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')-<&#%&X&<B-1%<&#%&$%<,-%<&
hJ),-*%&s&#)<"H%<&-B"'1<B<&",&'"W)-"+)1-%&#N;B$"+)')H1%&%+&#%&:D"-$"*)')H1%&#,&@;8&#%&
7)-#%",Ri&

&

5/&%CC%+9&"')-<&T,%&'%<&#)<"H%<&C)/*+1)//%'<&<,-&G@>&?E:r&B+"1%/+&-B"'1<B<&",&C1'&#%&'N%",&

O),-& '%<& O"+1%/+<& +-"1+B<& %/& )-+D)OB#1%9& <1R& <B-1%<& #%& #)<"H%& O"-& >@b!JA!J& )/+& B+B&

y = 0,869x  R! = 0,9102 
y = 0,954x  R! = 0,9395 
y = 1,005x  R! = 0,9663 
y = 1,070x R! = 0,9129 
y = 0,949x  R! = 0,9651 
y = 1,005x  R! = 0,9534 
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LC-MS/MS (ng/ml) 

Corrélation LC-MS/MS avec les dosages fonctionnels du 
rivaroxaban : séries 1 à 6 

Rivaroxaban 1 
Rivaroxaban 2 
Rivaroxaban 3 
Rivaroxaban 4 
Rivaroxaban 5 
Rivaroxaban 6 

y = 1,0315x + 12,048 R = 0,9136 

y = 0,7833x + 12,681 R = 0,9272 
y = 0,9969x + 13,252 R = 0,9238 
y = 0,8226x + 11,435 R = 0,9692 
y = 0,9488x + 17,219 R = 0,9560 

y = 1,0467x - 1,5764 R = 0,9630 
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LC-MS/MS (ng/ml) 

Corrélation LC-MS/MS avec les dosages fonctionnels de 
l'apixaban : séries 1 à 6 

Apixaban 1 

Apixaban 2 

Apixaban 3 

Apixaban 4 

Apixaban 5 

Apixaban 6 
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-B"'1<B%<L&@%'"&1/#1T,%&T,%&'"&OD"<%&#y%R+-"*+1)/&O),-&'"&<O%*+-)$B+-1%&#%&$"<<%&%<+&,/&

C"*+%,-&#%&0"-1"W1'1+B&#%0"/+&V+-%&O-1<&%/&*)$O+%L&&

>"&*)--B'"+1)/&%/+-%&$B+D)#%<&O),-&'y"O1R"W"/9&W1%/&T,y,+1'1<"/+&'"&$V$%&$B+D)#)')H1%&

%/& C)/*+1)//%'& T,%& '%& -10"-)R"W"/9& /y%<+& O"<& ",<<1& <"+1<C"1<"/+%L& 8/%& "/"'K<%& #%& '"&

0"-1"W1'1+B& #%& '"& OD"<%& #y%R+-"*+1)/& <%-"1+& Y& $%/%-& O),-& %RO'1T,%-& '"& 0"-1"W1'1+B& #%<&

*)--B'"+1)/<&)W+%/,%<&#y,/&P),-&Y&'y",+-%L&

:"-& %R+-"O)'"+1)/& %+& *)$O+%& +%/,& #%<& #)//B%<& #%& '"& '1++B-"+,-%9& *%++%& '1$1+%& O%,+& V+-%&

B+%/#,%& Y& aqq& /Hb$>& 0)1-%& $V$%& O',<& ua[vumXvL& :),-& '%<& 0"'%,-<& 1/CB-1%,-%<& Y& Uq&

/Hb$>9&'"&#B+%-$1/"+1)/&O"-&$%<,-%&ODK<1T,%&%<+&'"&O',<&O%-C)-$"/+%L&

&

>"&$%<,-%&#%&aq&B*D"/+1'')/<&O-)0%/"/+&#%&O"+1%/+<&/)/&+-"1+B<&<B'%*+1)//B<&O"-$1&/)<&

O"+1%/+<&#%&-),+1/%&"&O%-$1<&#%&$%++-%&%/&B01#%/*%&,/%&*"-"*+B-1<+1T,%&1$O)-+"/+%&#%<&

%<<"1<& #y1/D1W1+1)/&#,& C"*+%,-&l"& s& *D"T,%& 1/#101#,& "& <)/&O-)O-%&O)+%/+1%'& Y& 1/D1W%-& '%&

C"*+%,-& W)01/& l"& %R)H2/%& "P),+B& #"/<& 'yB*D"/+1'')/L& @%++%& hO%+1+%i& 0"-1"+1)/& 1/+%-A

1/#101#,%''%&#"/<&'%&<1H/"'&*D-)$)H2/%&%<+&1'',<+-B%&O"-&'%&/,"H%&#%&O)1/+<&<,-&'"&H",*D%&

#%<&*),-W%<&#%&*"'1W-"+1)/<&h31H,-%&XMiL&

&

&
31H,-%&XM&s&*),-W%<&#%&*"'1W-"+1)/&;I3&%+&-10"-)R"W"/b"O1R"W"/&<,-&G@>&?E:r&
)W+%/,%<&"0%*&'%&-B"*+1C&@EG!G?F@r&;%O"-1/&#%&@;4E!E.5IFl9&F/<+-,$%/+"+1)/&
>"W)-"+)-K&hH-),O%&_%-C%/i&&
hJ),-*%&s&#)<"H%<&-B"'1<B<&",&'"W)-"+)1-%&#N;B$"+)')H1%&#,&@;8&#%&7)-#%",Ri&

&

71%/& T,%& 0"-1"/+& #"/<& ,/%& C),-*D%++%& B+-)1+%9& *%++%& *"O"*1+B& 1/#101#,%''%& Y& 1/D1W%-& '%&

C"*+%,-&%R)H2/%&l"&<1H/1C1%&T,y1'&/yK&"&O"<&#%&QB-)&,/10%-<%'&O),-&'y1/D1W1+1)/&#,&C"*+%,-&

l"L&@)$$%& 1'&/N%<+&O)<<1W'%&#%& C"1-%&,/%&*),-W%&#yB+"')//"H%&O),-&*D"T,%& 1/#101#,&%/&

%/-1*D1<<"/+&<)/&O'"<$"&O"-&#%<&*)/*%/+-"+1)/<&*-)1<<"/+%<&%/&G@E(<9&'"&0"-1"+1)/&1/+%-A
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1/#101#,%''%& #%& '"& $%<,-%& "/+1Al"& <"/<& +-"1+%$%/+& "/+1*)"H,'"/+& "& ,/& 1$O"*+& <,-& '"&

$%<,-%& "/+1Al"L& >%<& #)<"H%<& %RO-1$B<& %/& $GW<b$1/& )W+%/,<& *D%Q& #%<& O"+1%/+<& /)/&

+-"1+B<&0"-1%/+&#"/<&,/%&C),-*D%++%&#%&pMoM&Y&pUoX9&+"/#1<&T,%&'y%CC%+&#%&*%++%&0"-1"+1)/&

<,-&'"&O%/+%&#%<&*),-W%<&#yB+"')//"H%&#)//%&,/%&H"$$%&#%&O)1/+<&"''"/+&#%&qAUp&/Hb$>&

h$B#1"/%&#%&po&/Hb$>i&O),-&'%&-10"-)R"W"/&%+&#%&q&Y&Me&/Hb$>&h$B#1"/%&pe&/H&b$>i&

O),-& 'N"O1R"W"/L& G1/<19& ,/& -B<,'+"+& 1/CB-1%,-& Y& Uq& /Hb$>& O%,+& *)--%<O)/#-%& <)1+& Y& ,/&

<,P%+&/)/&+-"1+B&"0%*&,/&O)+%/+1%'& 1/1+1"'&B'%0B&O),-& 1/D1W%-& '%& C"*+%,-&l"9&),&Y&,/&<,P%+&

"0%*& ,/& O)+%/+1%'& 1/1+1"'& 1/CB-1%,-& Y& 1/D1W%-& '%& C"*+%,-& l"& $"1<& T,1& "& ,/%& C"1W'%&

*)/*%/+-"+1)/&*1-*,'"/+%&#NG@E(L&3"1+&1/+B-%<<"/+9&'"&$V$%&<B-1%&#%&O"+1%/+<&"&O-B<%/+B&

#%<&*)/*%/+-"+1)/<&%/&;I3&BH"'%$%/+&0"-1"W'%<&"''"/+&#%&q&Y&q9pe&8b$>L&

&

>%<& $%<,-%<& >@A!Jb!J& )/+& O%-$1<& #%& 0"'1#%-& /)<& "/"'K<%<& C)/*+1)//%''%<& O),-& '%&

-10"-)R"W"/&%+&'N"O1R"W"/L&>%<&$%<,-%<&"/+1Al"&)/+&B+B&-B"'1<B%<&<,-&",&$)1/<&ppe&P),-<&

