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1. !�� �!"��!�� ����$%&��!!"�" #$�#�$�&� 

ЭH46<D9A; �4ABA, 200 @7, F45?9F><, CB>DOFO9 C?9ABKAB= B5B?BK>B=. 

ЭH46<D9A; �4ABA, 600 @7, F45?9F><, CB>DOFO9 C?9ABKAB= B5B?BK>B=. 
 

2. ��+�%&��!!/� � �"��+�%&��!!/� %"%&�� 

�9=EF6GRM99 69M9EF6B: QH46<D9A;. 
ЭH46<D9A; �4ABA, 200 @7, F45?9F><, CB>DOFO9 C?9ABKAB= B5B?BK>B=  
�4:84S F45?9F>4, CB>DOF4S C?9ABKAB= B5B?BK>B=, EB89D:<F 200 @7 QH46<D9A;4. 
ЭH46<D9A; �4ABA, 600 @7, F45?9F><, CB>DOFO9 C?9ABKAB= B5B?BK>B=  
�4:84S F45?9F>4, CB>DOF4S C?9ABKAB= B5B?BK>B=, EB89D:<F 600 @7 QH46<D9A;4. 
 

�ECB@B74F9?PAO9 69M9EF64, A4?<K<9 >BFBDOI A48B GK<FO64FP 6 EBEF469 ?9>4DEF69AAB7B 
CD9C4D4F4: ?4>FB;4 (E@. D4;89?O 4.3., 4.4.). 

#B?AO= C9D9K9AP 6ECB@B74F9?PAOI 69M9EF6 CD<6989A 6 D4;89?9 6.1. 
 

3. ����$%&��!!�/ ("$ � 

&45?9F><, CB>DOFO9 C?9ABKAB= B5B?BK>B=. 

ЭH46<D9A; �4ABA, 200 @7, F45?9F><, CB>DOFO9 C?9ABKAB= B5B?BK>B= 

&45?9F>< >DG7?O9 86BS>B6OCG>?O9, CB>DOFO9 C?9ABKAB= B5B?BK>B= >BD<KA964FB-:9?FB7B 
J69F4. !4 CBC9D9KAB@ D4;D9;9 3 CBKF< 59?B7B J69F4. 
ЭH46<D9A; �4ABA, 600 @7, F45?9F><, CB>DOFO9 C?9ABKAB= B5B?BK>B=  
&45?9F>< B64?PAO9 86BS>B6OCG>?O9, CB>DOFO9 C?9ABKAB= B5B?BK>B= >BD<KA964FB-:9?FB7B 
J69F4. !4 CBC9D9KAB@ D4;D9;9 3 CBKF< 59?B7B J69F4. 
 

4. ���!�+�%��� ��!!/� 

4.1. #>:070=8O : ?@8<5=5=8N 

#D9C4D4F ЭH46<D9A; �4ABA CB>4;4A > CD<@9A9A<R 6 EBEF469 >B@5<A<DB64AAB= CDBF<6B6<DGEAB= 
F9D4C<< 8?S ?9K9A<S 6;DBE?OI, CB8DBEF>B6 < 89F9= 6 6B;D4EF9 BF 3 ?9F, <AH<J<DB64AAOI 6<DGEB@ 
<@@GAB89H<J<F4 K9?B69>4 1-B7B F<C4 (��+-1). 

4.2. $568< 4>78@>20=8O 8 A?>A>1 ?@8<5=5=8O 
&9D4C<R QH46<D9A;4 8B?:9A A4;A4K4FP 6D4K, <@9RM<= BCOF ?9K9A<S ��+-<AH9>J<<. 
ЭH46<D9A; 8B?:9A A4;A4K4FPES 6 >B@5<A4J<< E 8DG7<@< 4AF<D9FDB6<DGEAO@< ?9>4DEF69AAO@< 
ED98EF64@<. 
$9:<@ 8B;<DB64A<S 
�;DBE?O9 
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ЭH46<D9A; A4;A4K49FES 6 >B@5<A4J<< E AG>?9B;<8AO@< <A7<5<FBD4@< B5D4FAB= FD4AE>D<CF4;O 
(!�"&) <?< 59; A97B CB 600 @7 1 D4; 6 EGF><. 
�BDD9>J<S 8B; 
�E?< CD9C4D4F ЭH46<D9A; �4ABA CD<@9AS9FES B8AB6D9@9AAB E 6BD<>BA4;B?B@, 8B;4 6BD<>BA4;B?4 
8B?:A4 5OFP G69?<K9A4 8B 400 @7 2 D4;4 6 EGF><, 4 8B;4 QH46<D9A;4 8B?:A4 5OFP G@9APL9A4 8B 
300 @7* 1 D4; 6 EGF><. #BE?9 CD9>D4M9A<S F9D4C<< 6BD<>BA4;B?B@ 8B?:A4 CD<@9ASFPES 
C9D6BA4K4?PA4S 8B;4 QH46<D9A;4 (600 @7) (E@. D4;89? 4.5.). 
�E?< QH46<D9A; CD<@9AS9FES B8AB6D9@9AAB E D<H4@C<J<AB@ G C4J<9AFB6 E @4EEB= F9?4 50 >7 < 
5B?99, @B:9F CBFD95B64FPES G69?<K9A<9 8B;O QH46<D9A;4 8B 800 @7 1 D4; 6 EGF>< (E@. D4;89? 4.5.). 
* CD< A9B5IB8<@BEF< CD<@9A9A<S QH46<D9A;4 6 8B;9 300 @7 6 EGF>< E?98G9F A4;A4K4FP 
?9>4DEF69AAO9 CD9C4D4FO 8DG7<I CDB<;6B8<F9?9= 6 8B;<DB6>9 300 @7. 
"EB5O9 7DGCCO C4J<9AFB6 
�4J<9AFO E A4DGL9A<9@ HGA>J<< CBK9> 

(4D@4>B><A9F<>4 QH46<D9A;4 G C4J<9AFB6 E CBK9KAB= A98BEF4FBKABEFPR A9 <;GK4?4EP, B8A4>B 6 
E6S;< E F9@, KFB 6 A9<;@9A9AAB@ 6<89 CBK>4@< 6O6B8<FES @9A99 1 % CD<ASFB= 8B;O QH46<D9A;4, 
A4DGL9A<9 HGA>J<< CBK9> A9 8B?:AB B>4;O64FP EGM9EF69AAB7B 6?<SA<S A4 6O6989A<9 
QH46<D9A;4 (E@. D4;89? 4.4.). 
�4J<9AFO E A4DGL9A<9@ HGA>J<< C9K9A< 

' C4J<9AFB6 E ;45B?964A<S@< C9K9A< ?97>B= EF9C9A< FS:9EF< >BDD9>J<< 8B;O QH46<D9A;4 A9 
FD95G9FES. #D< QFB@ C4J<9AFO 8B?:AO FM4F9?PAB A45?R84FPES A4 CD98@9F D4;6<F<S 
A9:9?4F9?PAOI D94>J<=, BEB59AAB EB EFBDBAO A9D6AB= E<EF9@O (E@. D4;89?O 4.3., 4.4.). 

!9 D9>B@9A8G9FES CD<@9A9A<9 CD9C4D4F4 ЭH46<D9A; �4ABA G C4J<9AFB6 E C9K9ABKAB= 
A98BEF4FBKABEFPR ED98A9= EF9C9A< FS:9EF<, CBE>B?P>G A4 84AAO= @B@9AF 6D9@9A< A98BEF4FBKAB 
84AAOI, KFB5O GEF4AB6<FP, AG:A4 ?< 6 F4><I E?GK4SI >BDD9>J<S 8B;O. 
�9F< 

#D9C4D4F ЭH46<D9A; �4ABA A4;A4K49FES 6 >B@5<A4J<< E <A7<5<FBDB@ CDBF94;O ��+ </<?< 
!�"&. �?S 89F9= BF 3 ?9F 8B;O CB85<D4RFES 6 ;46<E<@BEF< BF @4EEO F9?4 (E@. &45?<JG 1). 
#D9C4D4F ЭH46<D9A; �4ABA @B:9F A4;A4K4FPES FB?P>B F9@ 89FS@, >BFBDO9 @B7GF CDB7?4FO64FP 
F45?9F><. �9;BC4EABEFP < QHH9>F<6ABEFP CD<@9A9A<S CD9C4D4F4 ЭH46<D9A; �4ABA G 89F9= 
@?48L9 3 ?9F <?< @4EEB= F9?4 @9A99 13 >7 A9 GEF4AB6?9AO. 
&45?<J4 1. �B;O 8?S 89F9= CD< A4;A4K9A<< CD9C4D4F4 ЭH46<D9A; �4ABA 1 D4; 6 EGF><. 

 0AA0 B5;0, :3 �>70 ?@5?0@0B0 1D028@5=7 �0=>=, <3 

32,5 3 40 400 

40 < 5B?99 600 

%CBEB5 CD<@9A9A<S 
�AGFDP. 
#D9C4D4F ЭH46<D9A; �4ABA D9>B@9A8G9FES CD<A<@4FP C9D98 EAB@ A4FBM4>. 
#D<9@ QH46<D9A;4 6B 6D9@S CD<9@4 C<M< @B:9F G69?<K<FP Q>ECB;<J<R QH46<D9A;4 < CD<69EF< 
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> CB6OL9A<R K4EFBFO A9:9?4F9?PAOI D94>J<=.  
4.3. #@>B82>?>:070=8O 
• 7<C9DKG6EF6<F9?PABEFP > QH46<D9A;G <?< > ?R5B@G <; 6ECB@B74F9?PAOI 69M9EF6, 

C9D9K<E?9AAOI 6 D4;89?9 6.1.; 

• 89H<J<F ?4>F4;O, A9C9D9ABE<@BEFP ?4>FB;O, 7?R>B;B-74?4>FB;A4S @4?P45EBD5J<S; 

• C9K9ABKA4S A98BEF4FBKABEFP FS:9?B= EF9C9A< (>?4EE % CB >?4EE<H<>4J<< +4=?8- #PR) (E@. 

D4;89? 5.2.); 

• 89F< E @4EEB= F9?4 @9A99 32,5 >7 (8?S 8B;O 200 @7), 89F< E @4EEB= F9?4 @9A99 40 >7 (8?S 8B;O 

600 @7); 

• B8AB6D9@9AAO= CD<9@ E F9DH9A48<AB@, 4EF9@<;B?B@, J<;4CD<8B@, C<@B;<8B@, 59CD<8<?B@, 

@<84;B?4@B@, FD<4;B?4@B@ < 4?>4?B<84@< ECBDOAP< (A4CD<@9D, QD7BF4@<A, 8<7<8DBQD7BF4@<A, 

QD7BAB6<A <?< @9F<?QD7BAB6<A), CBE>B?P>G >BA>GD9AFAB9 6;4<@B89=EF6<9 QH46<D9A;4 E 

<;BH9D@9AFB@ CYP3A4 @B:9F CD<69EF< > CB846?9A<R @9F45B?<;@4 84AAOI CD9C4D4FB6 < 

CBS6?9A<R CD98CBEO?B> 8?S 6B;A<>AB69A<S E9DP9;AOI </<?< G7DB:4RM<I :<;A< 

A9:9?4F9?PAOI S6?9A<= (A4CD<@9D, E9D89KAB= 4D<F@<<, 8?<F9?PAB7B E984F<6AB7B QHH9>F4 <?< 

G7A9F9A<S 8OI4A<S); 

• B8AB6D9@9AAO= CD<9@ E CD9C4D4F4@<, EB89D:4M<@< ;69DB5B= CDB8ODS6?9AAO= (Hypericum 

perforatum), CBE>B?P>G CD< QFB@ 6B;@B:AB EA<:9A<9 >BAJ9AFD4J<< QH46<D9A;4 6 C?4;@9 >DB6< < 

EA<:9A<9 97B >?<A<K9E>B7B QHH9>F4 (E@. D4;89? 4.5.); 

• B8AB6D9@9AAO= CD<9@ E 7D4;BCD96<DB@/Q?54E6<DB@ <;-;4 B:<849@B7B ;A4K<F9?PAB7B 

EA<:9A<S >BAJ9AFD4J<< 6 C?4;@9 >DB6< 7D4;BCD96<D4 < Q?54E6<D4 (E@. D4;89? 4.5.). ЭFBF QHH9>F 

6B;A<>49F 6E?98EF6<9 FB7B, KFB QH46<D9A; <A8GJ<DG9F <;BH9D@9AF %Y$3�4 <?< 7?<>BCDBF9<A $ 

(P-g), KFB CD<6B8<F > CBF9D9 6<DGEB?B7<K9E>B= QHH9>F<6ABEF< (F9D4C96F<K9E>B7B QHH9>F4) 

7D4;BCD96<D4/Q?54E6<D4. 

• A4;A4K9A<9 QH46<D9A;4 C4J<9AF4@: 

- CD< A4?<K<< 6 E9@9=AB@ 4A4@A9;9 E?GK496 6A9;4CAB= E@9DF< <?< 6DB:89AAB7B G8?<A9A<S 

<AF9D64?4 Q&E A4 Q?9>FDB>4D8<B7D4@@9 <?< 8DG7<I >?<A<K9E><I EBEFBSA<=, EBCDB6B:84RM<IES 

G8?<A9A<9@ <AF9D64?4 Q&E;  

- E >?<A<K9E><@< CDBS6?9A<S@< 4D<F@<< E9D8J4 <?< E >?<A<K9E>< ;A4K<@B= 5D48<>4D8<9= 

<?< IDBA<K9E>B= E9D89KAB= A98BEF4FBKABEFPR EB EA<:9AAB= HD4>J<9= 6O5DBE4 ?96B7B 

:9?G8BK>4 6 4A4@A9;9;  

- E FS:9?O@< A4DGL9A<S@< Q?9>FDB?<FAB7B 54?4AE4, A4CD<@9D, 7<CB>4?<9@<9= <?< 

7<CB@47A<9@<9=. 
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• B8AB6D9@9AAO= CD<9@ E CD9C4D4F4@<, 6O;O64RM<@< G8?<A9A<9 <AF9D64?4 Q&c (CD9C4D4FO E 

4D<F@B79AAO@ QHH9>FB@): 

- 4AF<4D<F@<K9E><9 CD9C4D4FO >?4EEB6 IA < III;  

- A9=DB?9CF<><, 4AF<89CD9EE4AFO;  

- A9>BFBDO9 4AF<5<BF<><, 6>?RK4S CD9C4D4FO, BFABESM<9ES > E?98GRM<@ >?4EE4@: 

@4>DB?<8O, HFBDI<AB?BAO, CDBF<6B7D<5>B6O9 CD9C4D4FO CDB<;6B8AO9 <@<84;B?4 < FD<4;B?4;  

- A9>BFBDO9 A9E984F<6AO9 4AF<7<EF4@<AAO9 CD9C4D4FO (F9DH9A48<A, 4EF9@<;B?);  

- J<;4CD<8; 

- H?9>4<A<8; 

- A9>BFBDO9 CDBF<6B@4?SD<=AO9 CD9C4D4FO;  

- @9F48BA. 

 

4.4. "A>1O5 C:070=8O 8 <5@O ?@54>AB>@>6=>AB8 ?@8 ?@8<5=5=88 

% BEFBDB:ABEFPR 

• #4J<9AFO, <@9RM<9 6 4A4@A9;9 CE<I<4FD<K9E><9 D4EEFDB=EF64, A4IB8SFES 6 7DGCC9 
CB6OL9AAB7B D<E>4 CB D4;6<F<R E9DP9;AOI A9:9?4F9?PAOI S6?9A<= EB EFBDBAO CE<I<><. 

• #4J<9AFO E C9K9ABKAB= A98BEF4FBKABEFPR ?97>B= < ED98A9= EF9C9A< FS:9EF< (>?4EE � < � CB 
E<EF9@9 +4=?8-#PR). 

• #4J<9AFO, <@9RM<9 EG8BDB7< (6 FB@ K<E?9 6 4A4@A9;9). 

• #4J<9AFO, CB?GK4RM<9 EBCGFEF6GRM<9 CDBF<6BEG8BDB:AO9 ED98EF64 E CD9<@GM9EF69AAO@ 

@9F45B?<;@B@ 6 C9K9A<, F4><9 >4> H9A<FB<A, >4D54@4;9C<A, H9AB54D5<F4?, 64?PCDB964S ><E?BF4, 

6<7454FD<A (A9B5IB8<@B BEGM9EF6?SFP C9D<B8<K9E><= >BAFDB?P >BAJ9AFD4J<< 6 >DB6<). 

• "8AB6D9@9AAB9 CD<@9A9A<9 E 84DGA46<DB@, 4DF9@9F9DB@/?G@9H4AFD<AB@. 
• !9 D9>B@9A8G9FES B8AB6D9@9AAB9 CD<@9A9A<9 QH46<D9A;4 69?C4F4E6<DB@/EBHBE5G6<DB@ <?< 
E 69?C4F4E6<DB@/6B>E<?4CD96<DB@/EBHBE5G6<DB@. 

•  "8AB6D9@9AAB9 CD<@9A9A<9 QH46<D9A;4 E 7?9>4CD96<DB@/C<5D9AF4E6<DB@. 

"EB5O9 G>4;4A<S 

ЭH46<D9A; A9 8B?:9A CD<@9ASFPES 6 >4K9EF69 98<AEF69AAB7B CD9C4D4F4 8?S ?9K9A<S ��+-

<AH9>J<<, 4 F4>:9 A9 8B?:9A 8B546?SFPES 6 >4K9EF69 98<AEF69AAB7B CD9C4D4F4 > A9QHH9>F<6AB= 

EI9@9 F9D4C<<. �4> < 6 E?GK49 A9AG>?9B;<8AOI <A7<5<FBDB6 B5D4FAB= FD4AE>D<CF4;O (!!�"&), 

CD< CD<@9A9A<< QH46<D9A;4 6 @BABF9D4C<< @B:9F 5OEFDB D4;6<FPES D9;<EF9AFABEFP 6<DGE4. #D< 

6O5BD9 AB6OI 4AF<D9FDB6<DGEAOI CD9C4D4FB6 8?S CD<@9A9A<S 6 >B@5<A4J<< E QH46<D9A;B@ 
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E?98G9F GK<FO64FP 6B;@B:ABEFP D4;6<F<S C9D9>D9EFAB= D9;<EF9AFABEF< 6<DGE4 (E@. D4;89? 5.1.). 

!9 D9>B@9A8G9FES CD<@9A9A<9 QH46<D9A;4 B8AB6D9@9AAB E F45?9F<DB64AAO@< ?9>4DEF69AAO@< 

CD9C4D4F4@< E H<>E<DB64AAO@< >B@5<A4J<S@< QH46<D9A;4, Q@FD<J<F45<A4 < F9ABHB6<D4 

8<;BCDB>E<?HG@4D4F4, 9E?< FB?P>B A9 FD95G9FES >BDD9>J<S 8B;O (A4CD<@9D, CD< CD<@9A9A<< E 

D<H4@C<J<AB@). 

!9 D9>B@9A8G9FES B8AB6D9@9AAB9 CD<@9A9A<9 QH46<D9A;4 E CD9C4D4F4@< A4 BEAB69 Q>EFD4>F4 

�<A>7B �<?B54 (Ginkgo biloba). 

#D< A4;A4K9A<< CD9C4D4FB6 8?S B8AB6D9@9AAB7B CD<@9A9A<S E QH46<D9A;B@ 6D4K 8B?:9A 

B5D4F<FPES > <AEFDG>J<S@ CB @98<J<AE>B@G CD<@9A9A<R 84AAOI ?9>4DEF69AAOI CD9C4D4FB6. 

!4 HBA9 CDB6989A<S 4AF<D9FDB6<DGEAB= F9D4C<< (�$�&) A9?P;S <E>?RK<FP D<E> C9D984K< ��+ 

8DG7<@ ?<J4@ 6B 6D9@S E9>EG4?PAB7B >BAF4>F4 <?< K9D9; >DB6P. � E6S;< E QF<@ E?98G9F EB5?R84FP 

EBBF69FEF6GRM<9 @9DO CD98BEFBDB:ABEF<. 

!BCGFEF6GRM4S А �" 

�E?< CD<9@ >4>B7B-?<5B 4AF<D9FDB6<DGEAB7B CD9C4D4F4 6 EBEF469 >B@5<A<DB64AAB= �$�& 

BF@9AS9FES 6 E6S;< E CB8B;D9A<9@ A4 A9C9D9ABE<@BEFP, A9B5IB8<@B D4EE@BFD9FP 6B;@B:ABEFP 

B8AB6D9@9AAB= BF@9AO 6E9I 4AF<D9FDB6<DGEAOI CD9C4D4FB6. #D<9@ 6E9I BF@9A9AAOI 

4AF<D9FDB6<DGEAOI CD9C4D4FB6 8B?:9A 5OFP 6B;B5AB6?9A ED4;G CBE?9 <EK9;AB69A<S E<@CFB@B6 

A9C9D9ABE<@BEF<. !9 D9>B@9A8G9FES CD9DO649@4S @BABF9D4C<S < CBE?98B64F9?PAB9 CB6FBDAB9 

A4;A4K9A<9 4AF<D9FDB6<DGEAOI CD9C4D4FB6 <;-;4 CB6OL9A<S 69DBSFABEF< CBS6?9A<S 

D9;<EF9AFAB7B > F9D4C<< 6<DGE4. 

�B:A4S EOCP 

� >?<A<K9E><I <EE?98B64A<SI QH46<D9A;4 A45?R84?<EP ?97>B < G@9D9AAB 6OD4:9AAO9 

6OEOC4A<S, >BFBDO9 B5OKAB <EK9;4?< CD< CDB8B?:9A<< F9D4C<<. #D<9@ EBBF69FEF6GRM<I 

5?B>4FBDB6 !1-7<EF4@<<B6OI D9J9CFBDB6 </<?< 7?R>B>BDF<>BEF9DB<8B6 @B:9F G?GKL<FP 

C9D9ABE<@BEFP < ECBEB5EF6B64FP E>BD9=L9@G <EK9;AB69A<R >B:AB= EOC<. &S:9?4S HBD@4 

>B:AB= EOC<, EBCDB6B:849@4S 6B?8ODS@<, 89E>64@4J<9= QC<F9?<S <?< B5D4;B64A<9@ S;6, 

A45?R84?4EP @9A99 K9@ G 1 % C4J<9AFB6, CD<A<@46L<I QH46<D9A;.  AB7BHBD@A4S Q>EEG84F<6A4S 

QD<F9@4 <?< E<A8DB@ %F<69AE4-�:BAEBA4 6EFD9K4?<EP G 0,1 % C4J<9AFB6. �E?< G C4J<9AFB6 

6B;A<>49F FS:9?4S HBD@4 EOC<, EBCDB6B:849@4S 6B;A<>AB69A<9@ 6B?8OD9=, 89E>64@4J<9= 

QC<F9?<S E 6B6?9K9A<9@ E?<;<EFOI B5B?BK9> <?< ?<IBD48>B=, A9B5IB8<@B A9@98?9AAB 

CD9>D4F<FP CD<9@ QH46<D9A;4. ЭH46<D9A; A9 D9>B@9A8B64A C4J<9AF4@, G >BFBDOI 5O?4 

G7DB:4RM4S :<;A< >B:A4S D94>J<S (A4CD<@9D, E<A8DB@ %F<69AE4-�:BAEBA4). � E?GK49 

CD9>D4M9A<S F9D4C<< QH46<D9A;B@ A9B5IB8<@B D4EE@BFD9FP 6BCDBE B CD9>D4M9A<< CD<9@4 
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8DG7<I 4AF<D9FDB6<DGEAOI CD9C4D4FB6, KFB5O <;59:4FP CBS6?9A<S D9;<EF9AFAB7B > F9D4C<< 

6<DGE4 (E@. D4;89? 4.8.). %?GK4< >B:AB= EOC< ;4D97<EFD<DB64AO G 59 <; 182 89F9= (32 %), 

CB?GK46L<I ?9K9A<9 QH46<D9A;B@ 6 3 >?<A<K9E><I <EE?98B64A<SI ED98A9= CDB8B?:<F9?PABEFPR 

123 A989?<. ' 6 89F9= EOCP 5O?4 FS:9?B=.  98<4A4 6D9@9A< A4K4?4 CBS6?9A<S EOC< G 89F9= 

EBEF46<?4 27 8A9= (3 - 1504 8AS). #9D98 A4K4?B@ F9D4C<< QH46<D9A;B@ G 89F9= <@ @B:9F 5OFP 

D9>B@9A8B64A4 EBBF69FEF6GRM4S 4AF<7<EF4@<AA4S F9D4C<S 6 >4K9EF69 CDBH<?4>F<><. 

