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

 9@4AF<A �4ABA, 5 @7+10 @7+15 @7+20 @7, A45BD F45?9FB>, CB>DOFOI C?9ABKAB= B5B?BK>B=. 

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

�9=EF6GRM99 69M9EF6B: @9@4AF<A4 7<8DBI?BD<8  
�B;<DB6>4, 5 @7 
�4:84S F45?9F>4, CB>DOF4S C?9ABKAB= B5B?BK>B=, EB89D:<F 5 @7 @9@4AF<A4 7<8DBI?BD<84. 
�B;<DB6>4, 10 @7 
�4:84S F45?9F>4, CB>DOF4S C?9ABKAB= B5B?BK>B=, EB89D:<F 10 @7 @9@4AF<A4 7<8DBI?BD<84. 
�B;<DB6>4, 15 @7 
�4:84S F45?9F>4, CB>DOF4S C?9ABKAB= B5B?BK>B=, EB89D:<F 15 @7 @9@4AF<A4 7<8DBI?BD<84. 
�B;<DB6>4, 20 @7 
�4:84S F45?9F>4, CB>DOF4S C?9ABKAB= B5B?BK>B=, EB89D:<F 20 @7 @9@4AF<A4 7<8DBI?BD<84. 
�9M9EF64, A4?<K<9 >BFBDOI A48B GK<FO64FP 6 EBEF469 ?9>4DEF69AAB7B CD9C4D4F4: ?4>FB;4 (E@. 
D4;89? 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=. 
�B;<DB6>4, 5 @7 
&45?9F>< >DG7?O9 86BS>B6OCG>?O9, CB>DOFO9 C?9ABKAB= B5B?BK>B= 59?B7B <?< CBKF< 59?B7B 
J69F4. !4 CBC9D9KAB@ D4;D9;9 CBKF< 59?B7B J69F4. 
�B;<DB6>4, 10 @7 
&45?9F>< >DG7?O9 86BS>B6OCG>?O9, CB>DOFO9 C?9ABKAB= B5B?BK>B= 7B?G5B7B J69F4. !4 
CBC9D9KAB@ D4;D9;9 CBKF< 59?B7B J69F4. 
�B;<DB6>4, 15 @7 
&45?9F>< >DG7?O9 86BS>B6OCG>?O9, CB>DOFO9 C?9ABKAB= B5B?BK>B= 59?B7B <?< CBKF< 59?B7B 
J69F4. !4 CBC9D9KAB@ D4;D9;9 CBKF< 59?B7B J69F4. 
�B;<DB6>4, 20 @7 
&45?9F>< >DG7?O9 86BS>B6OCG>?O9, CB>DOFO9 C?9ABKAB= B5B?BK>B= 59?B7B <?< CBKF< 59?B7B 
J69F4. !4 CBC9D9KAB@ D4;D9;9 CBKF< 59?B7B J69F4. 

4. ���!�+�%��� ��!!/� 

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

#D9C4D4F  9@4AF<A �4ABA CB>4;4A > CD<@9A9A<R G 6;DBE?OI 6 6B;D4EF9 BF 18 ?9F. 
�9@9AJ<S 4?PJ79=@9DB6E>B7B F<C4 G@9D9AAB= < FS:9?B= EF9C9A<.  
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4.2. $568< 4>78@>20=8O 8 A?>A>1 ?@8<5=5=8O 

$9:<@ 8B;<DB64A<S 
�9K9A<9 E?98G9F A4K<A4FP < CDB6B8<FP CB8 A45?R89A<9@ 6D4K4, <@9RM97B BCOF 6 
8<47ABEF<>9 < ?9K9A<< 89@9AJ<< CD< 5B?9;A< �?PJ79=@9D4. &9D4C<R E?98G9F A4K<A4FP FB?P>B 
CD< A4?<K<< GI4:<64RM97B ?<J4, >BFBDO= 5G89F D97G?SDAB E?98<FP ;4 CD<9@B@ 
?9>4DEF69AAB7B CD9C4D4F4 C4J<9AFB@. �<47ABEF<>G ;45B?964A<S E?98G9F CDB6B8<FP 6 
EBBF69FEF6<< E 89=EF6GRM<@< D9>B@9A84J<S@<. #9D9ABE<@BEFP < 8B;<DB6>G CD9C4D4F4 
 9@4AF<A �4ABA E?98G9F C9D9E@4FD<64FP A4 D97G?SDAB= BEAB69, :9?4F9?PAB 6 F9K9A<9 3-I 
@9ESJ96 CBE?9 A4K4?4 ?9K9A<S. #BE?9 QFB7B >?<A<K9E>GR CB?P;G CD9C4D4F4 < C9D9ABE<@BEFP 
?9K9A<S C4J<9AFB@ A9B5IB8<@B C9D9E@4FD<64FP A4 D97G?SDAB= BEAB69 6 EBBF69FEF6<< E 
89=EF6GRM<@< >?<A<K9E><@< D9>B@9A84J<S@<. #B889D:<64RM99 ?9K9A<9 @B:AB 
CDB8B?:4FP A9BCD989?9AAB 8B?7B, CB>4 F9D4C96F<K9E><= QHH9>F S6?S9FES 5?47BCD<SFAO@ < 
CB>4 C4J<9AF IBDBLB C9D9ABE<F ?9K9A<9 CD9C4D4FB@. #D< BFEGFEF6<< CD<;A4>B6 
F9D4C96F<K9E>B= QHH9>F<6ABEF< <?< CD< A9C9D9ABE<@BEF< C4J<9AFB@ ?9K9A<S E?98G9F 
D4EE@BFD9FP 6B;@B:ABEFP CD9>D4M9A<S CD<9@4 CD9C4D4F4. 
 4>E<@4?PA4S EGFBKA4S 8B;4 @9@4AF<A4 – 20 @7. �?S EA<:9A<S D<E>4 A9:9?4F9?PAOI D94>J<= 
A4K4?PAGR 8B;G CB6OL4RF 8B CB889D:<64RM9= CGF9@ F<FDB64A<S CB 5 @7 6 A989?R 6 F9K9A<9 
C9D6OI 3-I A989?P E?98GRM<@ B5D4;B@: 
1-S A989?S (89AP 1–7): A4;A4K4RF CB 5 @7 6 EGF><. 
2-S A989?S (89AP 8–14): A4;A4K4RF CB 10 @7 6 EGF>< (2 F45?9F>< CB 5 @7). 
3-S A989?S (89AP 15–21): A4;A4K4RF CB 15 @7 6 EGF><. 
4-S A989?S < 84?99: A4;A4K4RF CB 20 @7 6 EGF><. 
$9>B@9A8G9@4S CB889D:<64RM4S 8B;4 EBEF46?S9F 20 @7 6 EGF><. 
"EB5O9 7DGCCO C4J<9AFB6 
Л<J4 CB:<?B7B 6B;D4EF4 

