PRADAXA”

Dabigatran etexilate

THUOC DUNG THEO BON BAC SY

Thinh phéin

| vién nang chira 86,48 mg, 126,83 mg hodc 172,95 mg dabigatran etexilate mesilate twong dueng
vl dabigatran etexilate dang bazo 75 me, 110 mg hodc 150 me.

T4 durere:

Tartaric acid, acacia, hypromeliose, dimethicone 350, wic, hydroxypropy| cellulose.

¥ nang APMC: Carragenan, potassium chlonde, titanium dioxide, Sunset Yellow (E110). Indigo
Carmin (E132), hypromellose.

Miec in: Shellac, N-butyl alcohol, isopropyl zlcohol, industrial methylated spirit, Iron oxide black
(E172), mude tink khist, propylene glyeol.

Chi dinh

Phong ngia tai bién thuyén tic huy&l khoi tinh mach (TTHKTM) & nhimg hé]j.h rhin nguwdii trudmg
thanh trai qua phau thudt chuomg trinh thay the todn bd khép hing hofic khop gbi.

Phing ngira dét quy, thuyén tic hi théng v gidm tir vong do nguyén nhin mach mau ¢ nhimg bénh
nhin rung nhf.

Liéu lrong vi cich ding

Nén udng PRADAXA vién nang cimg véi nude, ciing hojic khdng cing véi thire &n.
Khéng md vién nang.

i)
Ngteivi lm: #

Phcng ngtea tai hién thuvén tdc bu}ﬁr khiti rTnF: mach (TTHETM) sau phay thudt thay thé khii 3&:
Nén bat dau diew trf véi PRADAXA dmimg u-:-rtg trong vong 1-4 gidr sau khi phﬁu thusdt Xong v
mift vidn nang duy nhﬁt (110 mg) sau do luEp {1 uﬁng 2 vién nang mij lén I'.I'I.'E'l ngay trong I.ung cOng
10 npay. Néu viec cdm médu chua dirge bao dam, nén tri hodn khéri din ity irj. Néu khing bat dau
ding thude ngay trong ngay tién hanh phiu thudt, nén bit diiu didu trj sau do véi 2 vién nang, mit
lin mdi ngdy.

Phing ngira rai bién thuén ide hupét khdi inh mach (TTHKTM) sau phdu thudt thay khdp heing:
Nén bit diu didu tr vii PRADAXA duimg uﬁng rong vong 1-4 gio sau khi phitu thudt xong 1.-'1:F|
mit vién nang duy nhit (1 mg} va sau do u&p e Vil 2 vien nang mat lin mdi nga}r trong :ung
cing 13 28- 35 npay, Néu vige cim méiu chum dupe bio ddm, nén 16 hodin khai diu dicu tri. New
khémng hit ddu diing lhuﬂc ngay trong ngay tién hanh phéu thudt, nén bat diu diéu trj sau dd v 2
"|."I.E'I'.| HEI.'I'.IE.| 'I'I'I.I;H ]En FI'I(I-'I “EE}'

Phong ngira &t quy, thuyén tdic hé l'hf'l:.rrg v gidm tir vorrg do nguyén nhidn much mau o nhitng bénh
midn rung nil

Ligu khuyén céo ding kang ngay cia PRADAXA 14 300 mg, duimg udng véi vién nang cimg 150
myg hai lan méi ngdy. Didu trj trong thii gian dai.



Tré em:
PRADAXA chia duge nghién cim & nhimg bénh nhin <18 tudi. Khong khuyén cio didu tr
PRADAXA otre em.

Suy thin:

MNén danh pia chitc nang thin bing viéc xac dinh 45 thanh thai creatinine (CrCL) trirde khi kit du
dieu tri véi PRADAXA dé trinh didu 1 cho nhimg bénh nhin suy thin ndng (vi du CrCL= 30

mL/phit). Chura cé dix liéu bd e cho viée sir dung - thudc & bénh nhin suy thn ndng (d¢ thanh thai
creatinine dungd 30 mL/phit); khing Idlu:.-'én cdo diéu i) PRADAXA & nhém bénh nhén nay (xem
“Chéng chi dinh™),

Trong khi dang diéu trj, chirc néng thin nén dwge danh gia trong mit 5 trisirmg hip trén lim shng
khi nghi ngc:r chirc ning I.h&n cé the suy giam holic xdu di (vi du gidm thé tich tuin hoan, mdt nude,
v v mit s6 thudc ding déng thii, v.v.).

Dabigatran cé thé dugc thim phan; Co rat it kinh nghiém ldm sang cho théy sy e ich cda phuong
phdp nay trong cac nghién clu ldm sing.

Phing ngica tai bién TTHKTM o bénh nhin sau dai phiu chink hinh
Nén giam liéu PRADAXA xudng con 150 mg mét 1in mdi ngay, ding 2 vién nang 75 mg & nhimg
b¢nh nhan suy than trung binh {d& thanh tha creatinine 30-30 mL/phit),

Phing ngtra 35 guy, thuyén P hé !F:c.';ﬂg v gidm fu vong do rguyvén nivdn mach may o nhitng hinkh
rifrcin rung nAc

0 nhimg bénh nhin suy thdn trung binh (CrCL 30 - 50 mL/phat), chirc nang thin nén duoc dinh gia
it nhét miit ném mit léimn.

Khéng cin thiet phai chinh lidu, bénh nhin nén digu trj véi liéu hang ngay 300 mg ding dirimg wbng
virl vién nang cimg 150 mg hai lin mai ngdy.

@i cao ruii: d'k
o
Phéang ngiea tai bién TTHETM & bénh nhin sau dai phdu chink hiinh: ) .

Kinh aghiém lm sing vé sir dyung thude cho bénh nhin cao tudi (>75 twdi) vn con han ché. Nén
thin trong khi diéu tri cho doi tugng bénh nhin nay. Lidu khuyén cde 18 150 me mdi ngay dudi dang
2 vién nang 75 mg (xem phén “Cénh bio dic bidt va thin trong™ va “Bgc tinh duge I hoe™),

Do suy gia'lrnjzhm: nang thin cé thé thuomg gip hom & nguéi cao wdi (=73 Wwoi), nén danh gia chirc
ning thin béng vigc xdc dinh 46 thanh thai creatinine (CrCL) trude khi bat ddu didu i voi
PRADAXA dé tranh didu tri cho nhitng bénh nihéin suy | thiin ndng (e 1d CrCL<30 mL/phit). Chirc
néing thin ¢lng nén duge dinh gla trong mit s6 tinh huéng 1am qé.ng khi eé nghi ngn:r chirc néng thin
suy gidm hodc xdu i {vi du giam thé tich win hodn, mét nudc va voi mot sb thude ding dbng
thin, v.v.. L.

Phong ngiea dot guy. thuvén tde hé thing va eidm i vone do nguvén nhdn mack mdau o nhitng bénh
nhdn rung nhi: .

Do suy giam chire ning thin cb thé thutmg gip hom & ngudi cao twuéi (=75 twdi), nén dénh gid chire
nang thin bang viée xdc dinh & thanh thii creatinine (CrCL) trude khi bét déu diéu tr vad
PRADAXA dé trénh diéu trj cho nhﬁng b-%nh nhén suy than nﬁ.ng (e CrCL=30 mL/phit). Chirc
nang thin ciing nén duge danh gid it nhit mm nam mot lin & bénh nhén didu trj vii PRADAXA
hodic thurrng xuyén hom trong mdt 26 tinh hu-:rng lim séng khi ¢b ngln nglr chire ning thin suy giim
hodic xdu &i (vi du. gidm thé tich tudn hodn, miit nuede vit vir mot s6 thude ding dung thin,v.v.. L

Bénh nhin 80 tudi trdr 18n nén dwoc diéu tri vai lidu hang ngdy 220 mg ding dirdmg uq*_mg virl vién
nang cimg 110 mg hai 1an mbi ngay,



Cac nghién ciu duge ding hoe & bénh nhin cao i hon cho mﬁ'}- ch ting nE’mE da thube nhitmg
bénh nhit suy gidm chie uing thiin do tudi the.
Xem thém phﬁn Litu Iugmg va cach ding muc suy than.

Cdn ngng:
Khing can thiét phai chinh liéu,

Sir dung déng thii PRADAXA vdi cdc chif e ché manh P-glycoprotein, v du amiodarone,
guinidine hogc verapamil:

Phong ngiea rai bién TTHETM o hénh nhdn sau .:ﬂ;r!' pﬁ:‘i‘y chinh hink:

Men gidm ]jéuLPﬂ..'\DﬁJ{A chn 150 mg ding mdl lin méi agay v 2 vién nang 75 mg & nhitng bénh
phin ding dong théi PRADAXA vi amiodarone, quinidine hodic verapamil (xem “Tuomg téc
thuic™).

Nén tranh vide bt ddu didu tri vii verapamil I:J' nhimg h:nh nhén sau dai phau chinh hinh ma dang
sit dung PRADAXA. Ciing nén tranh viée bat dau diéu tri dong théi PRADAXA vei verapamil,

Phong rgiea dor guy, thuyén tde e thing va gidm nr vong do nguyén nhdn mach mdu o nhitng bénh
nhdn rung nhi:

Khing cin thiét phai chinh lidu, bénh nhin nén didu iri véi lidu hang ngay 300 mg ding dwimg vng
v vién nang cirng 150 mg hai lin m&i ngay.

Bénh nhidn cf nguy cor chdy mdu:

Phing wgiea &0t quy, thuvén tae hé thing va giam nr vong do nguvén nhan mach mau o nhitng bénh
nidn rung mhi

Syr xust hién cla cdc veéu to sau oo the lam ting nguy co chiy mdu: vi du twdi = 75, suy thin trung
binh {CrCL 30-50 mi/phit), didu i ddng thivi véi che chit de ché P-gp manh (xem “nhém bénh
nhin d3c biétr”), chat chﬁng két tip tiéu ciu hodc chiy mdu da day - rudt tnede do (xem “Lanh béo
diic biét va than trong™), 61 vii nhimg bénh nhin co mit hoje rihiéu hom m'l;ll: trong cac }r.:u b nguy
oo d6, gam I|-Eu hiing ngéy ¢on 220 me, bang cich uong 110 mg hai lin moi ngav, cé thé duge cén
nhic theo q;u:.rcl dinh cia béc s¥, &‘

2

Chuyén tir diéu tri PRADAXA sang thuic ching dong dang tiém: &

Phing ngiea tai biin TTHKTM & bénh nhin sau dai pheu chinh hinh: ‘
Chir 24 giér san ligu cudi cing tnrde khi chuyén tir dign i v PRADAXA sang mit thude ching
déng dang tiém,

Phong netea d6t quy, thuvén tdc hi thong va giam r vang do nguvén rhdn mach mau & nhitng bénh
mhdn rung nhi: i . .
Chir 12 giér sau liéu cudi cing tnrde khi chuyén tir diéa tri voi PRADAXA sang mét thube ching
dong dang tidm.