"COF CD<@9A9A<S QH46<D9A;4 G C4J<9AFB6, >BFBDO@ 5O?< BF@9A9AO 8DG7<9 4AF<D9FDB6<DGEAO9 

CD9C4D4FO <; >?4EE4 !!�"&, B7D4A<K9A (E@. D4;89? 4.8.). ЭH46<D9A; A9 D9>B@9A8B64A C4J<9AF4@, 

G >BFBDOI D4A99 A4 HBA9 CD<9@4 8DG7<I !!�"& D4;6<?<EP G7DB:4RM<9 :<;A< >B:AO9 D94>J<< 

(A4CD<@9D, E<A8DB@ %F<69AE4-�:BAEBA4).  

!<@CFB@O EB EFBDBAO CE<I<>< 

�@9RFES 84AAO9 B 6B;A<>AB69A<< A9:9?4F9?PAOI S6?9A<= EB EFBDBAO CE<I<>< G C4J<9AFB6, 

CD<A<@46L<I QH46<D9A;. #4J<9AFO, <@9RM<9 6 4A4@A9;9 CE<I<K9E><9 D4EEFDB=EF64, A4IB8SFES 

6 7DGCC9 CB6OL9AAB7B D<E>4 CB D4;6<F<R E9DP9;AOI A9:9?4F9?PAOI S6?9A<= EB EFBDBAO 

CE<I<><. � K4EFABEF<, FS:9?4S 89CD9EE<S A4<5B?99 K4EFB A45?R84?4EP G C4J<9AFB6 E 89CD9EE<9= 

6 4A4@A9;9. &4>:9 <@9RFES CBEFD97<EFD4J<BAAO9 84AAO9 B E?GK4SI FS:9?B= 89CD9EE<<, E@9DF< 

6 D9;G?PF4F9 EG<J<84, 5D984 < CE<IB;BCB8B5AB7B CB6989A<S. #4J<9AFB6 A9B5IB8<@B 

CD98GCD98<FP B FB@, KFB CD< D4;6<F<< F4><I E<@CFB@B6, >4> FS:9?4S 89CD9EE<S, CE<IB;O <?< 

EG<J<84?PAO9 <89<, BA< 8B?:AO A9@98?9AAB EBB5M<FP B5 QFB@ E6B9@G 6D4KG. �D4K 8B?:9A 

BCD989?<FP 6B;@B:AGR E6S;P QF<I E<@CFB@B6 E CD<9@B@ QH46<D9A;4, <, 9E?< QF4 E6S;P 

CB8F69D:849FES, BJ9A<FP EBBFABL9A<9 D<E>4 8?S C4J<9AF4 CD< CDB8B?:9A<< F9D4C<< < 

CBF9AJ<4?PAB= CB?P;O BF CD<9@4 CD9C4D4F4 (E@. D4;89? 4.8.). 

!<@CFB@O EB EFBDBAO A9D6AB= E<EF9@O 

' C4J<9AFB6, CD<A<@46L<I QH46<D9A; 6 8B;9 600 @7 1 D4; 6 EGF>< 6 D4@>4I >?<A<K9E><I 

<EE?98B64A<=, K4EFB A45?R84?<EP E?98GRM<9 E<@CFB@O: 7B?B6B>DG:9A<9, 59EEBAA<J4, 

EBA?<6BEFP, EA<:9A<9 >BAJ9AFD4J<< < C4FB?B7<S EAB6<89A<=, 4 F4>:9 6EFD9K4?<EP 8DG7<9 

A9:9?4F9?PAO9 S6?9A<S (E@. D4;89? 4.8.). %<@CFB@O EB EFBDBAO A9D6AB= E<EF9@O B5OKAB 

A45?R84?<EP 6 F9K9A<9 C9D6B7B <?< 6FBDB7B 8AS F9D4C<< < 6 5B?PL<AEF69 E?GK496 <EK9;4?< CBE?9 

C9D6OI 2 - 4 A989?P. #4J<9AFB6 A9B5IB8<@B CDB<AHBD@<DB64FP B FB@, KFB F4><9 E<@CFB@O, 9E?< 

BA< CBS6?SRFES, B5OKAB <EK9;4RF CD< CDB8B?:9A<< F9D4C<< < A9 S6?SRFES CD<;A4>B@ 

6B;@B:AOI A4DGL9A<= EB EFBDBAO CE<I<><, >BFBDO9 6EFD9K4RFES D9:9. 

!9=DBFB>E<KABEFP E CB;8A<@ A4K4?B@, 6>?RK4S 4F4>E<R < QAJ9H4?BC4F<R (A4DGL9A<9 EB;A4A<S, 

ECGF4AABEFP EB;A4A<S, CE<IB@BFBDAB9 ;4@98?9A<9, CE<IB;, 89?<D<=) @B:9F 6B;A<>4FP K9D9; 
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A9E>B?P>B @9ESJ96 <?< ?9F CBE?9 A4K4?4 F9D4C<< QH46<D9A;B@. !9>BFBDO9 E?GK4< 

A9=DBFB>E<KABEF< E CB;8A<@ A4K4?B@ 6B;A<>4?< G C4J<9AFB6 E 79A9F<K9E><@ CB?<@BDH<;@B@ 

<;BH9D@9AF4 CYP2�6, KFB E6S;4AB E CB6OL9A<9@ >BAJ9AFD4J<< QH46<D9A;4 6 C?4;@9 >DB6<, 

A9E@BFDS A4 EF4A84DFAO9 8B;O QH46<D9A;4. #4J<9AFO E CD<;A4>4@< < E<@CFB@4@< E9DP9;AOI 

A96DB?B7<K9E><I CB5BKAOI QHH9>FB6 8B?:AO 5OFP A9;4@98?<F9?PAB B5E?98B64AO 8?S FB7B, 

KFB5O BJ9A<FP 6B;@B:ABEFP E6S;< 84AAOI EB5OF<= E CD<9@B@ QH46<D9A;4 < B5BEAB64AABEFP 

CD9>D4M9A<S F9D4C<< QH46<D9A;B@. 

!G8BDB:AO9 CD<C48>< 

%BB5M4?BEP B EG8BDB74I G C4J<9AFB6, CD<A<@46L<I QH46<D9A;, BEB59AAB G C4J<9AFB6 E 

EG8BDB74@< 6 4A4@A9;9. #D< B8AB6D9@9AAB@ CD<@9A9A<< CDBF<6BEG8BDB:AOI ?9>4DEF69AAOI 

ED98EF6, @9F45B?<;<DGRM<IES 6 BEAB6AB@ 6 C9K9A<, F4><I >4> H9A<FB<A, >4D54@4;9C<A < 

H9AB54D5<F4?, E?98G9F C9D<B8<K9E>< CDB6B8<FP BCD989?9A<9 >BAJ9AFD4J<= QF<I CD9C4D4FB6 6 

C?4;@9 >DB6<. �EE?98B64A<9 6;4<@B89=EF6<= ?9>4DEF69AAOI ED98EF6 CB>4;4?B, KFB CD< 

B8AB6D9@9AAB@ CD<@9A9A<< >4D54@4;9C<A4 < QH46<D9A;4 >BAJ9AFD4J<< >4D54@4;9C<A4 6 C?4;@9 

>DB6< EA<:4?<EP (E@. D4;89? 4.5.). #4J<9AFO E EG8BDB:AO@< CD<C48>4@< 6 4A4@A9;9 8B?:AO 

A4IB8<FPES CB8 BEB5O@ A45?R89A<9@.  

�9:9?4F9?PAO9 S6?9A<S EB EFBDBAO C9K9A< 

� CBEFD97<EFD4J<BAAO= C9D<B8 A45?R89A<S 5O?B CB?GK9AB A95B?PLB9 K<E?B EBB5M9A<= B 

D4;6<F<< C9K9ABKAB= A98BEF4FBKABEF< G C4J<9AFB6 59; G>4;4A<= A4 ;45B?964A<S C9K9A< 6 

4A4@A9;9, 4 F4>:9 59; 8DG7<I 6OS6?9AAOI H4>FBDB6 D<E>4 (E@. D4;89? 4.8.). � E6S;< E QF<@ 

D9>B@9A8G9FES BEGM9EF6?SFP @BA<FBD<A7 4>F<6ABEF< «C9K9ABKAOI» H9D@9AFB6 84:9 G 

C4J<9AFB6 59; C9K9ABKAB= 8<EHGA>J<< 6 4A4@A9;9 <?< 8DG7<I H4>FBDB6 D<E>4. 

�?<SA<9 C<M< 

#D< CD<@9A9A<< QH46<D9A;4 6B 6D9@S CD<9@4 C<M< @B:9F 6B;D4EF4FP Q>ECB;<J<S QH46<D9A;4 

(E@. D4;89? 5.1.), KFB @B:9F CD<6B8<FP > G69?<K9A<R K4EFBFO A9:9?4F9?PAOI D94>J<= (E@. D4;89? 

4.8.). � E6S;< E QF<@ D9>B@9A8G9FES CD<A<@4FP QH46<D9A; A4FBM4>, :9?4F9?PAB A4 ABKP. 

!<A8DB@ 6BEEF4AB6?9A<S <@@GA<F9F4 

�4AAO= E<A8DB@ A45?R84?ES G C4J<9AFB6 E FS:9?O@ <@@GAB89H<J<FB@ 6 ?R5B= @B@9AF CBE?9 

A4K4?4 CDB6989A<S >B@5<A<DB64AAB= �$�&. � D9;G?PF4F9 GE<?9A<S <@@GAAB7B BF69F4 

6E?98EF6<9 F9D4C<< 6 F9K9A<9 A9E>B?P><I A989?P <?< @9ESJ96 BF A4K4?4 ?9K9A<S @B:9F D4;6<FPES 

6BEC4?<F9?PA4S D94>J<S A4 A94>F<6AO9 <?< BEF4FBKAO9 BCCBDFGA<EF<K9E><9 <AH9>J<<, F4><9 

>4> J<FB@974?B6<DGEAO= D9F<A<F, 79A9D4?<;B64AAO9 </<?< BK47B6O9 @<>B54>F9D<4?PAO9 

<AH9>J<<, CA96@BA<S, 6O;64AA4S Pneumocystis jiroveci (CD9:A99 A4;64A<9 4 Pneumocystis 
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carinii). &4><9 6BEC4?<F9?PAO9 E<@CFB@O AG:84RFES 6 84?PA9=L9= BJ9A>9 < A4;A4K9A<< 

EBBF69FEF6GRM97B ?9K9A<S. 

�GFB<@@GAAO9 A4DGL9A<S (F4><9 >4> 8<HHG;AO= F<D9BFB>E<K9E><= ;B5) A45?R84?<EP A4 HBA9 

6BEEF4AB6?9A<S <@@GA<F9F4, B8A4>B 6D9@S A4K4?PAOI CDBS6?9A<= E<?PAB 64DP<DB64?B, < 

;45B?964A<9 @B7?B 6B;A<>4FP K9D9; @AB7B @9ESJ96 CBE?9 A4K4?4 F9D4C<<.  

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

�B@5<A<DB64AA4S �$�& 4EEBJ<<DB64A4 E C9D9D4ECD989?9A<9@ CB8>B:AB-:<DB6B= >?9FK4F>< 

F9?4 (?<CB8<EFDBH<S) G ��+-<AH<J<DB64AAOI C4J<9AFB6. "F84?9AAO9 CBE?98EF6<S QFB7B 

S6?9A<S CB>4 A9<;69EFAO < @9I4A<;@ 97B D4;6<F<S <;GK9A A98BEF4FBKAB. #D98CB?4749FES E6S;P 

@9:8G 6<EJ9D4?PAO@ ?<CB@4FB;B@ < CD<@9A9A<9@ <A7<5<FBDB6 CDBF94;O < ?<CB4FDBH<< < 

CD<@9A9A<9@ !�"&. #B6OL9AAO= D<E> D4;6<F<S ?<CB8<EFDBH<< @B:9F 5OFP B5GE?B6?9A >4> 

<A8<6<8G4?PAO@< H4>FBD4@<, F4><@< >4> CB:<?B= 6B;D4EF, F4> < H4>FBD4@<, E6S;4AAO@< E 

CD<9@B@ CD9C4D4FB6, F4><@< >4> CDB8B?:<F9?PA4S �$�& < E6S;4AAO9 E A9= @9F45B?<K9E><9 

A4DGL9A<S. � E6S;< E QF<@ CD< >?<A<K9E>B@ B5E?98B64A<< C4J<9AF4 E?98G9F CDB6B8<FP 

H<;<>4?PAB9 B5E?98B64A<9, B5D4M4S 6A<@4A<9 A4 C9D9D4ECD989?9A<9 CB8>B:AB-:<DB6B= 

>?9FK4F><, 4 F4>:9 BCD989?SFP >BAJ9AFD4J<R ?<C<8B6 6 EO6BDBF>9 >DB6< A4FBM4> < 

>BAJ9AFD4J<R 7?R>B;O 6 >DB6<. !4DGL9A<S ?<C<8AB7B B5@9A4 8B?:AO >BDD9>F<DB64FPES 6 

EBBF69FEF6<< E >?<A<K9E><@< CDBS6?9A<S@< (E@. D4;89? 4.8.). 

�EF9BA9>DB; 

)BFS QF<B?B7<S 84AAB7B ;45B?964A<S CD<;A4A4 @AB7BH4>FBDAB= (6>?RK4S CD<@9A9A<9 

>BDF<>BEF9DB<8B6, ;?BGCBFD95?9A<9 4?>B7B?9@, FS:9?GR <@@GABEGCD9EE<R, CB6OL9AAO= 

<A89>E @4EEO F9?4), E?GK4< BEF9BA9>DB;4 A45?R84?<EP CD9<@GM9EF69AAB G C4J<9AFB6 E 

8?<F9?PAB= ��+-<AH9>J<9= </<?< G C4J<9AFB6, 8?<F9?PAB CB?GK46L<I >B@5<A<DB64AAGR 

�$�&. #4J<9AFO 8B?:AO A9;4@98?<F9?PAB B5D4F<FPES > 6D4KG CD< CBS6?9A<< 5B?9= 6 EGEF464I, 

EA<:9A<< CB86<:ABEF< EGEF46B6 <?< FDG8ABEFSI CD< IB8P59. 

�ECB@B74F9?PAO9 69M9EF64 

�4>FB;O @BAB7<8D4F  

#D9C4D4F EB89D:<F ?4>FB;G. #4J<9AF4@ E D98>B 6EFD9K4RM9=ES A4E?98EF69AAB= 

A9C9D9ABE<@BEFPR 74?4>FB;O, 89H<J<FB@ ?4>F4;O ?BC4D9= <?< 7?R>B;B-74?4>FB;AB= 

@4?P45EBD5J<9= A9 E?98G9F CD<A<@4FP QFBF CD9C4D4F. 

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

2708<>459AB28O 
ЭH46<D9A; in vivo S6?S9FES <A8G>FBDB@ <;BH9D@9AFB6 CYP3A4, CYP2B6 < '�(-�&1�1. 
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�BAJ9AFD4J<S 6 C?4;@9 >DB6< EB98<A9A<=, >BFBDO9 S6?SRFES EG5EFD4F4@< 84AAOI <;BH9D@9AFB6, 

@B:9F EA<:4FPES CD< B8AB6D9@9AAB@ CD<@9A9A<< E QH46<D9A;B@. � FB :9 6D9@S in vitro 

QH46<D9A; <A7<5<DB64? <;BH9D@9AF CYP3A4. &9BD9F<K9E>< QFB @B:9F CD<69EF< > G69?<K9A<R 

Q>ECB;<J<< EG5EFD4FB6 CYP3A4, CBQFB@G E?98G9F EB5?R84FP BEFBDB:ABEFP CD< CD<@9A9A<< 

EG5EFD4FB6 CYP3A4 E G;><@ F9D4C96F<K9E><@ B>AB@. ЭH46<D9A; @B:9F 5OFP <A8G>FBDB@ 

<;BH9D@9AFB6 CYP2C19 < CYP2C9, B8A4>B in vitro F4>:9 A45?R84?BEP <A7<5<DB64A<9 84AAOI 

<;BH9D@9AFB6. �B >BAJ4 QHH9>F, A45?R849@O= CD< B8AB6D9@9AAB@ CD<@9A9A<< QH46<D9A;4 E 

EB98<A9A<S@<-EG5EFD4F4@< 84AAOI <;BH9D@9AFB6, A9 SE9A (E@. D4;89?O 5.1. < 5.2.). Э>ECB;<J<S 

QH46<D9A;4 @B:9F G69?<K<FPES CD< CD<@9A9A<< CD9C4D4F4 B8AB6D9@9AAB E A9>BFBDO@< 

?9>4DEF69AAO@< CD9C4D4F4@< (A4CD<@9D, D<FBA46<DB@) <?< C<M96O@< CDB8G>F4@< (A4CD<@9D, E 

7D9=CHDGFB6O@ EB>B@), >BFBDO9 <A7<5<DGRF <;BH9D@9AFO CYP3A4 <?< CYP2B6. #D9C4D4FO A4 

BEAB69 Q>EFD4>F4 �<A>7B �<?B54, >BFBDO9 <A8GJ<DGRF 84AAO9 <;BH9D@9AFO, @B7GF CD<6B8<FP > 

EA<:9A<R >BAJ9AFD4J<< QH46<D9A;4 6 C?4;@9 >DB6<. 

#DBF<6BCB>4;4AA4S >B@5<A<DB64AA4S F9D4C<S 

�69DB5B= CDB8ODS6?9AAO= (Hypericum perforatum): C4J<9AFO, CD<A<@4RM<9 QH46<D9A;, A9 

8B?:AO CD<A<@4FP CD9C4D4FO/CDB8G>FO, EB89D:4M<9 ;69DB5B= CDB8ODS6?9AAO=. �BAJ9AFD4J<S 

QH46<D9A;4 6 C?4;@9 >DB6< @B:9F EA<:4FPES CD< B8AB6D9@9AAB@ CD<@9A9A<< EB ;69DB5B9@ 

CDB8ODS6?9AAO@, CBE>B?P>G BA 6O;O649F <A8G>J<R H9D@9AFB6 </<?< FD4AECBDFAOI 59?>B6, 

BF69FEF69AAOI ;4 @9F45B?<;@ ?9>4DEF69AAOI ED98EF6. �E?< C4J<9AF G:9 CD<A<@49F 

CD9C4D4FO/CDB8G>FO, EB89D:4M<9 ;69DB5B= CDB8ODS6?9AAO=, FB CD<@9A9A<9 CBE?98A97B 

E?98G9F BF@9A<FP, CDB69D<FP >BAJ9AFD4J<R 6<DGE4 6 >DB6< <, 9E?< QFB 6B;@B:AB, >BAJ9AFD4J<R 

QH46<D9A;4 6 >DB6<. #BE?9 BF@9AO CD9C4D4FB6/CDB8G>FB6, EB89D:4M<I ;69DB5B= 

CDB8ODS6?9AAO=, >BAJ9AFD4J<S QH46<D9A;4 @B:9F CB6OE<FPES < FB784 CBFD95G9FES >BDD9>J<S 

8B;O QH46<D9A;4. �?<SA<9 ;69DB5BS CDB8ODS6?9AAB7B, E6S;4AAB9 E <A8G>J<9= H9D@9AFB6, @B:9F 

EBID4ASFPES 6 F9K9A<9 A9 @9A99 2 A989?P CBE?9 97B BF@9AO (E@. D4;89? 4.3.). 

ЭH46<D9A; CDBF<6BCB>4;4AB CD<A<@4FP B8AB6D9@9AAB E F9DH9A48<AB@, 4EF9@<;B?B@, 

J<;4CD<8B@, @<8B;B?4@B@, FD<;B?4@B@, C<@B;<8B@, 59CD<8<?B@ < 4?>4?B<84@< ECBDOAP< 

(A4CD<@9D, QD7BF4@<A, 8<7<8DBQD7BF4@<A, QD7BAB6<A <?< @9F<?QD7BAB6<A), CBE>B?P>G 

>BA>GD9AFAB9 6;4<@B89=EF6<9 QH46<D9A;4 E <;BH9D@9AFB@ CYP��4 @B:9F CD<69EF< > 

CB846?9A<R @9F45B?<;@4 84AAOI CD9C4D4FB6 < CBS6?9A<R CD98CBEO?B> 8?S 6B;A<>AB69A<S 

E9DP9;AOI </<?< G7DB:4RM<I :<;A< A9:9?4F9?PAOI S6?9A<= (A4CD<@9D, E9D89KAB= 4D<F@<<, 

8?<F9?PAB7B E984F<6AB7B QHH9>F4 <?< G7A9F9A<S 8OI4A<S). 

�D9C4D4FO, 6O;O64RM<9 G8?<A9A<9 <AF9D64?4 Q"c 
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#DBF<6BCB>4;4AB B8AB6D9@9AAO= CD<9@ QH46<D9A;4 < CD9C4D4FB6, >BFBDO9 6O;O64RF G8?<A9A<9 

<AF9D64?4 QTc < @B7GF CD<6B8<FP > 6B;A<>AB69A<R :9?G8BK>B6B= F4I<>4D8<< CB F<CG «C<DGQF». 

� F4><@ CD9C4D4F4@ BFABESFES: 

- 4AF<4D<F@<K9E><9 CD9C4D4FO >?4EEB6 I� < III;  

- A9=DB?9CF<><, 4AF<89CD9EE4AFO;  

-  A9>BFBDO9 4AF<5<BF<><, 6>?RK4S CD9C4D4FO, BFABESM<9ES > E?98GRM<@ >?4EE4@: @4>DB?<8O, 

HFBDI<AB?BAO, CDBF<6B7D<5>B6O9 CD9C4D4FO CDB<;6B8AO9 <@<84;B?4 < FD<4;B?4;  

- A9>BFBDO9 A9E984F<6AO9 4AF<7<EF4@<AAO9 CD9C4D4FO (F9DH9A48<A, 4EF9@<;B?);  

- J<;4CD<8; 

- H?9>4<A<8;  

- A9>BFBDO9 CDBF<6B@4?SD<=AO9 CD9C4D4FO;  

- @9F48BA. 