#B 84AAO@ >?<A<K9E><I <EE?98B64A<=, D9>B@9A8G9@4S 8B;4 8?S C4J<9AFB6 EF4DL9 65 ?9F 
EBEF46?S9F 20 @7 6 EGF><.  
�4J<9AFO E CBK9KAB= A98BEF4FBKABEFPN 

' C4J<9AFB6 E A9;A4K<F9?PAO@ A4DGL9A<9@ HGA>J<< CBK9> (>?<D9AE >D94F<A<A4 (��) 50–80 

@?/@<A) >BDD9>F<DB6>4 8B;O A9 FD95G9FES. ' C4J<9AFB6 E G@9D9AAB= CBK9KAB= 
A98BEF4FBKABEFPR (�� 30–49 @?/@<A) EGFBKA4S 8B;4 EBEF46?S9F 10 @7. #D< IBDBL9= 
C9D9ABE<@BEF< CD9C4D4F4 6 F9K9A<9 >4> @<A<@G@ 7 8A9= ?9K9A<S 8B;G @B:AB G69?<K<FP 8B 20 
@7 6 EGF>< CB EF4A84DFAB= EI9@9 F<FDB64A<S. ' C4J<9AFB6 E FS:9?B= CBK9KAB= 
A98BEF4FBKABEFPR (�� 5–29 @?/@<A) EGFBKA4S 8B;4 EBEF46?S9F 10 @7. 
�4J<9AFO E C9K9ABKAB= A98BEF4FBKABEFPN 

' C4J<9AFB6 E ?97><@ <?< G@9D9AAO@ A4DGL9A<9@ HGA>J<< C9K9A< (>?4EE4 � < � CB 
>?4EE<H<>4J<< +4=?8-#PR) >BDD9>J<< 8B;O A9 FD95G9FES. �4AAO9 B CD<@9A9A<< @9@4AF<A4 
G C4J<9AFB6 E FS:9?B= C9K9ABKAB= A98BEF4FBKABEFPR BFEGFEF6G9F. #D<@9A9A<9 CD9C4D4F4 
 9@4AF<A �4ABA G C4J<9AFB6 E FS:9?B= C9K9ABKAB= A98BEF4FBKABEFPR (>?4EE % CB 
>?4EE<H<>4J<< +4=?8-#PR) CDBF<6BCB>4;4AB (E@. D4;89? 4.3.). 
�9F< 

#DBF<6BCB>4;4A G 89F9= 6 6B;D4EF9 8B 18 ?9F. 
�9;BC4EABEFP < QHH9>F<6ABEFP CD9C4D4F4  9@4AF<A �4ABA G 89F9= 6 6B;D4EF9 BF 0 8B 18 ?9F 
A9 GEF4AB6?9AO. �4AAO9 BFEGFEF6GRF. 
%CBEB5 CD<@9A9A<S 
�AGFDP. 
#D9C4D4F E?98G9F CD<A<@4FP, 1 D4; 6 EGF><, 6 B8AB < FB :9 6D9@S, A9;46<E<@B BF CD<9@4 C<M<. 
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4.3. #@>B82>?>:070=8O 
 �<C9DKG6EF6<F9?PABEFP > @9@4AF<AG <?< ?R5B@G <; 6ECB@B74F9?PAOI 69M9EF6, 
C9D9K<E?9AAOI 6 D4;89?9 6.1.; 

 FS:9?4S C9K9ABKA4S A98BEF4FBKABEFP (>?4EE % CB L>4?9 +4=?8-#PR);  
 6DB:89AA4S A9C9D9ABE<@BEFP 74?4>FB;O, 89H<J<F ?4>FB;O <?< E<A8DB@ A4DGL9AAB7B 
6E4EO64A<S 7?R>B;O/74?4>FB;O. 