Chuyén ti diéu tri thudc chong dong dang tidm sang PRADAXA:

Mén du.ng PRADAXA 0 -2 gidr trincre khi dén e diing lidu lu:p theo cua try liéun cach quing, hodc tai
thisi didm ngimyg ding thude trong tnrémyg horp tri lidu lién e (vi dg Heparin duémg finh mach).

Chuyén tir diew tri vdi cde thuoc doi khdng Vitamin K sang PRADAXA:



Phing npira 451 quy, thuyén tde hé thang va gidm h vang do rguyén nhdn mach mdu o nhimyg bénh
ribrdinn rung whi

Nén dimg vigc diu tri véi chiit dbi khing Vitamin K (vié1 it VKA). PRADAXA c0 thé dwge ding
ngay khi INR < 2,0.

Chuyén tiv diéu trj PRADAXA sang cic thudc dbi khdng Vitamin K:

Thin diém bit dau didu tn VEA nén dupe ditu chinh theo @ thanh thai CrCL cia bénh nhin nhu
sl

o CrCL = 50 mL/phit, bit déu dﬁnlg ‘b’}{;*; 3 ngay trude khi ngimg sir dung dabigatran etexilate

s CrCL = 30 - < 50 ml/phit, bdt dau ding VKA 2 ngay trirde khi ngimg sir dung dabigatran
ctexilate

Chuyén nhip:

Phing ngtm 51 quy, hyén rdic hé J'Hﬁrﬁlg v gidim ni vong do nguyén mhdn mach mdu & nhirng bénh
mhdn rung nhi. )
Bénh nhiin cd the tiép ue dong PRADAXA wrong khi dang dwge chuyveén nhip.

Quén lidu:

PMHH ﬂgm.r tcai hidn TTHETM o bénh nhan sau da ph'au chinh hinh:

Tu:.;'r te v cac lidu ding héng ng,in' com lai tai cang thai diém clia ngay l;u:p theo.
K hing duge dimg lidu gdp doi dé b vao cde lidu riéng 1é bj quén.

Phing neita dot guy. thuyén tdc hé thing va eidm itr vong do ngvén nhdn mach mau o rhitng kénh
mhdn Faiig shi

Liéu bi quén cla PRADAXA b '|J'EII'_' dirge ding néu thir gian toi khi phai dimg ]|¢:|.1 ticép theo 1a hon
6 gidr. Nén bd qua liéu hi quén néu kKhoding thiv gian trede khi phai ding lié tiép theo khing qua 6
i, o )

Khéng duge ding lieu gap dbi dé b vao céc lieu rigng 1& bi quén.

Chiing chi dinkh !
 (Qui mén vii dabipatran hodc dabigatran etexilate hode mit trong cée ta duoe cua thude ‘i;_,,

= Suy thin ndng (CrCL < 30 mL/phut)

= Cdc higo hign chay mau, bgnh nhiin oo co dja chiy méu, hojdic bénh nhin giim dong méu do dimg
thutic hay tir phat

= Cac thn thuong & co quan c6 nguy co chiy mau cao trén 13m sing, bao gdm ddt quy xudt huyét
trong vong 6 thing )

*  Biéu tri dong thi vii ketoconazole todn than (xem twong téc thudc)

«  néu try déng thin vid cde thude chong dong khde nhar heparin (LIFH), cac heparin trong luomig
phiin tir ﬂ1§p {(nhur enoxaparin, dalteparin), cac din xuit heparin (nhir fondaparinux ), thude chéng
ddng duwimg wong (nhw warfarin, rivaroxaban, apixaban) ngeai wir wong nhimg trulmg hop
chuyén sang hofic chuvén tir Pradaxa hodic khi UFH duoc ding & nhimg lidu céin thiet dé duy tri
thing thiromg catheter ddng mach hodc tinh mach trung 1dm,,

»  Bénh nhan dit van tim nkidn g0 oo hoe.

Cianh bdo dic biét va thin trong

Nguy co xudt huyér:



ﬁif&ng nhur ede thube chﬁng ding khae, nén air dung PRADAXA thin trong trong cac tradmg hop oo
ting nguy cor gdy chdy mdu, Chay mdu cb the xuat hign tgi bt cif vij tri ndo trong qué trinh didu tr
vii PRADANA, MNén tim kiém noi chay mau néu hemoglobin virhodic hematocrit hoge huyén ap
giam ma khong gigi thich dupe npuvén nhan,

Brién 1 vii PRADAXA khing yéu chu theo ddi ching dﬁmg miu. Xét nghiém INR khiing tin oy o
rhimg bénh n]‘tﬁﬂ dang dify i1 véi PRADAXA v 43 ¢o bao cdo ve ting TNR dwong tinh gia. Do
iy, khing nén lign hénh xét nghicm [INE.

Xét nghiém dénh gid hoat tinh chéng ddng mau nhyr théd gian trombin (TT), thivi gian dﬂnng frad
ecarin (FECT) v thin gian thromboplastin timg phin hoat hoa (aPTT) eb thé duoe dimg ik phil hidn
hogt tinh qud mire che dabipatran,

Tinh rang :‘:Imng ding lién guan dabigatran co thé dugre dinh gia bai ECT hofe TT. MNew khing ¢
ECT hoge TT, x€t nghiém aPTT gitp dinh gia twong déi mire 8 ching dimg mau cia PRADAXA.

O} nhimg bénh nhin mung nhi trong thit nghig¢m RE-LY didu trj viri 150 mg hai Irin mi nEdy mit gid
try aPTT cao howm 2,00— 3,0 l8n gidh han binh thudmg ta nérng A6 day lidn quan dén npuy oo ting chiy
FRIALL

Cée nghidn cins dge ding hoe cho thiy cb ting ning dé thube & nhimg bénh nhin suy gidm chiic
wing thin do twbi tde. Chang chi dinh dimg PRADAXA trong nhing friimg hop suy thin ning
(CrCL < 30 mL/phit},

Nén ngimg sir dung PRADAXA @ nhimg bénh nhin bi suy thin cip.

Céc :.*Eu th, nhar suy giam chire néng thin (CrCL 30 - 50 mL/phut}, > 73 tudi, h::rﬁt dang diéu 1ri chit
te ¢hé manh P- -2p ed lién guan dén ting ndng di dah:gatrm huyét wong. Sy xudt hign cia mét hode
nhitu hom céc yéu o ndy cb the lam Eng nguy co chay maw (xem lidu luong va céch ding).

Vigr sir dyng dﬁng thii cua PRADAXA voi cie tri liéu sau diy chura diroe nghién ol va oo the giy
thng nguy co chay mas! heparin (ngoai tnr khi ding i t: u ¢fin thiél d duy 1A thdng thuong
catheter (fnh mach trong Gim hode ddng mach) vi cde din xudt heparin, l-u:pann trong hromg phin iir
ﬂﬁp {LMWH}, fondapannux, desirudin, cac thudc Jam tan hl-'l:p"l:li khéi, cie thude &5i khang thy thé
GPIIbIa, vclopidine, dextran, sulfinpyrazone, rivaroxaban, prasugrel, cic thude doi khing vitamin
K., eae thuoe Tre ché P-gp, itracomazole, tactolismus, eyclosponne, nionavir, tipranavir, nelfinavir va
saquinavir. i
Sir dung dbng thid véi dronedarone lim tang hip tha dabigatran va khang duoe khuyén cdo (xem
“Nhém bénh nhin dac big™),

o dung d_ﬁng_ thén wiri ticagrelor 1am t3ng hip thu dabigatran va co thé cho thiy tuome tie duge lue
hoc din dén ting npuy co chay mau.

Neuy co chiy méu cb thé ting 1én & nhing bénh nhin difu i dng thid voi che chilt (e ché @i hap
thu cé chon loc serotonin | S5R) hode cac thude (e che i hip thu serolonin norepinephnne (SNREI),

Sir dymg cde thude 1am tidu soi huyét trong dicu o dét guy do thidu mdu cue b edp:

Viée sir dung cde thude fam tidu s huyét trong didu trj 45t quy do thidu mau cyc bd chp cé thé dupe
cén nhic néu bénh nhin cd thid guan thrombin (TT), hodc thoi gian dbng méu Ecarin (ECT), hodc
thix gian lJ'nmmbcnplasun limg phin hoat hoa (@PTT) khing virot qué gidi han trén (ULN) theo pham
vi tham khio clia mai mrdc.



Trong nhimg trimg hop khi c6 tang nguy co chiy miu [w du mdi duee sinh thiét hode bi chin
I_hu'n::rn.g ning. viém ndi HAm mae do vi ]{hu.an} nhin chung cin dupe theo ddi chit che (dé phit hién
cae diu hidu chév mau hodic thitu mau),

Phing ngtra tai bicn TTHKTM o bénh nhdn sau dai phdu chink hinh:

Sir dung céc thudc khdng viém khing steroid (NSAID) dﬁ gidm dau trong thin gian ngan trrde hodc
sau phau thudt khing lim ting nguy co chay médu khi didu trj két hop voi PRADAXA, Bing chimg
vé vige sir dung NSAID thing thiomg co théi gian ban thai duii 12 giir trong qua trinh diéu trj véi
PRADANA con chua diy di va khang thay ting nguy co chiy miu,

Phing ngiea dot quy, thuyén tdc hé thing va gidm ne vong do nguyén mhdn mack mdu & nhing bénh
mhdn rumg mhi

Sir dung ddng thid véi cde thube chéng két tap tidu ciu (bao gém aspirin va clopidogrel) va cic
I!'IIJEII;:-_'.""IS:H"LID lam tdng nguy co chay mau. Dic bigt, khi sir dyng dong thiri vai cac thude chiing két
tip tien ciu hode oo ché manh P-gp (r b¢nh nhén = 75 tudi, nguy co chay mau nghiém trong, trong dé
co xudl huyét tidu hoa, thng lén. Néu cd nghi ngd chay mau trén lim sang, nén dp dung céc hién
phap thich hop nhur xét nghiém méu dn trong phin, hojc kiém tra xem hemoglobin c6 bi gidm
khéng.

Twong tic vl cde thuic gdy cam wng P-gp:

Viée sir dung ding thii PRADAXA véi thube gy cam img manh P-gp nhur rifampicin lam giam
néng 44 dabigatran trong huyét twong, Cic thude giy cam tmg P-gp khéc nhur St John's Wort hode
carbamarzepine cling cd the lam gidm nong d6 dabigatran trong huyét tuomg, va nén thin trong khi s
dyng phoi hop (xem “Tuomg téc thude™ va “Nhom bénh nhin dac biér).

Plodu thudt vi Thi thudr can thigp:

Céc binh nhin dang difu trj vii PRADAXA ma trai qua phiu thudt hode cac tht thuat xém lén o
tang nguy co chiy maw, Do vay, ¢6 thé cin tam ngimg sir dung PRADAXA dé tién hanh nhimg can
thiép phiu thudt (xem “Duge dong hoe™).