�D4;BCD96<D/Q?54E6<D 

"8AB6D9@9AAO= CD<9@ E 7D4;BCD96<DB@/Q?54E6<DB@ CDBF<6BCB>4;4A CBFB@G, KFB @B:9F 

CD<69EF< > CBF9D9 6<DGEB?B7<K9E>B= 4>F<6ABEF< 7D4;BCD96<D4/Q?54E6<D4. 

�DG7<9 6;4<@B89=EF6<S 

�;4<@B89=EF6<S @9:8G QH46<D9A;B@ < <A7<5<FBD4@< CDBF94;O ��+, 8DG7<@< 

4AF<D9FDB6<DGEAO@< CD9C4D4F4@<, CB@<@B <A7<5<FBDB6 CDBF94;O ��+, 4 F4>:9 @9:8G 

QH46<D9A;B@ < ?9>4DEF69AAO@< CD9C4D4F4@<, A9 BFABESM<@<ES > 7DGCC9 4AF<D9FDB6<DGEAOI 

CD9C4D4FB6, G>4;4AO 6 CD<6989AAB= A<:9 &45?<J9 2. '69?<K9A<9 ;A4K9A<S CB>4;4F9?S 

B5B;A4K49FES EFD9?>B= «↑», G@9APL9A<9 ;A4K9A<S - EFD9?>B= «³», 9E?< CB>4;4F9?P BEF49FES 59; 

<;@9A9A<= - EFD9?>B= «´»; 9E?< CD9C4D4F 66B8<?ES K9D9; >4:8O9 8 <?< 12 K, FB QFB B5B;A4K49FES 

>4> «> 8 K» <?< «> 12 K». 90 % < 95 % 8B69D<F9?PAO9 <AF9D64?O CD98EF46?9AO 6 E>B5>4I, 9E?< 

CD<@9A<@B. "5OKAB <EE?98B64A<S CDB6B8<?<EP A4 ;8BDB6OI 8B5DB6B?PJ4I, 9E?< FB?P>B 

EC9J<4?PAB A9 B7B64D<649FES 8DG74S <AHBD@4J<S. 

&45?<J4 2. �;4<@B89=EF6<S @9:8G QH46<D9A;B@ < 8DG7<@< ?9>4DEF69AAO@< ED98EF64@< 

�5:0@AB25==O5 ?@5?0@0BO, 
@0745;5==O5 ?> 
D0@<0:>B5@0?52B8G5A:8< 
3@C??0< (4>70) 

�;8O=85 =0 :>=F5=B@0F8N 
?@5?0@0B0 2 AO2>@>B:5. %@54=55 
87<5=5=85 7=0G5=89 AUC, %max, 

Cmin (%) 8 4>25@8B5;P=O5 
8=B5@20;O, 5A;8 ?@8<5=8<> 
(<5E0=87<) 

$5:><5=40F88 

#@>B82><8:@>1=O5 ?@5?0@0BO 
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�AF8D9FDB68DGEAO9 ?9>4DEF69AAO9 ED98EF64 

�A7<5<FBDO CDBF94;O ��+ 

�F4;4A46<D/D<FBA46<D/ 
QH46<D9A; (400 @7 1 D4; 6 
EGF></ 100 @7 1 D4; 6 EGF></ 
600 @7 1 D4; 6 EGF><, 6E9 
CD9C4D4FO CD<A<@4?<EP 6B 
6D9@S CD<9@4 C<M<) 

�F4;4A46<D (CBE?9 CB?G8AS): 
AUC: ´* (BF ³9 8B ↑10),  
%maI: ↑17 %* (BF ↑8 8B ↑27),  
Cmin: ³42 %* (BF ³31 8B ³51) 

"8AB6D9@9AAB9 
CD<@9A9A<9 QH46<D9A;4 E 
4F4;4A46<DB@/D<FBA46<DB
@ A9 D9>B@9A8G9FES. �E?< 
FD95G9FES B8AB6D9@9AAB9 
CD<@9A9A<9 4F4;4A46<D4 E 
!!�"&, A9B5IB8<@B 
D4EE@BFD9FP 
J9?9EBB5D4;ABEFP 
G69?<K9A<S 8B;O 
4F4;4A46<D4 8B 400 @7 < 
D<FBA46<D4 8B 200 @7, 6 
>B@5<A4J<< E 
QH46<D9A;B@, E 
B59EC9K9A<9@ 
FM4F9?PAB7B 
>?<A<K9E>B7B 
@BA<FBD<A74. 

�F4;4A46<D/D<FBA46<D/QH46<
D9A; (400 @7 1 D4; 6 EGF></ 
200 @7 1 D4; 6 EGF></ 600 @7 1 
D4; 6 EGF><, 6E9 CD9C4D4FO 
CD<A<@4?<EP 6B 6D9@S 
CD<9@4 C<M<) 

�F4;4A46<D (CBE?9 CB?G8AS): 
AUC: ´*/** (BF ³10 8B ↑26),  
%maI: ´*/** (BF ³5 8B ↑26),  
Cmin: ↑12 %*/** (BF ³16 8B ↑49) 
(<A8G>J<S CYP3A4). 

* #D< ED46A9A<< E 4F4;4A46<DB@ 
300 @7/D<FBA46<DB@ 100 @7 1 D4; 
6 EGF>< 69K9DB@ 59; QH46<D9A;4. 
&4>B9 EA<:9A<9 Cmin 4F4;4A46<D4 
@B:9F BFD<J4F9?PAB 6?<SFP A4 
QHH9>F<6ABEFP 4F4;4A46<D4. 
** "EAB64AB A4 <EFBD<K9E>B@ 
ED46A9A<<. 

�4DGA46<D/D<FBA46<D/ 
QH46<D9A; 
(300 @7 2 D4;4 6 EGF><*/ 100 @7 
2 D4;4 6 EGF></ 600 @7 1 D4; 6 
EGF><)  
* A<:9 D9>B@9A8B64AAB= 
8B;O. #B8B5AO9 D9;G?PF4FO 
B:<84RFES < CD< CD<@9A9A<< 
6 D9>B@9A8B64AAOI 8B;4I. 

�4DGA46<D:  
AUC: ³13 %,  

Cmin: ³31 %,  

Cmax: ³15 % (<A8G>J<S CYP3A4) 

ЭH46<D9A;:  
AUC: ↑21 %,  
Cmin: ↑17 %,  

Cmax: ↑15 % (<A7<5<DB64A<9 
CYP3A4). 

"8AB6D9@9AAO= CD<9@ 
QH46<D9A;4 < 
84DGA46<D4/D<FBA46<D4 
(800 @7/ 100 @7 1 D4; 6 
EGF><) @B:9F CD<69EF< > 
EA<:9A<R Cmin 

84DGA46<D4. �E?< 
QH46<D9A; A9B5IB8<@B 
CD<@9ASFP B8AB6D9@9AAB E 
84DGA46<DB@/D<FBA46<DB@
, E?98G9F CD<@9ASFP 
>B@5<A4J<R 
84DGA46<D/D<FBA46<D 6 
D9:<@9 600 @7/ 100 @7 2 
D4;4 6 EGF><. "8A4>B F4>GR 
>B@5<A4J<R E?98G9F 
A4;A4K4FP E 
BEFBDB:ABEFPR. 
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%@. <AEFDG>J<R CB 
@98<J<AE>B@G 
CD<@9A9A<R 
84DGA46<D4/D<FBA46<D4. 
%@. F4>:9 A<:9 
<AHBD@4J<R CB 
D<FBA46<DG. 

(BE4@CD9A46<D/ 
D<FBA46<D/QH46<D9A; 
(700 @7 2 D4;4 6 EG F></ 100 
@7 2 D4;4 6 EGF></ 600 @7 1 
D4; 6 EGF><) 

�?<A<K9E>< ;A4K<@B7B 
H4D@4>B><A9F<K9E>B7B 
6;4<@B89=EF6<S A9 6OS6?9AB. 

�BDD9>J<< 8B;O A< B8AB7B 
<; QF<I ?9>4DEF69AAOI 
ED98EF6 A9 FD95G9FES.  
%@. F4>:9 A<:9 
<AHBD@4J<R CB 
D<FBA46<DG. 

(BE4@CD9A46<D/ A9?H<A46<D/ 
QH46<D9A; 

�;4<@B89=EF6<9 A9 <;GK4?BEP. �BDD9>J<< 8B;O A< B8AB7B 
<; QF<I ?9>4DEF69AAOI 
ED98EF6 A9 FD95G9FES 

(BE4@CD9A46<D/ E4>6<A46<D/ 
QH46<D9A; 

�;4<@B89=EF6<9 A9 <;GK4?BEP. �ECB?P;B64A<9 F4>B= 
>B@5<A4J<< A9 
D9>B@9A8G9FES, CBE>B?P>G 
B:<849FES ;A4K<@B9 
EA<:9A<9 Q>ECB;<J<< 
B5B<I <A7<5<FBDB6 
CDBF94;O ��+. 

�A8<A46<D/QH46<D9A; 
(800 @7 >8K/ 200 @7 1 D4; 6 
EGF><) 

�A8<A46<D:  
AUC: ³31 % (BF ³8 8B ³47),  
Cmin: ³40 %.  

%IB8AB9 EA<:9A<9 Q>ECB;<J<< 
<A8<A46<D4 A45?R84?BEP 6 
E?GK4SI, >B784 <A8<A46<D (1000 
@7 >8K) 66B8<?ES 6 >B@5<A4J<< E 
QH46<D9A;B@ (600 @7 1 D4; 6 EGF><) 
(<A8G>J<S CYP3A4). 

ЭH46<D9A;:  
>?<A<K9E>< ;A4K<@B7B 
H4D@4>B><A9F<K9E>B7B 
6;4<@B89=EF6<S A9 A45?R84?BEP. 

)BFS >?<A<K9E>4S 
;A4K<@BEFP EA<:9A<S 
>BAJ9AFD4J<< <A8<A46<D4 
A9 GEF4AB6?9A4, 
A45?R846L99ES 
H4D@4>B><A9F<K9E>B9 
6;4<@B89=EF6<9 8B?:AB 
CD<A<@4FPES 6B 6A<@4A<9 
CD< 6O5BD9 D9:<@4 
F9D4C<<, 6>?RK4RM97B 
B8AB6D9@9AAB QH46<D9A; < 
<A8<A46<D.  
�BDD9>J<< 8B;O 
QH46<D9A;4 A9 FD95G9FES, 
9E?< BA A4;A4K49FES E 
<A8<A46<DB@ <?< E 

�A8<A46<D/D<FBA46<D/QH46<
D9A; (800 @7 2 D4;4 6 EGF></ 

�A8<A46<D:  
AUC: ³25 % (BF ³16 8B ³32)b,  

%m4I: ³17 % (BF ³6 8B ³26)b,  
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100 @7 2 D4;4 6 EGF></ 600 @7 1 
D4; 6 EGF><) 

Cmin: ³50 % (BF ³40 8B ³59)b. 
ЭH46<D9A;:  
>?<A<K9E>< ;A4K<@B7B 
6;4<@B89=EF6<S A9 A45?R84?BEP. 
%D98A99 79B@9FD<K9E>B9 ;A4K9A<9 
Cmin <A8<A46<D4 (0,33 @7/?) CD< 
97B CD<@9A9A<< 6 >B@5<A4J<< E 
D<FBA46<DB@ < QH46<D9A;B@ 5O?B 
5B?PL9, K9@ CD< 97B CD<@9A9A<< 6 
>4K9EF69 @BABF9D4C<< CB 800 @7 
>8K (%min 0,15 @7/?). ' C4J<9AFB6, 
<AH<J<DB64AAOI ��+-1 (n = 6), 

CB>4;4F9?< H4D@4>B><A9F<>< 
<A8<A46<D4 < QH46<D9A;4 B5OKAB 
5O?< EBCBEF46<@O E F4>B6O@< G 
A9<AH<J<DB64AAOI 
8B5DB6B?PJ96. 

<A8<A46<DB@/D<FBA46<DB
@. 
%@. F4>:9 A<:9 
<AHBD@4J<R CB 
D<FBA46<DG 

�BC<A46<D/D<FBA46<D 6 
@S7><I >4CEG?4I <?< 6 
D4EF6BD9 8?S CD<9@4 6AGFDP/ 
QH46<D9A; 

%GM9EF69AAB9 EA<:9A<9 
Q>ECB;<J<< ?BC<A46<D4. 

#D< B8AB6D9@9AAB@ 
A4;A4K9A<< E QH46<D9A;B@ 
E?98G9F D4EE@BFD9FP 
J9?9EBB5D4;ABEFP 
G69?<K9A<S 8B; 
?BC<A46<D4 < D<FBA46<D4 
6 @S7><I >4CEG?4I <?< 6 
D4EF6BD9 8?S CD<9@4 
6AGFDP A4 33 % (CB 4 
>4CEG?O/ ~ 6,5 @? 2 D4;4 6 
EGF>< 6@9EFB 3 >4CEG?/ 5 
@? 2 D4;4 6 EGF><). "8A4>B 
E?98G9F EB5?R84FP 
BEFBDB:ABEFP, CBE>B?P>G 
F4>4S >BDD9>J<S 8B;O 8?S 
A9>BFBDOI C4J<9AFB6 
@B:9F B>4;4FPES 
A98BEF4FBKAB=. 

�BC<A46<D/D<FBA46<D 6 
F45?9F>4I/ QH46<D9A; 
(400/100 @7 2 D4;4 6 EGF></ 600 
@7 1 D4; 6 EGF><) 
(500/125 @7 2 D4;4 6 EGF></ 600 
@7 1 D4; 6 EGF><) 

�BAJ9AFD4J<< ?BC<A46<D4: ³30 -

40 %. 

�BAJ9AFD4J<< ?BC<A46<D4 
EIB8AO E F4>B6O@< CD< 
CD<@9A9A<< ?BC<A46<D4/ 

�B;4 ?BC<A46<D4 < 
D<FBA46<D4 6 F45?9F>4I 
8B?:A4 5OFP G69?<K9A4 8B 
500/ 125 @7 2 D4;4 6 EGF>< 
CD< B8AB6D9@9AAB@ 
CD<@9A9A<< E 
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D<FBA46<D4 CB 400/100 @7 2 D4;4 6 
EGF>< 59; QH46<D9A;4. 

QH46<D9A;B@ CB 600 @7 1 
D4; 6 EGF><.  
%@. F4>:9 A<:9 
<AHBD@4J<R CB 
D<FBA46<DG. 

!9?H<A46<D/ QH46<D9A; 
(750 @7 >8K/ 600 @7 1 D4; 6 
EGF><) 

!9?H<A46<D:  
AUC: ↑20 % (BF ↑8 8B ↑34), 

%m4I: ↑21 % (BF ↑10 8B ↑33).  
�4AA4S >B@5<A4J<S B5OKAB 
IBDBLB C9D9ABE<FES. 

�BDD9>J<< 8B;O A< B8AB7B 
<; QF<I ?9>4DEF69AAOI 
ED98EF6 A9 FD95G9FES. 

$<FBA46<D/QH46<D9A; 
(500 @7 2 D4;4 6 EGF></ 600 @7 
1 D4; 6 EGF><) 

$<FBA46<D:  
AUC GFDB@: ↑18 % (BF ↑6 8B↑33),  
AUC 69K9DB@: ´.  

%max GFDB@: ↑24 % (BF ↑12 8B ↑38).  
%max 69K9DB@: ´.  

Cmin GFDB@: ↑42 % (BF ↑9 8B ↑86)b.  
Cmin 69K9DB@: ↑24 % (BF ↑3 8B 
↑50)b.  
ЭH46<D9A;:  
AUC: ↑21 % (BF ↑10 8B ↑34),  
%m4I: ↑14 % (BF ↑4 8B ↑26),  
Cmin: ↑25 % (BF ↑7 8B ↑46)b  
(<A7<5<DB64A<9 CYP-

BCBED98B64AAB7B B><E?<F9?PAB7B 
@9F45B?<;@4). #D< CD<9@9 
QH46<D9A;4 6 >B@5<A4J<< E 
D<FBA46<DB@ CB 500 @7 <?< 600 @7 
2 D4;4 6 EGF>< C9D9ABE<@BEFP 5O?4 
A<;>B= (A4CD<@9D, A45?R84?<EP 
7B?B6B>DG:9A<9, FBLABF4, 
C4D9EF9;<S, CB6OL9A<9 
4>F<6ABEF< «C9K9ABKAOI» 
H9D@9AFB6). �BEF4FBKAO9 84AAO9 
B C9D9ABE<@BEF< QH46<D9A;4 6 
>B@5<A4J<< E D<FBA46<DB@ 6 
A<;><I 8B;4I (CB 100 @7 1 <?< 2 
D4;4 6 EGF><) BFEGFEF6GRF. 

#D< A4;A4K9A<< 
QH46<D9A;4 E D<FBA46<DB@ 
6 A<;><I 8B;4I E?98G9F 
GK<FO64FP 6B;@B:ABEFP 
G69?<K9A<S K4EFBFO 
E6S;4AAOI E QH46<D9A;B@ 
A9:9?4F9?PAOI S6?9A<= 
6E?98EF6<9 6B;@B:AB7B 
H4D@4>B8<A4@<K9E>B7B 
6;4<@B89=EF6<S. 
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%4>6<A46<D/ D<FBA46<D/ 
QH46<D9A; 

�;4<@B89=EF6<9 A9 <;GK4?BEP. "FEGFEF6GRF 84AAO9, 
CB;6B?SRM<9 D4;D45BF4FP 
D9>B@9A84J<< CB D9:<@G 
8B;<DB64A<S.  
%@. F4>:9 6OL9 
<AHBD@4J<R CB 
D<FBA46<DG. #D<@9A9A<9 
QH46<D9A;4 6 >B@5<A4J<< 
E E4>6<A46<DB@ 6 >4K9EF69 
98<AEF69AAB7B <A7<5<FBD4 
CDBF94;O ��+ A9 
D9>B@9A8G9FES. 

�=B03>=8ABO E5<>:8=>2OE @5F5?B>@>2 CCR5 

 4D46<DB>/QH46<D9A; 
(100 @7 2 D4;4 6 EGF></ 600 @7 
1 D4; 6 EGF><) 

 4D46<DB>:  
AUC12: ³45 % (BF ³38 8B ³51),  
%m4I: ³51 % (BF ³37 8B ³62). 
�BAJ9AFD4J<< QH46<D9A;4 A9 
<;@9DS?<EP, 6;4<@B89=EF6<9 A9 
B:<849FES. 

%@. <AEFDG>J<< CB 
@98<J<AE>B@G 
CD<@9A9A<R 
?9>4DEF69AAOI 
CD9C4D4FB6, 6 EBEF46 
>BFBDOI 6IB8<F 
@4D46<DB>. 

�=3818B>@ 8=B53@07O ��+ 

$4?F97D46<D/QH46<D9A; (400 
@7 B8AB>D4FA4S 8B;4/ - ) 

$4?F97D46<D:  
AUC: ³36 %,  

%12: ³21 %,  

%m4I: ³36 % (<A8G>J<S H9D@9AF4 
'�(-�&1�1). 

�BDD9>J<< 8B;O 
D4?F97D46<D4 A9 FD95G9FES. 

�5:0@AB25==O5 A@54AB20 87 3@C?? !�"& 8 !!�"& 

!�"&/QH46<D9A; �EE?98B64A<S 6;4<@B89=EF6<= 
QH46<D9A;4 < CD9C4D4FB6 <; 
7DGCCO !�"& A9 CDB6B8<?<EP, ;4 
<E>?RK9A<9@ 6;4<@B89=EF6<= E 
?4@<6G8<AB@, ;<8B6G8<AB@ < 
F9ABHB6<D4 
8<;BCDB>E<?HG@4D4FB@. 
�?<A<K9E>< ;A4K<@O9 
6;4<@B89=EF6<S A9 
CD98CB?474RFES, CBE>B?P>G 
@9F45B?<;@ CD9C4D4FB6 <; 7DGCCO 
!�"& CDBF9>49F CGFS@<, 

�BDD9>J<< 8B;O A< B8AB7B 
<; 84AAOI ?9>4DEF69AAOI 
ED98EF6 A9 FD95G9FES. 
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BF?<KAO@< BF F4>B6OI 8?S 
QH46<D9A;4, < @4?B69DBSFAB, KFB 
BA< 5G8GF >BA>GD<DB64FP ;4 B8A< 
< F9 :9 @9F45B?<;<DGRM<9 
H9D@9AFO < CGF< 6O6989A<S. 

!!�"&/QH46<D9A; �;4<@B89=EF6<9 A9 <;GK4?BEP. #BE>B?P>G CD<@9A9A<9 
86GI !!�"& A9 
B59EC9K<649F 
CD9<@GM9EF64 E FBK>< 
;D9A<S QHH9>F<6ABEF< < 
59;BC4EABEF<, 
B8AB6D9@9AAB9 
CD<@9A9A<9 QH46<D9A;4 < 
8DG7B7B ED98EF64 <; 
7DGCCO !!�"& A9 
D9>B@9A8G9FES. 

�5:0@AB25==O5 A@54AB20 ?@>B82 28@CA0 35?0B8B0 % 

�BJ9CD96<D/QH46<D9A; 
(800 @7 3 D4;4 6 EGF></ 600 @7 
1 D4; 6 EGF><) 

�BJ9CD96<D:  
AUC: ´ 19 %*,  

%m4I: ´ 8 %,  

%min: ³44 %.  

ЭH46<D9A;: AUC: ´ 20 %,  

%m4I: ´ 11%,  

Cmin: ³12 % (BF ³24 % 8B ↑1 %) 

(<A8G>J<S CYP3A 6?<S9F A4 
5BJ9CD96<D). 
*0-8 K.  
"FEGFEF6<9 QHH9>F4 (´) 
EBBF69FEF6G9F G@9APL9A<R 
ED98A97B EBBFABL9A<S A9 > K9@ A4 
20 % <?< G69?<K9A<R A9 > K9@ A4 
25 %. 

�?<A<K9E>4S ;A4K<@BEFP 
G@9APL9A<S 
>BAJ9AFD4J<< 
5BJ9CD96<D4 6 C?4;@9 
>DB6< A9 GEF4AB6?9A4. 

&9?4CD96<D/QH46<D9A; 
(1125 @7 >8K/ 600 @7 1 D4; 6 
EGF><) 

&9?4CD96<D (BFABE<F9?PAB 750 @7 
>8K):  
AUC: ³18 % (BF ³8 8B ³27),  
%m4I: ³14 % (BF ³3 8B ³24),  
Cmin: ³25 % (BF ³14 8B ³34). 
ЭH46<D9A;:  

#D< EB6@9EFAB@ 
CD<@9A9A<< F9?4CD96<D4 < 
QH46<D9A;4 D9>B@9A8G9FES 
G69?<K<FP 8B;G 
F9?4CD96<D4 8B 1125 @7 
>8K. 
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AUC: ³18 % (BF ³10 8B ³26),  
%m4I: ³24 % (BF ³15 8B ³32),  
Cmin: ³10 % (BF ↑1 8B ³19) 
(<A8G>J<S CYP3A4). 