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

% BEFBDB:ABEFPR 

% BEFBDB:ABEFPR A4;A4K4RF C4J<9AF4@ E F<D9BFB>E<>B;B@, QC<?9CE<9=, EG8BDB74@< (6 FB@ 
K<E?9 6 4A4@A9;9) < C4J<9AF4@ E H4>FBD4@< D<E>4 D4;6<F<S QC<?9CE<<, 4 F4>:9 CD< CBK9KAB= 
A98BEF4FBKABEF< < C9K9ABKAB= A98BEF4FBKABEF<. %?98G9F <;5974FP B8AB6D9@9AAB7B 
CD<@9A9A<S 4AF47BA<EFB6 NMDA-D9J9CFBDB6, F4><I >4> 4@4AF48<A, >9F4@<A, 
89>EFDB@9FBDH4A, 84AAO9 EB98<A9A<S 6B;89=EF6GRF A4 FG :9 E<EF9@G D9J9CFBDB6, KFB < 
@9@4AF<A, CBQFB@G 6B;@B:AB D4;6<F<9 5B?99 K4EFOI <?< 5B?99 6OD4:9AAOI A9:9?4F9?PAOI 
D94>J<=, 6 BEAB6AB@ EB EFBDBAO J9AFD4?PAB= A9D6AB= E<EF9@O (*!%) (E@. D4;89? 4.5.). 
!4?<K<9 H4>FBDB6, CB6OL4RM<I D! @BK< (E@. D4;89? 5.2.), @B:9F CBFD95B64FP FM4F9?PAB7B 
A45?R89A<S ;4 C4J<9AFB@. � F4><@ H4>FBD4@ BFABE<FES D9;>4S E@9A4 8<9FO, A4CD<@9D, 
C9D9IB8 A4 6979F4D<4AEF6B, <?< B5<?PAO= CD<9@ M9?BKAOI :9?G8BKAOI 5GH9DB6. �DB@9 FB7B, 
D! @BK< @B:9F CB6OL4FPES CD< CBK9KAB@ >4A4?PJ96B@ 4J<8B;9 <?< FS:9?OI <AH9>J<SI 
@BK96O6B8SM<I CGF9=, 6O;64AAOI Proteus bacteria. 

�; 5B?PL<AEF64 >?<A<K9E><I <ECOF4A<= <E>?RK4?<EP C4J<9AFO, A9846AB C9D9A9EL<9 
<AH4D>F @<B>4D84 <?< <@9RM<9 A9>B@C9AE<DB64AAGR ;4EFB=AGR E9D89KAGR 
A98BEF4FBKABEFP (>?4EE III-VI CB NYHA), A9>BAFDB?<DG9@GR 4DF9D<4?PAGR 7<C9DF9A;<R, 
C9K9ABKAGR A98BEF4FBKABEFP ?97>B= < ED98A9= EF9C9A< FS:9EF< (>?4EEO � < � CB 
>?4EE<H<>4J<< +4=?8-#PR). #BQFB@G 6 BFABL9A<< C4J<9AFB6 E 84AAO@< EBEFBSA<S@< 
<@9RFES ?<LP B7D4A<K9AAO9 84AAO9, < F4><9 C4J<9AFO 8B?:AO A4IB8<FPES CB8 FM4F9?PAO@ 
A45?R89A<9@. 
�ECB@B74F9?PAO9 69M9EF64 
#D9C4D4F EB89D:<F ?4>FB;G. �4AAO= ?9>4DEF69AAO= CD9C4D4F A9 E?98G9F CD<A<@4FP 
C4J<9AF4@ E D98>B 6EFD9K4RM9=ES A4E?98EF69AAB= A9C9D9ABE<@BEFPR 74?4>FB;O, ?4>F4;AB= 
A98BEF4FBKABEFPR <?< 7?R>B;B-74?4>FB;AB= @4?P45EBD5J<9=. 

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

2708<>459AB28O 

Л96B8BC4, 47BA<EFO 8BH4@<AB6OI D9J9CFBDB6 < @-IB?<AB5?B><DGNщ<9 ED98EF64 

#D< B8AB6D9@9AAB@ CD<@9A9A<< @9@4AF<A4 E CD9C4D4F4@< ?96B8BCO, 4AF47BA<EF4@< 
8BH4@<AB6OI D9J9CFBDB6, @-IB?<AB5?B>4FBD4@< 89=EF6<9 CBE?98A<I @B:9F GE<?<64FPES, >4> 
< CD< B8AB6D9@9AAB@ CD<@9A9A<< E 8DG7<@< 4AF47BA<EF4@< NMDA-D9J9CFBDB6. 
�4D5<FGD4FO < A9=DB?9CF<>< 

#D< B8AB6D9@9AAB@ CD<@9A9A<< E 54D5<FGD4F4@<, A9=DB?9CF<>4@< 89=EF6<9 CBE?98A<I 
@B:9F G@9APL4FPES. #D< EB6@9EFAB@ CD<@9A9A<< @B:9F <;@9A<FP (GE<?<FP <?< G@9APL<FP) 
89=EF6<9 84AFDB?9A4 <?< 54>?BH9A4, CBQFB@G 8B;O CD9C4D4FB6 E?98G9F CB85<D4FP 
<A8<6<8G4?PAB. 
�@4AF48<A, >9F4@<A, 89>EFDB@9FBDH4A < H9A<FB<A 

%?98G9F <;5974FP B8AB6D9@9AAB7B CD<@9A9A<S E 4@4AF48<AB@, >9F4@<AB@ < 
89>EFDB@9FBDH4AB@ <;-;4 CB6OL9A<S D<E>4 D4;6<F<S CE<IB;4. �4AAO9 CD9C4D4FO S6?SRFES 
I<@<K9E>< E6S;4AAO@< 4AF47BA<EF4@< NMDA-D9J9CFBDB6. &4>:9 E?98G9F <;5974FP 
EB6@9EFAB7B CD<@9A9A<S @9@4AF<A4 E H9A<FB<AB@. 
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Ц<@9F<8<A, D4A<F<8<A, CDB>4<A4@<8, I<A<8<A, I<A<A, A<>BF<A 