#1CCB-%/+<&",&$1'1%,&#%&*%/+"1/%<&#yB*D"/+1'')/<&#%&-),+1/%&+%<+B<&%/&,+1'1<"/+&,/%&<B-1%&

#y",&$)1/<&#),Q%& -B"*+1C<&#1CCB-%/+<L& >"& *)--B'"+1)/&#%<& -B<,'+"+<& C)/*+1)//%'<& "0%*& '%<&

$%<,-%<&#%&<O%*+-)$B+-1%&#%&$"<<%&h%CC%*+,B%<&#"/<&<1R&<B-1%<i&"&B+B&+-2<&<"+1<C"1<"/+%L&

I)<&*)--B'"+1)/<&%/+-%&'"&<O%*+-)$B+-1%&#%&$"<<%&%+&'%<&$%<,-%<&C)/*+1)//%''%<&<)/+&%/&

'1H/%& "0%*& *%,R& O,W'1B<& O"-& (),RC1'<& %+&"7F& umev& T,1& )/+& +-),0B& ,/& 4M& Ç& q9oa& #"/<& ,/%&

"/"'K<%&-B+-)<O%*+10%&#NB*D"/+1'')/<&*)/H%'B<&#%&O"+1%/+<&+-"1+B<&O"-&-10"-)R"W"/9&%+&"0%*&

*%,R& O,W'1B<& O"-& 7"--%++& %+&"7F& u[Xv& <,-& #%<& O'"<$"<& <O1\B<& %/& "O1R"W"/& h4M& #%& q9mm& Y&

q9moiL&4B*%$$%/+9&J*D$1+Q&%+&"7F&uX[v&)/+&0"'1#B&,/%&$B+D)#%&#%&T,"/+1C1*"+1)/&O),-&'%&

#"W1H"+-"/9&'%&-10"-)R"W"/&%+&'y"O1R"W"/&<%$W'"W'%&Y&'"&/Z+-%&%/&*)/C-)/+"/+&'%<&-B<,'+"+<&

#%& '"& >@A!Jb!J& Y& +-)1<& $B+D)#%<& C)/*+1)//%''%<L& >%,-<& O%-C)-$"/*%<& <)/+& +-2<&

<1$1'"1-%<& Y& '"&/Z+-%L&G1/<19& /)<& -B<,'+"+<&)/+& -%/C)-*B&/)+-%& *)/C1"/*%&#"/<& 'y"OO-)*D%&

C)/*+1)//%''%9& T,1& %<+& <1$O'%& %+& O%,& *)á+%,<%& H-n*%& Y& 'N,+1'1<"+1)/& #N,/& -B"*+1C& #BPY&

%$W"-T,B&<,-&/)<&",+)$"+%<&O),-& '"&$%<,-%&#%&DBO"-1/%<L&>%<&*)á+<&<,OO'B$%/+"1-%<&

<)/+&'1$1+B<&Y&#%<&\1+<&#NB+"')//"H%&%+&#%&*)/+-Z'%L&@%<&#%-/1%-<&O),0"/+&V+-%&-%$O'"*B<&

O"-&#%<& "'1T,)+%<&#%&O'"<$"<& <O1\B<& *)/H%'B<& %+& +1+-B<& ')*"'%$%/+L& >"& '1$1+%& 1/CB-1%,-%&

O),-& '"&$%<,-%&#%<& R"W"/<&/N%<+& O"<& '1B%& Y& 'y1/*"O"*1+B&#%& 'y%<<"1& Y&#B+%*+%-&#%&O%+1+%<&

T,"/+1+B<& #yG@E(9& $"1<& ",& C"1+& T,%& '%& C"*+%,-& l"& %R)H2/%& $"<<10%$%/+& "P),+B& %<+&

BH"'%$%/+& O"-+1%''%$%/+& 1/D1WB& O"-& 'y"/+1+D-)$W1/%& ODK<1)')H1T,%$%/+& O-B<%/+& #"/<&

'yB*D"/+1'')/L&G1/<19&,/&%CC%+&#%&$"+-1*%&%RO'1T,%&'"&0"-1"W1'1+B&1/+%-A1/#101#,%''%&)W<%-0B%&

#"/<& '%<&B*D"/+1'')/<&#%&O"+1%/+<&/)/& +-"1+B<L& F'& %R1<+%&#)/*&,/&O-)W'2$%&#%& <OB*1C1*1+B&

O',+Z+& T,%& #%& <%/<1W1'1+B& #%<& +%<+<& "/+1Al"L& (%& O',<9& '"& #1',+1)/& ",& +1%-<& #,& O'"<$"9&

/B*%<<"1-%&O),-&'"&$%<,-%&#%<&G@E(<9&%/+-"k/%&BH"'%$%/+&,/%&#1',+1)/&#%&'N"'W,$1/%&T,1&
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-%O-B<%/+%& #%,R& +1%-<& #%<& O-)+B1/%<& #%& '"& $"+-1*%& #,& O'"<$"L& 5''%& %<+& '"& O-1/*1O"'%&

O-)+B1/%&<+"W1'1<"/+%&%+&<"&#1$1/,+1)/&-%/#&'%<&%/QK$%<&O',<&"**%<<1W'%<&Y&'%,-&<,W<+-"+9&

C"*1'1+"/+&"1/<1&'%&*'10"H%&#,&<,W<+-"+&ummvL&&

&

G1/<19& '%<& +%<+<&"/+1Al"&<)/+& +-2<& C1"W'%<&#"/<& '"&H"$$%&UqAaqq&/Hb$>&%/&R"W"/<9&$"1<&

$)1/<&#"/<&'"&Q)/%&qAUq&/Hb$>&)Ü&'N%CC%+&ODK<1)')H1T,%&%<+&#,-&Y&#1CCB-%/*1%-&#%&'N%CC%+&

+DB-"O%,+1T,%& %/& R"W"/<9& %+& )Ü& >@A!Jb!J& %<+& 1/#1<*,+"W'%$%/+& O',<& C1"W'%L& :),-& ,/%&

O-"+1T,%&*'1/1T,%9& '"&$%<,-%&"/+1Al"&T,1&%<+&-"O1#%9& C"*1'%$%/+&#1<O)/1W'%9& C1"W'%&%+&O%,&

*)á+%,<%&O%,+&V+-%&,+1'1<B%&O),-&'"&H%<+1)/&#%<&O"+1%/+<9&Y&*)/#1+1)/&T,%&'"&Q)/%&H-1<%&qA

Uq&/Hb$>&<)1+&"**%O+B%L&

&

</9/ %CFG8)G8J)K8M^LMPB6]8J)G8)DB)P7CHLG8)

</9/;/ *BNE\BCMB6)

&

>%<&H-"/#<&*)/*%O+<&hC1#B'1+B9&%R"*+1+,#%9&P,<+%<<%9&%+*Li&<)/+&#B+"1''B<&#"/<&'%&#)*,$%/+&

J;&.?G&qX&umovL&

&

J,-& '%<&#%,R&",+)$"+%<&G@>&?E:r&,+1'1<B<9& '%<&*)%CC1*1%/+<&#%&0"-1"+1)/&#%&-BOB+"W1'1+B&

<)/+&*)$O-1<&%/+-%&U9m&%+&e9U&}L&F'<&)/+&B+B&#B+%-$1/B<&O),-&,/&/10%",&#%&*)/*%/+-"+1)/&

W"<&%+&,/&/10%",&#%& *)/*%/+-"+1)/&B'%0BL&>%<& *)%CC1*1%/+<&#%&0"-1"+1)/& <)/+& 'BH2-%$%/+&

O',<&B'%0B<&O),-&'%<&0"'%,-<&W"<<%<&#,&#"W1H"+-"/&$"1<&<)/+&'"-H%$%/+&"**%O+"W'%<L&F'&/NK&

O"<&#%&'1$1+%<&#%&@S&B+"W'1<L&>%<&G@E(<&/%&C1H,-%/+&O"<&#"/<&'%<&+"W'%<&#%&41*)<L&@%&<)/+&

'%<& -%*)$$"/#"+1)/<& C),-/1<<%,-<& T,1& )/+& <%-01& #%& -BCB-%/*%& %/& O-%/"/+& '%<& @S&

#N"**%O+"+1)/&O),-&'%<&DBO"-1/%<L&>"&'1$1+%&"**%O+"W'%&%<+&",R&"'%/+),-<&#%&pa&}&O),-&'"&

-BOB+"W1'1+B&uamv&0)1-%&$V$%&Mq&}&uoqvL&>%&#)<"H%&#%<&+",R&O'"<$"+1T,%<&#%&#"W1H"+-"/&