%<@9CD96<D/QH46<D9A; (150 
@7 1 D4; 6 EGF></ 600 @7 1 D4; 
6 EGF><) 

%<@9CD96<D:  
AUC: ³71 % (BF ³67 8B ³74),  
Cmax: ³51 % (BF ³46 8B ³56),  
Cmin: ³91 % (BF ³88 8B ³92) 
ЭH46<D9A;:  
AUC: ´,  
Cmax: ↔,  
Cmin: ↔, 

(<A8G>J<S CYP3A4) 

"8AB6D9@9AAO= CD<9@ 
E<@9CD96<D4 E 
QH46<D9A;B@ CD<6B8<F > 
EGM9EF69AAB@G EA<:9A<R 
>BAJ9AFD4J<< 
E<@9CD96<D4 6 C?4;@9 
6E?98EF6<9 <A8G>J<< 
<;BH9D@9AF4 CYP3A 

QH46<D9A;B@, KFB @B:9F 
CD<69EF< > CBF9D9 
F9D4C96F<K9E>B7B QHH9>F4 
E<@9CD96<D4. %B6@9EFAB9 
CD<@9A9A<9 E<@9CD96<D4 
< QH46<D9A;4 A9 
D9>B@9A8G9FES. 

�D4;BCD96<D/Q?54E6<D �D4;BCD96<D: 
AUC: ³83 %,  

Cmax: ³87 %. 

Э?54E6<D:  
AUC: ³54 %,  

Cmax: ³45 %.  

 

"8AB6D9@9AAO= CD<9@ E 
7D4;BCD96<DB@/Q?54E6<DB
@ CDBF<6BCB>4;4A CBFB@G, 
KFB @B:9F CD<69EF< > 
CBF9D9 6<DGEB?B7<K9E>B= 
4>F<6ABEF< 7D4;BCD96<D4/ 
Q?54E6<D4 <;-;4 
;A4K<F9?PAB7B EA<:9A<S 
>BAJ9AFD4J<< 6 C?4;@9 
>DB6< 7D4;BCD96<D4 < 
Q?54E6<D4, 6E?98EF6<9 
<A8G>J<< QH46<D9A;B@ 
<;BH9D@9AF4 CYP3A <?< 
P-gp. 

�9?C4F4E6<D/EBHBE5G6<D 
�9?C4F4E6<D/6B>E<?4CD96<D/ 
EBHBE5G6<D (1125 @7 >8K/600 

@7 1 D4; 6 EGF><) 

�9?C4F4E6<D:  
AUC: ³53 %,  

Cmax: ³47 %,  

Cmin: ³57 % 

%BHBE5G6<D:  
Cmax: ³38 %,  

#D< EB6@9EFAB@ 
CD<@9A9A<< F9ABHB6<D4 
8<;BCDB>E<?/ 
Q@FD<J<F45<A4/QH46<D9A E 
69?C4F4E6<DB@/ 
EBHBE5G6<DB@ <?< E 
69?C4F4E6<DB@/ 
6B>E<?4CD96<DB@/ 
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#D98CB?4749FES: ³�B>E<?4CD96<D EBHBE5G6<DB@ 5O?B 
CB>4;4AB, ;A4K<F9?PAB9 
EA<:9A<9 >BAJ9AFD4J<< 6 
C?4;@9 >DB6< 
69?C4F4E6<D4 6E?98EF6<9 
<A8G>J<< QH<69D9A;B@ 
<;BH9D@9AF4 CYP3A, KFB 
@B:9F CD<69EF<  CBF9D9 
F9D4C96F<K9E>B7B QHH9>F4 
69?C4F4E6<D4. ":<849FES 
4A4?B7<KAB9 EA<:9A<9 
>BAJ9AFD4J<< 6 C?4;@9 
>DB6< 6B>E<?4CD96<D4. 
%B6@9EFAB9 CD<@9A9A<9 
QH46<D9A;4 E 
69?C4F4E6<DB@/ 
EBHBE5G6<DB@ <?< E 
69?C4F4E6<DB@/ 
6B>E<?4CD96<DB@/ 
EBHBE5G6<DB@ A9 
D9>B@9A8G9FES. 

�?9>4CD96<D/C<5D9AF4E6<D ³ �?9>4CD96<D 
³ #<5D9AF4E6<D 

"8AB6D9@9AAO= CD<9@ 
7?9>4CD96<D4/ 
C<5D9AF4E6<D4 E 
QH46<D9A;B@ CD<6B8<F > 
EGM9EF69AAB@G EA<:9A<R 
>BAJ9AFD4J<< 
7?9>4CD96<D4 
/C<5D9AF4E6<D4 6 C?4;@9, 
KFB @B:9F CD<69EF< > 
CBF9D9 F9D4C96F<K9E>B7B 
QHH9>F4. 
%B6@9EFAB9 CD<@9A9A<9 
7?9>4CD96<D4/ 
C<5D9AF4E6<D4 < 
QH46<D9A;4 A9 
D9>B@9A8G9FES. 

�=B818>B8:8 

�;<FDB@<J<A/ QH46<D9A; 
(600 @7 6 6<89 B8AB>D4FAB= 
8B;O/ 400 @7 1 D4; 6 EGF><) 

�?<A<K9E>< ;A4K<@B7B 
H4D@4>B><A9F<K9E>B7B 
6;4<@B89=EF6<S A9 6OS6?9AB. 

�BDD9>J<< 8B;O A< B8AB7B 
<; 84AAOI ?9>4DEF69AAOI 
ED98EF6 A9 FD95G9FES. 
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�?4D<FDB@<J<A/ QH46<D9A; 
(500 @7 >12K/ 400 @7 1 D4; 6 
EGF><) 

�?4D<FDB@<J<A:  
AUC: ³39 % (BF ³30 8B ³46),  
Cmax: ³26 % (BF ³15 8B ³35).  
14-7<8DB>E<@9F45B?<F 
>?4D<FDB@<J<A4:  
AUC: ↑34 % (BF ↑18 8B ↑53),  
%max: ↑49 % (BF ↑32 8B ↑69).  
ЭH46<D9A;:  
AUC: ´,  
%max: ↑11 % (BF ↑3 8B ↑19), 
(<A8G>J<S CYP3A4).  

�B:A4S EOCP A45?R84?4EP G 46 % 

A9<AH<J<DB64AAOI 
8B5DB6B?PJ96, B8AB6D9@9AAB 
CD<A<@46L<I QH46<D9A; < 
>?4D<FDB@<J<A. 

�?<A<K9E>4S ;A4K<@BEFP 
<;@9A9A<= >BAJ9AFD4J<< 
>?4D<FDB@<J<A4 6 C?4;@9 
>DB6< A9 GEF4AB6?9A4. 
�@9EFB >?4D<FDB@<J<A4 
E?98G9F D4EE@BFD9FP 
6B;@B:ABEFP CD<@9A9A<S 
8DG7B7B 4AF<5<BF<>4, 
A4CD<@9D, 4;<FDB@<J<A4. 
�BDD9>J<< 8B;O 
QH46<D9A;4 A9 FD95G9FES. 

�DG7<9 4AF<5<BF<>< <; 
7DGCCO @4>DB?<8B6 
(A4CD<@9D, QD<FDB@<J<A)/ 
QH46<D9A; 

�;4<@B89=EF6<9 A9 <;GK4?BEP. "FEGFEF6GRF 84AAO9, 
CB;6B?SRM<9 D4;D45BF4FP 
D9>B@9A84J<< CB D9:<@G 
8B;<DB64A<S 

#@>B82>BC15@:C;57=O5 ;5:0@AB25==O5 A@54AB20 

$<H45GF<A/QH46<D9A; 
(300 @7 1 D4; 6 EGF></ 600 @7 
1 D4; 6 EGF><) 

$<H45GF<A:  
AUC: ³38 % (BF ³28 8B ³47),  
%m4I: ³32 % (BF ³15 8B ³46),  
%min: ³45 % (BF ³31 8B ³56). 
ЭH46<D9A;:  
AUC: ´,  
%m4I: ´,  
Cmin: ³12 % (BF ³24 8B ↑1) 
(<A8G>J<S CYP3A4). 

%GFBKA4S 8B;4 D<H45GF<A4 
8B?:A4 5OFP G69?<K9A4 A4 
50 %, 9E?< C?4A<DG9FES 
B8AB6D9@9AAB9 
CD<@9A9A<9 E 
QH46<D9A;B@. %?98G9F 
F4>:9 D4EE@BFD9FP 
J9?9EBB5D4;ABEFP 
G86B9A<S 8B;O 
D<H45GF<A4 CD< 
CD<@9A9A<< D<H45GF<A4 2 
<?< 3 D4;4 6 A989?R 6 
>B@5<A4J<< E 
QH46<D9A;B@. 
�?<A<K9E><= QHH9>F 
F4>B= >BDD9>J<< 8B;O A9 
<;GK9A. #D< >BDD9>J<< 
8B;O F4>:9 E?98G9F 
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GK<FO64FP 
<A8<6<8G4?PAGR 
C9D9ABE<@BEFP < 
6<DGEB?B7<K9E><= BF69F 
(E@. D4;89? 5.2.). 

$<H4@C<J<A/QH46<D9A; 
(600 @7 1 D4; 6 EGF></ 600 @7 
1 D4; 6 EGF><) 

ЭH46<D9A;:  
AUC: ³26 % (BF ³15 8B ³36),  

%m4I: ³20 % (BF ³11 8B ³28),  
Cmin: ³32 % (BF ³15 8B ³46) 
(<A8G>J<S CYP3A4 < CYP2B6). 

�E?< QH46<D9A; 
CD<@9AS9FES 
B8AB6D9@9AAB E 
D<H4@C<J<AB@ G 
C4J<9AFB6 E @4EEB= F9?4 50 
>7 < 5B?99, EGFBKAGR 8B;G 
QH46<D9A;4 E?98G9F 
G69?<K<FP 8B  
800 @7, KFB5O B59EC9K<FP 
Q>ECB;<J<R, EIB8AGR E 
F4>B6B= CD< CD<@9A9A<< 
QH46<D9A;4 6 EGFBKAB= 
8B;9 600 @7 59; 
D<H4@C<J<A4. 
�?<A<K9E><= QHH9>F 
F4>B= >BDD9>J<< 8B;O A9 
<;GK9A. #D< >BDD9>J<< 
8B;O F4>:9 E?98G9F 
GK<FO64FP 
<A8<6<8G4?PAGR 
C9D9ABE<@BEFP < 
6<DGEB?B7<K9E><= BF69F 
(E@. D4;89? 5.2.). 
�BDD9>J<S 8B;O 
D<H4@C<J<A4 A9 FD95G9FES 

#@>B82>3@81:>2O5 ;5:0@AB25==O5 A@54AB20 

�FD4>BA4;B?/QH46<D9A; 
(200 @7 >12K/ 600 @7 1 D4; 6 
EGF><) 

�FD4>BA4;B?:  
AUC: ³39 % (BF ³21 8B ³53),  
%m4I: ³37 % (BF ³20 8B ³51),  
%min: ³44 % (BF ³27 8B ³58) 
(EA<:9A<9 >BAJ9AFD4J<= 
<FD4>BA4;B?4 6E?98EF6<9 
<A8G>J<< CYP3A4). 

�<8DB>E<<FD4>BA4;B?:  
AUC: ³37 % (BF ³14 8B ³55),  

#BE>B?P>G A9?P;S 
6OD45BF4FP D9>B@9A84J<= 
CB D9:<@G 8B;<DB64A<S 
<FD4>BA4;B?4, E?98G9F 
D4EE@BFD9FP 6B;@B:ABEFP 
CD<@9A9A<S 
4?PF9DA4F<6AOI 
CDBF<6B7D<5>B6OI 
?9>4DEF69AAOI ED98EF6. 
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%max: ³35 % (BF ³12 8B ³52),  
Cmin: ³43 % (BF ³18 8B ³60). 
ЭH46<D9A;: CB 6OS6?9AB 
>?<A<K9E>< ;A4K<@OI <;@9A9A<=. 

#B;4>BA4;B?/QH46<D9A;  
(400 @7 1 D4; 6 EGF><) 

#B;4>BA4;B?:  
AUC: ³50 %,  

%m4I: ³45 % (<A8G>J<S '�(-

7?R>GDBA<DB64A<S). 

%?98G9F <;5974FP 
B8AB6D9@9AAB7B 
CD<@9A9A<S CB;4>BA4;B?4 
< QH46<D9A;4, 9E?< FB?P>B 
B:<849@4S CB?P;4 8?S 
C4J<9AF4 A9 CD96OL49F 
6B;@B:AO= D<E>. 

�BD<>BA4;B?/QH46<D9A; 
(200 @7 2 D4;4 6 EGF></ 400 @7 
1 D4; 6 EGF><) 

�BD<>BA4;B?:  
AUC: ³77 %,  

%maI: ³61 %.  

ЭH46<D9A;:  
AUC: ↑44 %, 

%m4I: ↑38 %. 

#D< B8AB6D9@9AAB@ 
CD<@9A9A<< QH46<D9A;4 E 
6BD<>BA4;B?B@ 
CB889D:<64RM4S 8B;4 
6BD<>BA4;B?4 8B?:A4 5OFP 
G69?<K9A4 8B 400 @7 2 D4;4 
6 EGF><, 4 8B;4 QH46<D9A;4 
EA<:9A4 8B 300 @7 1 D4; 6 
EGF><. �E?< CD<@9A9A<9 
6BD<>BA4;B?4 5G89F 
CD9>D4M9AB, FB 8B;4 
QH46<D9A;4 8B?:A4 5OFP 
6BEEF4AB6?9A4 8B 
A4K4?PAB=.  

�BD<>BA4;B?/ QH46<D9A; 
(400 @7 2 D4;4 6 EGF></ 300 @7 
1 D4; 6 EGF><) 

�BD<>BA4;B?:  
AUC: ³7 % (BF ³23 8B ³13)*,  
%m4I: ↑23 % (BF ³1 8B ↑53)*.  
ЭH46<D9A;:  
AUC: ↑17 % (BF ↑6 8B ↑29)**,  
%maI: ´. 
* CB ED46A9A<R E 200 @7 2 D4;4 6 
EGF>< CD< CD<@9A9A<< 6 
@BABF9D4C<<,  
** CB ED46A9A<R E 600 @7 1 D4; 6 
EGF>< CD< CD<@9A9A<< 6 
@BABF9D4C<< (>BA>GD9AFAB9 
<A7<5<DB64A<9 B><E?<F9?PAB7B 
@9F45B?<;@4). 

(?G>BA4;B?/ QH46<D9A; 
(200 @7 1 D4; 6 EGF></ 400 @7 
1 D4; 6 EGF><) 

�?<A<K9E>< ;A4K<@B7B 
6;4<@B89=EF6<S A9 6OS6?9AB. 

�BDD9>J<< 8B;O A< B8AB7B 
<; 84AAOI ?9>4DEF69AAOI 
ED98EF6 A9 FD95G9FES. 

�9FB>BA4;B? < 8DG7<9 
CDBF<6B7D<5>B6O9 ED98EF64 - 
CDB<;6B8AO9 <@<84;B?4 

�;4<@B89=EF6<9 A9 <;GK4?BEP. "FEGFEF6GRF 84AAO9, 
CB;6B?SRM<9 D4;D45BF4FP 
D9>B@9A84J<< CB D9:<@G 
8B;<DB64A<S. 
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#@>B82><0;O@89=O5 ;5:0@AB25==O5 A@54AB20 

�FB64IBA/CDB7G4A<?/ 
QH46<D9A; (250 @7/ 100 @7 
B8AB>D4FA4S 8B;4/ 600 @7 1 
D4; 6 EGF><) 

�FB64IBA:  
AUC: ³75 % (BF ³62 8B ³84),  
%maI: ³44 % (BF ³20 8B ³61). 
#DB7G4A<?:  
AUC: ³43 % (BF ³7 8B ³65),  
%m4I: ↔. 

#B 6B;@B:ABEF< E?98G9F 
<;5974FP B8AB6D9@9AAB7B 
CD<@9A9A<S 
4FB64IBA4/CDB7G4A<?4 E 
QH46<D9A;B@ 

�DF9@9F9D/ ?R@9H4AFD<A/ 
QH46<D9A; 
(20/120 @7, 6 CD<9@B6 CB 4 
F45?9F>< 6 F9K9A<9 3 8A9=/ 
600 @7 1 D4; 6 EGF><) 

�DF9@9F9D:  
AUC: ³51 %,  

%m4I: ³21 %. 

�<7<8DB4DF9@<;<A<A:  
AUC: ³46 %,  

Cmax: ³38 %.  

�R@9H4AFD<A:  
AUC: ³21 %,  

%m4I: ´.  
ЭH46<D9A;:  
AUC: ↓17 %,  

%maI: ´  
(<A8G>J<S CYP3A4). 

�B;@B:AB EA<:9A<9 
4AF<@4?SD<=AB7B QHH9>F4 
6E?98EF6<9 EA<:9A<S 
>BAJ9AFD4J<< 4DF9@9F9D4, 
8<7<8DB4DF9@<;<A<A4 <?< 
?R@9H4AFD<A4 CD< 
EB6@9EFAB@ CD<@9A9A<< E 
QH46<D9A;B@. %?98G9F 
EB5?R84FP BEFBDB:ABEFP 
CD< EB6@9EFAB@ 
CD<@9A9A<< QH46<D9A;4 E 
4DF9@9F9DB@/ 
?R@9H4AFD<AB@. 

�=B0F84=O5 ;5:0@AB25==O5 A@54AB20 

�AF4J<8O, EB89D:4M<9 
4?R@<A<S 7<8DB>E<8 - 
@47A<S 7<8DB>E<8 - 
E<@9F<>BA/ QH46<D9A; 
(30 @? B8AB>D4FA4S 8B;4/ 400 
@7 B8AB>D4FA4S 8B;4) 
(4@BF<8<A/QH46<D9A; 
(40 @7 B8AB>D4FA4S 8B;4/400 
@7- B8AB>D4FA4S 8B;4) 

�4> 4AF4J<8O, EB89D:4M<9 
4?R@<A<S 7<8DB>E<8 <?< @47A<S 
7<8DB>E<8, F4> < H4@BF<8<A A9 
B>4;O64RF A95?47BCD<SFAB7B 
6?<SA<S A4 6E4EO64A<9 
QH46<D9A;4. 

 4?B69DBSFAB, KFB CD< 
CD<@9A9A<< QH46<D9A;4 E 
?9>4DEF69AAO@< 
ED98EF64@<, >BFBDO9 
6?<SRF A4 pH 

:9?G8BKAB7B 
EB89D:<@B7B, <;@9A<FES 
6E4EO649@BEFP 
QH46<D9A;4. 

�=:A8>;8B=:8 

�BD4;9C4@/QH46<D9A; 
(2 @7 B8AB>D4FA4S 8B;4/ 600 
@7 1 D4; 6 EGF><) 

�BD4;9C4@:  
AUC: ↑7 % (BF ↑1 8B ↑4),  
Cmax: ↑16 % (BF ↑2 8B ↑32).  

�BDD9>J<< 8B;O A< B8AB7B 
<; 84AAOI ?9>4DEF69AAOI 
ED98EF6 A9 FD95G9FES 
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ЭF< <;@9A9A<S A9 D4EJ9A<64RFES 
>4> >?<A<K9E>< ;A4K<@O9. 

�=B8:>03C;O=BO 

�4DH4D<A/ QH46<D9A;  
�J9AB>G@4DB?/ QH46<D9A; 

�;4<@B89=EF6<9 A9 <;GK4?BEP. 
�B;@B:AB, >4> G69?<K9A<9, F4> < 
G@9APL9A<9 >BAJ9AFD4J<< 
64DH4D<A4/ 4J9AB>G@4DB?4 6 
C?4;@9 >DB6< CB8 6?<SA<9@ 
QH46<D9A;4. 

 B:9F CBFD95B64FPES 
>BDD9>J<S 8B;O 
64DH4D<A4/ 
4J9AB>G@4DB?4. 

#@>B82>AC4>@>6=O5 ;5:0@AB25==O5 A@54AB20 

�4D54@4;9C<A/ QH46<D9A; 
(400 @7 1 D4; 6 EGF></ 600 @7 
1 D4; 6 EGF><) 

�4D54@4;9C<A:  
AUC: ³27 % (BF ³20 8B ³33),  
%m4I: ³20 % (BF ³15 8B ³24),  
Cmin: ³35 % (BF ³24 8B ³44). 
ЭH46<D9A;:  
AUC: ³36 % (BF ³32 8B ³40),  
%m4I: ³21 % (BF ³15 8B ³26),  
%min: ³47 % (BF ³41 8B ³53) 

(EA<:9A<9 >BAJ9AFD4J<= 
>4D54@4;9C<A4 6E?98EF6<9 
<A8G>J<< CYP3A4; EA<:9A<9 
>BAJ9AFD4J<= QH46<D9A;4 
6E?98EF6<9 <A8G>J<< CYP3A4 < 
CYP2B6). $46AB69EAO9 ;A4K9A<S 
AUC, %m4I < Cmin 4>F<6AB7B 
@9F45B?<F4 >4D54@4;9C<A4 
QCB>E<84 A9 <;@9ASRFES. 
�;4<@B89=EF6<9 CD< 
B8AB6D9@9AAB@ CD<@9A9A<< 
5B?99 6OEB><I 8B; QH46<D9A;4 <?< 
>4D54@4;9C<A4 A9 <;GK4?BEP. 

"FEGFEF6GRF 84AAO9, A4 
BEAB64A<< >BFBDOI @B:AB 
D4;D45BF4FP D9>B@9A84J<< 
CB D9:<@G 8B;<DB64A<S. 
%?98G9F D4EE@BFD9FP 
6B;@B:ABEFP CD<@9A9A<S 
8DG7B7B 
CDBF<6BEG8BDB:AB7B 
ED98EF64. $9>B@9A8G9FES 
CDB6B8<FP C9D<B8<K9E><= 
@BA<FBD<A7 >BAJ9AFD4J<< 

>4D54@4;9C<A4 6 C?4;@9 
>DB6<. 

(9A<FB<A, H9AB54D5<F4? < 
8DG7<9 CDBF<6BEG8BDB:AO9 
?9>4DEF69AAO9 ED98EF64, 
S6?SRM<9ES EG5EFD4F4@< 
<;BH9D@9AFB6 CYP450 

�;4<@B89=EF6<9 A9 <;GK4?BEP. 
�B;@B:AB, >4> G@9APL9A<9, F4> < 
G69?<K9A<9 >BAJ9AFD4J<= 
H9A<FB<A4, H9AB54D5<F4?4 < 
8DG7<I CDBF<6BEG8BDB:AOI 
?9>4DEF69AAOI ED98EF6, 
S6?SRM<IES EG5EFD4F4@< 
<;BH9D@9AFB6 CYP450, 9E?< QF< 

�E?< QH46<D9A; 
CD<@9AS9FES 
B8AB6D9@9AAB E 
CDBF<6BEG8BDB:AO@< 
CD9C4D4F4@<, 
S6?SRM<@<ES 
EG5EFD4F4@< 
<;BH9D@9AFB6 CYP450, 
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CD9C4D4FO CD<@9ASRFES 
B8AB6D9@9AAB E QH46<D9A;B@. 

A9B5IB8<@B BEGM9EF6?SFP 
C9D<B8<K9E><= 
@BA<FBD<A7 >BAJ9AFD4J<= 
CDBF<6BEG8BDB:AOI 
CD9C4D4FB6 6 >DB6<. 