�B;@B:AB CB6OL9A<9 6 C?4;@9 >BAJ9AFD4J<< J<@9F<8<A4, D4A<F<8<A4, CDB>4<A4@<84, 
I<A<8<A4, I<A<A4 < A<>BF<A4 CD< B8AB6D9@9AAB@ CD<9@9 E @9@4AF<AB@ 6E?98EF6<9 
<ECB?P;B64A<S FB= :9 CBK9KAB= >4F<BAAB= FD4AECBDFAB= E<EF9@O. 
Г<8DBI?BDBF<4;<8 

�B;@B:AB EA<:9A<9 >BAJ9AFD4J<< 7<8DBI?BDBF<4;<84 <?< ?R5B= >B@5<A4J<< E 
7<8DBI?BDBF<4;<8B@ CD< B8AB6D9@9AAB@ CD<9@9 E @9@4AF<AB@. 
�9CDO@O9 4AF<>B47G?OAFO 

�B;@B:AB CB6OL9A<9 @9:8GA4DB8AB7B ABD@4?<;B64AAB7B BFABL9A<S (MHO) G C4J<9AFB6, 
CD<A<@4RM<I A9CDS@O9 4AF<>B47G?SAFO (64DH4D<A). !9 E@BFDS A4 BFEGFEF6<9 CD<K<AAB-
E?98EF69AAB= E6S;<, D9>B@9A8G9FES FM4F9?PAB9 A45?R89A<9 ;4 CDBFDB@5<AB6O@ 6D9@9A9@ < 
 !" G C4J<9AFB6, B8AB6D9@9AAB CD<A<@4RM<I 64DH4D<A < @9@4AF<A. 
�AF<89CD9EE4AFO 

"8AB6D9@9AAB9 CD<@9A9A<9 E 4AF<89CD9EE4AF4@<, E9?9>F<6AO@< <A7<5<FBD4@< B5D4FAB7B 
;4I64F4 E9DBFBA<A4 < <A7<5<FBD4@< @BAB4@<AB>E<84;O FD95G9F FM4F9?PAB7B A45?R89A<S ;4 
C4J<9AF4@<. 
�FEGFEF6<9 6;4<@B89=EF6<= 

� H4D@4>B><A9F<K9E><I <EE?98B64A<SI B8AB>D4FAB7B CD<9@4 @9@4AF<A4 A<>4><I 
6;4<@B89=EF6<= @9@4AF<A4 E 7?<59A>?4@<8B@ <?< @9FHBD@<AB@, <?< 8BA9C9;<?B@, <?< 
74?4AF4@<AB@ 6OS6?9AB A9 5O?B.  9@4AF<A A9 <A7<5<DG9F <;BH9D@9AFO CYP1�2, CYP2�6, 
CYP2%9, CYP2D6, CYP2�1, CYP3�, H?46<AEB89D:4MGR @BABB>E<84;G, QCB>E<87<8DB?4;G 
<?< EG?PH4F<DB64A<9 in vitro. 

4.6. (5@B8;P=>ABP, 15@5<5==>ABP 8 ;0:B0F8O 

�9D9@9AABEFP  
� E6S;< E BFEGFEF6<9@ >?<A<K9E><I 84AAOI B 6?<SA<< @9@4AF<A4 A4 F9K9A<9 59D9@9AABEF< 
CD9C4D4F  9@4AF<A �4ABA CDBF<6BCB>4;4A CD< 59D9@9AABEF<. �EE?98B64A<S, CDB6989AAO9 A4 
:<6BFAOI, G>4;O64RF A4 6B;@B:ABEFP @9@4AF<A4 6O;O64FP ;489D:>G 6AGFD<GFDB5AB7B 
D4;6<F<S CD< GDB6A9 6B;89=EF6<S <89AF<KAOI <?< A9E>B?P>B CD96BEIB8SM<I >BAJ9AFD4J<= 
@9@4AF<A4 CB ED46A9A<R E F4><@< G K9?B69>4. #BF9AJ<4?PAO= D<E> 8?S K9?B69>4 A9 <;69EF9A.  

�4>F4J<S  
!9F 84AAOI B 6O6989A<< @9@4AF<A4 E 7DG8AO@ @B?B>B@. #D<A<@4S 6B 6A<@4A<9 
?<CBH<?PAGR EFDG>FGDG @9@4AF<A4 @B:AB CD98CB?B:<FP, KFB BA @B:9F CDBA<>4FP 6 7DG8AB9 
@B?B>B, CBQFB@G 6B 6D9@S CD<9@4 CD9C4D4F4  9@4AF<A �4ABA 7DG8AB9 6E>4D@?<64A<9 E?98G9F 
CD9>D4F<FP. 
(9DF<?PABEFP 
!9F 84AAOI B 6?<SA<< CD<9@4 CD9C4D4F4 A4 H9DF<?PABEFP. 