Giaf dogn triede khi phin thugt: é}f

Do nguy co ting chiy méu, nén tam ngimg PRADAXA trinve khi tién hanh cée thi thudt xam Wn
hn&c tién hanh phiu thuit. Néu c thé, nén ngimg si dung PRADAXA it nhéat 24 gu::' trurce thi thugt
xam lin phiu thudt hodc phiu thugt, O nhﬁ‘n; bénh nhdn ¢o nhiéu nguy co xuft huyét kon hojc trong
dan phﬂu khi céin dén qua trinh ding mau t6t, nén ngimg sir dyng PRADAXA 2 - 4 ngay trundre khi
phiu thudt. Thanh thai cia dabigatran & nhimg bénh nhin suy thin ¢6 thé dai hon. Didu ndy cin
durge xem xét tnede bt ki tha thudt nao (xem Béng 1 va “Duge ddng hoc™).

Bang | tom tit cac quy tic ngumg thude trrde khi tign hanh thi thudt xdm 1dn hode phiu thudt

Chire ning | Théi gian thrfs:i Ngimg dabigalean trinbc phﬁu thudt chuomg trink

thin rir  dy  kién

(CrCL (giir) Nguy co chay mau cao | Npuy co théng thirémg
mL/phiit) hodc dai phiu

=80 —13* 2 nghy trie 24 giiy trude =
= 5i) - < 80) ~ 15 2 — 3 ngity trire | -2 ngay tnrée

=30 - < 50 ~ 18* | 2 ngay trude 2 - 3 ngay trude (> 48 giir)

¥ de biét thém chi tiét xem bang 10 “Durge ding hoe™



Chnng chi dinh sit dung PRADAXA o nhimg bénh nhin suy thin ning (CeCL < 30 mL/phit) nhung
néu tneomg hop nay oo xéy ra thi nén ngima sir dung PRADAXA [t nhit § ngay troée khi dai phiu.

Nén tam thii ngimg s0 dung PRADAXA néu cn o6 :th‘rng can thigp nre thin. Néu e thé, nén
hodn tho thudt can lhlw"phﬂu thudt cho 167 it nhdt 12 gior ké tir lidu dimg cudi cing. Meu khéng the
tri hodn phau thuit fhi co thé ting nguy s cha} mau. Nguy co chay mau nay nén duge can nhéc
cing var tinh khin cap cia vide can thiép (41 veri n::hu;.ren nhip tim xem “Liéu lueomg va cich ding™),

Gidy 18 tiy song/Giy 18 ngodi ming cing/Chgc db tiy sing:

Cac thy thudt nhur gy 18 ty song cé thé can chirc ndng Fﬁm mau hoan chinh.

Nguy oo bi khoi méu e ngodi mang cimg hofic tly song ob the ting 0 trong ahimg tnrimg hop
cham tharomg hodie choe di Jap di tap Tai va de & catheter ngodi ming cu‘mg, km dii, Sau khi ri
catheter, can chir it nhit | gio nroe khi bét du dung lidu PRADAXA diiu tién. Can lhl.n:rng Xuyen
theo dbi cac diu hidu va trity chimg thin kinh cia hién tuomg khdi mau ty ngodi mang cimg hod
iy song & nhimg bénh nhin niy.

i dogn sau thi thagr:
Tiép tue didu tr loi sav khi dat diece cim mdu hodn todn.
Bénde mhan theay van tio sinke hpc

Chira cd dinh gia vige si dung dabigatran etexilal cho béah nhian dit van tim sinh hoe, do do khing
khuyén cio sir dung dabigatran etexilar teén d6i tngng bénh nhin nay.

Ta dwgre:

Thude chim 4 duoc sunset vang (E110), 6 thé giy cic phin {mg dj g, 1
42,

Tuomg tic thuje i

Sordung dﬁng thid FRADAXA vdi cac thudc e ding lén sy cém méu hodic déng mau bao gom cée
chat d6i khang Vitamin K ¢ thé lam Eing ding k& nguy co chiy méu. (xem “Cinh bao &c bigt va
than tong™).

Dabigatran etexilate v dabigatran khang bi chuven hoa béi hé thing r.:}'lm:hrmne P4350 vi khing o
the ding trén hé enzyme cytochrome P450 cia ngad in vitro. Do dé cie twong tac thude — thude lidn
quan kho co kha nfng xay ra voi dabigatran ctexilate hodc dabigatran (xem “MNhim bénh nhan déc
hig™ '
Twong tic P-gp:

Cidg thudic fee ché P-glveoprotein.

Dabigatran etexilate 1 m{t eo chill cho ehit vin chuyén xuit bio P-gp. Sit dung dbng thivi cde chit
e chi P-gp (nhu amiodarone, »tmpamul quiniding, ketoconazole todn thin, dronedarone, ticagrelor
v elarithromyeine) o thé 1am ting nong 4o dabigatran trong huyét tuomg.

Chang chi dinh sir dung d&ng thin vi&i ketoconazole todn thin,



B0 viri cde chilt e ché P-pp khae duge ligt ké & trén khing cin chinh liéu PRADAXA trong chi
dinh “Phong ngira dit quy, thuyén tic hé thong va giam tir vong do nguyvén nhin mach méu & nhimg
bénh nhén rung nhi™,

Vi viée sir dung ding thir v cic chit e ché P-gp va liéu lugmg clia PRADAXA trong chi dinh
“phing ngira tai bién thuyén the huyét khéi finh mach (TTHKTM) & nhimg bénh nhin vira tréi qua
dai phiu chinh kinh” xin xem “Liéu hromg va cach dimg” va “Nham bénh ahin dic biér™,

Amipdarone:
Némg ¢ dabigatran & ngudi tinh nguyén khde manb @ng &n khoing 1,6 Mn (+60%) khi co S\F Xl
hi¢n cia amiodarone {xem Nham bénh nhan dic hiéf).

( Inhﬂnﬂ bénh nhin trong nghién cim RE-LY néng dd nay ting khong qua 14% va khbng quan sat
thiy ting npuy co chay mau.

Verapamil.

Khi ding PRADAXA (150 mg) cing v&i verapamil dubng uing, Cra v ALUC ciia dabigatran ducc
ting lén nhumg mire 4§ thay d6i nay 13 khic nhau, phy thudc vao thii gian ding thude va dang ché
phém cia verapamil (xem *Nham bénh nhan dac bigt").

(} nhimg bénh nhén trong nghién ciru RE-LY nong di ndy ting khong qua 21% va khing quan sat
thily wing nguy o chiy maw.

Chuinidine:
Nong d dabigatran & npwdi tinh npuyén khée manh tang 1én khoang 1,5 lan (+33%) khi c6 sy xuwit
hi¢n cia quinidine {xem “Nhim bénh nhin dac bié™).

Clarithromycin:
Néng d9 dabigatran & nguéi tinh nguyén khoe manh ting 1én khoang 19% khi c6 clarithromyein ma
khiing cd bat cir vin dé an todn néo trén lim sing (xem “nhdm bénh nhin 43¢ biét"). J‘.

Ketoconazole: -F;'f
Nong 46 dabigatran ting lén khodng 2,5 lan (+150%) sau khi ding don liéu va da lidu cla
ketocongzole toan than (xem *Chong chi dinh™ va “Nhom bénh nhén dic biét™).

Dropedarone: . .
Nong 40 n:!ah[gmra.n tang 1&n 2,1 ¥in (+114%) hodc 2.4 ldn (+136%) wong (mg sau khi dung dom liéu
hogc da lieu dronedarone (xem “Nhdm bénh nhiin d5c big™)

Ticagrefor -

Ming dé dabigatran & ngwd tinh nguyén khie manh ting 1,46 lin (ting 46%) khi cé su xudt hién
cua ticagrelor ¢ trang thii én dinh hodc 1ang 1,73 lin (tang 73%) khi dung dong thoi lidu i
ticagrelor va liéu don 75 me dabigatran etexilate.

Céc thude 1 co chr cia P- elvcoproteln:

Digoxin: Trong mit nghién ciiu der: tien hanh trén 24 ngwdi khie manh, khi sir dung PRADAXA
cang voi digoxin, df quan sit thiy khing cd sy thay dii digoxin vi khing cd nhimg thay dii lién
guan dén lim sing vé nong dd dabigatran (xem“Nhém bénh nhin d5c biét™),

Thidie gy cam ung P-ghycoprotein:




Sau 7 ngay didu trj vari 600 mg rifsmpicin ngay 1 lan cd AUCy. va Co, cia dabigatran 1an lut
piam 67% va 66% so vii diéu trf tham chiu.

Sir dung déing thivi v cde thube cim dmg P-gp (vi du rifsmpicin) lim giam ndng 46 dabigatran va
nén tranh (xem “Cinh bio dic it va than trong” va “Nhom bénh nhan dic bigt”),

Khi ning sinh sdn, thai ky vé cho con b

Tha k¥

Hi¢n khing co dir liéu im sing ndo ve viéc sir dyung thude & phu nir co thai. Nguy cor d6i vivi thai
rhi chira duoe biét,

Phu nir dang trong ¢6 twdi sinh san cAn trdnh o6 thai rong qud trinh didu i voi PRADAXA va
khéng nén diéu tri véi PRADAXA o phu nit dang mang thai trir khi lgi ich mong d¢i nhidu hom so
v nguy o4,

Cho con bi :
Hign chua co dif ligu 1dm sang. Nén thin trong bing cach ngimg cho con bi.

Kha nang sinh san . .
Ehong eb di liéu lm sing. Cac nghién cfu tién 14m sang trén kha ning sinh sin khong cho thay bat
kv tac dung ngoa ¢ trén khi ning sinh san hode phat trién cua djng vat san khi sinh.

Anh hwimg lén khi ning lii xe va vin hanh miy moc

Chura céd nghién ci ndo duge thie hign trén tic ddng wdi khi ndng 14 x& va vin hinh miy moe.
s

Tinh an todn cia PRADAXA nhin chung di duoc danh gia trén 28.837 bénh nhin dvoc didu tri
trong 7 nghién ciru 1Am sdng; trong do co 18.726 bénh nhin diroe didu i vin PRADIAXA.

Tiae dung phu

Ciac nghién ciu ban diu trong phong ngira TTHKTM sau dgi phiu chinh hinh vai tong s6 10.795
bénh nhin duoc didu tr trong 6 nghién cir 6 nhdm chimg duge st dung it nhit mat lidu dabigatran
etexilate (150 mg moi ngay, 220 mg mdi ngay, enoxaparin). 6.684 trong sd 10,795 bénh nhin dwoc
didu tri v lidu 150 hode 220 mg dabigatran etexilate mit lin mbi ngay,

Trong nghién ciru RELY khio sit viée phong ng'u':a At quy va thuyén tic hé thnng & bénh nhin rung
nhi, l.-u:nE, cing 6 12.042 bénh nhan duge chon ngiu nhién dé d.ung,chtu tri van d.a!:ug.atran ctexilate,
Trong s¢ do, 6.05% bénh nhin didu e v lidu dabigatrun etexilate 150 mg hai ldn mdi ngay, trong
khi 5.983 bénh nhén ding liéw 110 mg hai ldn moi ngay.