%<+&#)/*&P,HB&-BOB+"W'%&"0%*&'%&#??&~&$"1<)/&�L&

&

(%& $V$%9& O),-& 'N%<<"1& #%& C1#B'1+B& 1/+%-$B#1"1-%9& '"& '1$1+%& #%& pa&}& %<+& *'"<<1T,%$%/+&

*D)1<1%L& >%& .5;?& "& O,W'1B& #%<& -%*)$$"/#"+1)/<& O),-& '%<& @S& #N"**%O+"+1)/& $"1<& '%<&

"/+1*)"H,'"/+<&)-",R&#1-%*+<&<)/+&%R*',<&#%&*%<&-%*)$$"/#"+1)/<L&I)<&@S&<,-& '%<&#%,R&

",+)$"+%<& <%& <1+,%/+& %/+-%& X9m& %+& m9p& }L& >%<& @S& <)/+& ,/& O%,& O',<& B'%0B<& ')-<& #%& '"&

#B+%-$1/"+1)/&#%<&*)/*%/+-"+1)/<&W"<<%<&$"1<&-%<+%/+&O"-C"1+%$%/+&"**%O+"W'%<L&@)$O+%&

+%/,& #%<& *-1+2-%<& #N"**%O+"+1)/9& '"& $B+D)#%& #??& ~&$"1<)/&�& %<+& ,/%& $B+D)#%& #)/+& '"&

-%O-)#,*+1W1'1+B&%<+&P,HB%&+-2<&<"+1<C"1<"/+%L&
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>"& '1$1+%& #%& #B+%*+1)/& "& B+B& B+"W'1%& Y& X9q& /Hb$>& %+& '"& '1$1+%& #%& T,"/+1C1*"+1)/& Y& Mp9p&

/Hb$>L&("/<&'"&'1++B-"+,-%9&O),-&'"&<O%*+-)$B+-1%&#%&$"<<%9&%''%<&<)/+&",R&"'%/+),-<&#%&p&

/Hb$>&O),-&'"&'1$1+%&#%&#B+%*+1)/&%+&#%&pAM&/Hb$>&O),-&'"&'1$1+%&#%&T,"/+1C1*"+1)/&uopvL&

:),-& /)<&$%<,-%<& C)/*+1)//%''%<9& '%<& -B<,'+"+<& <)/+& %R*%''%/+<& "0%*& '%& #??& ~&$"1<)/&�&

0)1-%& $V$%& $%1''%,-<& T,%& *%,R& #%& '"& '1++B-"+,-%& )Ü& '%<& '1$1+%<& #%& #B+%*+1)/& O),-& '"&

$%<,-%&#%&'N5@G&%+&#,&#??&<)/+&*)$O-1<%<&%/+-%&pa&%+&Mq&/Hb$>&%+&O%,0%/+&"''%-&P,<T,NY&

O-2<&#%&aq&/Hb$>&h;?Fi&uX[vuopvL&&

&

>"&'1$1+%&#%&'1/B"-1+B&"&B+B&B+"W'1%&*)$$%&B+"/+&Y&maq&/Hb$>L&>%&#??&~&$"1<)/&�&%<+&,/%&

$B+D)#%& T,1& %<+& '1/B"1-%& #%& q& Y& maq& /Hb$>L& >%& +%$O<& #%& +D-)$W1/%& #1',B& "OO"-"k+&

'1/B"1-%&$V$%&O),-&#%<&*)/*%/+-"+1)/<& <,OB-1%,-%<&Y&maq&/Hb$>&O),0"/+&$V$%&"''%-&

P,<T,yY&O',<&#%&Mqqq&/Hb$>&uUovL&F'&C",+&"')-<&O-)H-"$$%-&'N",+)$"+%&O),-&T,N1'&O,1<<%&

'1-%&#%<& +%$O<&%R+-V$%$%/+& ')/H<9& *%&T,1&*)$O-)$%+&<"&*"#%/*%L&>%&*D)1R&#%&-%#1',%-&

$"/,%''%$%/+&'%<&B*D"/+1'')/<&O),-&'%<&*)/*%/+-"+1)/<&+-2<&B'%0B%<&"&#)/*&B+B&-%+%/,&",&

@;8&#%&7)-#%",RL&

&

</9/9/ &EQBML_BNB6)8C)BKE_BNB6)

&

J,-& '%<&#%,R&",+)$"+%<&G@>&?E:r&,+1'1<B<9& '%<&*)%CC1*1%/+<&#%&0"-1"+1)/&#%&-BOB+"W1'1+B&

<)/+& *)$O-1<& %/+-%& U9a& %+& [9o& }& O),-& '%& -10"-)R"W"/& %+& %/+-%& U9[& %+& o9q& }& O),-&

'N"O1R"W"/L&F'<&)/+&B+B&#B+%-$1/B<&O),-&,/&/10%",&#%&*)/*%/+-"+1)/&W"<&%+&,/&/10%",&#%&

*)/*%/+-"+1)/&B'%0BL&>%<&*)%CC1*1%/+<&#%&0"-1"+1)/&<)/+& 'BH2-%$%/+&O',<&B'%0B<&O),-& '%<&

0"'%,-<&W"<<%<&*)$$%&#B*-1+&O-B*B#%$$%/+&O),-&'%&#"W1H"+-"/L&>"&'1$1+%&#N"**%O+"W1'1+B&

pa&}&/N%<+&O"<&#BO"<<B%L&>"&$B+D)#%&%<+&#)/*&P,HB%&-BOB+"W'%L&

&
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 Recommandé Acceptable Non conforme 

tube sous "vide", stérile  autres 

verre siliconé ou PET étanche   

bouchon inerte   
tube 

volume résiduel d'air <20%   

citrate 0,109M (3,2%) citrate 0,129M (3,8%) autres 
anticoagulant 
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place du tube 
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température de 
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conservation 

capacité adaptée au volume   
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congelé carboglace   

décongélation rapide à 37°C  température ambiante ou 
>37°C 
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>%6QB9G!

:&*1!"! RUR! RSX! R(R! TU! TW! TS!
:&*1!R! RS(! RUV! RUS! TW! VV! T"!
:&*1!S! RS"! RR"! RUX! VT! VU! V#!
:&*1!U! RSU! R"W! RUS! TR! VX! VX!
:&*1!(! RUW! RS"! RRW! V#! V(! V#!
:&*1!V! R"X! RU"! RR"! TW! TR! VS!
:&*1!T! R"X! RSR! RUU! V(! VX! VT!
:&*1!X! RUX! RSS! RU"! TU! TU! VU!
:&*1!#! RSR! RU#! RSU! VX! TW! VV!
:&*1!"W! RUW! RU"! R"R! VT! VX! VX!

!

!
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!

!
HI!P+51!"!

>%6QB9G!

HI!P+51!R!!

>%6QB9G!

HI!P+51!S!

>%6QB9G!

HI!2+*!"!!

>%6QB9G!

HI!2+*!R!!!

>%6QB9G!

HI!2+*!S!!

>%6QB9G!

:&*1!"! "#S! "#V! "#W! (V! UT! ("!
:&*1!R! "#X! "#T! RW"! ("! ("! U#!
:&*1!S! "#"! "X#! "#S! (W! U(! U(!
:&*1!U! "#S! RRS! "#V! (W! US! UV!
:&*1!(! R""! "#R! RW#! VW! ((! UX!
:&*1!V! "#"! "XX! "#U! (S! UX! US!
:&*1!T! "#U! "XT! "#R! U#! UT! U(!
:&*1!X! "#T! "#U! "#S! U#! U(! U(!
:&*1!#! "#T! "X#! RWW! UX! (W! UV!
:&*1!"W! "#W! "#W! "XT! UX! UV! SX!

!

!
HI!P+51!"!