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 

�B?9;AP �?PJ79=@9D4 A4 EF48<< G@9D9AAB= < FS:9?B= 89@9AJ<< A4DGL49F ECBEB5ABEFP > 
GCD46?9A<R FD4AECBDFAO@ ED98EF6B@ < @9I4A<;@4@<. #D9C4D4F  9@4AF<A �4ABA 6 E6BR 
BK9D98P @B:9F B>4;O64FP 6?<SA<9 A4 E>BDBEFP D94>J<<, 6O;O64S A9:9?4F9?PAO9 D94>J<< EB 
EFBDBAO J9AFD4?PAB= A9D6AB= E<EF9@O (ECGF4AABEFP EB;A4A<S, 74??RJ<A4J<<, CE<IBF<K9E><9 
D94>J<<, 7B?B6B>DG:9A<9, 7B?B6A4S 5B?P, EBA?<6BEFP, C4DB>E<;@O), CBQFB@G C4J<9AF4@ 
A9B5IB8<@B 6B;89D:<64FPES BF GCD46?9A<S FD4AECBDFAO@< ED98EF64@< < D45BFO E 
@9I4A<;@4@<. 
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4.8. !565;0B5;P=O5 @50:F88 

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

� >?<A<K9E><I <EE?98B64A<SI 89@9AJ<< BF ?97>B= 8B FS:9?B= EF9C9A< E GK4EF<9@ 1784 
C4J<9AFB6, CB?GK46L<I @9@4AF<A, < 1595 C4J<9AFB6, CB?GK46L<I C?4J95B, B5M4S K4EFBF4 
E?GK496 A9:9?4F9?PAOI D94>J<= A4 @9@4AF<A A9 BF?<K4?4EP BF F4>B6B= CD< CD<9@9 C?4J95B; 
A9:9?4F9?PAO9 D94>J<< B5OKAB <@9?< ?97>GR <?< G@9D9AAGR EF9C9AP FS:9EF<. !4<5B?99 
D4ECDBEFD4A9AAO@< A9:9?4F9?PAO@< D94>J<S@<, K4EFBF4 E?GK496 >BFBDOI 5O?4 6OL9 6 
7DGCC9 ?9K9A<S @9@4AF<AB@ CB ED46A9A<R E 7DGCCB= C?4J95B, 5O?< 7B?B6B>DG:9A<9 (6,3 % 

CDBF<6 5,6 %, EBBF69FEF69AAB), 7B?B6A4S 5B?P (5,2 % CDBF<6 3,9 %, EBBF69FEF69AAB), ;4CBD 
(4,6 % CDBF<6 2,6 %, EBBF69FEF69AAB), EBA?<6BEFP (3,4 % CDBF<6 2,2 %, EBBF69FEF69AAB) < 
CB6OL9A<9 4DF9D<4?PAB7B 846?9A<S (4,1 % CDBF<6 2,8 %, EBBF69FEF69AAB). 
$9;R@9 A9:9?4F9?PAOI D94>J<= 

!9:9?4F9?PAO9 D94>J<<, >BFBDO9 A45?R84?<EP 6 >?<A<K9E><I <EE?98B64A<SI @9@4AF<A4 < 
CBE?9 97B D97<EFD4J<<, D4ECD989?9AO CB E<EF9@AB-BD74AAO@ >?4EE4@ 6 CBDS8>9 G5O64A<S <I 
E9DP9;ABEF< E G>4;4A<9@ K4EFBFO <I 6B;A<>AB69A<S EB7?4EAB >?4EE<H<>4J<< �E9@<DAB= 
BD74A<;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). 
&45?<J4 1. &45?<KAB9 D9;R@9 A9:9?4F9?PAOI D94>J<= 

%8AB5<=>->@30==O9 :;0AA +0AB>B0 8 
2AB@5G05<>ABP 

!565;0B5;P=0O @50:F8O 

�AH9>J<< < <A64;<< A9K4EFB 7D<5>B6O9 <AH9>J<< 
!4DGL9A<S EB EFBDBAO 
<@@GAAB= E<EF9@O 

K4EFB 7<C9DKG6EF6<F9?PABEFP > >B@CBA9AF4@ 
CD9C4D4F4 

#E<I<K9E><9 A4DGL9A<S K4EFB EBA?<6BEFP 
A9K4EFB ECGF4AABEFP EB;A4A<S, 74??RJ<A4J<<1, 

CE<IBF<K9E><9 D94>J<<2 

K4EFBF4 
A9<;69EFA4 

59EEBAA<J4, BMGM9A<9 59ECB>B=EF64 

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

K4EFB 7B?B6B>DG:9A<9, A4DGL9A<9 D46AB69E<S 
A9K4EFB A4DGL9A<S CBIB8>< 
BK9AP D98>B EG8BDB7< 

!4DGL9A<S EB EFBDBAO E9D8J4 A9K4EFB E9D89KA4S A98BEF4FBKABEFP 
!4DGL9A<S EB EFBDBAO EBEG8B6 K4EFB CB6OL9A<9 4DF9D<4?PAB7B 846?9A<S 

A9K4EFB 69AB;AO= FDB@5B;/FDB@5BQ@5B?<S 
!4DGL9A<S EB EFBDBAO 
8OI4F9?PAB= E<EF9@O, BD74AB6 
7DG8AB= >?9F>< < ED98BEF9A<S 

K4EFB B8OL>4 

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

K4EFB ;4CBD 
A9K4EFB FBLABF4, D6BF4 
K4EFBF4 
A9<;69EFA4 

C4A>D94F<F2 

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

K4EFB 
 

A4DGL9A<9 5<BI<@<K9E><I CB>4;4F9?9= 
HGA>J<< C9K9A< 

K4EFBF4 
A9<;69EFA4 

79C4F<F 

"5M<9 A4DGL9A<S < D94>J<< 6 
@9EF9 66989A<S 

K4EFB 
 

7B?B6A4S 5B?P 

A9K4EFB GFB@?S9@BEFP 
1�4??RJ<A4J<< A45?R84?<EP, 7?46AO@ B5D4;B@, G C4J<9AFB6 E 5B?9;APR �?PJ79=@9D4 A4 EF48<< FS:9?B= 
89@9AJ<<. 
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2�8<A<KAO9 E?GK4<, EBB5M9A<S B >BFBDOI CB?GK9AO 6 CBEFD97<EFD4J<BAAO= C9D<B8. 