Tong cong co khmng O bgnh nhin duge dieu trj phin thugt chueong trinh thay khap gdi hofc khdrmp
hing {d:léu iri ngi-in ]"II:LI:'I: (i lhé dén 42 ngdy) vi 22"‘.-'5 bénh nhin bi rung nhi didu tr1 phong ngim dot
quy vi thuyén tac he l.lufrng [L‘héu iri kéo dai 18n 3én 3 nam) bi cac phitn Umg ngoai v,

Chay mau

Chay mau la tac dung phy lién quan nhiéu nhét téi PRADAXA; xdc dinh boi diu higu chay méu bit
ky logi hoge mue do nghiém trong ndo va xudt hién wong khoang 14% bénh nhin didu tri ngan han
T.mng phau thudt thay khop goi hode khop hang va 16,5% bénh nhén rung nhi diéu tri ddi han phong
ngira &1 quy va thuyén tag hé 1]11:mg.



Mac di tin _5u§t hitm gip trong cac nghién cim 1am sang, chiy mau ndng hodc nghiém trong co th
Ay ra, vi bt ke vij tri, ¢6 thé dan téd hiu qua tan tit, de doa tinh mang hofic tham chi gy tie VORI,

Fhing ngiea tai bidn TTHETM & bénh nhin san dai phdu chinh hink:
T¥ K chéy mdu noi chung 1a tromg i gitta cae nbom didu tri va khing e sir khic higt ding ké,

Phing ngtea 360 quy, thuyen 1ic hé lth:{t:g va gidn i vong do nguyén nhdn mach mdi & whitng Wak
nhdn rung nhi-

Chay midu ndng khi dip img it nhat mot trong s che tigu ohi sau

s Chiy mdu el Wi vléc Eiam haem-;:nglcrhﬂ it nhdit 20 gmms trén lit hodc dén 15 phii lru:,m
i vl it nhit 2 dom vi oo hode hing ciu ling

» Bidu hién chay mau & mat vi tri hay co quan quan trong. ndi nhin :::E.iu, t0i 20, rong [y sﬁm
hodc trong co voi hoi chimg chén ép khoang, chiy mau sau phic mac, chily miu trong khip
hodic chiy mdn ming ngodi 1im.

Chiy mau ning duoc phin leai 14 de dpa 4¢n tinh mang bénh nhén néu dép img it nhit mot trong 56
cac ticu chi sau;

s Chay mau gdy wr vong, chay mau m;u 0 ¢O migu chimg; gidm hacmoglobin wan i nhal 50
grams tren lit; truven it nhdit 4 dom '-q méu hodc hing ciu Wng: chay mau di kém vol vigc fut
huvit ap véu ciu phai dimg cic chat vin mach theo dirdmg tTnh mach; chiy mau cin phii can
thiép phéu thudt.

Cdc bénh nhan duge chon ngiu nhign ding dabigatran etexilate liéu | 10mg hai lin mdi ngﬂy v lién
150mg hai lin mdi ngdy cb nguy co chy mau de doa tinh mang, ddt gquy do xuat hmr:t va chdy mau
nid S0 Th.ﬁr.l- hom dang 'l:: g0 viri warfarin [p<0,05]. T¥ |8 chay mau tit ca cac logi lhap homn eb ¥ nghia
thing ké o cd hai ham lugng dabigatran etexilate, Bénh nhin chon ngiu nhién vio nhim dabigatran
etexilate lidu 110meg bai Hin mdi ngay co nguy co chily mau nng thip hon dédng ké so vii warfarin
(0 50 nguy hai 080, p=0.0026). |

Tue duny phe

Cac phan img khéng mong mubdn dugc ph.an logi theo hé co quan (system DTgan class, SOC) va
MedDRA duoc bao cdo tr bt kv nhom diéu j cho mai nhom bénh nhdn cia 1 ca cie nghién cim
cd nhom chimp dwoc liét ké dudi ddy. Bang 2 lidt ké cic tic dpn;_a, phu dugee xdc dinh & ¢ hai chi
dinh. Béng 3 ligt ké cdc tdc dung phy lién guan 1di chi dinh cy the.

Cac tac dung phy nhin chung lién quan dén co ché droe I hoe cua dabigatran crexilate va cic bién
ed Hén quan dén chay mau co thé xay ra & cac co quan va vi tri gidi phﬁu khac nhau,

Tv 18 cac tac dyng pho quan st duooe ciha dabigatran etex'tlmq & nhimg bénh nhin digu 1 trong
phing ngiea TTHEKTM sau phiu thudt thay khép gdi hode hing ndm trong pham vi elia enoxaparin,

T¥ 1€ cac whe dyng phy quan sat duge cha dabigainn etexilaie o nhimg bénh nhin diéu trj trong
phing ngia dét guy & bEnh nhidn rung nhi 13 ndm trong pham vi tromg Lg warfarin ngoai trio i logn
da day rajt co mot ty 1@ cao hon ¢ trong nhdm ding dabipatran etexilate.

Bing 2:  Cic téc dung phu dwoe xic dinh Wl cde nghién ol phang ngica tifn phat (o bién
TTHETM sau dai l,r.lhm.r chink Fink v phéng peia 3o guy do e tde mach v thauyén
tde g thing o bénh nhdn rung mhi:

Rii_loan hé mau vh bach huvét



Thif méw, pidm tien ciu

Rbii loan hé mifn dich
Qud min vii thude bao gdm may day, phat ban vi ngita, co thit phé quan, phi mach. phin
irng phin vé

Réi loan hé thin kinh
Hudt kuyst ndi so

Réi loan mach
Mau tu , chay mdau

Ribi loan hé hip. ngwe vi rung thit

Chay mau mii , ho ra mau

R loan da dav ruit
Nuft huyét tidu héa , dau byng, tiéu chay, khé tidu, budn non, loét da diy, viém thire quin
da déy, trao ngugc the quan da day, ndn, kho nudt

Réi loan gan mit
Rit thudmyg chire ndng gan

Réi loan da vi mé dug
Xua huyét da

Roi loan xwome, co xuomg khép va mé lién két
Ty maw khép

Ri loan thin vi tiéy i
Kudt huyét nigu sinh dye.

Eﬁ i loan i théan vi tai vi tri s dung
¥ uit huyét noi tidm, wudl huyét tai vi Iri it catheter

Tin thughg, n _ x hidn ¢ Ay sau thn thut
Chiy mdu do chin thuong, chay mau tai vt rech

Bang 3: Cac tic dung phi ey thé doge wde dinh theo mdi chi d]nh
Phing ngtea tal bién TTHETM & nldtng bénk nhdn sau dail phiu chivh ink,

Réi loan mach 1L
Chay mdu tgi vét thinmg

Tiét dich i man

Tfr]! thiremg, ned doc hodc nhime bién chimg sau thi thust
Khoi miu ty san thi thudt, chay méu ssu thi thudt, thidu mau hju phiu, tiet dich sau thi
thugt, v&t thuong tict dich

tha thuat né? kbhoa va ngoal khoa
Dxan lima vét theome, din hue hiu phio



Pheng ngica dit quy, thuvén tde hé thing va giam tie vong do nguyén nhdn mach midu & nhimg bénk
nfidn rurg mhl.

Ehong co
Thing bdo cho bic s cde tic dung khing mong muin gip phii khi si dung thuie.

Qud ligu

Qud lidu khi ding PRADAXA o thé din dén cac bién chimg chay mau do dic tinh duge lre hoc
ciia thude, Khang eb sin thufic gidi dje dic higu d4i khdng vai hoat tinh duge lye hoe cia
PRADAXA. Diing liéu cao hom cac ligu duge khuyén cao lam ting nguy co chiy mau,

Trong trrgmg hop nghi ngér qua liéu, xét nghigm déng man co the gitp xdc djnh nguy co chiy mau
(xem phin “Thén trong d3c bigt va Canh bao™ va “Péc tinh Duge Iy hoe™), Kiém tra dinh lugmg hidu
chuin (dTT) hofic phurong phép do dTT lap 1gi cho phép dy dodn thivi gian khi nao s& dat dén cic
tﬂng 4 dabigatran (xem phﬁ.rl "Bie tinh Duge 1§ hoce™). cling nhi trong trrimg hop ding cédc bign
phép b sung vi du nhir loc mae d& duge bt dau,

Cé the phai ngl.mg s dl,mg PRADAXA khi co tac dung ching ddng mau qua mire. Khi cd cde bidn
chl.mg chay mau, phai ngimg diéu tr 1.r3 xdc dinh vi tri chidy mau. Do dabigatran duge théi i chi
yiu qua théin, cin duy tri lrome nuée tiéu thich hyrp.

Mén hén hinh cde bign phdp didu tri chuiin thich hop, nhw phiu thudt cdm mau va boi hodn lugng
mdu mdt. Mgodi ra, ¢ thé -...qn nhdic viée sir dung méu twoi todn phin hodc huyét nrong twoi ding
lanh. Do lién két viri protein lh::lp. dablgalran ¢d the duoe tham phin, tuy nhién céc kinh nghidém lam
sang vé viée dang bién phap loc man trong trdmg hop nay con han ché (xem “Nhém bénh nhin dbc
b ™).

th, hop prothrombin dém d&c hoat hoa (vi du FEIBA) hodc }.-*Eu 0 Vila tdi 10 hop hodie cac ché
phim ddm dic chira cdc yéu tb dﬁng mau I, IX, X nén dm;n: xem xet s dung. Co mit vai I:rﬁng
chimg thye nghiém &€ hd tro cho vai trd cia cdc véu 10 nay trong viée ddo nguoc hidu qua ching
dong cia dabigatran nhumg sy hite ich cia chiing trén lim sing chura dirpe chimg minh mét cdch o
hé thong. Kiém tra ddng mau co thé tré nén khing tin cdly sau khi ding che thude dio ngwere duge
gori ¥. Nén thin trong dbi véi vige truyén tidu clu ddm dic wong trudmg hop o thidu téu cdu hode
da sir dung cic thude khéng tidu cAu co hoat tinh kéo dai. Tét ca didy trj triéu chimg duge dim ra
theo quyét dinh cia béc s7.
f

Pie tinh dwoe I§ hoe ‘}{,
Nhim diéu trj: thude ire che thrombin trge tiép dimg dimg udng
M ATC ; BOTAEQNT - dabigatran etexilate

Thing tin chung

Dabigalmn etexilate 12 mt tién chét ¢o phin tr lugng nho va khing co tae dung duge 1y, Sau khi
uong, dah:gﬂtnm ctexilate duge hap thu nhanh chéng va chuyén hoa thanh dahjgatran nhir sir thy
rhin duoc xic tic bii esterase trong huyét tromg v gan. Dabigatran 1d mdt chat (re chl: thrombin
tryre tiép, b hbi phye, manh vi cd tinh canh tranh vi la chiit cé hoat tinh chinh trong huvét twong,

Do thrombin (serine protease) gigp chuvnn doi fibrinogen thanh fibrin trong qud trinh dong miis,
dimng thudc e ché thrombin 5& ngin chén sy hinh thinh cue mau ding. Dabigatran cling lc ché
thrombin tur do, thrombin ién két v fibrin v s két wdp tdu cdu do thrombin,