>%6QB9G!

HI!P+51!R!!

>%6QB9G!

HI!P+51!S!

>%6QB9G!

HI!2+*!"!!

>%6QB9G!

HI!2+*!R!!!

>%6QB9G!

HI!2+*!S!!

>%6QB9G!

:&*1!"! RWV! RWS! "#X! V"! U#! (S!
:&*1!R! R"W! "#U! RWU! (X! (W! UX!
:&*1!S! "#(! RW"! "#W! V"! (U! (S!
:&*1!U! "#V! "#U! RWU! VW! ("! (R!
:&*1!(! RWT! "#(! RW(! VW! (S! U#!
:&*1!V! R"W! RW"! "#S! (U! (U! (X!
:&*1!T! RWT! "#R! "#(! ("! (#! (R!
:&*1!X! "##! "X#! RWR! (U! (R! (U!
:&*1!#! RWX! RWW! RWT! ("! (X! (W!
:&*1!"W! "XV! "#"! RW(! (R! (U! (X!

!

!
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!
HI!2+*!!

>%6QB9G!

HI!P+51!

>%6QB9G!

HI!2+*!

>%6QB9G!

HI!P+51!!

>%6QB9G!

:&*1!"! "R#! SRR! "(W! SUX!
:&*1!R! "ST! S(#! "SU! SSX!
:&*1!S! "SX! S(R! "UR! SUU!
:&*1!U! "UV! SUU! "RT! S(R!
:&*1!(! "R#! S(V! "UW! SRX!
:&*1!V! "R(! S(X! "S"! SWU!
:&*1!T! "UR! SW(! "UR! SUX!
:&*1!X! ""S! SRX! "U"! SSR!
:&*1!#! "UV! S(T! "RT! SWV!
:&*1!"W! "S#! SSR! ""#! SS"!
:&*1!""! "R#! SWV! "RW! R#T!
:&*1!"R! "RW! SS#! "S"! S"(!
:&*1!"S! "("! SVV! "U#! S"U!
:&*1!"U! "SX! SRV! "SV! SWR!
:&*1!"(! "U(! SWT! "SR! S"(!
:&*1!"V! "RT! S"X! "SW! SVR!
:&*1!"T! "RT! R##! "US! SSV!
:&*1!"X! ""U! SU(! "SV! SRT!
:&*1!"#! "RX! SWU! "SU! R#"!
:&*1!RW! "R"! SS"! "RS! SSU!
:&*1!R"! "RR! SS(! "SS! S(X!
:&*1!RR! "UT! SRW! "S(! SUT!
:&*1!RS! "SX! SS#! "UU! R#W!
:&*1!RU! "S"! S""! "RS! SW#!
:&*1!R(! "RV! SWT! "R#! S"X!
:&*1!RV! "SW! RXX! "RT! S"S!
:&*1!RT! ""#! S(S! "RX! S"T!
:&*1!RX! "RX! SU#! "R#! RXV!
:&*1!R#! ""V! S("! ""R! SRR!
:&*1!SW! ""(! R#R! ""(! R#W!
:&*1!S"! ""R! SWX! "SS! SSU!
:&*1!SR! "SS! SV#! ""T! SWW!
:&*1!SS! ""W! SRV! "SW! RXV!
:&*1!SU! "SU! SR"! "SU! !
:&*1!S(! "UR! S(R! ""#! !
:&*1!SV! "UR! SRU! ""#! !
:&*1!ST! ""U! SWX! ! !
:&*1!SX! "U"! S(R! ! !
:&*1!S#! ""(! RXV! ! !
:&*1!UW! "S(! S"X! ! !
:&*1!U"! "ST! SSS! ! !
:&*1!UR! "SS! SSX! ! !
:&*1!US! "RS! S"W! ! !
:&*1!UU! "SX! SW#! ! !
:&*1!U(! ""U! SRX! ! !
:&*1!UV! "R"! S"(! ! !
:&*1!UT! "SS! R#W! ! !
:&*1!UX! "SR! SW#! ! !
:&*1!U#! "RT! SWS! ! !
:&*1!(W! "RS! SV#! ! !
:&*1!("! "R#! SUR! ! !
:&*1!(R! "RT! SR#! ! !
:&*1!(S! ""V! SWS! ! !
:&*1!(U! "RR! S""! ! !
:&*1!((! "R(! SRS! ! !
:&*1!(V! "SX! ! ! !
:&*1!(T! "UR! ! ! !
:&*1!(X! """! ! ! !
:&*1!(#! ""#! ! ! !
:&*1!VW! "R(! ! ! !
:&*1!V"! "S"! ! ! !
:&*1!VR! ""W! ! ! !
:&*1!VS! "SW! ! ! !
:&*1!VU! "R#! ! ! !
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! !"#$%&'$($)* +,"'$($)*

*
-.*($/*

0)12345*

-.*6$78*

0)12345*

-.($/*

0)12345*

-.*6$78*

0)12345*

-.*($/*

0)12345*

-.6$78*

0)12345*

-.*($/*

0)12345*

-.*6$78*

0)12345*

:&*1!"! #"! RSU! #U! RUX! RSR! UVT! R"R! UVR!

:&*1!R! XX! RV(! #S! RTT! R(V! UUR! RWR! U"W!

:&*1!S! "W#! RTR! X"! RST! RR"! UWX! "XS! UW(!

:&*1!U! "RS! RTR! X#! RUS! RWS! (W(! R"R! US#!

:&*1!(! "WU! R(W! "WU! RVT! RRU! U(#! RSW! UUU!

:&*1!V! #S! RU"! "WR! R(U! RUX! USS! R"R! UR"!

:&*1!T! "WR! RVS! X"! R"V! RRW! UUV! "X#! UW#!

:&*1!X! "WV! RV"! XU! R"#! R"W! U#R! RR"! UW(!

:&*1!#! #V! R(S! #"! RRT! RRW! U"X! R"U! UVX!

:&*1!"W! "WW! R#"! #S! R(S! RWV! ("W! RWT! UTU!

:&*1!""! "WU! RR#! #W! RSR! RUV! ("R! RST! UVT!

:&*1!"R! "RS! RVV! #U! R(R! RRW! UUW! RU(! U("!

:&*1!"S! "WV! RVV! XX! RRW! R"S! S#R! R("! UUS!

:&*1!"U! "RV! RXW! #U! RUV! RWT! UXW! RWR! U"(!

:&*1!"(! "W"! RTT! "WS! RV(! RUV! US#! R"V! U"(!

:&*1!"V! """! RT"! ##! RUV! RRR! UV(! RRX! USX!

:&*1!"T! "WV! RTW! XT! RU#! "#(! U("! R"T! UR#!

:&*1!"X! "WV! SWR! #"! RUU! R"T! U"(! RW(! USX!

:&*1!"#! "WW! R(S! #"! RV"! R"(! UV#! RRW! U(W!

:&*1!RW! ""R! RVV! #V! RUR! R"(! U#T! RRU! UUT!

:&*1!R"! "WW! RV"! X(! RR(! RVS! (RR! R"T! UT"!

:&*1!RR! "WX! RXW! #W! RUS! RSR! (S#! RWW! U((!

:&*1!RS! #X! RU(! #"! RSR! RSX! ("T! RSX! (UU!

:&*1!RU! ""W! RVS! "W"! RSR! RVW! (RS! R"U! (R"!

:&*1!R(! "WV! RU#! XX! RRS! R(S! U("! RRS! UVS!

:&*1!RV! #V! RV"! TV! R"W! R("! UT"! R"T! S#X!

:&*1!RT! "WW! RTW! #W! RST! RTX! UX"! R"T! UUX!

:&*1!RX! ""R! R(V! TR! RWR! RSS! U#U! R"S! USV!

:&*1!R#! "WR! R"#! XV! R"(! RU"! U#"! RW(! UST!

:&*1!SW! #R! RT(! TV! RWX! RUS! UX"! "#T! UR(!

:&*1!S"! ""T! ! TT! RUX! R"R! UXS! "#U! URV!

:&*1!SR! ! ! #"! ! R(V! US"! RWV! USR!

:&*1!SS! ! ! ! ! RSW! USV! "#U! UWU!

:&*1!SU! ! ! ! ! R"(! ! "#U! U"T!

:&*1!S(! ! ! ! ! R"(! ! ! !

!

!



!

! RWS!

$%%&'&!"W!)!/K+35+1,4%!-&*!,%@&.1,15-&*!-&!B&*5.&!045.!3&*!$8;Y*!