�4?PCDB964S ><E?BF4/ 
QH46<D9A; (250 @7 2 D4;4 6 
EGF></ 600 @7 1 D4; 6 EGF><) 

�?<A<K9E>< ;A4K<@B7B 6?<SA<S 
A4 H4D@4>B><A9F<>G QH46<D9A;4 
A9 6OS6?9AB. "7D4A<K9AAO9 
84AAO9 CB>4;O64RF, KFB 
>?<A<K9E>< ;A4K<@B9 6?<SA<9 C4 
H4D@4>B><A9F<>G 64?PCDB96B= 
><E?BFO BFEGFEF6G9F. 

�BDD9>J<< 8B;O 
QH46<D9A;4 A9 FD95G9FES. 
#4J<9AFO 8B?:AO 
A4IB8<FPES CB8 
A45?R89A<9@ 8?S 
>BAFDB?S EG8BDB:AOI 
CD<C48>B6. 

�<7454FD<A/ QH46<D9A;  
�454C9AF<A/ QH46<D9A; 

�;4<@B89=EF6<9 A9 <;GK4?BEP. 
�?<A<K9E>< ;A4K<@O9 
6;4<@B89=EF6<S @4?B69DBSFAO, 
CBE>B?P>G 6<7454FD<A < 
7454C9AF<A 6O6B8SFES 
<E>?RK<F9?PAB CBK>4@< 6 
A9<;@9A9AAB@ 6<89 < 6DS8 ?< 
5G8GF >BA>GD<DB64FP E 
@9F45B?<;<DGRM<@< H9D@9AF4@< 
< CGFS@< 6O6989A<S QH46<D9A;4. 

�BDD9>J<< 8B;O A< B8AB7B 
<; 84AAOI ?9>4DEF69AAOI 
ED98EF6 A9 FD95G9FES. 

�=B845?@5AA0=BO 

С9?9>F86AO9 8A7858FBDO B5D4FAB7B 74E64F4 E9DBFBA8A4 

%9DFD4?<A/QH46<D9A; 
(50 @7 1 D4; 6 EGF></ 600 @7 1 
D4; 6 EGF><) 

%9DFD4?<A:  
AUC: ³39 % (BF ³27 8B ³50), 
 %max: ³29 % (BF ³15 8B ³40),  
%min: ³46 % (BF ³31 8B ³58).  
ЭH46<D9A;:  
AUC ´,  
Cmax: ↑11 % (BF ↑6 8B ↑16),  
Cmin: ´. 
(<A8G>J<S CYP3A4). 

'69?<K9A<9 8B;O 
E9DFD4?<A4 8B?:AB 
CDB6B8<FPES E GK9FB@ 
>?<A<K9E>B7B BF69F4. 
�BDD9>J<< 8B;O 
QH46<D9A;4 A9 FD95G9FES. 

#4DB>E9F<A/ QH46<D9A; 
(20 @7 1 D4; 6 EGF></ 600 @7 1 
D4; 6 EGF><) 

�?<A<K9E>< ;A4K<@B7B 
H4D@4>B><A9F<K9E>B7B 
6;4<@B89=EF6<S A9 6OS6?9AB. 

�BDD9>J<< 8B;O A< B8AB7B 
<; 84AAOI ?9>4DEF69AAOI 
ED98EF6 A9 FD95G9FES. 
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(?GB>E9F<A/QH46<D9A; �;4<@B89=EF6<9 A9 <;GK4?BEP. 
#BE>B?P>G 8?S H?GB>E9F<A4 
I4D4>F9D9A FBF :9 
@9F45B?<K9E><= CDBH<?P, KFB < 
8?S C4DB>E9F<A4, F.9. BA S6?S9FES 
@BMAO@ <A7<5<FBDB@ CYP2D6, 

@B:AB B:<84FP, KFB H?GB>E9F<A 
F4>:9 A9 5G89F 6;4<@B89=EF6B64FP 
E QH46<D9A;B@. 

�BDD9>J<< 8B;O A< B8AB7B 
<; 84AAOI ?9>4DEF69AAOI 
ED98EF6 A9 FD95G9FES. 

С9?9>F86AO9 8A7858FBDO B5D4FAB7B 74E64F4 >4F9EB?4@8AB6 (ABD48D9A4?8A4, 8BC4@8A4) 

�GCDBC<BA/QH46<D9A; 
 (150 @7 B8AB>D4FA4S 8B;4 
(CDB?BA7<DB64AAB7B 
89=EF6<S) / 600 @7 1 D4; 6 
EGF><) 

�GCDBC<BA:  
AUC: ³55 % (BF ³48 8B ³62),  
Cmax: ³34 % (BF ³21 8B ³47). 
�<8DB>E<5GCDBC<B<:  
AUC: ´,  
Cmax: ↑50 % (BF ↑20 8B ↑80)  
(<A8G>J<S CYP2B6). 

'69?<K9A<9 8B;O 
5GCDBC<BA4 8B?:AB 
CDB6B8<FPES E GK9FB@ 
>?<A<K9E>B7B BF69F4, 
B8A4>B 8B;4 A9 8B?:A4 
CD96OL4FP @4>E<@4?PAB 
D9>B@9A8G9@GR 8B;G. 
�BDD9>J<< 8B;O 
QH46<D9A;4 A9 FD95G9FES. 

�;>:0@B>@O !1-38AB0<8=>2OE @5F5?B>@>2 

*9F<D<;<A/ QH46<D9A; 
(10 @7 B8AB>D4FA4S 8B;4/ 600 
@7 1 D4; 6 EGF><) 

*9F<D<;<A:  
AUC: ´,  
%max: ³24 % (BF ³18 8B ³30).  
�4AAO9 <;@9A9A<S A9 
D4EJ9A<64RFES >4> >?<A<K9E>< 
;A4K<@O9. 
ЭH46<D9A;:  
>?<A<K9E>< ;A4K<@B7B 
6;4<@B89=EF6<S A9 6OS6?9AB. 

�BDD9>J<< 8B;O A< B8AB7B 
<; 84AAOI ?9>4DEF69AAOI 
ED98EF6 A9 FD95G9FES. 

%5@45G=>-A>AC48ABO5 ?@5?0@0BO 

�?B>4FBDO «@98?9AAOE» >4?PF896OE >4A4?B6 

�<?F<4;9@/ QH46<D9A; 
(240 @7 1 D4; 6 EGF></ 600 @7 
1 D4; 6 EGF><) 

�<?F<4;9@:  
AUC: ³69 % (BF ³55 8B ³79),  
%m4I: ³60 % (BF ³50 8B ³68),  
Cmin: ³63 % (BF ³44 8B ³75). 
�94J9F<?8<?F<4;9@:  
AUC: ³75 % (BF ³59 8B ³84),  

�BCDBE B A9B5IB8<@BEF< 
>BDD9>J<< 8B;O 
8<?F<4;9@4 D9L49FES E 
GK9FB@ >?<A<K9E>B7B 
BF69F4 (E@. <AEFDG>J<R CB 
@98<J<AE>B@G 
CD<@9A9A<R 8<?F<4;9@4). 
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%m4I: ³64 % (BF ³57 8B ³69),  
Cmin: ³62 % (BF ³448B ³75).  
N-@BAB89@9F<?8<?F<4;9@:  
AUC: ³37 % (BF ³17 8B ³52),  
Cmax: ³28 % (BF ³7 8B ³44),  
Cmin: ³37 % (BF ³17 8B ³52).  
ЭH46<D9A;:  
AUC: ↑ 1 1 %  (BF ↑ 5 8B ↑ 18),  

Cmax: ↑ 16 % (BF ↑ 6 8B ↑ 26),  

Cmin: ↑ 13 % (BF ↑ 1 8B ↑ 26)  

(<A8G>J<S CYP3A4).  

'69?<K9A<9 
H4D@4>B><A9F<K9E><I C4D4@9FDB6 
QH46<D9A;4 A9 5O?B D4EJ9A9AB >4> 
>?<A<K9E>< ;A4K<@B9. 

�BDD9>J<< 8B;O 
QH46<D9A;4 A9 FD95G9FES. 

�9D4C4@<?, A<H98<C<A, 
A<>4D8<C<A < H9?B8<C<A. 

�;4<@B89=EF6<9 A9 <;GK4?BEP. 
�E?< QH46<D9A; CD<@9AS9FES 
B8AB6D9@9AAB E >4><@-?<5B 
CD9C4D4FB@ <; 7DGCCO 5?B>4FBDB6 
«@98?9AAOI» >4?PJ<96OI 
>4A4?B6, >BFBDO9 S6?SRFES 
EG5EFD4F4@< <;BH9D@9AF4 
CYP3A4, 6B;@B:AB EA<:9A<9 
>BAJ9AFD4J<< 5?B>4FBD4 
«@98?9AAOI» >4?PJ<96OI >4A4?B6 
6 C?4;@9 >DB6<. 

�BCDBE B A9B5IB8<@BEF< 
>BDD9>J<< 8B; 5?B>4FBDB6 
«@98?9AAOI» >4?PJ<96OI 
>4A4?B6 D9L49FES E GK9FB@ 
>?<A<K9E>B7B BF69F4 (E@. 
<AEFDG>J<< CB 
@98<J<AE>B@G 
CD<@9A9A<R 5?B>4FBDB6 
«@98?9AAOI» >4?PJ<96OI 
>4A4?B6). 

�8?>;8?845<8G5A:85 ;5:0@AB25==O5 A@54AB20 

ИA7858FBDO ГМГ-КB�-D98G>F47O 

�FBD64EF4F<A/QH46<D9A; 
(10 @7 1 D4; 6 EGF></ 600 @7 1 
D4; 6 EGF><) 

�FBD64EF4F<A:  
AUC: ³43 % (BF ³34 8B³50),  
Cmax: ³12 % (BF³1 8B ³26).  
2-7<8DB>E<4FBD64EF4F<A:  
AUC: ³35 % (BF ³13 8B ³40),  
Cmax: ³13 % (BF ³0 8B ³23). 
4-7<8DB>E<4FBD64EF4F<A:  
AUC: ³4 % (BF ³0 8B ³31),  
Cmax: ³47 % (BF ³9 8B ³51).  

%?98G9F BEGM9EF6?SFP 
C9D<B8<K9E><= 
@BA<FBD<A7 >BAJ9AFD4J<< 
IB?9EF9D<A4 6 >DB6<. 
 B:9F CBFD95B64FPES 
>BDD9>J<S 8B;O 
4FBD64EF4F<A4 (E@. 
<AEFDG>J<R CB 
@98<J<AE>B@G 
CD<@9A9A<R 
4FBD64EF4F<A4). 
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"5M4S 4>F<6ABEFP <A7<5<FBDB6 
� �-�B�-D98G>F4;O:  
AUC: ³34 % (BF ³21 8B ³41),  
%m4I: ³20 % (BF ³2 8B ³26). 

�BDD9>J<< 8B;O 
QH46<D9A;4 A9 FD95G9FES. 

#D464EF4F<A/ QH46<D9A; 
(40 @7 1 D4; 6 EGF></ 600 @7 1 
D4; 6 EGF><)  

#D464EF4F<A:  
AUC: ³40 % (BF ³26 8B ³57),  
Cmax: ³18 % (BF ³59 8B ↑12). 

%?98G9F BEGM9EF6?SFP 
C9D<B8<K9E><= 
@BA<FBD<A7 >BAJ9AFD4J<< 
IB?9EF9D<A4 6 >DB6<. 
 B:9F CBFD95B64FPES 
>BDD9>J<S 8B;O 
CD464EF4F<A4 (E@. 
<AEFDG>J<R CB 
@98<J<AE>B@G 
CD<@9A9A<R 
CD464EF4F<A4).  
�BDD9>J<< 8B;O 
QH46<D9A;4 A9 FD95G9FES. 

%<@64EF4F<A/ QH46<D9A; 
(40 @7 1 D4; 6 EGF></ 600 @7 1 
D4; 6 EGF><) 

%<@64EF4F<A:  
AUC: ³69 % (BF ³62 8B ³73),  
%m4I: ³76 % (BF ³63 8B ³79). 
%<@64EF4F<A ><E?BF4:  
AUC: ³58 % (BF ³39 8B ³68),  
%m4I: ³51 % (BF ³32 8B ³58).  
"5M4S 4>F<6ABEFP <A7<5<FBDB6 
� �-�B�-D98G>F4;O:  
AUC: ³60 % (BF ³52 8B ³68),  
%m4I: ³62 % (BF ³55 8B ³78)  
(<A8G>J<S CYP3A4).  

#D< B8AB6D9@9AAB@ CD<@9A9A<< 
QH46<D9A;4 E 4FBD64EF4F<AB@, 
CD464EF4F<AB@ <?< 
E<@64EF4F<<B@ ;A4K9A<S AUC < 
%m4I QH46<D9A;4 A9 <;@9ASRFES. 

%?98G9F BEGM9EF6?SFP 
C9D<B8<K9E><= 
@BA<FBD<A7 >BAJ9AFD4J<< 
IB?9EF9D<A4 6 >DB6<. 
 B:9F CBFD95B64FPES 
>BDD9>J<S 8B;O 
E<@64EF4F<A4 (E@. 
<AEFDG>J<R CB 
@98<J<AE>B@G 
CD<@9A9A<R 
E<@64EF4F<A4). �BDD9>J<< 
8B;O QH46<D9A;4 A9 
FD95G9FES. 

$B;G64EF4F<A/ QH46<D9A; �;4<@B89=EF6<9 A9 <;GK4?BEP. 
$B;G64EF4F<A 6O6B8<FES 6 
BEAB6AB@ 6 A9<;@9A9AAB@ 6<89 
K9D9; :9?G8BKAB-><L9KAO= FD4>F 
E :9?KPR, CBQFB@G 

�BDD9>J<< 8B;O A< B8AB7B 
<; 84AAOI ?9>4DEF69AAOI 
ED98EF6 A9 FD95G9FES. 
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6;4<@B89=EF6<9 E QH46<D9A;B@ A9 
B:<849FES. 

�>@<>=0;P=O5 :>=B@0F5?B82O 

�?S C9DBD4?PAB7B 
CD<@9A9A<S: 
ЭF<A<?QEFD48<B?/ 
ABD79EF<@4F/ QH46<D9A; 
(0,035 @7 + 0,25 @7 1 D4; 6 
EGF></ 600 @7 1 D4; 6 EGF><) 

ЭF<A<?QEFD48<B?:  
AUC: ´,  
%max: ´,  
Cmin: ³8 % (BF ↑14 8B ³25). 
!BDQ?79EFDB@<A (4>F<6AO= 
@9F45B?<F):  
AUC: ³64 % (BF ³62 8B ³67),  
%max: ³46 % (BF ³39 8B ³52),  
Cmin: ³82 % (BF ³79 8B ³85). 
�96BABD79EFD9? (4>F<6AO= 
@9F45B?<F):  
AUC: ³83 % (BF ³79 8B ³87),  
%max: ³80 % (BF ³77 8B ³83),  
Cmin: ³86 % (BF ³80 8B ³90)  
(<A8G>J<S @9F45B?<;@4). 
ЭH46<D9A;: >?<A<K9E>< 
;A4K<@B7B 6;4<@B89=EF6<S A9 
6OS6?9AB.  
�?<A<K9E>4S ;A4K<@BEFP QF<I 
QHH9>FB6 A9<;69EFA4. 

� 8BCB?A9A<9 > 
7BD@BA4?PAO@ 
>BAFD4J9CF<64@ 8B?:9A 
<ECB?P;B64FPES A489:AO= 
@9FB8 54DP9DAB= 
>BAFD4J9CJ<< (E@. D4;89? 
4.6.). 

#DB?BA7<DB64AAB7B 89=EF6<S 
8?S 6AGFD<@OL9KAB7B 
66989A<S:  
�9CB-@98DB>E<CDB79EF9DBA4 
4J9F4F (� #�)/ QH46<D9A; 
(150 @7 � #� 6/@ 
B8AB>D4FAB) 

� F9K9A<9 3 @9ESJ96 <EE?98B64A<S 
A9 5O?B 6OS6?9AB ;A4K<@OI 
D4;?<K<= 6 BFABL9A<< 
H4D@4>B><A9F<K9E><I C4D4@9FDB6 
@98DB>E<CDB79EF9DBA4 @9:8G 
8B5DB6B?PJ4@<, CB?GK46L<@< 
�$�&, E QH46<D9A;B@, < 
8B5DB6B?PJ4@<, >BFBDO9 A9 
CB?GK4?< �$�&. �B 6FBDB@ 
<EE?98B64A<< 5O?< CB?GK9AO 
EIB8AO9 D9;G?PF4FO, IBFS 
>BAJ9AFD4J<< 
@98DB>E<CDB79EF9DBA4 6 C?4;@9 
>DB6< D4;?<K4?<EP 6 5B?PL9= 
EF9C9A<. � B5B<I <EE?98B64A<SI 
>BAJ9AFD4J<< CDB79EF9DBA4 6 

� 8BCB?A9A<9 > 
7BD@BA4?PAO@ 
>BAFD4J9CF<64@ 8B?:9A 
<ECB?P;B64FPES A489:AO= 
@9FB8 54DP9DAB= 
>BAFD4J9CJ<< (E@. D4;89? 
4.6.). 
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C?4;@9 >DB6< G 8B5DB6B?PJ96, 
CD<A<@46L<I QH46<D9A; + 89CB-
@98DB>E<CDB79EF9DBA4 4J9F4F, 
BEF464?<EP A<;><@<, KFB 
EBBF69FEF6B64?B CB846?9A<R 
B6G?SJ<<. 

�@C?4AF4F: 
ЭFBAB79EFD9?/QH46<D9A; 

�;4<@B89=EF6<9 A9 <;GK4?BEP. 
 B:AB B:<84FP EA<:9A<S 
Q>ECB;<J<< QFBAB79EFD9?4 
(<A8G>J<S CYP3A4). � 
CBEFD97<EFD4J<BAAO= C9D<B8 
A45?R89A<S 5O?< CB?GK9AO 
BF89?PAO9 EBB5M9A<S B5 
BFEGFEF6<< >BAFD4J9CF<6AB7B 
QHH9>F4 CD< CD<@9A9A<< 
QFBAB79EFD9?4 G C4J<9AFB>, 
CD<A<@46L<I QH46<D9A;. 

� 8BCB?A9A<9 > 
7BD@BA4?PAO@ 
>BAFD4J9CF<64@ 8B?:9A 
<ECB?P;B64FPES A489:AO= 
@9FB8 54DP9DAB= 
>BAFD4J9CJ<< (E@. D4;89? 
4.6.). 

�<<C=>45?@5AA0=BO 

�@@GAB89CD9EE4AFO, 
>BFBDO9 @9F45B?<;<DGRFES 
<;BH9D@9AFB@ CYP3A4 

(A4CD<@9D, J<>?BECBD<A, 
F4>DB?<@GE, E<DB?<@GE)/ 
QH46<D9A; 

�;4<@B89=EF6<9 A9 <;GK4?BEP. 
 B:AB B:<84FP EA<:9A<S 
Q>ECB;<J<< <@@GAB89CD9EE4AF4 
(<A8G>J<S CYP3A4).  

 4?B69DBSFAB, KFB G>4;4AAO9 
<@@GAB89CD9EE4AFO 5G8GF 
B>4;O64FP 6?<SA<9 A4 Q>ECB;<J<R 
QH46<D9A;4. 

 B:9F CBFD95B64FPES 
>BDD9>J<S 8B;O 
<@@GAB89CD9EE4AF4. 
$9>B@9A8G9FES 
BEGM9EF6?SFP FM4F9?PAO= 
@BA<FBD<A7 >BAJ9AFD4J<= 
<@@GAB89CD9EE4AF4 6 
>DB6< 6 F9K9A<9 A9 @9A99 2 
A989?P (8B GEF4AB6?9A<S 
EF45<?PAOI 
>BAJ9AFD4J<=) E @B@9AF4 
A4K4?4 F9D4C<< 
QH46<D9A;B@ <?< E 
@B@9AF4 99 BF@9AO. 

"?8>84O 

 9F48BA/QH46<D9A;  
(EF45<?PA4S 
CB889D:<64RM4S 8B;4, 35 -

100 @7 1 D4; 6 EGF></ 600 @7 1 
D4; 6 EGF><) 

 9F48BA:  
AUC: ³52 % (BF ³33 8B ³66),  
%m4I: ³45 % (BF ³25 8B ³59) 
(<A8G>J<S CYP3A4).  

� <EE?98B64A<< E GK4EF<9@ ��+-

<AH<J<DB64AAOI C4J<9AFB6, 
>BFBDO9 66B8<?< E959 

#4J<9AFO 8B?:AO 
A4IB8<FPES CB8 
A45?R89A<9@ 8?S 
E6B96D9@9AAB7B 
6OS6?9A<S E<@CFB@B6 
BF@9AO. #D< 
A9B5IB8<@BEF< 8B;G 
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A4D>BF<K9E><9 ED98EF64 
6AGFD<69AAB, GEF4AB6?9AB, KFB 
B8AB6D9@9AAB9 CD<@9A9A<9 
QH46<D9A;4 < @9F48BA4 CD<6B8<?B 
> EA<:9A<R >BAJ9AFD4J<< 
@9F48BA4 6 C?4;@9 >DB6< < > 
CBS6?9A<R E<@CFB@B6 BF@9AO 
BC<4FB6. +FB5O G@9APL<FP 
6OD4:9AABEFP E<@CFB@B6 
BF@9AO, 8B;G @9F48BA4 
G69?<K<64?< 6 ED98A9@ A4 22 %. 

@9F48BA4 E?98G9F 
G69?<K<FP, KFB5O 
G@9APL<FP 6OD4:9AABEFP 
E<@CFB@B6 BF@9AO. 

�GCD9ABDH<A/A4?B>EBA/ 
QH46<D9A; 

�GCD9ABDH<A:  
AUC: ³50 %.  

!BD5GCD9ABDH<A:  
AUC: ³71 %.  

ЭH46<D9A;:  
>?<A<K9E>< ;A4K<@B7B 
H4D@4>B><A9F<K9E>B7B 
6;4<@B89=EF6<S A9 6OS6?9AB. 