Cac nghién ciru in=vive vi ex-vive trén dgng vit cho thiy hide gua ching hayét khai va hoat tinh
n:hl:rng dung cia dnblgmran cau khi ding theo dvdmg Tnb mach va dabigatran etexilate sau khi udng
& cac md hinh huyét khai rén déng vit khic nhau,

Co mit mbi tuomg quan chit che gitra ndng 40 dabigatran trong huyvét wrong vi mike 40 hige qua
ching dong. .
Dabigatran kéo di thin gian aPTT (théin gian thromboplastin timg phan heat haa), ECT va TT,

Cée nghién el l3m sing ve phong huvét kivdi tinh mach s
4 khiom Jim: 1
Trong 2 nghién cinu db liéw, mi déi, nhém song song, ngdu shién quy md Ibm, nhimg hénh ohin
du'q:rc: dai phiu chinh hinh theo churong trinh (mdt nghign cira cho bénh nhin co phiu thadt thay khép
goi vi mijt nghign i cho béth nhdn ¢d phiu thudl thay khép hing) ding dabigatran etexilate 73
mg hode 110 mg rong vong | -4 ity phau thudt, sau d¢ ding 150 mg hodic 220 me mot lin mai
ngdy, khi qua trinh cdm mau 43 duge bao dim, hofic enoxaparin 40 mpg vio npiy trede khi phfru
thudt va mét Jin moi ngay sau 4o,
Trong nghién ciru RE-MODEL {thay khap goi) bénh nhin duoc diéu tri 6 = 10 ngly vi trong nghién
ciru RE-NOVATE (thay khép hing) trong 28 - 35 ngiy, Ting s 2076 bénh nhin (khop gdi) va 3944
Benh nhan (khdp hing) 33 duge dicu tr.
Cae két gud eda nghién eim thay khup gm (RE-MODEL) theo tidu chi chinh 4 todn b bién o
thuyén tac huyét khii tinh mach bao gn:l-m bién co khong triéu chimg vt vong do moi nguyén nhin
4 cho thay tac dyng ching huyét khoi cia dabi gatran eiexilate & ca hai mirc 1iéu 13 khéng thua kém
ve mit thing ké so vél enoxaparin.
Turong tw nhur vy, todn bd bidn cd thuyén @c huyét khii tinh mach k& ¢a bign ¢d khing trign chimg
va tir vong do moi nguyén nhin 14 tido chi chinh cha nghién cime thay khdp hing (RE-NOVATE),
Mt tin nia, dabigatran etexilate & ca 2 mic idy hing ngdy vé mat thing ké diu khing thua kém so
v tac dyng cda enoxaparin 40 mg mdi ngay.
Ngodi ra, trong mot nghién cim thir 3 (RE-MOBILIZE ) voi thist k& mi d6i, ngdu nhién, nhom song
song, céc bénh nhin trdi qua phiu thudt thay khap gbi dimg dabigatran etexilate 75 mg huﬁ 10 mg
trong vong 6 - 12 gidr sau khi phﬁu thudit vi san 46 ditng 150 mg va 220 mg mﬁt lin méi ngay. Thi
gian didu 114 12 - 15 figdy. Tu-ng Lﬁng ed 2615 bénh nhin duge chon ngdu nhién va 2595 hénh
tihin duge ditu tri. Lidu thude 5o sanh cia encxaparin 1 30 mg hai J3n m&i ngay theo hirdmz diin si
dung coa M7, Tinh k]lﬁ-ng thua kém khung dirpe chimg minh qua ng,]:uen ciu RE-MOBILIZE.
Khong cé su khéc biét co ¥ nghia thong ]-:c v hién tuomg chiy méu so voi thude déi chtmg.
Rén canh d6, mot nghién ciru pha 11, nghu nhién, nhom song song, mi £6i, ob A chimg v gid
durgre tign hanh trén bénh nhiln gl Nhit Ban ding dabigatran etexilate 110 mg, 150 mg, va 220
Mg & ngay }:é I.uip sau khi phau thudt thay khdép goi theo chuomg trinh. Nghién ciru trén ngwdi Nhit
Ban cho thﬁ}' mii lién hé 1 ring piita dip tmg voi Lidu Tugng 1én hige qua cia dabigatran etexilale
va de digm chdy mdu nromg tr gia due.
Trong nghién cim RE-MODEL va RE-NOVATE, viéc chia nhom ngfu nhién duge thre hién tnnde
khi phau thudt va trong nghién eina RE-MORBILIZE va nghién cim cd 2o sinh gid duee teén nguin
Nhit Ban thi vige chia nhém ngdu nhign dwoc thoe hign sau ki phin thodt. Bay la didm oo  dac
bigt trong khi danh gid tinh an 1w0an & nhimg nghién ciru rdy. VI 1% do ndy cae nghién cime duge gip
lai thanh nghién ciru nglu nhign tnrde v sau khi phdu thudt trong Bing 4.
D ligu ve tlEu El'u TTHETM nang va tir vong lién quan dén TTHEKTM va chiy méu ning d3 dqurc
vde dinh chiic chin drpre trinkh I:-a;-,r trong Bang 4 dudi day, TTHETM duge dink nghia 14 oy 18 két
hop gifra hu'-ff:t kkhii 1inh mach sau vA Thuyén tie phén

Bang 4: Phin tich TTHKTM niing va tir vong §igh quan n TTHKTM trong qué trinh didu tr trong
cac nghién cinu phiu thudt chinh hink RE-MODEL va RE-NOVATE



Thir nghiém Dabigatran etexilate | Dabigatran etexilate | Enoxaparin
| 220 mg 150 mg 40 mg
RE-NOVATE (khérp hing) | |
N | 90D BER a17
Ty la czu |28 (3.1) 38 (4,3) 16(3,9)
T¥ sb 1 cr 850 Vi :
ﬂfmmﬁ“‘ﬁﬁc §5%) i:},?ﬂ (AR 127y |1,0900.70; 1.70)
RE-MODEL (khip goi) |
M S0 527 511
T7 18 (%) 13 {2.6) 20 (3,8) 18 {3.5)
il oy 073036 14T [1,08(0.58:201)
RE-MOBILIZE {khdp gdi)* Encxaparin
60 mg
N &I8 Hi56 i
T 18 (%) 21 (3,4) 20 (3.0) 15(22)
Su khie biét pguy oo so v 12 0.8
enoxaparin (¥a) '
KTC 95 % (-0.7; 1,0) (-0,9; 2.5}
T I& nguy co s0 vl enoxaparin | 1,51 136
KT 95% {0,79; 2.91) {0,70; 2,63)
Nghién cin (khép g6i) trén bénh nhin Nht hn’
Gid duoe
M 102 113 1644
Ty 1€ (%) 0 2(L.E) b (5K}
Su Khae higt nguy co so voi gia o R ——
rlm;n:[“.'- 3 (KTC 95 %) 58 (=103, -1,3) [—4.0(-9,1; 1,1}
4 nghién g nglu nhifn trode phie thuat
' céc nghién eiru ngdu nhign sau phiu thud

f.a-: nghién ciu 1dm séng trong phong ngira dit quy v thuyén tic hé 1hufrng o bénh nhin rung nhi:
Bing chu.rng lim sang vi hidu qui cia dabigatran etexilate duge bng két 1 nghidén cim RE-LY
{(B¥inh gia mét cach ngdu ahién , dai hon ligu phip chénng ding mau) 14 mét nghign cmu da tnmg tdm,
da qubc gia, nhom SOME SONE, | lgﬁu nhién vai 2 mirc lidu dabigatran etexilate duge lam mi (110 mg
2 lan mdi ngay va 150 mg 2 lin mdi ngiy) so véi nhom dimg warfarin nhiin mé & nhimg bénh nhin
rung nhi cb nguy co dit quy hode thuyén tae bé théng tir trung binh 167 cao. Muyc 8 chinh cia
nghién ciru 13 xéc dinh ligu dabigatran co khnng thua kém so vai warfarin trong viée lam giagm sy
sufit hién két cude hén hop bao gom céc hien & ddt quy vil thuyén tic hé théng (TTHT).

Trong oghién ciu R.E—L‘I" tong 56 18.113 bénh nhén dl.n,u. Iy chon ngdu nhién, 40 rui".'u trung binh I4
71,5 va cé diém s0 trung binh CHADS, 1a 2.1. Dén sd nghién et cé sir luomg dbng vé 1 18 bénh
silioi s diem sb trung binh CHADS; 13 1,2 va = 3. Ddn sb nghién eiru cb 64% 13 nam gici, 70% la
ngwdi  da tring va 16% la ngudi {::hﬁul A. RE-LY ¢d this gian digu trj trung vj 13 20 thang v
dabipatran etexilate dwoe ding & ligu ¢o dinh ma khing theo 48 dong mau. Npoai chin dodn bi
rung nhi khbng do binh van tim (AF). vi du rung nhi dai diing hodc kich phét , bénh nhdn c6 thém
m{d Irong cac y&u 1 nguy co sau diy cho dot quy:

Trsdc dﬁ- Lﬁ by dont quy, com thodng thiéu mau ndo (TIA ), hodic thuyén tic hé thone

Phiin sudt thng man thit tréi < 40 %

Suy tim ¢6 trifu chimg, Phin lopi NYHA = 4§ 2

Tudi = 75

Tl = 65 di kém vii mdt trong céc bénh sau: dai thio dirdmg, bénh ddng mach vinh, hojc
tang huyér ap

X,
¢



Wi tiéu chi danh gia chinh 13 d0t quy vi thuyén thc hé thing, khing ed phin nhém ndo (wd: theo

tudi, cin ndng. gidi tinh, chirc ning thin, yiu th chiing t4¢...) dupe gha nhin ob ty s nguy oo khéc s

viri nhém ding warfarin.