9):;%8"87<;*<;*
3;/7%;**

=$("1$8%$)* !"#$%&'$($)* +,"'$($)*

* "WWZMM[ZRWW! RWWZMM[ZSWW! #WZMM[ZRWW! RWWZMM[ZSWW! VXZMM[ZRU(!

\4]&%%&!/@+.1*!-&*!
MM[!>%6QB9G! (CW! ^RC(! WCS! VCT! ^"RCW!

M@+.1!1]0&!-&*!
/@+.1*!-&*!MM[!

UCR! SC(! XC"! "RC#! "RCT!

E>MM[G! (C"! SCX! XCR! "SC(! "UC(!

E>8_[G! #C#! RRCW! XCV! "TC#! "TCT!

_%@&.1,15-&!
@4B04*/&!&%!%6QB9!

""CR! RRCS! ""CX! RRCU! RRCX!

_%@&.1,15-&!/3+.6,&!
&%!%6QB9!

RRCS! UUCT! RSCV! UUCX! U(CT!

 

Annexe 11 : évaluation de la limite de détection et de quantification pour les ACODs sur 
ACL TOP® 
>?45.@&!)!-4%%/&*!-5!3+24.+14,.&!-7A/B4*1+*&C!AD0,1+3!<&33&6.,%C!8AE!-&!F4.-&+5'G 

* =$("1$8%$)*0)12345* !"#$%&'$($)*0)12345* +,"'$($)*0)12345*

:M?:!"! W! RT! ""!
:M?:!R! W! R#! (!
:M?:!S! W! RU! "R!
:M?:!U! W! R(! "W!
:M?:!(! W! R(! X!
:M?:!V! W! RU! X!
:M?:!T! W! RT! T!
:M?:!X! W! RT! V!
:M?:!#! W! RS! U!
:M?:!"W! (! RU! V!
:M?:!""! W! RS! R!
:M?:!"R! (! RU! S!
:M?:!"S! V! R"! S!
:M?:!"U! W! RV! V!
:M?:!"(! W! RU! U!
:M?:!"V! V! R"! S!
:M?:!"T! V! RS! (!
:M?:!"X! (! RS! V!
:M?:!"#! W! RU! X!
:M?:!RW! W! RX! S!
:M?:!R"! W! RT! ""!
:M?:!RR! W! R#! (!
:M?:!RS! W! RU! "R!
:M?:!RU! W! R(! "W!
:M?:!R(! W! R(! X!
:M?:!RV! W! RU! X!
:M?:!RT! W! RT! T!
:M?:!RX! W! RT! V!
:M?:!R#! W! RS! U!
:M?:!SW! (! RU! V!
:M?:!S"! W! RS! R!
:M?:!SR! (! RU! S!
:M?:!SS! V! R"! S!
:M?:!SU! W! RV! V!
:M?:!S(! W! RU! U!
:M?:!SV! V! R"! S!
:M?:!ST! V! RS! (!
:M?:!SX! (! RS! V!
:M?:!S#! W! RU! X!
:M?:!UW! W! RX! S!
:M?:!UR! W! RT! ""!
:M?:!UR! W! R#! (!

!
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Annexe 12 : évaluation de la linéarité pour le dabigatran sur l’ACL TOP® 
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!

>$33;*<$("1$8%$)*0)12345* =&/$1;/*<$("1$8%$)*0)12345* ?&@;));*<;/*<&/$1;/*0)12345*

W! W! W! W!
"W! #! #! #!
RW! ""! #! "W!
SW! "T! "T! "T!
UW! RU! RS! RU!
(W! SW! R#! SW!
T(! (X! ("! ((!
"WW! TT! TR! T(!
"(W! "RR! ""(! ""#!
RWW! RW(! RWU! RW(!
R(W! R"X! RWR! R"W!
SWW! RWX! RWU! RWV!
UWW! SW#! S""! S"W!
(WW! UWU! S#V! UWW!
VWW! UTR! U#R! UXR!
TWW! (VV! VW(! (XV!
T(W! VS"! VRW! VRV!
XWW! V(X! V(V! V(T!
#WW! TXX! TVU! TTV!
"WWW! XXR! XST! XVW!

!

!

Annexe 13 : évaluation de la linéarité pour le rivaroxaban sur l’ACL TOP® 
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!

>$33;*%"#$%&'$($)*0)12345* =&/$1;/*%"#$%&'$($)*0)12345* ?&@;));*<;/*<&/$1;/*0)12345*

W! "S! "R! "S!
"W! R(! R"! RS!
RW! RT! SU! SW!
SW! S(! UV! UW!
UW! US! UX! U(!
(W! UT! (W! UX!
T(! VU! TT! T"!
"WW! XR! #X! #W!
"(W! "S#! "S#! "S#!
RWW! "#S! "#U! "#U!
R(W! RRU! RRU! RRU!
SWW! RXV! R##! R#R!
UWW! STW! ST#! STU!
(WW! ("#! (("! (S(!
VWW! (T"! ((S! (VR!
TWW! VSX! V("! VUU!
T(W! VT(! VV#! VTR!
XWW! TSX! V#X! T"X!
#WW! T#R! TUW! TVV!
"WWW! X"V! T##! XWT!
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Annexe 14 : évaluation de la linéarité pour l’apixaban sur l’ACL TOP® 
>?45.@&!)!-4%%/&*!-5!3+24.+14,.&!-7A/B4*1+*&C!AD0,1+3!<&33&6.,%C!8AE!-&!F4.-&+5'G 

!
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W! W! W! W! ! W!
"W! W! W! T! ! R!
RW! S! X! #! R! V!
SW! #! "S! "(! X! ""!
UW! RV! R(! RT! "X! RU!
(W! R#! RX! RX! RS! RT!
T(! UU! UT! UW! UX! U(!
"WW! VW! V(! (#! (X! VW!
"(W! "WU! "WV! US! ! X(!
RWW! "ST! "U"! "U(! "(#! "UV!
R(W! "#T! RWV! RW"! R"T! RW(!
SWW! RS#! RSW! RRV! RS(! RSR!
UWW! SRV! SUW! SRV! S(R! SSV!
(WW! U(R! UU#! UV#! UVS! U(X!
VWW! UTX! UV#! ((U! (X#! (RR!
TWW! V((! VW#! ! ! VSR!
T(W! V#R! V#V! ! ! V#U!
XWW! V#U! TW"! ! ! V#X!
#WW! TVU! TT"! ! ! TVX!
"WWW! X""! T#R! ! ! XW"!

!
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!

"#$!

%&&'('!)*!+!,-./01023-&!4'!.567-4'3!/-81!9'!40:2;0610&!

<=-81,'!+!4-&&5'3!48!90:-106-21'!4>?5.-3603'!'6!4'!@701.0,-9-;2'A!?B/2609!@'99';12&A!C?D!4'!E-14'08(F!

GH!

4II!

&;J.K!

LC%!MM!

=60;-A!

&;J.K!

N0:2;0610&!

92:1'!<KCO

P=JP=!!

&;J.KF!

N0:2;0610&!

6-609!<KCO

P=JP=!

&;J.KF!

?IM!

?Q/7'&!

&;J.K!

GH! 4II!

&;J.K!

LC%!MM!

=60;-A!

&;J.K!

N0:2;0610&!

92:1'!<KCO

P=JP=!!

&;J.KF!

N0:2;0610&!

6-609!<KCO

P=JP=!

&;J.KF!

?IM!

?Q/7'&!

&;J.K!

GH! 4II!

&;J.K!

LC%!MM!

=60;-A!

&;J.K!

N0:2;0610&!

92:1'!<KCO

P=JP=!!

&;J.KF!

N0:2;0610&!

6-609!<KCO

P=JP=!

&;J.KF!

?IM!

?Q/7'&!

&;J.K!

)! R! )S! R! )T! #! U#! )#S! )"*! R*! ))V! ))*! *V! """! "S)! "#U! "*$! ")$!

"! )$! "S! "$! U#! ""! U)! )#S! )"S! )"U! )UV! )#*! $#! ""*! "$T! "RV! "*U! "#*!

U! )S! "T! "*! "V! #! U"! )#R! )"T! RS! )")! )#*! $)! ""S! "$T! "TT! "TV! "SR!

T! ")! UT! UT! U"! #! UU! ))"! )TU! )"R! )UR! ))$! $"! "UU! "VR! "*R! U)R! U#"!