!9E@BFDS A4 EA<:9A<9 
Q>ECB;<J<< 
5GCD9ABDH<A4, E?GK496 
CDBS6?9A<S E<@CFB@B6 
BF@9AO G C4J<9AFB6 A9 
A45?R84?BEP. !9 
FD95G9FES >BDD9>J<S 8B;O 
A< B8AB7B <; 
?9>4DEF69AAOI ED98EF6 
CD< B8AB6D9@9AAB@ 
A4;A4K9A<< 5GCD9ABDH<A4 
< QH6<D9A;4. 

a 90 % 8B69D<F9?PAO9 <AF9D64?O, 9E?< A9 G>4;4AB 8DG7B9.  
b 95 % 8B69D<F9?PAO9 <AF9D64?O. 
'�( 3 GD<8<A8<HBEH4F. 
� �-�B�-D98G>F4;4 3 3-7<8DB>E<-3-@9F<?7?GF4D<?->BQA;<@ � D98G>F4;4. 
�9F< 

�EE?98B64A<S 6;4<@B89=EF6<S CDB6B8<?<EP FB?P>B G 6;DBE?OI. 
4.6. (5@B8;P=>ABP, 15@5<5==>ABP 8 ;0:B0F8O 
�9D9@9AABEFP 
#D< ?9K9A<< QH46<D9A;B@ E?98G9F <;5974FP A4EFGC?9A<S 59D9@9AABEF<. !9B5IB8<@B 
<ECB?P;B64FP A489:AO9 @9FB8O 54DP9DAB= >BAFD4J9CJ<< 6 EBK9F4A<< E 8DG7<@< @9FB84@< (6 FB@ 
K<E?9 C9DBD4?PAO9 <?< 8DG7<9 7BD@BA4?PAO9 >BAFD4J9CF<6O). #BE>B?P>G QH46<D9A; <@99F 
8?<F9?PAO= C9D<B8 CB?G6O6989A<S, A9B5IB8<@B <ECB?P;B64FP A489:AO9 @9FB8O >BAFD4J9CJ<< 
A4 CDBFS:9A<< 12 A989?P CBE?9 CD9>D4M9A<S ?9K9A<S QH46<D9A;B@. #9D98 A4K4?B@ ?9K9A<S 
QH46<D9A;B@ :9AM<AO, ECBEB5AO9 > 89FBDB:89A<R, 8B?:AO CDB=F< F9EF A4 59D9@9AABEFP. 
ЭH46<D9A; A9 E?98G9F CD<@9ASFP 6B 6D9@S 59D9@9AABEF<, ;4 <E>?RK9A<9@ E?GK496, >B784 
CBF9AJ<4?PA4S CB?P;4 8?S @4F9D< CD96OL49F 6B;@B:AO= D<E> 8?S C?B84 < A9F 8DG7<I 
4?PF9DA4F<6AOI @9FB8B6 ?9K9A<S. �E?< :9AM<A4 CD<A<@49F QH46<D9A; 6B 6D9@S C9D6B7B 
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FD<@9EFD4 59D9@9AABEF< <?< 59D9@9AABEFP A4EFGC49F 6B 6D9@S CD<@9A9A<S QH46<D9A;4, BA4 
8B?:A4 5OFP CD98GCD9:89A4 B CBF9AJ<4?PAB@ 6D989 8?S C?B84. 
!9 CDB6B8<?BEP 489>64FAOI < >BAFDB?<DG9@OI >?<A<K9E><I <EE?98B64A<= E GK4EF<9@ 
59D9@9AAOI. � CBEFD97<EFD4J<BAAB@ C9D<B89 5O?< CB?GK9AO EBB5M9A<S B CD<@9A9A<< 
QH46<D9A;4 6 EBEF469 >B@5<A<DB64AAB= �$�& 6 C9D6B@ FD<@9EFD9 59D9@9AABEF<. !9 EBB5M4?BEP 
B A4?<K<< EC9J<H<K9E><I BEB59AABEF9= (G69?<K9A<S K4EFBFO) CBDB>B6 D4;6<F<S G 
AB6BDB:89AAOI. &B?P>B A9E>B?P>B EBB5M9A<= EB89D:4?< <AHBD@4J<R B E?GK4SI D4;6<F<S 
89H9>FB6 A9D6AB= FDG5><, 6>?RK4S @9A<A7B@<9?BJ9?9. �B?PL<AEF6B 84AAOI EBB5M9A<= 5O?< 
D9FDBEC9>F<6AO@<, < CD<K<AAB-E?98EF69AA4S E6S;P A9 5O?4 <;GK9A4. 
�4>F4J<S 
�O?B CB>4;4AB, KFB QH46<D9A; 6O89?S9FES E 7DG8AO@ @B?B>B@ >BD@SM<I :9AM<A. !9 <@99FES 
8BEF4FBKAB= <AHBD@4J<< B 89=EF6<< QH46<D9A;4 A4 AB6BDB:89AAOI < @?489AJ96. �9AM<A4@, 
CD<A<@4RM<@ QH46<D9A; 6 C9D<B8 ?4>F4J<<, >BD@?9A<9 7DG8PR A9 D9>B@9A8G9FES. �B <;59:4A<9 
C9D984K< ��+ A< CD< >4><I B5EFBSF9?PEF64I ��+-<AH<J<DB64AAO@ @4F9DS@ A9 D9>B@9A8G9FES 
>BD@<FP 7DG8PR. 
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 

�EE?98B64A<= 8?S BJ9A>< 6?<SA<S A4 ECBEB5ABEFP GCD46?SFP FD4AECBDFAO@< ED98EF64@< < 
D45BF4FP E @9I4A<;@4@< A9 CDB6B8<?BEP. ЭH46<D9A; @B:9F 6O;O64FP 7B?B6B>DG:9A<9, 
A4DGL9A<9 6A<@4A<S, 59EEBAA<JG < 8DG7<9 A9:9?4F9?PAO9 ?9>4DEF69AAO9 D94>J<< EB EFBDBAO 
*!%. #4J<9AFB6 E?98G9F CD98GCD98<FP, KFB, 9E?< G A<I CBS6SFES ?R5O9 <; QF<I E<@CFB@B6, <@ 
E?98G9F <;5974FP GCD46?9A<S FD4AECBDFAO@< ED98EF64@< < D45BFO E @9I4A<;@4@<. 

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

$9;R@9 CDBH<?S 59;BC4EABEF< 

� J9?B@ QH46<D9A; IBDBLB C9D9ABE<?ES 6 >?<A<K9E><I <EE?98B64A<SI. � CB87DGCC9 C4J<9AFB6, 
CD<A<@46L<I QH46<D9A; 6 8B;9 600 @7 1 D4; 6 EGF>< 6 >B@5<A4J<< E <A7<5<FBD4@< CDBF94;O ��+ 
</<?< !�"&, A4<5B?99 K4EFO@< (CB @9APL9= @9D9 G 5 % C4J<9AFB6) A9:9?4F9?PAO@< D94>J<S@< 
>4> @<A<@G@ ED98A9= FS:9EF< 5O?< >B:A4S EOCP (11,6 %), 7B?B6B>DG:9A<9 (8,5 %), FBLABF4                   
(8,0 %), 7B?B6A4S 5B?P (5,7 %) < CB6OL9AA4S GFB@?S9@BEFP (5,5 %). 

!4<5B?99 ;4@9FAO@< A9:9?4F9?PAO@< S6?9A<S@<, E6S;4AAO@< E CD<9@B@ QH46<D9A;4, S6?S?<EP 
>B:A4S EOCP < E<@CFB@O EB EFBDBAO A9D6AB= E<EF9@O. %<@CFB@O EB EFBDBAO A9D6AB= E<EF9@O 
B5OKAB CBS6?S?<EP 6E>BD9 CBE?9 A4K4?4 F9D4C<< <, >4> CD46<?B, <EK9;4?< CBE?9 C9D6OI 2-4 

A989?P F9D4C<<. &4>:9 G C4J<9AFB6, CD<A<@46L<I QH46<D9A;, A45?R84?<EP FS:9?O9 D94>J<< EB 
EFBDBAO >B:<, F4><9 >4> E<A8DB@ %F<69AE4-�:BAEBA4 < @AB7BHBD@A4S Q>EEG84F<6A4S QD<F9@4; 
A4DGL9A<S CE<I<><, 6>?RK4S FS:9?GR 89CD9EE<R, E@9DFP 6E?98EF6<9 EG<J<84 < 
CE<IB;BCB8B5AB9 CB6989A<9, 4 F4>:9 EG8BDB:AO9 CD<C48><. #D< CD<@9A9A<< QH46<D9A;4 
B8AB6D9@9AAB E C<M9= @B:9F G69?<K<64FPES E<EF9@A4S Q>ECB;<J<S QH46<D9A;4, KFB @B:9F 
CD<6B8<FP > G69?<K9A<R K4EFBFO A9:9?4F9?PAOI D94>J<= (E@. D4;89? 4.3.). 
#DBH<?P 59;BC4EABEF< CD< 8?<F9?PAB= F9D4C<<, 6>?RK46L9= QH46<D9A;, BJ9A<64?< 6 IB89 
>BAFDB?<DG9@B7B <EE?98B64A<S, 6 >BFBDB@ C4J<9AFO CD<A<@4?< ?<5B QH46<D9A; + ;<8B6G8<A + 
?4@<6G8<A 6 F9K9A<9 180 A989?P, ?<5B QH46<D9A; + <A8<A46<D 6 F9K9A<9 102 A989?P, ?<5B 
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<A8<A46<D + ;<8B6G8<A + ?4@<6G8<A 6 F9K9A<9 76 A989?P. �?<F9?PAB9 CD<@9A9A<9 QH46<D9A;4 6 
IB89 84AAB7B <EE?98B64A<S A9 EBCDB6B:84?BEP CBS6?9A<9@ >4><I-?<5B AB6OI 84AAOI CB 
59;BC4EABEF<. 
$9;R@9 A9:9?4F9?PAOI D94>J<= 

!<:9 CD<6989AO ED98A9FS:9?O9 < FS:9?O9 A9:9?4F9?PAO9 D94>J<<, 6 BFABL9A<< >BFBDOI 5O?4 
GEF4AB6?9A4 6B;@B:A4S CD<K<AAB-E?98EF69AA4S E6S;P E CD<@9AS6L<@ES D9:<@B@ F9D4C<< (CB 
@A9A<R <EE?98B64F9?9=) < >BFBDO9 A45?R84?<EP 6 IB89 >?<A<K9E><I <EE?98B64A<= QH46<D9A;4, 
CD<@9AS6L97BES 6 D9>B@9A8B64AAB= 8B;9 6 EBEF469 >B@5<A<DB64AAB= �$�&. 
#D98EF46?9AAO9 A<:9 84AAO9 CB A9:9?4F9?PAO@ D94>J<S@ >?4EE<H<J<DB64AO CB E<EF9@AB-

BD74AAO@ >?4EE4@ (%"�) < K4EFBF9 6B;A<>AB69A<S. +4EFBF4 6B;A<>AB69A<S A9:9?4F9?PAOI 
D94>J<= BCD989?S?4EP 6 EBBF69FEF6<< E >?4EE<H<>4J<9= �E9@<DAB= "D74A<;4J<< 
�8D46BBID4A9A<S: BK9AP K4EFB (≥ 1/10), K4EFB (≥ 1/100, AB < 1/10), A9K4EFB (≥ 1/1000, AB < 1/100), 
D98>B (≥ 1/10000, AB < 1/1000), BK9AP D98>B (< 1/10000), K4EFBF4 A9<;69EFA4 (A4 BEAB64A<< 
<@9RM<IES 84AAOI BJ9A<FP K4EFBFG A96B;@B:AB). 
�4DGL9A<S EB EFBDBAO <@@GAAB= E<EF9@O 

�9K4EFB: 7<C9DKG6EF6<F9?PABEFP. 
�4DGL9A<S @9F45B?<;@4 < C<F4A<S  
Ч4EFB: 7<C9DFD<7?<J9D<89@<S1; A9K4EFB: 7<C9DIB?9EF9D<A9@<S1. 

�E<I<K9E><9 A4DGL9A<S 

Ч4EFB: C4FB?B7<K9E><9 EAB6<89A<S, 59ECB>B=EF6B, 89CD9EE<S, 59EEBAA<J41; A9K4EFB: E>?BAABEFP 
> 4HH9>FG, 47D9EE<6ABEFP, ECGF4AABEFP EB;A4A<S, A4EFDB9A<9 EB E>?BAABEFPR > Q=HBD<<, 
74??RJ<A4J<<, @4A<S, C4D4AB<84?PAB9 CB6989A<9, CE<IB;2, EG<J<84?PA4S CBCOF>4, 
EG<J<84?PAO9 A4@9D9A<S; D98>B: 5D983, A96DB;3, E@9DFP 6E?98EF6<9 EG<J<843,1. 

�4DGL9A<S EB EFBDBAO A9D6AB= E<EF9@O 

Ч4EFB: A4DGL9A<S @B;:9K>B6B= >BBD8<A4J<< < D46AB69E<S2, D4EEFDB=EF6B 6A<@4A<S (3,6 %), 

7B?B6B>DG:9A<9 (8,5 %), 7B?B6AO9 5B?< (5,7 %), EBA?<6BEFP (2,0 %)1; A9K4EFB: FD96B:AB9 
6B;5G:89A<9, 4@A9;<S, 4F4>E<S, A4DGL9A<9 >BBD8<A4J<< 86<:9A<=, EG8BDB7<, A4DGL9A<9 
@OL?9A<S, FD9@BD2. 

�4DGL9A<S EB EFBDBAO BD74A4 ;D9A<S 

�9K4EFB: A9K9F>BEFP ;D<F9?PAB7B 6BECD<SF<S. 
�4DGL9A<S EB EFBDBAO BD74A4 E?GI4 < ?45<D<AF4 

�9K4EFB: LG@ 6 GL4I2, 69DF<7B. 
�4DGL9A<9 EB EFBDBAO EBEG8B6 
�9K4EFB: «CD<?<6O» >DB6< > >B:9 ?<J42. 

�9?G8BKAB-><L9KAO9 A4DGL9A<S 

Ч4EFB: 5B?< 6 :<6BF9, 8<4D9S, FBLABF4, D6BF4; A9K4EFB: C4A>D94F<F. 
�4DGL9A<S EB EFBDBAO C9K9A< < :9?K96O6B8SM<I CGF9= 

Ч4EFB: CB6OL9A<9 4>F<6ABEF< 4EC4DF4F4@<ABFD4AEH9D4;O (ACT)1, 4?4A<A4@<ABFD4AEH9D4;O 
(AJIT)1 < 74@@47?GF4@<?FD4AEH9D4;O (��&)1; A9K4EFB: BEFDO= 79C4F<F; D98>B: C9K9ABKA4S 
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A98BEF4FBKABEFP3,1. 

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

�K9AP K4EFB: >B:A4S EOCP (11,6%)1; K4EFB: >B:AO= ;G8; A9K4EFB: @AB7BHBD@A4S Q>EEG84F<6A4S 
QD<F9@4, E<A8DB@ %F<69AE4-�:BAEBA41; D98>B: HBFB4??9D7<K9E><= 89D@4F<F2. 

�4DGL9A<S EB EFBDBAO D9CDB8G>F<6AB= E<EF9@O < @B?BKAOI :9?9; 
�9K4EFB: 7<A9>B@4EF<S. 
�5M<9 A4DGL9A<S < D94>J<< 6 @9EF9 66989A<S 

Ч4EFB: CB6OL9AA4S GFB@?S9@BEFP. 
1  �B?99 CB8DB5AB9 BC<E4A<9 E@. A<:9. 
2 �4AAO9 A9:9?4F9?PAO9 D94>J<< 5O?< ;4H<>E<DB64AO 6 CBEFD97<EFD4J<BAAO= C9D<B8 
A45?R89A<S; K4EFBFG QF<I D94>J<= BCD989?S?<, <ECB?P;GS 84AAO9, CB?GK9AAO9 6 IB89 16 
>?<A<K9E><I <EE?98B64A<= (GK4EF6B64?< 3969 C4J<9AFB6). 
3 ЭF< A9:9?4F9?PAO9 D94>J<< 5O?< ;4H<>E<DB64AO 6 CBEFD97<EFD4J<BAAO= C9D<B8 A45?R89A<S, 
B8A4>B G C4J<9AFB6, CD<A<@46L<I QH46<D9A; 6 IB89 16 >?<A<K9E><I <EE?98B64A<=, B A<I A9 
EBB5M4?BEP >4> B S6?9A<SI, E6S;4AAOI E CD<@9A9A<9@ CD9C4D4F4. � EBBF69FEF6<< E 
>?4EE<H<>4J<9= CB K4EFBF9 QF< CB5BKAO9 S6?9A<S 5O?< D4EJ9A9AO >4> A45?R846L<9ES «D98>B» 
(A4 BEAB64A<< BJ9A>< 69DIA9= 7D4A<JO 95% 8B69D<F9?PAB7B <AF9D64?4 8?S 0 S6?9A<= 6 D4EK9F9 
A4 >B?<K9EF6B C4J<9AFB6, CD<A<@46L<I QH46<D9A; 6 IB89 G>4;4AAOI >?<A<K9E><I <EE?98B64A<= 
(n = 3969)). 

"C<E4A<9 BF89?PAOI A9:9?4F9?PAOI D94>J<= 
�B:A4S EOCP.  
� IB89 >?<A<K9E><I <EE?98B64A<= >B:A4S EOCP A45?R84?4EP G 26 % C4J<9AFB6, CD<A<@46L<I 
QH46<D9A; 6 8B;9 600 @7, CB ED46A9A<R E 17 % C4J<9AFB6 6 >BAFDB?PAOI 7DGCC4I. ' 18 % 

C4J<9AFB6 >B:A4S EOCP 5O?4 E6S;4A4 E CD<9@B@ QH46<D9A;4, CD< QFB@ G 1,7 % C4J<9AFB6 CD<9@ 
CD9C4D4F4 5O? CD9>D4M9A <;-;4 CBS6?9A<S >B:AB= EOC<. +4EFBF4 D4;6<F<S @AB7BHBD@AB= 
Q>EEG84F<6AB= QD<F9@O < E<A8DB@4 %F<69AE4-�:BAEBA4 EBEF46<?4 CD<@9DAB 0,1 %. 

%?GK4< >B:AB= EOC< ;4D97<EFD<DB64AO G 59 <; 182 89F9= (32 %), CB?GK46L<I ?9K9A<9 
QH46<D9A;B@ 6 3 >?<A<K9E><I <EE?98B64A<SI ED98A9= CDB8B?:<F9?PABEFPR 123 A989?<. ' 6 89F9= 
EOCP 5O?4 FS:9?B=. #9D98 A4K4?B@ F9D4C<< QH46<D9A;B@ G 89F9= <@ @B:9F 5OFP D9>B@9A8B64A4 
EBBF69FEF6GRM4S 4AF<7<EF4@<AA4S F9D4C<S 6 >4K9EF69 CDBH<?4>F<><. "5OKAB D4;6<64RFES 
E?45B <?< G@9D9AAB 6OD4:9AAO9 @4>G?BC4CG?9;AO9 >B:AO9 6OEOC4A<S, >BFBDO9 CBS6?SRFES 6 
F9K9A<9 C9D6OI 86GI C989?P CBE?9 A4K4?4 F9D4C<< QH46<D9A;B@. ' 5B?PL<AEF64 C4J<9AFB6 
>B:A4S EOCP <EK9;49F CD< CDB8B?:9A<< F9D4C<< QH46<D9A;B@ 6 F9K9A<9 B8AB7B @9ESJ4. 
ЭH46<D9A; @B:9F 5OFP CB6FBDAB A4;A4K9A C4J<9AF4@, >BFBDO9 CD9>D4F<?< 97B CD<9@ <;-;4 
CBS6?9A<S >B:AB= EOC<. #D< 6B;B5AB6?9A<< F9D4C<< QH46<D9A;B@ D9>B@9A8G9FES F4>:9 
CD<A<@4FP EBBF69FEF6GRM<9 5?B>4FBDO !1-7<EF4@<AB6OI D9J9CFBDB6 </<?< >BDF<>BEF9DB<8O. 
�@99FES B7D4A<K9AAO= BCOF CD<@9A9A<S QH46<D9A;4 G C4J<9AFB6, >BFBDO9 CD9>D4F<?< F9D4C<R 
8DG7<@< 4AF<D9FDB6<DGEAO@< CD9C4D4F4@< <; 7DGCCO !!�"&. +4EFBF4 D9J<8<64 >B:AB= EOC< 
CBE?9 C9D9IB84 E F9D4C<< A96<D4C<AB@ A4 F9D4C<R QH46<D9A;B@, 6 BEAB6AB@ BJ9A9AA4S CB 
BCG5?<>B64AAO@ D9FDBEC9>F<6AO@ 84AAO@, EBEF46<?4 BF 13 % 8B 18 %, < EBCBEF46<@4 E 
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K4EFBFB=, 6OS6?9AAB= G C4J<9AFB6, CD<A<@46L<I QH46<D9A; 6 IB89 >?<A<K9E><I <EE?98B64A<= 
(E@. D4;89? 4.3.). 
!<@CFB@O EB EFBDBAO CE<I<><.  
' A9>BFBDOI C4J<9AFB6, CD<A<@46L<I QH46<D9A;, A45?R84?<EP E9DP9;AO9 A9:9?4F9?PAO9 
S6?9A<S EB EFBDBAO CE<I<><. � >BAFDB?<DG9@OI >?<A<K9E><I <EE?98B64A<SI K4EFBF4 
6B;A<>AB69A<S BF89?PAOI E9DP9;AOI A9:9?4F9?PAOI S6?9A<= EB EFBDBAO CE<I<>< 5O?4 
E?98GRM9=: FS:9?4S 89CD9EE<S 1,6 % 6 7DGCC9 C4J<9AFB6, CD<A<@46L<I >B@5<A<DB64AAGR 
�$�& E QH46<D9A;B@ < 0,6 % 6 >BAFDB?PAB= 7DGCC9 C4J<9AFB6, EG<J<84?PAO9 A4@9D9A<S 0,6 % < 
0,3 %, EG<J<84?PAO9 CBCOF>< 59; ?9F4?PAB7B <EIB84 0,4 % < 0 %, 47D9EE<6AB9 CB6989A<9 0,4 % < 
0,3 %, C4D4AB<84?PAO9 D94>J<< 0,4 % < 0,3 %, @4A<4>4?PAO9 D94>J<< 0,1 % < 0 % EBBF69FEF69AAB. 
#4J<9AFO, <@9RM<9 6 4A4@A9;9 CE<I<K9E><9 D4EEFDB=EF64, A4IB8SFES 6 7DGCC9 CB6OL9AAB7B 
D<E>4 CB D4;6<F<R 84AAOI E9DP9;AOI A9:9?4F9?PAOI S6?9A<= EB EFBDBAO CE<I<>< E K4EFBFB= 
6B;A<>AB69A<S >4:8B7B <; 6OL9C9D9K<E?9AAOI S6?9A<= BF 0,3 % 8?S @4A<4>4?PAOI D94>J<= 8B 
2,0 % 8?S FS:9?B= 89CD9EE<< < EG<J<84?PAOI A4@9D9A<=. &4>:9 6 CBEFD97<EFD4J<BAAB@ C9D<B89 
CB?GK9AO EBB5M9A<S B E?GK4SI E@9DF< 6 D9;G?PF4F9 EG<J<84, 5D98B6OI D4EEFDB=EF64I < 
CE<IB;BCB8B5AB@ CB6989A<<. 
!<@CFB@O EB EFBDBAO A9D6AB= E<EF9@O.  
' C4J<9AFB6, CD<A<@46L<I QH46<D9A; 6 8B;9 600 @7 6 D4@>4I >BAFDB?<DG9@OI >?<A<K9E><I 
<EE?98B64A<=, K4EFB A45?R84?<EP E?98GRM<9 A9:9?4F9?PAO9 D94>J<<: 7B?B6B>DG:9A<9, 
59EEBAA<J4, EBA?<6BEFP, D4EEFDB=EF6B 6A<@4A<S, >BL@4DAO9 EAB6<89A<S. &4>:9 A45?R84?<EP < 
8DG7<9 A9:9?4F9?PAO9 S6?9A<S. %D98A9FS:9?O9 < FS:9?O9 E<@CFB@O EB EFBDBAO A9D6AB= 
E<EF9@O A45?R84?<EP G 19 % (FS:9?O9 3 G 2 %) C4J<9AFB6, FB784 >4> G C4J<9AFB6, CB?GK46L<I 
>BAFDB?PAGR F9D4C<R, QFBF CB>4;4F9?P EBEF46<? 9 % (FS:9?O9 3 1 %). � IB89 >?<A<K9E><I 
<EE?98B64A<= 2 % C4J<9AFB6, CD<A<@46L<I QH46<D9A;, CD9>D4F<?< F9D4C<R <;-;4 
6OL9G>4;4AAOI E<@CFB@B6. 
%<@CFB@O EB EFBDBAO A9D6AB= E<EF9@O B5OKAB A45?R84?<EP 6 F9K9A<9 C9D6B7B <?< 6FBDB7B 8AS 
CBE?9 A4K4?4 F9D4C<< < 6 5B?PL<AEF69 E?GK496 <EK9;4?< 6 F9K9A<9 C9D6OI 2 3 4 A989?P. � 
<EE?98B64A<< E GK4EF<9@ A9<AH<J<DB64AAOI 8B5DB6B?PJ96 D9CD9;9AF4F<6AO= E<@CFB@ EB 
EFBDBAO A9D6AB= E<EF9@O 6B;A<>4? 6 ED98A9@ K9D9; 1 K CBE?9 CD<9@4 CD9C4D4F4 < 8?<?ES 6 
ED98A9@ 3 K. %<@CFB@O EB EFBDBAO A9D6AB= E<EF9@O D4;6<64?<EP K4M9, 9E?< QH46<D9A; 
CD<A<@4?< 6B 6D9@S CD<9@4 C<M<. �B;@B:AB, QFB B5GE?B6?9AB CB6OL9A<9@ >BAJ9AFD4J<< 
QH46<D9A;4 6 C?4;@9 >DB6< 6 F4><I GE?B6<SI (E@. D4;89? 5.2.). �?S G?GKL9A<S C9D9ABE<@BEF< 
CD9C4D4F4 6 BFABL9A<< 84AAOI E<@CFB@B6 6 F9K9A<9 C9D6OI A989?P F9D4C<< D9>B@9A8G9FES 
CD<A<@4FP CD9C4D4F C9D98 EAB@. ЭFBF D9:<@ CD<9@4 D9>B@9A8G9FES < F9@ C4J<9AF4@, G >BFBDOI 
CDB8B?:4RF A45?R84FPES 84AAO9 E<@CFB@O (E@. D4;89? 4.2.). %A<:9A<9 8B;O <?< 8DB5AO= 
CD<9@ EGFBKAB= 8B;O B5OKAB A9 84RF 5?47BCD<SFAB7B QHH9>F4. 
�A4?<; 84AAOI CB 8?<F9?PAB@G CD<@9A9A<R CD9C4D4F4 CB>4;4?, KFB CBE?9 24 A989?P F9D4C<< 
K4EFBF4 6C9D6O9 6B;A<>L<I E<@CFB@B6 EB EFBDBAO A9D6AB= E<EF9@O G C4J<9AFB6, CD<A<@46L<I 
QH46<D9A;, 5O?4 6 J9?B@ EIB8AB= E F4>B6B= 6 >BAFDB?PAB= 7DGCC9. 
� CBEFD97<EFD4J<BAAO= C9D<B8 EBB5M4?BEP B E6S;4AAOI E 6OEB>B= >BAJ9AFD4J<9= QH46<D9A;4 
4F4>E<< < QAJ9H4?BC4F<<, 6B;A<>46L<I K9D9; A9E>B?P>B @9ESJ96 <?< ?9F CBE?9 A4K4?4 ?9K9A<S 
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QH46<D9A;B@ (E@. D4;89? 4.4.). 
�9K9ABKA4S A98BEF4FBKABEFP.  
� CBEFD97<EFD4J<BAAO= C9D<B8 A45?R89A<S 5O?B ;4D97<EFD<DB64AB A9E>B?P>B E?GK496 
C9K9ABKAB= A98BEF4FBKABEF<, 6>?RK4S E?GK4< 59; G>4;4A<= A4 ;45B?964A<S C9K9A< 6 4A4@A9;9, 4 
F4>:9 59; 8DG7<I 6OS6?9AAOI H4>FBDB6 D<E>4. '>4;4AAO9 E?GK4< I4D4>F9D<;B64?<EP 
@B?A<9ABEAO@ F9K9A<9@; 6 DS89 E?GK496 CBFD95B64?4EP FD4AEC?4AF4J<S C9K9A< <?< EBB5M4?BEP 
B E@9DF< C4J<9AF4. 
!<A8DB@ 6BEEF4AB6?9A<S <@@GA<F9F4.  
' ��+-<AH<J<DB64AAOI C4J<9AFB6 E FS:9?O@ <@@GAB89H<J<FB@ 6 A4K4?9 CDB6989A<S 
>B@5<A<DB64AAB= �$�& @B:9F CB6OE<FPES D<E> 6B;A<>AB69A<S 6BEC4?<F9?PAOI D94>J<= A4 
A94>F<6AO9 <?< BEF4FBKAO9 BCCBDFGA<EF<K9E><9 <AH9>J<< (E@. D4;89? 4.4.). 