"C<E4A<9 BF89?PAOI A9:9?4F9?PAOI D94>J<=  
�@9RFES BF89?PAO9 EBB5M9A<S B 6B;A<>AB69A<< E?98GRM<I A9:9?4F9?PAOI D94>J<= CD< 
CD<@9A9A<< CD9C4D4F4 (84AAO9, CB?GK9AAO9 CBE?9 D97<EFD4J<<): 47D4AG?BJ<FB;, ?9=>BC9A<S 
(6>?RK4S A9=FDBC9A<R), C4AJ<FBC9A<S, FDB@5BJ<FBC9A<S, FDB@5BJ<FBC9A<K9E>4S CGDCGD4, 
BEFD4S CBK9KA4S A98BEF4FBKABEFP, E<A8DB@ %F<69AE4-�:BAEBA4. 
#D< 5B?9;A< �?PJ79=@9D4 G C4J<9AFB6 @B7GF 6B;A<>4FP 89CD9EE<S, EG<J<84?PAO9 @OE?< < 
CBCOF>< EG<J<84. � D4@>4I CBEFD97<EFD4J<BAAB7B CD<@9A9A<S EBB5M4?BEP B 6B;A<>AB69A<< 
G>4;4AAOI A9:9?4F9?PAOI D94>J<= G C4J<9AFB6, CD<A<@46L<I @9@4AF<A.  
%BB5M9A<9 B CB8B;D9649@OI A9:9?4F9?PAOI D94>J<SI 
�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 – K?9AB6 
�6D4;<=E>B7B Q>BAB@<K9E>B7B EBR;4.  
$BEE<=E>4S (989D4J<S 
(989D4?PA4S E?G:54 CB A48;BDG 6 EH9D9 ;8D46BBID4A9A<S ($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»: 
https://www.roszdravnadzor.gov.ru  

4.9. #5@54>78@>2:0 

%<@CFB@O 

� E?GK4SI C9D98B;<DB6>< 6 8B;9 @9A99 140 @7 B8AB>D4FAB <?< 6 E?GK49 CD<9@4 A9<;69EFAB= 
8B;O G C4J<9AFB6 A45?R84?<EP CB5BKAO9 D94>J<< EB EFBDBAO J9AFD4?PAB= A9D6AB= E<EF9@O: 
ECGF4AABEFP EB;A4A<S, 7<C9DEB@A<S, EBA?<6BEFP, 7B?B6B>DG:9A<9, 6B;5G:89A<9, 47D9EE<S, 
74??RJ<A4J<<, A4DGL9A<9 CBIB8><; 4 F4>:9 A4DGL9A<S EB EFBDBAO :9?G8BKAB-><L9KAB7B 
FD4>F4: D6BF4, 8<4D9S. 
#D< BFABE<F9?PAB 5B?PL<I C9D98B;<DB6>4I (200 @7 B8AB>D4FAB < 105 @7/EGF 6 F9K9A<9 3 8A9=) 
BF@9K4?<EP E?98GRM<9 E<@CFB@O: GFB@?S9@BEFP, E?45BEFP </<?< 8<4D9S <?< E<@CFB@O 
BFEGFEF6B64?<. 
� E4@B@ FS:9?B@ E?GK49 C9D98B;<DB6>< C4J<9AF 6O:<? CBE?9 CD<9@4 8B;O 2000 @7 
@9@4AF<A4, G A97B A45?R84?<EP CB5BKAO9 D94>J<< EB EFBDBAO J9AFD4?PAB= A9D6AB= E<EF9@O 
(>B@4 6 F9K9A<9 10 8A9=, ;4F9@ 8<C?BC<S < 4:<F4J<S). #4J<9AF CB?GK4? E<@CFB@4F<K9E>B9 
?9K9A<9 < C?4;@4H9D9;. #4J<9AF 6O;8BDB69? 59; CBE?98GRM<I BE?B:A9A<=. 
� 8DG7B@ E?GK49 FS:9?B= C9D98B;<DB6><, C4J<9AF 6O:<? < 6O;8BDB69? CBE?9 CD<9@4 
@9@4AF<A4 6 8B;9 400 @7 B8AB>D4FAB. ' C4J<9AF4 A45?R84?<EP CB5BKAO9 D94>J<< EB EFBDBAO 
J9AFD4?PAB= A9D6AB= E<EF9@O: 59ECB>B=EF6B, CE<IB;, ;D<F9?PAO9 74??RJ<A4J<<, EA<:9A<9 
CBDB74 EG8BDB:AB= 7BFB6ABEF<, EBA?<6BEFP, EFGCBD < CBF9DS EB;A4A<S. 
�9K9A<9 
� E?GK49 C9D98B;<DB6>< ?9K9A<9 8B?:AB 5OFP E<@CFB@4F<K9E><@. %C9J<4?PAB7B 4AF<8BF4 CD< 
<AFB>E<>4J<< <?< C9D98B;<DB6>9 A9 EGM9EF6G9F. #D< A9B5IB8<@BEF< CDB6B8SF EF4A84DFAO9 
?9K95AO9 @9DBCD<SF<S, A4CD46?9AAO9 A4 6O6989A<9 <; BD74A<;@4 4>F<6AB7B 69M9EF64, F4><9 
>4> CDB@O64A<9 :9?G8>4, CD<9@ 4>F<6<DB64AAB7B G7?S (8?S CD98BF6D4M9A<S CBF9AJ<4?PAB= 
D9J<D>G?SJ<< 6 ><L9KA<>9 < C9K9A<), CB8><E?9A<9 @BK<, HBDE<DB64AAO= 8<GD9;. #D< 
CBS6?9A<< CD<;A4>B6 < E<@CFB@B6 B5M9= 7<C9DEF<@G?SJ<< J9AFD4?PAB= A9D6AB= E<EF9@O 
E?98G9F CDB6B8<FP E<@CFB@4F<K9E>GR F9D4C<R E BEFBDB:ABEFPR.  