*! ""! U$! U"! US! )S! UT! ))V! )TS! )U"! )TS! ))*! $U! "U*! "VV! "R)! "RV! "R#!

$! US! TV! UV! **! #! U*! )"#! )T"! )""! )T"! )US! $T! "UV! "V#! ")R! "R"! "**!

S! TT! *"! **! $#! TS! U$! )U"! )*"! )TT! )TV! )*)! $*! "TU! U)#! "*T! UUU! U#U!

R! T$! $U! *T! $$! **! US! )U"! )R#! )$*! )S*! )*U! $$! "T$! "V$! "R#! "R#! U#V!

V! TS! **! $)! $#! $"! UR! )UT! )*#! )UU! )$U! )TR! $S! "*)! "SV! "$"! "R*! "RU!

)#! TS! $#! $*! S$! *)! UV! )U$! )*S! )*S! )**! )UT! $R! "*"! U)T! "*T! U"$! "VS!

))! *#! S*! $V! S*! SU! T#! )UV! )S"! )""! )SR! )#T! $V! "**! U"U! ")V! U)$! "SV!

)"! *#! $*! S$! S#! #! T)! )T#! )S"! )"V! )R)! )"S! S#! "S#! U)V! "US! UT"! "RS!

)U! *)! S#! *U! S#! $$! T"! )TS! )SV! )*)! )RT! )V#! S)! "S"! U"U! "*U! U)T! )"U!

)T! $"! SR! $V! S*! UU! TU! )TS! )RT! )*"! )RV! )$V! S"! "S$! U*R! ""*! U$T! "RT!

)*! $T! R*! $R! RV! $)! TT! )TR! )SV! )T"! ")#! )*"! SU! "RS! UTU! U)S! UT*! U""!

)$! $S! RR! $"! VU! S)! T*! )*R! )RR! )TR! "#U! )VT! ST! "V)! UUS! U)$! U)S! U"U!

)S! $V! RR! $R! VT! R)! T$! )*V! )VS! )SS! "#V! )TV! S*! U##! U$S! U#*! UR$! USV!

)R! S#! S*! SR! SV! #! TS! )$"! )VT! )RV! )RT! )ST! S$! U##! US"! UU$! UVS! U"T!

)V! R#! VR! R"! )##! S#! TR! )$*! )SV! )TR! )RR! )ST! SS! U#)! UUV! "*"! U*R! "U$!

"#! R#! V*! VU! )#U! RV! TV! )SR! )V)! )$V! )V*! ""#! SR! U#"! U$*! U"*! U$R! U$T!
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Annexe 16 : Comparaison de méthodes pour le rivaroxaban 
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Annexe 17 : Comparaison de méthodes pour l’apixaban 
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Annexe 18 : fabrication des échantillons pour l’évaluation de l’interférence de l’hémolyse 
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Annexe 19 : évaluation de l’interférence de l’hémolyse pour le dabigatran 
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Annexe 20 : évaluation de l’interférence de l’hémolyse pour le rivaroxaban 
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Annexe 21 : évaluation de l’interférence de l’hémolyse pour l’apixaban 
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Annexe 22 : fabrication des échantillons pour l’évaluation de l’interférence de la lactescence 
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Annexe 23 : évaluation de l’interférence de la lactescence pour le dabigatran 
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Annexe 24 : évaluation de l’interférence de la lactescence pour le rivaroxaban 
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Annexe 25 : évaluation de l’interférence de la lactescence pour l’apixaban 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I=!

!

!

?@!

,$$%'./0!

=>)<2(2*!5!

,*&.$/0!

=>)<2(2*!6!

,*&.$/0!

=>)<2(2*!

A!,*&.$/0!

=>)<2(2*!

B!,*&.$/0!

7%8+**+!2>)<2(2*!

,*&.$/0!

S,+T9-*7!.! .F.! .3$! .3$! .33! .K#! .3$!
S,+T9-*7!"! .F2! .3"! .31! .30! .31! .30!
S,+T9-*7!/! "F/! .2K! .3$! .3"! .2$! .3"!
S,+T9-*7!0! /F1! .2$! .30! .3.! .2/! .2$!
S,+T9-*7!1! 1FK! .3/! .31! .3$! .30! .31!
S,+T9-*7!2! .#F#! .K.! .32! .2K! .23! .3/!
!

Annexe 26 : fabrication des échantillons pour l’évaluation de l’interférence de la bilirubine 

%&'()*+,,-)! .! "! /! 0! 1! 2! 3!

4,(56(!&-)*7)()*!()*+&-(89,()*!:;<=! 01#! 01#! 01#! 01#! 01#! 01#! 01#!

L-,9*+-)!C7!E+,+J9E+)7!:;<=! #! "F1! 1! .#! "1! /3F1! 1#!

G(&,!.1#!66-,B<!:;<=! 1#! 03F1! 01! 0#! "1! ."F1! #!

L9J&'(J87!C7!E+,+J9E+)7!::;6-,B<=Y! #! "1! 1#! .##! "1#! /31! 1##!

• (!X?J+Z+7J!O(J!C-5(87!

!

Annexe 27 : évaluation de l’interférence de la bilirubine pour le dabigatran 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I=!

!

C)')4D()*+!

,-$%'./0!

12()&2342*!5!

,*&.$/0!

12()&2342*!6!

,*&.$/0!

7%8+**+!92()&2342*!

,*&.$/0!

S,+T9-*7!.! 3! .3#! .2K! .2$!
S,+T9-*7!"! /.! .2/! .3"! .3.!
S,+T9-*7!/! 11! .3"! .13! .21!
S,+T9-*7!0! ..#! .2#! .2"! .2.!
S,+T9-*7!1! "1/! .23! .23! .23!
S,+T9-*7!2! 0#.! .13! .3#! .20!
S,+T9-*7!3! 1#3! .2#! .2"! .2.!

!

Annexe 28 : évaluation de l’interférence de la bilirubine pour le rivaroxaban 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I= 

!
C)')4D()*+!

,-$%'./0!

:);24%<2(2*!

5!,*&.$/0!

:);24%<2(2*!

6!,*&.$/0!

:);24%<2(2*!

A!,*&.$/0!

:);24%<2(2*!

B!,*&.$/0!

7%8+**+!

4);24%<2(2*!

,*&.$/0!

S,+T9-*7!.! 3! "/0! ""2! ""2! ".3! ""2!
S,+T9-*7!"! /#! ""3! ".1! "/K! "".! ""1!
S,+T9-*7!/! 1$! ""K! ""2! "".! "/.! ""3!
S,+T9-*7!0! ...! "/.! ""1! ""K! "/0! ""$!
S,+T9-*7!1! "2K! ".1! "/3! ".1! "//! ""1!
S,+T9-*7!2! /KK! ".0! ""/! ".K! ".1! ".$!
S,+T9-*7!3! 132! ".2! ""0! ""$! ! ""/!
!

Annexe 29 : évaluation de l’interférence de la bilirubine pour l’apixaban 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I=!



!

! "."!

!

!
C)')4D()*+!

,-$%'./0!

=>)<2(2*!5!

,*&.$/0!

=>)<2(2*!6!

,*&.$/0!

=>)<2(2*!A!

,*&.$/0!

=>)<2(2*!B!

,*&.$/0!

7%8+**+!

2>)<2(2*!

,*&.$/0!

S,+T9-*7!.! 3! .13! .1"! .11! .1/! .10!
S,+T9-*7!"! /1! .03! .1.! .13! .13! .1"!
S,+T9-*7!/! 11! .03! .00! .0K! .0K! .02!
S,+T9-*7!0! .#3! .01! .1.! .0K! .11! .1#!
S,+T9-*7!1! "3"! .13! .11! .11! .00! .1/!
S,+T9-*7!2! /$3! .0/! .00! .02! .00! .00!
S,+T9-*7!3! 13.! .0/! .02! .1K! .1/! .1#!

!

!

Annexe 30 : évaluation de l’influence des autres anticoagulants sur le dosage des ACODs 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I=!

!

EF!9%G2&+! H%*92>24)*D<!
,-&.$'0!

=>)<2(2*!
,*&.$/0!

12()&2342*!
,*&.$'0!

:);24%<2(2*!
,*&.$/0!