�GFB<@@GAAO9 A4DGL9A<S (F4><9 >4> 5B?9;AP �D9=6E4 < 4GFB<@@GAAO= 79C4F<F) A45?R84?<EP 
A4 HBA9 6BEEF4AB6?9A<S <@@GA<F9F4, B8A4>B 6D9@S A4K4?PAOI CDBS6?9A<= E<?PAB 64DP<DB64?B, 
< ;45B?964A<9 @B7?B 6B;A<>4FP K9D9; @AB7B @9ESJ96 CBE?9 A4K4?4 F9D4C<< (E@. D4;89? 4.4.). 
�<CB8<EFDBH<S < @9F45B?<K9E><9 A4DGL9A<S.  
�B@5<A<DB64AA4S �$�& 4EEBJ<<DG9FES E C9D9D4ECD989?9A<9@ :<DB6B= F>4A< F9?4 
(?<CB8<EFDBH<9=) G ��+-<AH<J<DB64AAOI C4J<9AFB6, 6>?RK4S <EFBM9A<9 C9D<H9D<K9E>B= < 
?<J96B= CB8>B:AB-:<DB6B= >?9FK4F><, 99 A4>BC?9A<9 6B 6AGFD<5DRL<AAB@ CDBEFD4AEF69, 
6AGFD9AA<I BD74A4I, ;48A9= K4EF< L9< («7BD5 5G=6B?4») < 7<C9DFDBH<R 7DG8AOI :9?9;. 
�B@5<A<DB64AA4S �$�& @B:9F 6O;64FP @9F45B?<K9E><9 A4DGL9A<S, F4><9 >4> 
7<C9DFD<7?<J9D<89@<S, 7<C9DIB?9EF9D<A9@<S, <AEG?<AB64S D9;<EF9AFABEFP, 7<C9D7?<>9@<S < 
7<C9D?4>F4F9@<S (E@. D4;89? 4.3.). 
�EF9BA9>DB;.  
!45?R84?<EP E?GK4< BEF9BA9>DB;4, CD9<@GM9EF69AAB G C4J<9AFB6 E IBDBLB <;69EFAO@< 
H4>FBD4@< D<E>4, E 8?<F9?PAB= ��+-<AH9>J<9=, 4 F4>:9 G C4J<9AFB6, >BFBDO9 8?<F9?PAB 
CD<A<@4?< >B@5<A<DB64AAGR �$�&. "8A4>B K4EFBF4 QFB7B BE?B:A9A<S A9 GEF4AB6?9A4 (E@. 
D4;89? 4.3). 
�45BD4FBDAO9 CB>4;4F9?< 

«�9K9ABKAO9» H9D@9AFO: 

CB6OL9A<9 4>F<6ABEF< ACT < AJIT 5B?99 K9@ 6 5 D4; 6OL9 69DIA9= 7D4A<JO ABD@O (��!) 
A45?R84?BEP G 3 % C4J<9AFB6 <; 1008, CD<A<@46L<I QH46<D9A; 6 8B;9 600 @7 6 EGF>< (5 3 8 % 

CD< 8?<F9?PAB= �$�& E QH46<D9A;B@). �A4?B7<KAB9 CB6OL9A<9 A45?R84?BEP G C4J<9AFB6 
>BAFDB?PAB= 7DGCCO (5 % CD< 8?<F9?PAB= �$�& 59; QH46<D9A;4). #B6OL9A<9 4>F<6ABEF< ��& 
5B?99 K9@ 6 5 D4; 6OL9 ��! A45?R84?BEP G 4% 6E9I C4J<9AFB6, CD<A<@46L<I 600 @7 QH46<D9A;4, 
< G 1,5 - 2 % C4J<9AFB6 <; >BAFDB?PAB= 7DGCCO (7 % CD< 8?<F9?PAB= �$�& E QH46<D9A;B@ < 3 % 

CD< 8?<F9?PAB= �$�& 59; QH46<D9A;4). �;B?<DB64AAB9 CB6OL9A<9 4>F<6ABEF< ��T G C4J<9AFB6, 
CD<A<@4RM<I QH46<D9A;, @B:9F G>4;O64FP A4 <A8G>J<R H9D@9AFB6. � >?<A<K9E>B@ 
<EE?98B64A<< CD< 8?<F9?PAB= �$�& B>B?B 1 % C4J<9AFB6 6 >4:8B= <;GK49@B= 7DGCC9 
CD9>D4F<?< F9D4C<R 6 E6S;< E A4DGL9A<S@< EB EFBDBAO C9K9A< < :9?K96O6B8SM<I CGF9=. 
А@<?4;4:  
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4E<@CFB@4F<K9E>B9 G69?<K9A<9 4>F<6ABEF< 4@<?4;O 6 EO6BDBF>9 >DB6<, 5B?99 K9@ 6 1,5 D4;4 
CD96OL4RM99 ��!, 5O?B 6OS6?9AB G 10 % C4J<9AFB6, CD<A<@46L<I QH46<D9A;, < G 6 % 

C4J<9AFB6 >BAFDB?PAOI 7DGCC. �?<A<K9E>B9 ;A4K9A<9 4E<@CFB@4F<K9E>B7B CB6OL9A<S 
4>F<6ABEF< 4@<?4;O 6 EO6BDBF>9 >DB6< A9<;69EFAB. 
�<C<8O:  
#B6OL9A<9 >BAJ9AFD4J<< B5M97B IB?9EF9D<A4 (")%) A4 10 3 20 % A45?R84?BEP G 
A9<AH<J<DB64AAOI 8B5DB6B?PJ96, CD<A<@46L<I QH46<D9A;. � >?<A<K9E><I <EE?98B64A<SI 
CD<@9A9A<S D4;?<KAB= >B@5<A<DB64AAB= �$�& E QH46<D9A;B@ G C4J<9AFB6, D4A99 A9 
CB?GK46L<I �$�&, 6 F9K9A<9 48 C989?P ?9K9A<S A45?R84?BEP CB6OL9A<9 >BAJ9AFD4J<< ")% A4 
21 3 31 %, IB?9EF9D<A4 ?<CBCDBF9<AB6 6OEB>B= C?BFABEF< ()% �#�#) A4 23 3 34 % < 
FD<7?<J9D<8B6 A4 23 3 49 %. �B?S C4J<9AFB6, G >BFBDOI BFABL9A<9 ")%/)% �#�# 5O?B 5B?PL9 
5, A9 <;@9A<?4EP. �9?<K<A4 <;@9A9A<S >BAJ9AFD4J<= ?<C<8B6 @B:9F 5OFP B5GE?B6?9A4 F4><@< 
H4>FBD4@<, >4> 8?<F9?PABEFP F9D4C<< < CD<9@ 8DG7<I ?9>4DEF69AAOI ED98EF6 6 EBEF469 
>B@5<A<DB64AAB= �$�&. 
�;4<@B89=EF6<9 CD< CDB6989A<< F9EF4 A4 >4AA45<AB<8O:  
ЭH46<D9A; A9 E6S;O649FES E >4AA45<AB<8AO@< D9J9CFBD4@<, B8A4>B <@9RFES EBB5M9A<S B 
?B:ABCB?B:<F9?PAOI D9;G?PF4F4I 4A4?<;4 @BK< A4 >4AA45<AB<8O G A9<AH<J<DB64AAOI 
8B5DB6B?PJ96 < G ��+-<AH<J<DB64AAOI C4J<9AFB6, CD<A<@46L<I QH46<D9A;. #B?B:<F9?PAO= 
D9;G?PF4F E>D<A<A7-F9EF4 A4 >4AA45<AB<8O D9>B@9A8G9FES CB8F69D:84FP, <ECB?P;GS F4><9 
EC9J<4?PAO9 @9FB8O, >4> 74;B64S IDB@4FB7D4H<S <?< @4EE-EC9>FDB@9FD<S. 
#DBK<9 BEB5O9 CBCG?SJ<< 

А>F<6ABEFP «C9K9ABKAOI» H9D@9AFB6 G C4J<9AFB6, B8AB6D9@9AAB <AH<J<DB64AAOI 79C4F<FB@ 
� <?< ! 

%D98< C4J<9AFB6, E9DBCB;<F<6AOI CB 79C4F<FG � </<?< %, CB6OL9A<9 4>F<6ABEF< ACT 5B?99 K9@ 
6 5 D4; 6OL9 ��! A45?R84?BEP G 13% C4J<9AFB6, CD<A<@46L<I QH46<D9A;, < G 7% C4J<9AFB6 <; 
>BAFDB?PAB= 7DGCCO, 4 CB6OL9A<9 4>F<6ABEF< ��& 5B?99 K9@ 6 5 D4; 6OL9 ��! A45?R84?BEP G 
20% < 7% C4J<9AFB6 EBBF69FEF69AAB. %D98< C4J<9AFB6 E EBK9F4AAB= <AH9>J<9= 3% C4J<9AFB6, 
CD<A<@46L<I QH46<D9A;, < 2% C4J<9AFB6 <; >BAFDB?PAB= 7DGCCO CD9>D4F<?< F9D4C<R <;-;4 
A4DGL9A<= HGA>J<< C9K9A< (E@. D4;89? 4.4.). 
�9F<  
&<C < K4EFBF4 A9:9?4F9?PAOI S6?9A<= G 89F9= 6 J9?B@ EBCBEF46<@O E A45?R849@O@< G 6;DBE?OI 
C4J<9AFB6, ;4 <E>?RK9A<9@ >B:AB= EOC<, >BFBD4S G 89F9= 6EFD9K49FES K4M9 (G 46 % 89F9=), K9@ 
G 6;DBE?OI < 5B?99 6OD4:9A4 (FS:9?4S >B:A4S EOCP A45?R84?4EP G 5,3 % 89F9=). % J9?PR 
CDBH<?4>F<>< EOC< @B:9F 5OFP J9?9EBB5D4;AO@ A4;A4K9A<9 EBBF69FEF6GRM<I 5?B>4FBDB6 H1-

7<EF4@<AB6OI D9J9CFBDB6 89FS@ 8B A4K4?4 F9D4C<< QH46<D9A;B@. )BFS E<@CFB@O EB EFBDBAO 
A9D6AB= E<EF9@O G @4?9AP><I 89F9= FDG8AB 6OS6<FP, CB?474RF, KFB F4><9 E<@CFB@O G 89F9= 
A45?R84RFES D9:9 < B5OKAB 5O64RF ?97><@<. ' 3,5 % C4J<9AFB6 A45?R84?<EP E<@CFB@O 
ED98A9= FS:9EF< EB EFBDBAO A9D6AB= E<EF9@O, CD9<@GM9EF69AAB 7B?B6B>DG:9A<9. !< G B8AB7B 
D959A>4 A9 A45?R84?BEP FS:9?OI E<@CFB@B6 < A9 CBFD95B64?4EP BF@9A4 F9D4C<< <;-;4 E<@CFB@B6 
EB EFBDBAO A9D6AB= E<EF9@O. 
%BB5M9A<S B CB8B;D9649@OI A9:9?4F9?PAOI D94>J<SI 
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�4:AB EBB5M4FP B CB8B;D9649@OI A9:9?4F9?PAOI D94>J<SI CBE?9 D97<EFD4J<< ?9>4DEF69AAB7B 
CD9C4D4F4 E J9?PR B59EC9K9A<S A9CD9DO6AB7B @BA<FBD<A74 EBBFABL9A<S «CB?P;4 - D<E>» 
?9>4DEF69AAB7B CD9C4D4F4.  98<J<AE><@ D45BFA<>4@ D9>B@9A8G9FES EBB5M4FP B ?R5OI 
CB8B;D9649@OI A9:9?4F9?PAOI D94>J<SI ?9>4DEF69AAB7B CD9C4D4F4 K9D9; A4J<BA4?PAO9 E<EF9@O 
EBB5M9A<S B A9:9?4F9?PAOI D94>J<SI 7BEG84DEF6 3 K?9AB6 �6D4;<=E>B7B Q>BAB@<K9E>B7B EBR;4. 
 BEE<=E>4S Ф989D4J<S 

(989D4?PA4S E?G:54 CB A48;BDG 6 EH9D9 ;8D46BBID4A9A<S ($BE;8D46A48;BD) 
�8D9E: 109012, 7.  BE>64, %?46SAE>4S C?BM48P, 8. 4, EFDB9A<9 1 
&9?9HBA: + 7 (800) 550-99-03 

Э?9>FDBAA4S CBKF4: pharm@roszdravnadzor.gov.ru 

%4=F 6 <AHBD@4J<BAAB-F9?9>B@@GA<>4J<BAAB= E9F< «�AF9DA9F»: www.roszdravnadzor.gov.ru 

4.9. #5@54>78@>2:0 
%<@CFB@O 

' A9>BFBDOI C4J<9AFB6, E?GK4=AB CD<AS6L<I QH46<D9A; 6 8B;9 600 @7 2 D4;4 6 EGF><, 
A45?R84?BEP GE<?9A<9 E<@CFB@B6 EB EFBDBAO A9D6AB= E<EF9@O. ' B8AB7B C4J<9AF4 A45?R84?<EP 
A9CDB<;6B?PAO9 @OL9KAO9 EB>D4M9A<S. 
�9K9A<9 
� E?GK49 C9D98B;<DB6>< QH46<D9A;B@ ?9K9A<9 8B?:AB EBEFBSFP <; B5M<I CB889D:<64RM<I 
@9DBCD<SF<=, 6>?RK4RM<I >BAFDB?P BEAB6AOI CB>4;4F9?9= :<;A989SF9?PABEF< BD74A<;@4 < 
A45?R89A<9 ;4 >?<A<K9E><@ EBEFBSA<9@ C4J<9AF4. �?S 6O6989A<S A945EBD5<DB64AAB7B 
CD9C4D4F4 @B:AB <ECB?P;B64FP 4>F<6<DB64AAO= G7B?P. %C9J<H<K9E>B7B 4AF<8BF4 8?S ?9K9A<S 
C9D98B;<DB6>< QH46<D9A;B@ A9 EGM9EF6G9F. #BE>B?P>G QH46<D9A; 4>F<6AB E6S;O649FES E 
59?>4@<, @4?B69DBSFAB, KFB E CB@BMPR 8<4?<;4 6B;@B:AB ;A4K<F9?PAB9 G84?9A<9 CD9C4D4F4 <; 
>DB6<. 
 

5. (�$ ��"�"��+�%��� %�"�%&�� 

5.1. (0@<0:>48=0<8G5A:85 A2>9AB20 
(4D@4>BF9D4C96F<K9E>4S 7DGCC4: CDBF<6B6<DGEAO9 ED98EF64 E<EF9@AB7B 89=EF6<S; 
CDBF<6B6<DGEAO9 ED98EF64 CDS@B7B 89=EF6<S; A9AG>?9B;<8AO9 <A7<5<FBDO B5D4FAB= 
FD4AE>D<CF4;O 

�B8 �&): J05AG03 

 9I4A<;@ 89=EF6<S 
ЭH46<D9A; CD98EF46?S9F EB5B= !!�"& ��+-1. ЭH46<D9A; S6?S9FES A9>BA>GD9AFAO@ 
<A7<5<FBDB@ ��+-1 B5D4FAB= FD4AE>D<CF4;O ("&) < EGM9EF69AAB A9 <A7<5<DG9F ��+-2 "& < 
�!�-CB?<@9D4;O (³, ³, ´, ·) >?9FB> K9?B69>4. 
�DBF<6B6<DGEA4S 4>F<6ABEFP.  
#DBF<6B6<DGEA4S QHH9>F<6ABEFP QH46<D9A;4 in vitro BJ9A<64?4EP A4 ?<@HB5?4EFAOI >?9FBKAOI 
?<A<SI, @BABAG>?94DAOI >?9F>4I C9D<H9D<K9E>B= >DB6< < >G?PFGD4I @4>DBH47B6/@BABJ<FB6. 
�A7<5<DGRM4S >BAJ9AFD4J<S (��) QH46<D9A;4, A9B5IB8<@4S 8?S 90 3 95 % <A7<5<DB64A<S (��90-

95) LF4@@B6 8<>B7B F<C4 <?< ?45BD4FBDAOI >?<A<K9E><I <;B?SFB6, D9;<EF9AFAOI > ;<8B6G8<AG, 

mailto:pharm@roszdravnadzor.gov.ru
http://www.roszdravnadzor.gov.ru/
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A4IB8<FES 6 CD989?4I BF 0,46 8B 6,8 A@B?P/?. 
 9;<EF9AFABEFP. 
#DBF<6B6<DGEA4S QHH9>F<6ABEFP QH46<D9A;4 6 >?9FBKAB= >G?PFGD9 6 BFABL9A<< D4;AB6<8ABEF9= 
6<DGE4 E ;4@9A4@< 4@<AB><E?BF 6 "& 6 CB?B:9A<SI 48, 108, 179, 181 <?< 236, 4 F4>:9 6 
BFABL9A<< D4;AB6<8ABEF9= E ;4@9A4@< 4@<AB><E?BF 6 CDBF94;9, 5O?4 4A4?B7<KA4 F4>B6B= 6 
BFABL9A<< 6<DGEAOI LF4@@B6 8<>B7B F<C4. �8<AEF69AAO@< ;4@9A4@<, >BFBDO9 CD<69?< > 
CBS6?9A<R A4<5B?PL9= D9;<EF9AFABEF< > QH46<D9A;G 6 >?9FBKAB= >G?PFGD9, S6?SRFES ;4@9A4 
?9=J<A4 A4 <;B?9=J<A 6 CB?B:9A<< 100 (L1001 17 3 22->D4FAB9 G69?<K9A<9 D9;<EF9AFABEF<) < 
?<;<A4 A4 4EC4D47<A 6 CB?B:9A<< 103 (K103N, 18 3 33->D4FAB9 G69?<K9A<9 D9;<EF9AFABEF<). 
�B?99 K9@ 100->D4FAB9 G@9APL9A<9 6BECD<<@K<6BEF< 6<DGEB6 > CD9C4D4FG A45?R84?BEP 6 
BFABL9A<< D4;AB6<8ABEF9= ��+, Q>ECD9EE<DGRM<I ;4@9AG K103N 6 8BCB?A9A<9 > 8DG7<@ 
4@<AB><E?BFAO@ ;4@9A4@ 6 "&. 
�4@9A4 K103N S6?S?4EP A4<5B?99 K4EFB A45?R849@B= ;4@9AB= 6 "& 6<DGEAOI LF4@@B6, 
CB?GK9AAOI BF C4J<9AFB6, G >BFBDOI A45?R84?BEP EGM9EF69AAB9 G69?<K9A<9 >B?<K9EF64 
6<DGEAOI K4EF<J 6 C?4;@9 >DB6< (6B;6D4FA4S 6<D9@<S) 6 >?<A<K9E><I <EE?98B64A<SI CD<@9A9A<S 
QH46<D9A;4 6 >B@5<A4J<< E <A8<A46<DB@ <?< 6 >B@5<A4J<< E ;<8B6G8<AB@ < ?4@<6G8<AB@. 
�4AA4S @GF4J<S A45?R84?4EP G 90 % C4J<9AFB6 E A9QHH9>F<6ABEFPR F9D4C<< QH46<D9A;B@. 
&4>:9, IBFS < D9:9, < K4EFB FB?P>B 6 >B@5<A4J<< E K103N, A45?R84?<EP ;4@9AO 6 "& 6 
CB?B:9A<SI 98, 100, 101, 108, 138, 188, 190 < 225. &<C 4@<AB><E?BFAOI ;4@9A 6 "&, E6S;4AAOI E 
GEFB=K<6BEFPR > QH46<D9A;G, A9 ;46<E9? BF 8DG7<I CDBF<6B6<DGEAOI CD9C4D4FB6, 
CD<@9AS6L<IES 6 >B@5<A4J<< E QH46<D9A;B@. 
�9D9>D9EFA4S D9;<EF9AFABEFP.  