mailto:pharm@roszdravnadzor.gov.ru
https://www.roszdravnadzor.gov.ru/
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5. (�$ ��"�"��+�%��� %�"�%&�� 

5.1. (0@<0:>48=0<8G5A:85 A2>9AB20 

(4D@4>BF9D4C96F<K9E>4S 7DGCC4: CE<IB4A4?9CF<><; CD9C4D4FO 8?S ?9K9A<S 89@9AJ<<; 8DG7<9 
CD9C4D4FO 8?S ?9K9A<S 89@9AJ<<. 
�B8 AT): N06DX01 

 9I4A<;@ 89=EF6<S 
#BS6?S9FES 6E9 5B?PL9 8B>4;4F9?PEF6 FB7B, KFB A4DGL9A<9 D45BFO 7?GF4@4F9D7<K9E>B= 
A9=DBFD4AE@<EE<<, 6 K4EFABEF< N-@9F<?-D-4EC4DF4F-D9J9CFBDB6 (NMDA-D9J9CFBDB6), 
ECBEB5EF6G9F >4> 6B;A<>AB69A<R E<@CFB@B6, F4> < CDB7D9EE<DB64A<R A9=DB8979A9D4F<6AB= 
89@9AJ<<. 
 9@4AF<A S6?S9FES CBF9AJ<4?B;46<E<@O@ A9>BA>GD9AFAO@ 4AF47BA<EFB@ NMDA-D9J9CFBDB6 
E G@9D9AAB= 4HH<AABEFPR > A<@. "A B>4;O649F @B8G?<DGRM99 89=EF6<9 CD< C4FB?B7<K9E>< 
CB6OL9AAOI FBA<K9E><I >BAJ9AFD4J<SI 7?GF4@4F4, >BFBDO9 @B7GF CD<6B8<FP > A9=DBA4?PAB= 
8<EHGA>J<<. $97G?<DG9F <BAAO= FD4AECBDF, 5?B><DG9F >4?PJ<96O9 >4A4?O, ABD@4?<;G9F 
@9@5D4AAO= CBF9AJ<4? < G?GKL49F CDBJ9EE C9D984K< A9D6AB7B <@CG?PE4. '?GKL49F 
>B7A<F<6AO9 CDBJ9EEO < CB6OL49F CB6E98A96AGR 4>F<6ABEFP. 
!4DGL9A<9 7?GF4@4F9D7<K9E>B= A9=DBFD4AE@<EE<<, 6 BEB59AABEF< HGA>J<< NMDA- 

D9J9CFBDB6, ECBEB5EF6G9F >4> CDBS6?9A<R E<@CFB@B6, F4> < CDB7D9EE<DB64A<R 
A9=DB8979A9D4F<6AB= 89@9AJ<<. 

5.2. (0@<0:>:8=5B8G5A:85 A2>9AB20 

�5EBD5J<S 
 9@4AF<A <@99F 45EB?RFAGR 5<B8BEFGCABEFP, CD<5?<;<F9?PAB D46AGR 100 %.  4>E<@4?PA4S 
>BAJ9AFD4J<S 6 C?4;@9 >DB6< 8BEF<749FES 6 F9K9A<9 3–8 K4EB6 (Tmax). #D<;A4>< FB7B, KFB CD<9@ 
C<M< 6?<S9F A4 6E4EO64A<9 @9@4AF<A4, BFEGFEF6GRF. 
$4ECD989?9A<9 
%GFBKAO9 8B;O 20 @7 CD<6B8SF > CBEFBSAAB= >BAJ9AFD4J<< @9@4AF<A4 6 C?4;@9 >DB6< 6 
8<4C4;BA9 70–150 A7/@? (0,5–1 @>@B?P) E 5B?PL<@< @9:<A8<6<8G4?PAO@< 64D<4J<S@<. #D< 
66989A<< EGFBKAOI 8B; BF 5 8B 30 @7 ED98A99 BFABL9A<9 EB89D:4A<S CD9C4D4F4 6 
J9D95DBEC<A4?PAB= :<8>BEF< > EB89D:4A<R 6 EO6BDBF>9 >DB6< EBEF46?S?B 0,52. "5N9@ 
D4ECD989?9A<S – B>B?B 10 ?/>7. ">B?B 45 % @9@4AF<A4 E6S;O649FES E 59?>4@< C?4;@O. 