.! #! #! .3! ./F"!
"! #! 1F2! .3! .KF0!
/! #! 0F"! .3! ./F#!
.! #F1! 0.F3! .3! 01F/!
"! #F1! 0KF"! .3! 1"F"!
/! #F1! /$F"! .3! 0"F/!
.! .! 2/FK! .3! 21F0!
"! .! K0F/! .3! 30F"!
/! .! 2"F0! .3! 3"F2!
.! .F1! K3F1! .3! K"F$!
"! .F1! $1F0! .3! .#1F2!
/! .F1! K/F/! .3! 31F.!

EF!9%G2&+! "EH!,I.$/0! =>)<2(2*!
,*&.$/0!

12()&2342*!
,*&.$'0!

:);24%<2(2*!
,*&.$/0!

.! #F"0! ".F.! .K! /#F3!
"! #F"0! .3F#! .K! //F"!
/! #F"0! .3F2! .K! /.F0!
.! #F03! /"F/! .$! 02F"!
"! #F03! /0F"! .$! /$F1!
/! #F03! /.F#! .$! 01F.!

EF!9%G2&+! "CJ7!,I.$/0! =>)<2(2*!
,*&.$/0!

12()&2342*!
,*&.$'0!

:);24%<2(2*!
,*&.$/0!

.! #FK.! 0$F2! .$! 11F"!
"! #FK.! 10F"! .K! 2"F#!
/! #FK.! 03F1! .K! 1KF2!
.! .F/! $1F1! .$! 31FK!
"! .F/! K$F#! .$! K"FK!
/! .F/! 3.F1! .$! 3"FK!

!



!

! "./!

Annexe 31 : évaluation de L’influence du dabigatran sur les paramètres d’hémostase de 
routine 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I=!

!

12()&2342*!,*&.$/0!
?J!
!,K0!

?L=!!
+*!423)%!

H)(4)*%&M*+!9#4);#!
,&./0!

=*3)3N4%$()*+!
,K0!

#! ..3! .F#.! /F$! $3!
".#! 21! "F/#! /F/! K"!
"#2! 23! "F.K! /F0! 33!
/.#! 11! "F1.! /F0! K#!
0##! 03! "3K! /F"! K.!
0K"! /$! "F$#! "F$! K.!
1K2! /#! /F.1! "F2! K#!
2"2! /"! /F#3! "F3! K"!
213! /.! /F."! "F2! K.!
332! "0! /F00! "F1! K"!
K2#! ".! /F1/! "F/! K.!

!

!

Annexe 32 : évaluation de l’influence du rivaroxaban sur les paramètres d’hémostase de 
routine 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I=!

!

:);24%<2(2*!
,*&.$/0!

?J!!
,K0!

?L=!
423)%!

H)(4)*%&M*+!9#4);#!
,&./0!

=*3)3N4%$()*+!,K0!

./! ..3! .F#.! /F$! $3!
"/! ../! .F#2! 0F#! $K!
/#! .#$! .F#3! 0F#! $2!
0#! .#1! .F#$! 0F#! $3!
01! .#"! .F.2! 0F#! $3!
0K! $1! .F.1! 0F#! $$!
3.! K2! .F.K! 0F#! .#/!
$#! 3$! .F""! /F$! .#0!
./$! 21! .F/"! /F$! .#$!
.$/! 12! .F/2! /FK! ../!
""0! 1"! .F/$! /F3! ..$!
"$"! 01! .F0K! /F2! !
/30! 0#! .F1$! /F2! !
1/1! /#! .F3/! /F/! .00!
12"! "K! .FK/! /F"! ./1!
200! "1! .F$2! /F.! ./$!
23"! "0! "F##! /F#! ./K!
3.K! ".! "F"0! "F$! ./3!
322! "#! "F/1! "FK! ./3!
K#3! .3! ! "FK! ./3!

!



!

! ".0!

S))7I7!// : évaluation de l’influence de l’apixaban sur les paramètres d’hémostase de 
routine 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I=!

!

=>)<2(2*!
,*&.$/0!

?J!!
,K0!

?L=!!
423)%!

H)(4)*%&M*+!
9#4);#!,&./0!

H)(4)*%&M*+!
O%2&D'2*3!

=*3)3N4%$()*+!
,K0!

H2O3+D4!P!
,K0!

#! ..3! .F#.! 0F#! /F#! $3! $$!
"! ...! .F#.! 0F#! /F#! ! !
1! ..1! .F#$! 0F"! "F$! ! !
..! .#3! .F#$! 0F#! /F#! ! !
"0! .#3! .F#$! 0F.! /F#! ! K"!
"3! ..#! .F.#! 0F#! /F.! $2! !
01! .#0! .F./! 0F#! /F.! .#0! K"!
2#! $$! .F.2! 0F#! "F$! .#0! K"!
K1! $#! .F.$! /F$! "F$! ..0! K.!
.01! K"! .F.K! /F$! /F#! ...! 32!
"#1! 3/! .F"/! /F$! /F#! ../! 31!
"/"! 3.! .F".! /F$! "F$! ../! 2K!
//2! 13! .F"K! /F3! /F#! ."3! 1$!
01K! 1/! .F/"! /F3! /F#! ./1! 10!
1""! 01! .F/3! /F0! "F$! ./K! 02!
2/"! 0.! .F0.! /F0! "F$! ./3! 0/!
2$0! /3! .F01! /F/! "F$! .0"! 0#!
2$K! /2! .F0/! /F/! "F$! ./K! /K!
323! /0! .F1$! /F"! "F$! .0"! /1!
K#.! /.! .F2"! /F#! "F$! .01! /.!

!

!

Annexe 34 : évaluation de la contamination inter-échantillons pour le dabigatran 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I=!

!

!!
12()&2342*!

"5!

12()&2342*!

"6!

12()&2342*!

"A!

12()&2342*!

C5!

12()&2342*!

C6!

12()&2342*!

CA!

4(55(87!.! 12.! 10K! 123! 00! 01! 02!
4(55(87!"! 1K/! 130! 110! 0/! 03! 02!
4(55(87!/! 11$! 12"! 10#! 03! 01! 03!

!

!

Annexe 35 : évaluation de la contamination inter-échantillons pour le rivaroxaban 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I=!

!

!!
:);24%<2(2*!

"5!

:);24%<2(2*!

"6!

:);24%<2(2*!

"A!

:);24%<2(2*!

C5!

:);24%<2(2*!

C6!

:);24%<2(2*!

CA!

4(55(87!

.!

22#! 22#! 203! KK! 3$! 3K!
4(55(87!

"!

20$! 202! 21$! 3$! K#! 32!
4(55(87!

/!

21#! 222! 21$! K/! K2! 3$!
!



!
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Annexe 36 : évaluation de la contamination inter-échantillons pour l’apixaban 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I=!

!

!!
=>)<2(2*!

"5!

=>)<2(2*!

"6!

=>)<2(2*!

"A!

=>)<2(2*!

C5!

=>)<2(2*!

C6!

=>)<2(2*!

CA!

4(55(87!.! 010! 02"! 0//! 00! 010! 02"!
4(55(87!"! 012! 023! 01/! /2! 012! 023!
4(55(87!/! 030! 01/! 032! 0#! 030! 01/!
4(55(87!0! 032! 010! 010! /K! 032! 010!

 

!

Annexe 37 : évaluation de la contamination inter-réactifs pour le dabigatran 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I=!

!

!

!
12()&2342*!G2*G!?J! 12()&2342*!2;+O!?J!

12()&2342*!G2*G!

H&L!

12()&2342*!2;+O!

H&L!

4(55(87!.! "30! "$#! .01! .03!
4(55(87!"! "1$! "$/! ./3! .1"!
4(55(87!/! "1K! "K#! ./K! .10!
4(55(87!0! "23! "3$! ./2! .2/!
4(55(87!1! "32! "2.! .00! ./.!
4(55(87!2! "K/! "$.! .0"! ./2!
4(55(87!3! "K/! "33! .1"! .0"!
4(55(87!K! "3"! "2"! .0$! .0"!
4(55(87!$! "3#! "3$! .0$! ./3!
4(55(87!.#! "2"! "3.! .01! .0"!

!

!

Annexe 38 : évaluation de la contamination inter-réactifs pour le rivaroxaban 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I=!

!

!!
:);24%<2(2*!G2*G!

?J!

:);24%<2(2*!2;+O!

?J!

:);24%<2(2*!G2*G!

=?!

:);24%<2(2*!2;+O!

=?!