�;GK9A<9 CDBH<?9= C9D9>D9EFAB= D9;<EF9AFABEF< QH46<D9A;4, A96<D4C<A4 < 89?46<D8<A4 A4 
>?9FBKAOI >G?PFGD4I CB>4;4?B, KFB ;4@9A4 K103N CD<6B8<F > CBF9D9 6BECD<<@K<6BEF< >B 6E9@ 
FD9@ !!�"&. �64 <; FD9I <EE?98B64AAOI GEFB=K<6OI > 89?46<D8<AG >?<A<K9E><I <;B?SFB6 
B5?484?< C9D9>D9EFAB= D9;<EF9AFABEFPR > QH46<D9A;G < EB89D:4?< ;4@9AG K103N. &D9F<= 
<;B?SF, <@9RM<= ;4@9AG 6 "& 6 CB?B:9A<< 236, A9 B5?484? C9D9>D9EFAB= D9;<EF9AFABEFPR > 
QH46<D9A;G. �<DGEAO9 <;B?SFO, 6O89?9AAO9 <; @BABAG>?94DB6 C9D<H9D<K9E>B= >DB6< 
C4J<9AFB6, 6>?RK9AAOI 6 >?<A<K9E><9 <EE?98B64A<S QH46<D9A;4, G >BFBDOI F9D4C<S 5O?4 
A9QHH9>F<6A4 (6B;6D4FA4S 6<D9@<S), 5O?< <EE?98B64AO 6 BFABL9A<< 6BECD<<@K<6BEF< > 
!!�"&. &D<A48J4FP <;B?SFB6, >BFBDO9 CD9864D<F9?PAB 5O?< BI4D4>F9D<;B64AO >4> GEFB=K<6O9 
> QH46<D9A;G, B>4;4?<EP F4>:9 GEFB=K<6O@< > A96<D4C<AG < 89?46<D8<AG. "5A4DG:<?BEP, KFB 
CSFP <; QF<I GEFB=K<6OI > ���"& <;B?SFB6 EB89D:4?< ;4@9AG K103N <?< ;4@9AG 64?<A4 A4 
<;B?9=J<A 6 CB?B:9A<< 108 (V108I) 6 "&. %D98< CDBF9EF<DB64AAOI <;B?SFB6 CBE?9 
A9QHH9>F<6AB= F9D4C<< QH46<D9A;B@ FD< <;B?SF4 BEF4?<EP KG6EF6<F9?PAO@< >4> > QH46<D9A;G, 
F4> < > A96<D4C<AG < 89?46<D8<AG, A4 >?9FBKAOI >G?PFGD4I. 
�9DBSFABEFP C9D9>D9EFAB= D9;<EF9AFABEF< @9:8G QH46<D9A;B@ < <A7<5<FBD4@< CDBF94;O 
S6?S9FES A<;>B= 6E?98EF6<9 D4;?<K<S H9D@9AFB6-@<L9A9=. !4?<K<9 C9D9>D9EFAB= 
D9;<EF9AFABEF< @9:8G QH46<D9A;B@ < !�"& F4>:9 @4?B69DBSFAB 6E?98EF6<9 D4;?<K<S GK4EF>B6 
E6S;O64A<S E @<L9APR < @9I4A<;@B6 89=EF6<S. 
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5.2. (0@<0:>:8=5B8G5A:85 A2>9AB20 
�5EBD5J<S 
' ;8BDB6OI 8B5DB6B?PJ96 @4>E<@4?PA4S >BAJ9AFD4J<S (%m4I) QH46<D9A;4 6 C?4;@9 >DB6< 1,6 3 9,1 

@>@B?P/? 8BEF<74?4EP K9D9; 5 K CBE?9 B8AB>D4FAB7B CD<9@4 6AGFDP CD9C4D4F4 6 8B;4I BF 100 8B 
1600 @7. �B;B;46<E<@B9 G69?<K9A<9 %m4I < C?BM48< CB8 >D<6B= «>BAJ9AFD4J<S-6D9@S» (AUC) 

A45?R84?BEP CD< CD<9@9 CD9C4D4F4 6 8B;4I 8B 1600 @7; CD< QFB@ A9 A45?R84?BEP 
8B;BCDBCBDJ<BA4?PAB7B G69?<K9A<S 84AAOI CB>4;4F9?9=, CBQFB@G @B:AB CD98CB?B:<FP, KFB CD< 
5B?99 6OEB><I 8B;4I 6E4EO64A<9 G@9APL49FES. �D9@S 8BEF<:9A<S %m4I 6 C?4;@9 >DB6< (3 3 5 K) 
A9 <;@9AS?BEP CBE?9 @AB7B>D4FAB7B CD<9@4 CD9C4D4F4, 4 D46AB69EA4S >BAJ9AFD4J<S 6 C?4;@9 
>DB6< 8BEF<74?4EP K9D9; 6 3 7 EGFB>. 
' ��+-<AH<J<DB64AAOI C4J<9AFB6 CD< 8BEF<:9A<< D46AB69EAB= >BAJ9AFD4J<< CD9C4D4F4 6 
C?4;@9 >DB6< ED98A<9 ;A4K9A<S %m4I, @<A<@4?PAB= >BAJ9AFD4J<< (%min) < AUC 5O?< ?<A9=AO 
CD< CD<9@9 200 @7, 400 @7 < 600 @7 QH46<D9A;4 1 D4; 6 EGF><. ' 35 C4J<9AFB6, CD<A<@46L<I 
QH46<D9A; 6 8B;9 600 @7 1 D4; 6 EGF><, %m4I CD< 8BEF<:9A<< D46AB69EAB= >BAJ9AFD4J<< 
EBEF46?S?4 12,9 ± 3,7 @>@B?P/?, %min - 5,6 ± 3,2 @>@B?P/?, AUC 3 184 ± 73 @>@B?P /? × K. 
�?<SA<9 CD<9@4 C<M< A< 6E4EO64A<9. 
 #D< B8AB>D4FAB@ CD<9@9 ;8BDB6O@< 8B5DB6B?PJ4@< QH46<D9A;4 6 8B;9 600 @7 6 6<89 F45?9FB>, 
CB>DOFOI C?9ABKAB= B5B?BK>B=, 6@9EF9 E C<M9= E 6OEB><@ EB89D:4A<9@ :<DB6 A45?R84?BEP 
G69?<K9A<9 AUC C4 28 % < %m4I A4 79 % 6 ED46A9A<< E 84AAO@< CB>4;4F9?S@< CD< CD<9@9 
CD9C4D4F4 A4FBM4>. 
$4ECD989?9A<9 
ЭH46<D9A; 6 6OEB>B= EF9C9A< E6S;O649FES E 59?>4@< C?4;@O >DB6< (CD<5?<;<F9?PAB A4 99,5 3 
99,75 %), 7?46AO@ B5D4;B@ E 4?P5G@<AB@. ' ��+-1 <AH<J<DB64AAOI C4J<9AFB6 (n = 9), >BFBDO9 
CD<A<@4?< QH46<D9A; 6 8B;4I BF 200 8B 600 @7 1 D4; 6 EGF>< 6 F9K9A<9 CB @9APL9= @9D9 1 @9ESJ4, 
>BAJ9AFD4J<S QH46<D9A;4 6 EC<AAB@B;7B6B= :<8>BEF< EBEF46?S?4 BF 0,26 8B 1,19 % (6 ED98A9@ 
0,69 %) BF EBBF69FEF6GRM9= >BAJ9AFD4J<< 6 C?4;@9 >DB6<. �4AAO= CB>4;4F9?P CD<5?<;<F9?PAB 
6 3 D4;4 CD96OL49F >BAJ9AFD4J<R A9 E6S;4AAB= E 59?>4@< (E6B5B8AB=) HD4>J<< QH46<D9A;4 6 
C?4;@9 >DB6<. 
�<BFD4AEHBD@4J<S 
�?<A<K9E><9 <EE?98B64A<S < <EE?98B64A<S in vitro E <ECB?P;B64A<9@ @<>DBEB@ C9K9A< K9?B69>4 
CB>4;4?<, KFB QH46<D9A; @9F45B?<;<DG9FES 7?46AO@ B5D4;B@ E<EF9@B= J<FBIDB@4 $450 8B 
7<8DB>E<?<DB64AAOI CDB<;6B8AOI, >BFBDO9 ;4F9@ E6S;O64RFES E 7?R>GDBAB6B= ><E?BFB= E 
B5D4;B64A<9@ 7?R>GDBA<8B6. � BEAB6AB@, 84AAO9 @9F45B?<FO A94>F<6AO 6 BFABL9A<< ��+-1. 

�EE?98B64A<S in vitro CB;6B?SRF CD98CB?B:<FP, KFB <;BH9D@9AFO CYP3A4 < CYP2B6 S6?SRFES 
BEAB6AO@< <;BH9D@9AF4@<, BEGM9EF6?SRM<@< @9F45B?<;@ QH46<D9A;4, < KFB QH46<D9A; 
<A7<5<DG9F <;BH9D@9AFO 2%9, 2%19 < ��4 E<EF9@O J<FBIDB@4 $450. � <EE?98B64A<SI in vitro 

QH46<D9A; A9 <A7<5<DB64? <;BH9D@9AF CYP2�1 < <A7<5<DB64? <;BH9D@9AFO CYP2D6 < CYP1A2 
FB?P>B 6 >BAJ9AFD4J<SI, A4@AB7B CD96OL4RM<I CD<@9AS9@O9 6 >?<A<K9E>B= CD4>F<>9. 
Э>ECB;<J<S QH46<D9A;4 6 C?4;@9 >DB6< @B:9F G69?<K<64FPES G C4J<9AFB6, 7B@B;<7BFAOI CB 
CB?<@BDH<;@G 79A4 G516T <;BH9D@9AF4 CYP2B6. �?<A<K9E>4S ;A4K<@BEFP F4>B7B <;@9A9A<S 
A9<;69EFA4, B8A4>B A9?P;S <E>?RK4FP 6B;@B:ABEFP 6B;D4EF4A<S D<E>B6 D4;6<F<S < G69?<K9A<S 
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6OD4:9AABEF< A9:9?4F9?PAOI D94>J<= QH46<D9A;4. 
�O?B CB>4;4AB, KFB QH46<D9A; <A8GJ<DG9F <;BH9D@9AFO CYP3A4 < CYP2B6, KFB CD<6B8<F > 
<A8G>J<< 97B EB5EF69AAB7B @9F45B?<;@4, KFB @B:9F >?<A<K9E>< 6OD4:4FPES G A9>BFBDOI 
C4J<9AFB6. #D< @AB7B>D4FAB@ CD<9@9 QH46<D9A;4 6 8B;9 200 3 400 @7 6 EGF>< ;8BDB6O@< 
8B5DB6B?PJ4@< 6 F9K9A<9 10 8A9= A45?R84?4EP @9APL4S EF9C9AP >G@G?SJ<< QH46<D9A;4 (A4 22 3 
42 % A<:9 CD98CB?4749@OI ;A4K9A<=) < 5B?99 >BDBF><= C9D<B8 CB?G6O6989A<S -40 3-55 K (C9D<B8 
CB?G6O6989A<S B8AB>D4FAB= 8B;O EBEF46?S9F 52 3 76 K). &4>:9 5O?B CB>4;4AB, KFB QH46<D9A; 
<A8GJ<DG9F <;BHBD@G 1�1 GD<8<A8<HBEH4F-7?R>GDBA<?FD4AEH9D4;O ('�(-�&1�1), CBQFB@G 
>BAJ9AFD4J<S D4?F97D46<D4, >BFBDO= S6?S9FES EG5EFD4FB@ '�(-�&1�1, 6 C?4;@9 >DB6< 
EA<:49FES CD< B8AB6D9@9AAB@ CD<@9A9A<< E QH46<D9A;B@. 
!9E@BFDS A4 FB, KFB 6 <EE?98B64A<SI in vitro QH46<D9A; <A7<5<DB64? <;BH9D@9AFO CYP2C9 < 
CYP2C19, 6 <EE?98B64A<SI in vivo A45?R84?BEP >4> CB6OL9A<9, F4> < EA<:9A<9 Q>ECB;<J<< 
EG5EFD4FB6 84AAOI H9D@9AFB6 CD< B8AB6D9@9AAB@ CD<@9A9A<< E QH46<D9A;B@. �BA9KAO= 
QHH9>F 84AAB7B 6;4<@B89=EF6<S A9 GEF4AB6?9A. 
Э?<@<A4J<S 
ЭH46<D9A; <@99F BFABE<F9?PAB 5B?PLB= C9D<B8 CB?G6O6989A<S, >BFBDO= EBEF46?S9F A9 @9A99 52 
K CBE?9 CD<9@4 B8AB>D4FAB= 8B;O < 40 3 55 K CBE?9 @AB7B>D4FAB7B CD<@9A9A<S. #D<5?<;<F9?PAB 
14 3 34 % BF CD<ASFB= 8B;O QH46<D9A;4 6O6B8<FES CBK>4@<, @9A99 1 % 8B;O QH46<D9A;4 
6O6B8<FES CBK>4@< 6 A9<;@9A9AAB@ 6<89. 
#BK9KA4S A98BEF4FBKABEFP 
(4D@4>B><A9F<>4 QH46<D9A;4 G C4J<9AFB6 E CBK9KAB= A98BEF4FBKABEFPR A9 <;GK4?4EP, B8A4>B 6 
E6S;< E F9@, KFB 6 A9<;@9A9AAB@ 6<89 CBK>4@< 6O6B8<FES @9A99 1 % CD<ASFB= 8B;O QH46<D9A;4, 
A4DGL9A<9 HGA>J<< CBK9> A9 8B?:AB B>4;O64FP EGM9EF69AAB7B 6?<SA<S A4 6O6989A<9 
QH46<D9A;4 (E@. D4;89? 4.3.). 
#9K9ABKA4S A98BEF4FBKABEFP 
#D< B8AB>D4FAB@ CD<9@9 CD9C4D4F4 A45?R84?BEP 86G>D4FAB9 G69?<K9A<9 C9D<B84 
CB?G6O6989A<S QH46<D9A;4 G B8AB7B C4J<9AF4 E FS:9?B= EF9C9APR C9K9ABKAB= A98BEF4FBKABEF< 
(>?4EE % CB E<EF9@9 +4=?8-#PR), KFB G>4;O649F A4 CB6OL9AAGR EF9C9AP >G@G?SJ<< 6 F4><I 
E?GK4SI. #D< @AB7B>D4FAB@ CD<9@9 CD9C4D4F4 A9 5O?B 6OS6?9AB ;A4K<@B7B 6?<SA<S CBD4:9A<S 
C9K9A< A4 H4D@4>B><A9F<>G QH46<D9A;4 G C4J<9AFB6 E ?97>B= EF9C9APR C9K9ABKAB= 
A98BEF4FBKABEF< (>?4EE � CB E<EF9@9 +4=?8- #PR) CB ED46A9A<R E C4J<9AF4@< >BAFDB?PAB= 
7DGCCO. � A4EFBSM99 6D9@S A9F 8BEF4FBKAOI 84AAOI, KFB5O E89?4FP 6O6B8 B FB@, 6?<SRF ?< 
ED98ASS < FS:9?4S EF9C9AP C9K9ABKAB= A98BEF4FBKABEF< (>?4EE � < % CB E<EF9@9 +4=?8-#PR) A4 
H4D@4>B><A9F<>G QH46<D9A;4 (E@. D4;89? 4.3.). 
#B? < D4EB64S CD<A48?9:ABEFP 
' @G:K<A < :9AM<A, 4 F4>:9 G C4J<9AFB6 D4;?<KAB= D4EB6B= CD<A48?9:ABEF< A45?R84?<EP 
EIB8AO9 H4D@4>B><A9F<K9E><9 C4D4@9FDO QH46<D9A;4. 
�<J4 CB:<?B7B 6B;D4EF4 
�4><I-?<5B H4D@4>B><A9F<K9E><I D4;?<K<= G C4J<9AFB6 BF 65 ?9F < EF4DL9 < 5B?99 @B?B8OI 
C4J<9AFB6 A9 6OS6?9AB, IBFS >?<A<K9E><9 <EE?98B64A<S QH46<D9A;4 A9 6>?RK4?< 8BEF4FBKAB7B 
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>B?<K9EF64 C4J<9AFB6 BF 65 ?9F < EF4DL9. 
�9F< 

ЭH46<D9A; A9 <;GK4?ES G 89F9= 6 6B;D4EF9 8B 3 @9ESJ96 <?< E 69EB@ @9A99 3,5 >7. 
(4D@4>B><A9F<K9E><9 CB>4;4F9?< QH46<D9A;4 G 89F9= < 6;DBE?OI 5O?< EIB:<@<. ' 49 89F9=, 
CD<A<@46L<I QH46<D9A; 6 8B;9, Q>6<64?9AFAB= 600 @7 (8B;4 D4EEK<FO64?4EP <EIB8S <; @4EEO 
F9?4), ;A4K9A<9 %m4I EBEF46<?B 14,1 @>@B?P/?, %min 3 5,6 @>@B?P/? < AUC - 216 @>@B?P/? × K. 

6. (�$ �*��&�+�%��� %�"�%&�� 

6.1. #5@5G5=P 2A?><>30B5;P=OE 25щ5AB2 

�<CDB?B;4 A<;>B;4@9M9AA4S (7<8DB>E<CDBC<?J9??R?B;4) 
�D9@A<S 8<B>E<8 >B??B<8AO= 

�DBE>4D@9??B;4 A4FD<S 
�4>FB;O @BAB7<8D4F 
 47A<S EF94D4F 
!4FD<S ?4GD<?EG?PH4F 
#B6<8BA �-30 

*9??R?B;4 @<>DB>D<EF4??<K9E>4S (F<C 101) 
#?9ABKA4S B5B?BK>4 F45?9F>< 

"C48D4= II :9?FO= 85F32410, 6 FB@ K<E?9: 
 4>DB7B? (CB?<QF<?9A7?<>B?P) 
#B?<6<A<?B6O= EC<DF 
&4?P> 
&<F4A4 8<B>E<8 
�D4E<F9?P :9?9;4 B>E<8 :9?FO=. 
6.2. !5A>2<5AB8<>ABP 
!9CD<@9A<@B. 
6.3. %@>: 3>4=>AB8 (A@>: E@0=5=8O) 
3 7B84. 
6.4. "A>1O5 <5@O ?@54>AB>@>6=>AB8 ?@8 E@0=5=88 

)D4A<F9 CD< F9@C9D4FGD9 A9 6OL9 25 °%. 

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

�B;<DB6>4 200 @7: 
#B 10 <?< 15 F45?9FB> 6 >BAFGDAGR SK9=>B6GR GC4>B6>G <; C?9A>< CB?<6<A<?I?BD<8AB= <?< 
C?9A>< #�)/#��) < HB?P7< 4?R@<A<96B= C9K4FAB= ?4><DB64AAB=. 
#B 30, 60 <?< 90 F45?9FB> 6 54A>G CB?<@9DAGR 8?S ?9>4DEF69AAOI ED98EF6 <; 
CB?<QF<?9AF9D9HF4?4F4 E >DOL>B= <; CB?<CDBC<?9A4.  
#B 3, 6, 9 >BAFGDAOI SK9=>B6OI GC4>B6B> CB 10 F45?9FB> <?< CB 2, 4, 6 >BAFGDAOI SK9=>B6OI 
GC4>B6B> CB 15 F45?9FB> <?< CB 1 54A>9 CB?<@9DAB= 8?S ?9>4DEF69AAOI ED98EF6 6@9EF9 E 
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<AEFDG>J<9= CB CD<@9A9A<R CB@9M4RF 6 C4K>G <; >4DFBA4. 
�B;<DB6>4 600 @7:  
#B 10 F45?9FB> 6 >BAFGDAGR SK9=>B6GR GC4>B6>G <; C?9A>< CB?<6<A<?I?BD<8AB= <?< C?9A>< 
#�)/#��) < HB?P7< 4?R@<A<96B= C9K4FAB= ?4><DB64AAB=. 
#B 30, 60 <?< 90 F45?9FB> 6 54A>G CB?<@9DAGR 8?S ?9>4DEF69AAOI ED98EF6 <; 
CB?<QF<?9AF9D9HF4?4F4 E >DOL>B= <; CB?<CDBC<?9A4.  
#B 3, 6, 9 >BAFGDAOI SK9=>B6OI GC4>B6B> CB 10 F45?9FB> <?< CB 1 54A>9 CB?<@9DAB= 8?S 
?9>4DEF69AAOI ED98EF6 6@9EF9 E <AEFDG>J<9= CB CD<@9A9A<R CB@9M4RF 6 C4K>G <; >4DFBA4. 
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>< 

"EB5O9 FD95B64A<S BFEGFEF6GRF. 
 

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

$BEE<=E>4S (989D4J<S 
��" «�4ABAH4D@4 CDB84>LA» 
141100,  BE>B6E>4S B5?., 7.B. Щё?>B6B, 7. Щё?>B6B, G?. �4D9KA4S, 8. 105 
&9?.: +7 (495) 797-99-54  

Э?9>FDBAA4S CBKF4: safety@canonpharma.ru 

7.1. #@54AB028B5;P 45@60B5;O @538AB@0F8>==>3> C4>AB>25@5=8O  
#D9F9A;<< CBFD95<F9?9= A4CD46?SFP CB 48D9EG: 
$BEE<=E>4S (989D4J<S 
��" «�4ABAH4D@4 CDB84>LA» 
141100,  BE>B6E>4S B5?., 7.B. Щё?>B6B, 7. Щё?>B6B, G?. �4D9KA4S, 8. 105 
&9?.: +7 (495) 797-99-54 

+7 (800) 700-59-99 (59EC?4FA4S 7BDSK4S ?<A<S 24 K4E4) 
Э?9>FDBAA4S CBKF4: safety@canonpharma.ru 

 

8. !" �$ $���%&$�*�"!!"�" '�"%&"��$�!�/ 
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