Nghién cini nay cho thiy ding dabigatran etexilate viri liéu 110 mg hai lin méi ngay 1a khing thua

kém 50 vin warfarin trong phl‘.“mg ngira dit quy v thuyén tic hé Ihl:l-ng & nhimg I:u,mh nhin rung nhi,

nhimg lai L’arn g::hm nguy cor Xl h1r;.r-:l nii g va gmrn ché:..' mau vé tﬁng thé, Lidu can how 14 150

mg hai lén mdi ngay gmm dang ke nguy co 36t quy thiey mau cpe I:-i;'r vir ot quy xuiit huvét, i vong

do nguyén nhin mach mau, xuit buyét ndi sp va cheéy midu tnfung thé so vii warfarin. Dabigatran Hidu

thap hom it piy nguy oo chay mau nﬁ’:g s0 vivi warfarin mot cach dang ké,

Bang 5 - 9 trinh by cu thé nlli}ng két qué chinh:

Hing 5: Phin tich lin xuft hién ddu 680 es A3 quy hode thuyén the hé thing (TTHT) (tigu chi
chinth} trong nghién crm RE-LY

Dmbigatran  elexilate | Dabigatran  etexilate | Warfarin
150 mg hai 180 mdi| 110 mg hai lan mbi

ngay ngay
Céc bénly nbhdn duoc chon |6076 B 5 22
ngiu nhién
Bét quy vivhodc TTHT
Ty 1& (%) 134 (1,11) 183 (1,54} 202(1,71)

Ty 50 nguy hal so vol (0065 (0,52, 0,81} 090 (0,74, 1,100
warfarin (KTC 95%)
Gia tri p cho danh gid|p=0,0001 p= 10,2943
s the
95 hém v 1y 1& bidn cb hing nim




Bang 6: Phén tich lin xudt kién dau tién cia dit quy thiéu mdu cue bd hode da1 quy ¥ it hu:.rél trong
théti gian nghién o RE-LY

Dabigaran  elexilate | Dabigatman  etexilate | Warfarin
150 mg hat lin m&i| 110 mg hai lin mdi
ngay ngay
Cac bénh nhan duge chon 6076 6015 G022
| iz nhién
| Dt quy . S
TH 18 (%) 122{1.01) 171 (1,44} | 86 (1,58)
Ty =0 nguy hai so vl [0.64 (0,51, 0,81) 0.01{0,74,1,12)
warfarin (KTC 95%)
Gid tri p 0,0001 L3828
Thuyén the hé thing
Ty 1& (%) 13.(0,11% 15 {0,13) 21 (0,.18)
Ty sb nguy hai so véi [0,61 (0,30, 1,21) 0,71 (0,37, 1,38)
warfarn (KTC 95%)
Chid trj p 0,1582 0,3059
Bt quy thiew mau cuc b
T 18 (%5} 103 (0,86} 152 (1,28) 134 (1,14}
Ty sd npuy hai so v&i 0,75 (0,58, 0.97) 1.13 (0,589, 1,42)
warfarin (K10 93%) |
Giawip 0256 03139
Bt quy do xust hu:.rél
Ty 12 (%) 120,10 14 (0,12 45 (0,38)
Ty =0 nguy hai so vai 0,26 (0,14, 0,49) 0,31 (0,17, 0,56)
_ warfarin (K TC 95%) !
Gig e p <(h,01 <{) (})1

04 him § t5 1é bidn cf hing ném

Bing 7: Phan tich ti 1¢ sbng con mol nguyén nhin v tir nguyén nhén tim

5

miach trong thii gian ﬁ,

nghién el RE-LY
Dabkigairan etexilate 1530 | Dabigatran  etexilate | Warfarin
mg hai kin moi ngay 110 mg hai lin moi
ngay
Céc bénh nhin duge | 6076 615 B22
chon nglu nhign
Tt vong do moi nguyén nhin
Ty & (%) 438 (3.64) 4446 (3.75) 487 {4,13)
T§ s nguy hai so | 0.88 (0,77, 1,00) 0,91 (0,80, 1,03)
viri warfarin
(KTC 95%)
Gidtri p 00517 0,1308
Tit vong do nguyén nhin mach
TV & (%) 274 (2,28) 239(2,43) 317 (2,69)
T s nguy hai so| 0,85 (0,72, 0,99) 0,90 (0.77, 1,06)
Wi warfarin
{KTC 95%)
Gid iri p 0,04 30 02081

% ham v t¥ 18 bién co hing nim



Liri dch chung trén lim sing (1L.CLS) dheoe do héng tiéu chi ghp khong higu chinh bao ghm dét qus,
thuyén tic hé théng, (huyén tic phm. nhoi méu o tim edp, i vong do nguyen nhin mach miu, vi
chay mau ning 48 duge danh gia va trinh bay rong Bang 8. Céac iy 8 bién cb hang nikm A v
nhidm dah:galmn etexilate lhap hem so vl nhdm warfarin. Sur giam nguy oo & e chi gop n&j-' Téin
luer 13 8% va 1024 doi v cae nhom didy o dabigatran ei.e'.ulal.e 110 mg hai Vin i Ny va |50
mg hai lin mii neiy Cac (180 chi khac dige &dnh pid bao gﬂm mpi tnromg hop phai nhip vién voi
kit qui ld mire dd nhﬁp vién it him ed ¥ nghin thong ké & nhém ding dabigatran etexilate 110 mg hai
lin mdi ngéy so véi nhém dimg warfarin (gidm 7% ngay co, KTC 95% 0.87. (.99, p=021).

Bing &; Cac danh gia khac

Dabigatran  etexilate | Dabigatran etexilate | Warfarin
150 mg hai 0 mdi| 110 me hai lEn mdi
ug&y |15:'r_|.r
Bénh nhdn duoe chon ngau | 6076 6015 RTaes
nhién
Bt quy/TTHT tir viongs
T# 1€ (%) 520 (4.32) 577 (4.85) 613 (5,20)
T% 5h nguy ha so| 0,83 (0,74, 0,93) 0,93 (0,83, 1,045)
vin  warfarin (KTC
P504)
Gid tri p 0,001 5 | 0,2206
Dt quyTTHT/thuyén the phoi/mhéi méu co tim/'ur vong/chay mau ndng [LCLS)
T¥ 1€ (%) R4E (7.05) B63 (7.25) 925 [7.84)
TP &b nguy hai <o 0,90 (0,82, 0,99) 097 (0,84, 1,01)
vl warfarin (KTC
95%)
~ Gidtmip 0,0254 | 0,0852 )
Thuvén tic pho
T 18 (%) 1% (0,15 | 14 (D1 112 (0,100
Ty sb nguy hai so|1,41(0,71,3,06) (1,16 (0,54, 2513 |
vii  warfarin (KTC
25%) I
Giid tri 0.2980 0.7076 i
Nhdi mdu cor tim eap (ké ed nhdi miu khing cé bidu hidn)
TV IE (%) 97 (0.81) 0% (0,87) (75 (0,64)
Ty sb nguy hai so| 1,27 (0,94, 1,71) 1.29 (0,95, 1,75)
v warfann (KTC
P59 ,
Gid 1 p 0,1240 (1,092

Bang 9 Xét nghiém chirc ndng gan .

Trong nghién ciru RE-LY, kha niing cé bat thidmg cde k€t nghidém chire nfing gan xay ra vid mit tf
¢ tromg, duong hojie thip hen i nhom bénh nhan ding dabigatran etexilate so véd bénh nhén didw i
warlarin.



I:ugal.ran etlexilate D.ahugmran .:lcxﬂale Warfarin
30 mg ha lin md I| 11} mg hai lin mi
E&F hEﬂ}f

| _ W 0 N N (%)
Téng so bénh nhin dicu tri (5% (100,07 5683 (100,07 S008 {1000
ALT hodc AST> 3 x ULN 106 (1,7 118 (2.0 125(2,1)
ALT hode AST=>5xULM 45 (0,7 36 (0,6) S0 (0.8
ALT hoic AST > 3 % ULN H14{0,2) 11 (0,2) 21 {0.4)
Bilirubin >2xULN

(ULN = (3idi han trén e gia tn binh thuomg, Llp'per L[mit qf Mormal)
Nghién ciru lm sémg trong phing ngira thuyéna tic huydt khéi & bénh nhin thay van tim:

Mét nghién ciru pha [T dénh gia dabigatran etexilate va warfarin trong téng sb 252 bénh nhin mdi
trai qua phiu thudt thay van tim {nghta 1 viin dang trong thén gian ném vign) vi nhilg bénh nhin da
thay van tim cach d6 hom ba thdng, B3 quan sat thdy s mdt cdn bang gilra cdc bien cd thuyén tée
huvét khii va cac bién cb chiv mau ndi chung (chi yéu & mire nhe), khong ing hd cho vide sir dung
dabigatran etexilate, O nhimg bénh nhin hiu phiu giai doan som, chiy mau ning chis véu bidu hién
dundi dang  tran dich mang tim xud huvde, dic big & nhimg bénh phan bl 3w dide 1 dabigarran
etexilate som (vio ngay thir 3) sau phiu thudt thay van tim.

Buec dime hoc

Sau khi dong dabigatran etexilate duémg udng & nhimg ngwi tinh nguyén khod manh, dic tinh duoec
dimg h¢n: ciia dabigatran trong huyét trong duce dic tnmg bin s ting shank nE‘:ng 40 trong huydt
wong, voi nong d& dinh (Cy) dat dwoe trong khodng 0,5 - 2.0 gidr sau khi ubng. Crm, dien tich
durdn durdmpg cong nﬁung diy trong huyit nsorg theo thiv Eu:m (ALIC) ty 12 vén lidu dimg, Sau Cps,
nong 4O trong huyét tuong cia dabigatran gidm theo hém mi kép voi thin gian ban thai tang binh
cia pha cudi Khodng 11 gitr & ngudri cao wdi khot manh. Sau khi dimg da licy, thii pian ban théi
cudi ebng duoe ghi nhin vaoe khodng 12 - 14 gio. Thin gian ban thai khéng phu thude vao lidu Tuy
nhién, thixi gian ban thai bi kéo dai néw chire niing thin suy gidm nhu trinh bay & Bang 10 dudi diy.
Bang 1k Thin gian ban thai cia dabigatran & ngwdn tinh nguyén khoe manh va & agund b chite néng

i i |
Thdn Sy @idrm 72
#

Trung binh nhin (% bién thién trumg binh nhéin

D lge caw than (CrCl) V%]); gt hgn) thivi gian bsin thii

ImL/phat] 1]

> B0 13,4 (25,7%; 11,0 - 21.6)
=50 - < B0 183 (42,7%:1 1.7 - 34.1)
> 30 - < 50 18,4 (18,5%:13.3 - 23,00
I 30 27,2(15,3%; 21.6 - 35,0)

Sinh kha dung yét d6i cioa dabigairan san ki udag dabigatran elexilae véi vo nang HPMC xip xi
6,5 %a.

Thire &n khing dnh huimg dén sinh kha dyng ciia dabigatran etexilate nhung g3y tri hodn thid gian
dat diree ning dé dink rong hn}-:l treng khoang 2 gio.

Sinh kha dyng dwimg uing oo the ting lén khodng 1,8 Hin (+75%) so vii cing thire vién nang tham
chifu khi cdc hat nho duge ding khing ¢ vi nang HPMC. Do da. trén 1Am sing cin Juba 1udn bio
vg tinh nguyén ven cia vd nang HPMC dé tranh vo ¥ lam ting sinh kha dpng cia dabigairan
exetilate. Vi thd, nén khuyen béah nhin khing mdé vidn nang va trinh uﬁng cde hat thude khéng
dirpe ban boc (vi dy rdc thudc vio thire &n hode cho vao dé vdng) (xem “Lidy lugng v cach ding™).
Mt nghién eiru ddnh gid s hﬂ]} thu cliz dabigatran etexilate sau phéu thudt 1-3 gio cho thiy gud
trinh hiip thu bj chim hon so véi ngutn tinh nguyén khoe manh, the hién hing dutmg cong nong dé -



thivi gian ba phiing, khéng cé néng 83 dinh ﬁng cao. Mong di dinh trong huyet tuomg dat duge sau
khi udng |]uu!|t 6 giir, hay khoang 7 - 9 gid sau phiu thudt (nghién ciu BISTRO Ib). Tuy nhién cling
cén I ¥ |a do dnh hudmg eda nhimg j.réu t6 khac nhu gu:.- mé, liét da day rudt va tic dong phiu
thudt, s& cé mot ti 1§ bénh nhin chim hép thu thudc bat ke dang béo ché duime udng. Mic da nghién
cire nay ]chn:‘mg dir dodn duge lidgu sy giam hap thu co liép tye Xay ra wi clic lidu 1iép theo ]v:hﬁnlg,
mi nghién ciru khdc 43 cho thiy syt chim va kho hiip thu 1|1U|:1-|: thwémg chi xdy ra trong ngay ticn
hanh phiu thudi. Trong cic ngay tiép theo, dabigatran dugc hiip thu nhanh va ndng d6 dinh trong
hu:.-'el lromg dat dugre trong khoang 2 giér sau khi uong.