�<BFD4AEHBD@4J<S 
">B?B 80 % @9@4AF<A4, CD<ASFB7B 6AGFDP, J<D>G?<DG9F 6 A9<;@9A9AAB@ 6<89. �?46AO9 
@9F45B?<FO G K9?B69>4 – QFB N-3,5-8<@9F<?7?G84AF4A, E@9EP <;B@9DB6 4- < 6-
7<8DB>E<@9@4AF<A4 < 1-A<FDB;B-3,5-8<@9F<?484@4AF4A. !< B8<A <; QF<I @9F45B?<FB6 A9 
B5?4849F NMDA-4AF47BA<EF<K9E>B= 4>F<6ABEFPR. �<BFD4AEHBD@4J<S, >4F4?<;<DB64AA4S 
E<EF9@B= J<FBIDB@4 $450, 6 GE?B6<SI in vitro A9 B5A4DG:<64?4EP. 
� <EE?98B64A<< C9DBD4?PAB7B CD<9@4 14%-@9@4AF<A4 6 ED98A9@ 84 % 66989AAB= 8B;O 
6O6B8<?BEP 6 F9K9A<9 20 8A9=, CD< QFB@ 5B?99 99 % – K9D9; CBK><. 
Э?<@<A4J<S 
�O6989A<9 @9@4AF<A4 ABE<F @BABQ>ECBA9AJ<4?PAO= I4D4>F9D E C9D<B8B@ CB?G6O6989A<S 
(T1/2) BF 60 8B 100 K4EB6. ' 8B5DB6B?PJ96 E ABD@4?PAB= HGA>J<9= CBK9> B5M<= >?<D9AE (Cltot) 

EBEF46?S9F 170 @?/@<A/1,7 @2, CD< QFB@ K4EFP B5M97B CBK9KAB7B >?<D9AE4 8BEF<749FES ;4 EK9F 
>4A4?PJ96B= E9>D9J<<. &4>:9 6 CBK>4I CDB<EIB8<F >4A4?PJ964S D945EBD5J<S, 69DBSFAB, 
BCBED98B64AA4S 59?>4@<, GK4EF6GRM<@< 6 FD4AECBDF9 >4F<BAB6. %>BDBEFP CBK9KAB7B 
>?<D9AE4 @9@4AF<A4 @B:9F EA<:4FPES CD< ;4M9?4K<64A<< @BK< 8B D! 7–9. �4M9?4K<64A<9 
@BK< @B:9F 5OFP D9;G?PF4FB@ D9;><I <;@9A9A<= 6 8<9F9, A4CD<@9D, F4><I >4> C9D9IB8 A4 
6979F4D<4AEF6B <?< B5<?PAO= CD<9@ M9?BKAOI :9?G8BKAOI 5GH9DB6. 
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�<A9=ABEFP  
�EE?98B64A<S E GK4EF<9@ 8B5DB6B?PJ96 CDB89@BAEFD<DB64?< ?<A9=AGR H4D@4>B><A9F<>G 6 
8<4C4;BA9 8B; BF 10 8B 40 @7.  
(4D@4>B><A9F<K9E>4S-H4D@4>B8<A4@<K9E>4S ;46<E<@BEFP  
#D< CD<@9A9A<< @9@4AF<A4 6 8B;9 20 @7/EGF EB89D:4A<9 CD9C4D4F4 6 J9D95DBEC<A4?PAB= 
:<8>BEF< EBBF69FEF6G9F ;A4K9A<R ki (ki = >BAEF4AF4 <A7<5<DB64A<S) @9@4AF<A4, KFB 
EBEF46?S9F 0,5 @>@B?P CD9C4D4F4 6 ?B5AB= 8B?9 >BDO 7B?B6AB7B @B;74 K9?B69>4. 

6. (�$ �*��&�+�%��� %�"�%&�� 

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

�4?PJ<S 7<8DBHBEH4F4 8<7<8D4F; 
>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;  
CB6<8BA �-30. 

�C48D4= 20�28380 59?O= <?< �C48D4= 20�205017 7B?G5B=, 6 FB@ K<E?9: 
�<CDB@9??B;4 (7<8DB>E<CDBC<?@9F<?J9??R?B;4); 
7<CDB?B;4 (7<8DB>E<CDBC<?J9??R?B;4); 
F4?P>; 
F<F4A4 8<B>E<8; 
>D4E<F9?P 5D<??<4AFB6O= 7B?G5B=; 
>D4E<F9?P B>E<8 :9?9;4 K9DAO=. 

6.2. !5A>2<5AB8<>ABP 

!9 CD<@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<FP CD< F9@C9D4FGD9 A9 6OL9 25 °% 6B 6FBD<KAB= GC4>B6>9 (C4K>9 >4DFBAAB=). 

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

#B 7 F45?9FB> 8B;<DB6>B= 5 @7; CB 7 F45?9FB> 8B;<DB6>B= 10 @7; CB 7 F45?9FB> 8B;<DB6>B= 15 
@7; CB 7 F45?9FB> 8B;<DB6>B= 20 @7 6 >BAFGDAGR SK9=>B6GR GC4>B6>G <; C?9A>< 
CB?<6<A<?I?BD<8AB= < HB?P7< 4?R@<A<96B= C9K4FAB= ?4><DB64AAB=. 
#B 4 >BAFGDAOI SK9=>B6OI GC4>B6>< (CB 1 >BAFGDAB= SK9=>B6B= GC4>B6>9 >4:8B= 8B;<DB6><) 
6@9EF9 E <AEFDG>J<9= CB CD<@9A9A<R 6 C4K>G <; >4DFBA4. 

6.6. "A>1O5 <5@O ?@54>AB>@>6=>AB8 ?@8 CB8;870F88 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. 
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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  

�8D9E Q?9>FDBAAB= CBKFO: 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 
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