4(55(87!.! "1$! "3K! "1$! "1$!
4(55(87!"! "10! "3#! "10! "3K!
4(55(87!/! "2"! "20! "2"! "20!
4(55(87!0! "K"! "1K! "K"! "2#!
4(55(87!1! "2K! "1"! "2K! "3"!
4(55(87!2! "30! "1K! "30! "20!
4(55(87!3! "3#! "1"! "3#! "3/!
4(55(87!K! "30! "13! "30! "13!
4(55(87!$! "3.! "2"! "3.! "K1!
4(55(87!.#! "1$! "2"! "1$! "1$!

!



!

! ".2!

Annexe 39 : évaluation de la contamination inter-réactifs pour l’apixaban 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I= 

!! =>)<2(2*!G2*G!?J! =>)<2(2*!2;+O!?J! =>)<2(2*!G2*G!=?! =>)<2(2*!2;+O!=?!

4(55(87!.! .$1! "/"! .$1! .$3!
4(55(87!"! .K3! ".#! .K3! .$0!
4(55(87!/! .0/! .$2! .$2! "#0!
4(55(87!0! "##! .$.! "##! .$/!
4(55(87!1! .K3! "#.! .K3! .$1!
4(55(87!2! .$K! .KK! "#K! .$#!
4(55(87!3! .$3! .$"! .$3! .$0!
4(55(87!K! .$$! .$"! .$$! .$#!
4(55(87!$! .K$! .$3! "#/! .$K!
4(55(87!.#! .$3! "#1! .$3! .$0!

!

!

Annexe 40 : évaluation de la stabilité de la thrombine diluée pour le dosage du dabigatran 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I=!

?+$>G!,Q%D4G0! #! .! "! /! 0! 1! 2! 3! K! $! .#! ..! ."! ./! .0!

9??!,*&.$/0! /..! "$$! /#.! "$#! /#$! "K1! "$K! "$K! /.#! "$2! /#0! /..! "$/! /.2! "$1!

 

!

Annexe 41 : évaluation de la stabilité du CN pour le dosage du dabigatran 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I=!

?+$>G!,N+D4+G0! #! "! 0! 2! K! .#! ."! .0! .2! .K! "#! ""! "0!

9??!,*&.$/0! "03! .$3! "#0! ".1! .$"! ".0! ".K! "./! """! ""K! "//! ""#! ""2!

!

!

Annexe 42 : évaluation de la stabilité des échantillons pour le dabigatran 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I= 

! 12()&2342*!,*&.$/0!

?+$>G!+*!N+D4+G! J'2G$2!O%*&+'#! R2*&!3%32'! J'2G$2!S42)G!

#! "#$! /10! /10!
.! .$$! ! !
"! .$1! /2.! !
/! .$2! ! !
0! .$#! ! !
K! .$$! ! !
."! "#1! /1"! /0K!
"0! .K3! //"! /00!
/2! .KK! ! /12!

!



!

! ".3!

Annexe 43 : évaluation de la stabilité des échantillons pour le rivaroxaban 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I= 

! :);24%<2(2*!,*&.$/0!

?+$>G!+*!N+D4+G! J'2G$2!O%*&+'#! R2*&!3%32'! J'2G$2!S42)G!

#! "#"! ! //1!
.! ""2! /$/! /2"!
"! ""3! /3/! /K0!
/! ".#! /30! /K/!
0! ".#! /K0! /00!
K! ""0! /32! /3.!
."! "./! /$$! /23!
"0! "#/! /1#! /2K!
/2! "/"! ! //1!

!

Annexe 44 : évaluation de la stabilité des échantillons pour l’apixaban 
:L-9J&7!M!C-))?75!C9!,(E-J(*-+J7!CD>?6-5*(57F!>NO+*(,!47,,78J+)F!P>Q!C7!R-JC7(9I= 

!! =>)<2(2*!,*&.$/0!

?+$>G!+*!N+D4+G! J'2G$2!O%*&+'#! R2*&!3%32'! J'2G$2!S42)G!

#! "#2! /03! /03!
.! "."! /3#! !
"! ""/! /32! /K$!
/! "#3! ! !
0! .$$! /2$! /"2!
K! "##! /2.! /3#!
."! .$"! /32! !
"0! ".1! ! /0.!
/2! "."! ! /0/!

 



!

! "#$!

!"#$%&' !()*"+$' !,)-./$!

!-0-$1! !,-%'+2314/$'

%&'()!)*&)!+,-(!

./00*1!

2(0,34&(5!/,4&,66(!

78,90:3,(33(!

;3<*0=/1,>&(!

?,8(11()

!

! "#$%&'()*+,-!
@(310,<&4(&)()!

A&1*=/1(!

B*)),(0!8/1,(31!

?076C+(=(31!
D0-0(!-()!1&'()5!

1&'(!-(!8&04(!

E*9/6,)/1,*3!

8076C+(=(31!

B&07(!

!8*)(!4/00*1!

!

! "#$%&'()*+,-! !?0*97-&0()!

B*9&=(31)!-F(30(4,)10(=(31!

!

?078/0/1,*3!

8/1,(31!

G&/6,17!

8076C+(=(31!H!

0(=86,))/4(5!

6/91()9(39(5!

I7=*6J)(5!,91C0(!

!

! "#$%&'()*+,-!

21/',6,17!

79I/31,66*3!

K7/91,<!

!

! "#$%&'()*+,-!

@I*,L!1&'()!

@I*,L!10/3)8*01!

@*3-,1,*3)5!-&07(!

10/3)8*01!

?0710/,1(=(31!

@*3-,1,*3)!/=',/31()!

-(!07/6,)/1,*3!

@*3-,1,*3)!-(!

)1*9M/4(!-()!07/91,<)

!

! "#$%&'()*+,-!A99C)!0746(=(3175!

)79&0,17!

N6,=,3/1,*3!-()!

-79I(1)!

K(90&1(=(31!

8(0)*33(6!

D04/3,40/==(!

G&/6,<,9/1,*3)!

O/',6,1/1,*3)!

8076(+(&0)!

P/,31,(3!-()!

9*=871(39()!

Q,9I(!-(!

<*391,*3R8*)1(!

;=86,9/1,*3!

8(0)*33(6!

@*==&3,9/1,*3!!

?6/33,34)!

D04/3,)/1,*3!

A33(L(!ST!H!-,/40/==(!-F;)I,M/U/!/886,>&7!/&!-*)/4(!-()!/31,9*/4&6/31)!*0/&L!-,0(91)!



!

!
"#$!

!

!"#$"%&'("')*+,"%'

!

%&!'()&*!&+!,)-.&+/&!0&.!1234)&.!0&!52!62/(54-*!0&.!/7+.&855&).!0&!597)0)&!0&.!:;2)12/8&+.!

&4!0&!1&.!/7+08./8,5&.!<!

!

=9;7+7)&)!/&(>!?(8!197+4!8+.4)(84!02+.!5&.!,)-/&,4&.!0&!17+!2)4!&4!0&!5&()!4-178@+&)!12!

)&/7++28..2+/&!&+!)&.42+4!A80B5&!C!5&()!&+.&8@+&1&+4!D!

!

=9&>&)/&)*! 02+.! 598+4-)E4! 0&! 52! .2+4-! ,(F58?(&*! 12! ,)7A&..87+! 2G&/! /7+./8&+/&! &4! 0&!

)&.,&/4&)!+7+!.&(5&1&+4!52!5-@8.52487+!&+!G8@(&()*!128.!2(..8!5&.!)B@5&.!0&!59;7++&()*!0&!

52!,)7F84-!&4!0(!0-.8+4-)&..&1&+4!D!

!

=&! +&! '2128.! 7(F58&)!12! )&.,7+.2F8584-! &4!1&.! 0&G78).! &+G&).! 5&!12520&! &4! .2! 08@+84-!

;(128+&H!

!

I+!2(/(+!/2.*!'&!+&!/7+.&+48)28!C!(4858.&)!1&.!/7++28..2+/&.!&4!17+!-424!,7()!/7))71,)&!

5&.!1J().!&4!A2G7)8.&)!5&.!2/4&.!/)818+&5.H!

!

K(&!5&.!;711&.!192//7)0&+4!5&()!&.481&!.8!'&!.(8.!A80B5&!C!1&.!,)71&..&.H!

!

K(&!'&!.78.!/7(G&)4!097,,)7F)&!&4!1-,)8.-!0&!1&.!/7+A)B)&.!.8!'9L!12+?(&H!

!