E‘hu}'cn hoi va théi trir dabigatran duge nghién ciu sau khi dimg mit li¢u dom tiém tinh mach danh
diiu h.u:l.g dnnE vi phnng xa o nhimg dbi tuomg nam gidi khoe manh Sau it lidu titm tinh migch,
diin chat dabigatran co hoat tinh phong xa duge ﬂtai trir chul 3.-'-.,u qua thin {85%). Khodng 6% lidu
dimng duge 1hm trir qua phin. Hhua.ng B - 94% liéu ding danh déu ddng vi phong xa duge thu thip
sau 168 gior ké tir khi ding thude.

Sau khi uting, dabigatran etexilate nhanh ching chuyén thanh dubipatran, dang oo hoat tinh trong
huyét tromg. Qud trinh chuyén tign chat dabigatran etexilate thanh hoat chét chinh dabigatran nhé
eneym xi¢ tde thuy phin esterase 18 phan img chuyén hod chi yéw, Dabigatran & mét chit dé két
hop teo théanh céc nr.:.rlg,lmumnid:s cd hoat tinh duge 1Y, Co 4 chit n.tfﬁng phin vi tel, 1-0, 2-0, 3-0,
4-0)- mvlglucummdc moi chét chiém khoang dudi 10% tong lugng dabigatran trong huyét tirong,
Lqumg rat nho cia cac chit chuyén hod khée chi duwpc phat hién nhé nhitng phuong phép phan tich
o0 d6 nhay cao. Dabigatran duoe :hﬁu trir chil yEu dudvi dang khong dii trong ninde tiéu v toc do
]{I‘J-l:lﬂng 100 mLphul tromE img v tie d44 loc ediu than,

Sur gan két cim dabigatran vio huyét twong nguwdi thi thilp (34 - 33%) va khong wy thuge vao J]Enng
do. Thé tich phin b cia dﬂhlgﬂtmn khodng 60 — 70 L vurot qua thé tich nuac cia toan bé o thé cho
thay thude phan bé vio mé & mirc trung binh.

Nhdm bénh nhin dic bigt

Suay thiin

Trong mit nghisn el pha |, phin bd thute (AUC) dabigatran ir nhimg nguul tinh ngu:.-t‘n suy thén
trung binh (CrCL 30 — 50 mL/phit) sau khi udng dabigatran etexilate cao xdp xi 3 lin so voi nhimg
nguii khong b suy thin,

O mit sb it nguin tinh nguyén suy thin ndng (CrCL 10 - 30 mL/phit), nong 46 dabipatran cao gip
khoang 6 1an va thin gian ban thai kéo dai khoing 2 |dn so véri quan sit & ngun khong bi suy thin
{xem phin Licu lugng va céch diing va Chéng chi dinh).

Thai trir dablgalran nher loe mau dd duge nghién ciu & nhimg bénh nhin suy thin giai dogn cudi
(ESED) ma khong bj rung nki. Tham phén duge tign hinh vl thie dd ehdy coa dich loc 1a 700
mL/phiit, kéo dii 4 gidy, the 45 ding méu 200 mL/phit hoge 350 — 390 mL/phit. Phuong phap niy
logi bd weng (mg 50% hode 60% ning d§ dabigatran dang ty do hoge todn phin. Ligng thude bi
Ioai bo nhir tham phin thin 1§ 18 vai the do dﬂlng miu, Hogt tinh ching dong mdu cia dabigatran
glim‘l. khi néng 46 trong huyét tuong gidm vi moi lién quan PEL/PD khing bi anh hudng bdi cdch
diéu tr) nay.

D4 thanh thai creatining trung vi trong nghién ciru RE-LY 13 684 mLiphit. Gan mdt nira 50 bénh
nhin trong nghién ciru RE-LY (45,8%) cé CrCL =50 - <80 mL/phit, Nong dd dablgalmn trong
hu}El tuomg & bénh nhin cb 4§ suy thin trung |:'r|n1'| (CrCL hhﬂung 30 — 50 mL/phadt) twong (ng cao

gﬁn 2,29 lin va 1,81 lén trinde va san khi dung Tidus ticp theo so vin nhimg bénh nhin khing suy thin
(CrCL = 80 mL./phat).

Ngwrdri cao fudi:
Cac ngh;en cirn duge ddng hoc pha 1 chuyén biét trén npiei can tudi cho |hﬁq.r AUIC ting khoang 1.4
dén 1,6 lan {+40 - 60%%) vd Cyy, thng khodng 1,25 lin {(+25%) 8o v O nguin tre tudi.

Gid l.1'Jr AUC 55 v8 Crypes @ nhtrrlg ddi Trmg cao tudi nam Ridt va nir gitn (> 65 tunl} cao xdp xi 1,9

Yinva 1.6 I.-i:n dbi voi ot gidd cao wdi so viii nif gidi tré tudi va cao hon 2,2 va 2,0 lan d6i vori nam
gicn can tudi o v nam gim trong do tudi 18 - 40.



Tang nong di dabipatran dirge quan =4t of tiromg guan vin sue giam dé thanh thai creatinine lén quan
dén b tae,

Anh lurémg cia e 14e dén nf:rng d dabigatran J8 duge khang djnk trong :ng_hu:n ciu RE-LY voi su
tang khodng 1 o Bn (+ 312 ’hfl nﬁnﬂ dd diy dﬁ-l vin nhitmg dai twgme = T3 bl va glﬂm khodng 2%
ni’mg d day A v nhimg dii tirgmg < 65 twdi 30 voi nihimg bénh nhin trong 36 ol 65 va 75,

- : &
Trong mt nghién cin pha 1, ndng d6 dabigatran khng thay ddi & 12 bénh nhan suy gan trung birh
iChild Pugh B), so sdnh véd 12 ngudi thude nhim ching,
Phong ngita tai bién TTHKTM & hénh nhin sau Sgi pivie chinh hinh:

Bénh nhdin suy gan tir truing hinh dén nang (phin loai Child-Pugh B v {‘} hodic mic bgnh gan durce
cho 13 ed bat ki tée ddng nio tai s 'a:-ng eim hmﬁc ting men gan > 2 ldn gici han trén ciia gid i bioh
thuomg (LILIN) duge loai trir trong céc nghicén ol lam séng.
Phing ngtea dot quy. thuyén tdc hé thing va gidm it vong do nguvén mhdn mach méu o nhimg bénk
nhdn rung nhi;
Bénh nhédn mic bénh gan thé hoat déng nhung khéng chi gicd han ¢ vide gia ting lién we men gan =
2 13n gidi han tén cia gid 1ri binh thsimg (ULN) hode viém gan A, B hode C diree logi trir trong cac
nghién cire 1m sang,
Cdn ndng:
Néng & day cla dabigatran la thé_p hon khoang 20% o rhilng bénh nhin cd cn sing = 100 kg so
viri bénh nhin oo khoi luome co the tir 50 - 100 kg, Phin lén bénh nhin {B0,E%%) cd trong Iogmg > 50
kg va = 100 kg va khing c6 khac bigt rd ring nio duwe phat hign. D lidu vé nhimg binh nhin < 50
kg con han ché.
Gl tinh:
Trong cac nghién ciu ban diu cho phimg ngirsa TTHETM, nong 46 thude ting khoang 1.4 dén 1,5
Y (+40% u:n 50%) & bénh nhan nit. Trén cdc bénh nhin nir gici bj rung nhi, néng do diy va ndng
46 sau khi wong thudc ting trung binh khoang 1,3 1an [+30%). Phat hién nay khang ¢o anh hiimg
lam sang.
Chiing 16c.
Durgre dong hoc cia dabigatran dge nghién ¢y teén ngirdi tinh ngu}"l;n da tring va Nhit Ban dung
lidu dom hode da lidu, Ching tde khing dnh hudmg t dirge dng hoc cia dabigatran téd mite cd inh
hurimyg 1ém sang,
D lidgu vé dwge ding hoe cia thude o bénh nhin da den con han ché va khong oo goi ¥ b cd Khic
bigt lién quan.
Tapome tde dreore ding hoe:
Cac nghién e tuemg tie i vitrg cho lhﬁ:.f khéng oo sy e ché huén: cam img hé evtochrome P450,
Bidu ndy 3 dupe khang dinh bdng edc nghién el i vivo trén ngm:n tinh nguvén khoé manh, khing
thily o lwomg tée giie dicu in dabigatran etexilate va cic thude sau: atorvastatin (CYPIA4) vh
diclofenye {CY P20,
Atervastatin: Khi dabigatran duge dang dbng thin vin atorvastatin, mit co chit s CYP3A4, nong 89
clia atorvasiating chit chuyén héa atorvastatin v cia dabigatran 13 khing thay 86 cho thiy khdng ob si
nromg tac.
Dictofenac: Khi dabigatran etexilare duge dang dbng thirl vdi diclofenac, mit co chit cua CYP2ZCY,
dirve ding hoc cla cd hai thute 12 khong thay 67 didu nay cho thay khing co twomg tic gifta
dabigatran etexilate va diclofenac,

Ac 3¢ vori chiat ire ché/cim (mg P-gp
Tién chat dabipatran etexilate, ma khing phau 14 dabigatran, 1& !nért car E]’lﬁt cha chit viin chul:'én P-
glycoproteln (P-gp). Do viy viéc ding ding thid vii cic chit i ché vd cdm img véi chit vin
chuyén P-gp 43 diroe khio it
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Ariodarone: Khi dabigatran etexilate duoc ding ddng Ihtli vid mét lidu don dang wing 600 mg
armudamne., mie di va 1y 1§ hé[- thu cia amicdarone va chit clm:,én hia od ]'n:ngl tinh cia thute nay
li DEA vé co bin khiing thay ddi. AUC va Cog cila dabigatran tuomg (mg Ian luot téng khodng 1.6
bin v 1.5 Mn (+60% va iﬂ?fnj Trong nghién el duoe déng hoe ena dan s nghién eimi RE-LY,
khéng o thay 38 dang kit vi ning dé diy dsbigatran duge quan sit & nhimg bénh nhin dimg
amiodarone (xem muyc “Tuong tac e’ iy}

Dronedarone: Khi dabigatran etexilate va dronedarone diuoe ding clng mot thid diém, cic g 1
AUC ). va Oy, cia dabipatran tueng img ting khoang 2.4 lan va 2,3 lan (+136% va l".S%j, sau khi
dimg da lidu 400 mg dronedaronc hai 1in mdi ngay, va khodng 2, 1 lin v 1,9 lin (+114% va 87,
tremg tmg saw khi dimg dom licu 400 mg. Théi gian ban thai va thanh thai qua thin cita dabigatran
khing b dnh hirémg boi dronedarone. Khi dimg dem lidu va da lide dronedarone 2 gid sim khi siv
dung dabigatran. AUCs.. ting trong ime gap 1.3 1an va 1.6 lin.

