A ���, ?@8=8<02H8E 1>75=B0= 2 4>75 

125 <3 2 @070 2 45=L. � @02=>25A=>< A>AB>O=88 A8AB5<=>5 2>7459AB285 C 45B59 A <0AA>9 B5;0 

10–20 :3, 20–40 :3 8 1>;55 40 :3 A>AB028;>, A>>B25BAB25==>, 43 %, 67 % 8 75 %, >B 

A>>B25BAB2CNI8E ?>:070B5;59 C 27@>A;KE. 

 

6. (�$ �*��&�+�%��� %�"�%&�� 

6.1. #5@5G5=P 2A?><>30B5;P=OE 25щ5AB2 
/4@> B01;5B:8 

�;8F5@8; 481535=0B 

�0@1>:A8<5B8;:@0E<0; =0B@8O 

�@0E<0; :C:C@C7=K9 ?@565;0B8=878@>20==K9  

�@5<=8O 48>:A84 :>;;>84=K9  

 03=8O AB50@0B 

#>284>= �-90  
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*5;;N;>70 <8:@>:@8AB0;;8G5A:0O  

�>B>20O ?;5=>G=0O >1>;>G:0 >@0=6520O, 2 B>< G8A;5: 

�8?@>;>70 (384@>:A8?@>?8;F5;;N;>70) 

�8?@><5;;>70 (384@>:A8?@>?8;<5B8;F5;;N;>70) 

&0;L: 

&8B0=0 48>:A84 (�171) 

�@0A8B5;L 65;570 >:A84 65;BK9 (�172) 

�@0A8B5;L 65;570 >:A84 :@0A=K9 (�172) 

6.2.  !5A>2<5AB8<>ABP 
!5 ?@8<5=8<>. 

6.3.  %@>: 3>4=>AB8 (A@>: E@0=5=8O) 
3 3>40. 

6.4.  "A>1O5 <5@O ?@54>AB>@>6=>AB8 ?@8 E@0=5=88 

)@0=8BL ?@8 B5<?5@0BC@5 =5 2KH5 25 >% 2> 2B>@8G=>9 C?0:>2:5 (?0G:5 :0@B>==>9). 

6.5.  )0@0:B5@ 8 A>45@60=85 ?5@28G=>9 C?0:>2:8 

#> 7 8;8 14 B01;5B>: 2 :>=BC@=CN OG59:>2CN C?0:>2:C 87 ?;5=:8 ?>;828=8;E;>@84=>9 

8;8 ?;5=:8 #�)/#��), 8;8 ?;5=:8 #�)/#-/#��) 8 D>;L38 0;N<8=852>9 ?5G0B=>9 

;0:8@>20==>9. 

#> 56 B01;5B>: 2 10=:C ?>;8<5@=CN 4;O ;5:0@AB25==KE A@54AB2 87 ?>;8MB8;5=B5@5DB0;0B0 

A :@KH:>9 87 ?>;8?@>?8;5=0. 

#> 4, 8 :>=BC@=KE OG59:>2KE C?0:>2>: 8;8 ?> 1 10=:5 ?>;8<5@=>9 2<5AB5 A ;8AB:><-

2:;04KH5< ?><5I0NB 2 ?0G:C 87 :0@B>=0. 

6.6.  "A>1O5 <5@O ?@54>AB>@>6=>AB8 ?@8 C=8GB>65=88 8A?>;P7>20==>3> 
;5:0@AB25==>3> ?@5?0@0B0 8;8 >BE>4>2, ?>;CG5==OE ?>A;5 ?@8<5=5=8O 
;5:0@AB25==>3> ?@5?0@0B0 8 4@C385 <0=8?C;OF88 A ?@5?0@0B>< 

"A>1K5 B@51>20=8O >BACBAB2CNB. 

 

7. ��$��&��0 $���%&$�*�"!!"�" '�"%&"��$�!�/ 

$>AA89A:0O (545@0F8O 

��" «�0=>=D0@<0 ?@>40:H=» 

141100,  >A:>2A:0O >1;., 3.>. Щё;:>2>, 3. Щё;:>2>, C;. �0@5G=0O, 4. 105 

&5;.: +7 (495) 797-99-54 

-;5:B@>==K9 04@5A: safety@canonpharma.ru 

mailto:safety@canonpharma.ru
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7.1. #@54AB028B5;P 45@60B5;O @538AB@0F8>==>3> C4>AB>25@5=8O 

#@5B5=788 ?>B@518B5;59 A;54C5B =0?@02;OBL ?> 04@5AC: 

$>AA89A:0O (545@0F8O 

��" «�0=>=D0@<0 ?@>40:H=» 

141100,  >A:>2A:0O >1;., 3.>. Щё;:>2>, 3. Щё;:>2>, C;. �0@5G=0O, 4. 105 
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