Vergguamil: Khi dabigatran etexilate dupe ding ﬂélng thin vl verapamil dang uémg,, Crae ¥a AUC
cila dabigatran ting phu thudc viio thid gian ding vi cdng thire cua ché phim verspamil,

Niing 46 dahigatran tang snanh nhdt duoe quan sit sau khi ding mit ligu cis dang tmde phéng thich
rhanh verapamil met gior tnroe khi ding dah:galrﬂn clemlatr: {Cr téng khoang 2.8 ln {+180%) va
AUC tang khodng 2.5 lan (+150%). Tac dong giam dan dén khi sir dung dang phdng thich chim
(inE Crgy khodng 1.9 lan (+90%6) va AUC khodng 1.7 lan (+70%)) hode ding nhigu Ji&e verapamil
{ting Cuax khodng 1.6 lan {+6004) vit AUC khodng 1 5 lin (+50%5)), Bridu nay o6 the duoe gid thich
do sy cam (mg P=gp frong rubt do i 1 verapamil kéo dii.

Khdng cb twong 4 ob y nghia doge guan sé kKl verapamil duge dimg 2 gid ssn ki dong dabigatran
etexilate (1ng Cou kbodng 109 vi AUC khodng 20%5). Enéu nity duoc gidgi thich do dabigatran duoe hap
thu hodn todan san 2 giir (xem Liée loong va cach ding).

Khéng cd dir liéu sin c6 cho dang tiém cia verapamil; dua vao cir chié temg the, o thé khing cd
tnomg tae co ¥ nghia.

Trong nghién i duce dong hoc cita din s nghién ciru RE-LY, khing cb thay d6i dang ké vé néng
& diy dabigatran dirge quan st & nhimg bénh nhin ding verapamil (xem mye “Tuomg tic thude™).
Ketoconazole: Ketoconazele todn than gay tang todn by cac gia i AUC,. va Coy, cia dabigatran
nromg g khodng 2.4 180 (+138% va 135%;) sau khi dmghmdﬂnﬂ{ﬂ}nmﬁmjzmgﬂmﬁnglﬁ Lin
(+153%% vA 14994) sau khi ding da liéu 400 mg ketoconazole ngay 1 Uin, Ketoconazole Lhﬁng anth

hum’ngden théri gian dat ndng 46 dink, thin gian ban thai vi thin gian tem fu trung hinh trong cor thé chia
thusc.

Clarithromyein: Khi st dung cladthromyein 500 mg hai Bn mdi ngay cimg vii dabigatran etexilate,
khing ¢ tmemg tie dice ddng hoe cb ¥ ngghia trén Tam sing dioc ghi nhin (8ng O khoang 19% v
ALIC khodng 19%),

Cranidine: Quimdine dirge ding véi hiéu 200 mg mdi 2 gml cho 16 thng lign 1000 mg. Dabigatran
etexilate duoc ding hai Jin mdi npay trong 3 ngay lién t|E|:r vso ngdy fhlr 3 ¢d hode khing o6
quiniding. Allf‘m Vil (g s 0l dabigatran ting trung binh khodng 1,5 1dn (lan oo +539 va S68)
virl vige dimg durng thixi quinidine.

Ticagrelor: Khi dimg déng thisi ligu don dabigatran ctexilate 75 mg voi mét lidu i ticagrelor 180 mg,
AUC v Cpppy Ul dahlgmran tuomng imp @ng 1,73 lan va 1,95 lin {tang 73% va 95%). Sau ki dimg da
lidu ticagrelor 90 mg hai lin mis ngiy, mire ting AUC v Ca ciis dabigaiean it hom, toong img con 1,56
Vin v 1,46 lin (fng 56% va 46%).

Diing clng vii corchit cia P-gp
Digoein: Khi dabigatran etexilate duoc dimg cling v digoxin, mat co chis P-gp, khiing o6 hueng tic

vé dupe déng hoe dvge ghi nhin, Ca dabigatran va tién chit dabigatran etexilate déu khong irc ché
P-gp trén lam sing.

-
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Htﬁ:mprc'me Cae hiéu tham db trude cia chat gy cém dmg nhi rifamicine & liéu 500 me nady 1 ln
trong 7 ngay lam gidm ca ndng 8 dinh vé ndng 46 wéan phin dabigatran tuong Tng 1 655% va
67%. The dong pdy cam img bi giam din din dén nong dd dabigatran gin bing véi mirc tham chiéu
& ngay thir 7 san khi ngimg diéu tr rifampicine. Khéng thiy sinh kha dung tang thém sau 7 ngly
nira.

Sir dung eiing vii cée chin ire ché ké ip éu cdu

Acetvlsalveplie aeid (ASA): Tée ddng ot viée ding ddng thii dabigatran etexilate va acid acetylsalicylic
{ASA) ve npuy cor xuat huvét 48 dwge nghién cins trén nhimg bénh rhén ring nhi trong i ng]‘uén &t
pha 1l trong d6 vide sir dung ASA ngdu nhién duoe 4 ap) dung. Can cir vio phin tich hii gui bagistic. vide s
dyng ASA clmg von dabigatran ctexilate 150 mg hai Nin mdi ngdy c6 thé lim ting nguy co gév chy man
tir 12% dén 18% va 24% hoomg (g khd dimg ligw 81 mg va 325 mg ASA.

Tir cée dir lidu tha duge rong ngln&n cing pha Tl RE-LY, d3 quan =it thé;.r ASA hofc clopidogrel sir dung
cling vin dabigatran etexilate & liéu 110 hodc 150 mg hai lin méi ngdy ob thé gy 1ang nguy co chiy mau
rang. Tuy nhién gy I¢ hién e chiy mau cao hom khi ding cimng vai ASA hode clopidogrel ciing duge ghi
nhidn 30 vii warlanin.

Sir dung NSAID dé giam dau trong thid gian ngin tnrée hode sau phiu thudt khing lam ting nguy
cor chiy mau khi didu tri két hop véi dabigatran etexilate, Bang chimg vé vide st dung thuimg xuyén
NSAID o6 thivi gian ban thai dudi 12 gits trong qua trinh didu i vod dabigatran etexilate con han ché
vi chua cho thiy ting nguy co chdy méu.

MNSAID lam ting siguy co chiy mau trong nghidn el RE-LY & it ca cie nhom didu tri,

Clapridogrel: Trong mdt nghién el pha 1 & nam giai tinh nguyén khoe manh, viée sir dung dong thi
dabigatran etexilate va clopidogrel khing ldm kéo dai thém thés gian chay mau mao mach (capillary
bleeding time) 30 vén dom tri lidu clopidogrel. Thém vao dé, AUC, . va Co, 5e o003 dabigatran vi cic
xét nghidm ding mau ¢ ddnh gid tie dung cia dabipatran nhe aPTT, ECT, hojie TT (khang Flla)
hay x€t nghigm ddnh gia kha ning e ché két tdp vidu chu (IPA) cha Llup]dngnﬂ v oo han la khang
thay &0i khi dign trj k&t hop S0 wid ede dom trj ligu tomg img. Vi mét lign clnpjdﬂ-g,ml ban diu 1én
W 300 hode 6500 mg, AUC, 5 va Crnyss clia dabigatran ting khodng 1.3 dén 1.4 lin (+ 30 i 40%).
(%em cdc muc o frén vé ASA)

Cidc chil u..’rtfrﬂg k-:'r iy Hen ufn Wil .:'Ftﬁng ddng mu Kide: S0 dung, dbng thid dabigatran etexilate va
edc chit chung ket tap tidy ciu hardic chﬂng ding man khic ob thé lam Ang nguy co chay man {(xem
Canh bao dic biét va thin trong).

Sir dung ddne thid v che chit e ché 14 hi

SSRIs lam ving nguy co chay mau trong 18t cd edc nhom didu trj trong nghlé:n ciru RE-LY.

Sir dung cimyg vid gag Eh! lam t3ng pH da dav

FPartoprazofe: Khi -l:lamg_alran duge sir dung cing vl pantoprazole, dd quan st thay gidm dién tich
durti duimg cong ndng d6 - thivi gian trong huyét nremg ciia dabigatran khodng 30%. Pantoprazole v cic
chét e ché bom profon dige sir dung ciing v dabigatran stexilate trong cic nghign ot lim sing va
khing ghi nhin dnh hedmg 120 tink trang ehay mao hode higy qua,

Ranitidine: S0 dyng ranitidine cing véi dabigatran etexilate khong giy anh huémg cd ¥ nghia lén
mire 4 hip thu cia dabigatran,

Nhimg thay doi lmng nong 46 dabigatran. duee xéc dinh héng phin tich duoe ding hoe din s, giv
ra heri thude e ché bom proton (PPI) va cac thude khing acid dirge xem 3 khing b v nghia lam
sang do tac dong it (gidm rat it sinh kha dung, khong ding k& dbi véi thube khéng acid vi 14,6% dbi
voi cac PP Trong nghién ciru p-ha_l IIT, RE-LY, st dung cing vin PP1 khing Yam giam nong do diy
va nhin chung chi gy giam nhe ndng 45 sen khi dimg thude (-1 1%). Do viy, sit dung cling vor PP
durlmg nhu khing lam t@ng 1ty 1¢ dot quy hodic thuyén thc hé thong, ddc bidt rong so sinh v
wiatfarin, vi vi thé, giam sinh khi dung do sit dung cing vai pantoprazole dwge cho 13 khdng co
nghia ldm sang.
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Bidu kifn bio qusn

Drag vi :

Bao quan nguvén trong bao bi d€ trinh &m. Béo quéan khiéng qua 30°C

Dang chai :

Sau khi mé chai, chi sir dung thude trong 04 théng,

Diérg ehiit nfip chai thube. Bao quan nguyén trong bao hi d4é trénh dm. Bio quan khing qua 30°C,
Trinh bhay

Vién nang cing twong img TSme, 110mg va | 50mg.

Dang trinh bay v&i ham lugmg 75me va 1 10mg: Hdp carton chira 01 chai 60 vién hodc 1, 3,6 vix 10
vién nang,

Dang trinh bay v& bim ligng 150mg: Hop carton chire 3 vi % 10 vién nang.

Han ding
3t thang ké iy ngay san xudt
San xudit bivi

Boehringer Ingelheim Pharma GmbH & Co KG
Ringer 5tr.173, 55216 [ngelheim am Rhein, Germany.
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