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CANH BAO PAC BIET:

Chi sir dung thudc nay theo dom.

Poc ki hwéng din sir dung trwde khi ding,

Khéng dung qua liéu chi djph.

Hay thong bao cho bac si biét néu xay ra bét ky tic dung khéng mong mudn nio.
Hiy tham khao ¥ kién bac si dé ¢6 thém théng tin.

Khéng st dung thudc di qua han ding.

Dé xa tam tay tré em.

1. TEN SAN PHAM

TYGACIL

2. THANH PHAN PINH LUQNG VA PINH TiNH )
Thanh phén cé hoat tinh: el
Tigecyclin.
Thanh phan dinh legmg:

Tygecyelin cong thitc chira lactose )
Tigecyclin ding dudng tiém dudi dang licu don, 5 mL, lo thily tinh typ 1 chita 50 mg bt
dong kho dé tiém truyén.

M3i 1o chira 100 mg lactose monohydrat. pH dugc diéu chinh bang acid hydrocloric, vi
natri hydroxyd néu can.

Tén héa hoc
(4S,4a8,5aR,12a8)-9-[2-(tert-butylamino)acetamido]-4,7-bis(dimethylamino)-
1,4,4a,5,5a,6,11,12a-octahydro-3,10,12,12a-tetrahydroxy-1,11-dioxo-2-
naphthacenecarboxamide

Chu trae
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Cong théc phan to

Ca9H39N503

Khéi lrgng phan ti

585,65

Pic tinh vat ly:

Tigecyclin & dang bdt hodc banh dong khd méau cam.

DANG BAO CHE
Bot déng khd vo khuan pha dung dich tiém truyén tinh mach

PAC TINH LAM SANG
Chi dinh didu trj O}—(

Tigecyclin dwge chi dinh dé didu trj cac nhidm khudn sau ddy gdy ra bdi cic chiing vi
khudn nhay cam & bénh nhéan 18 tudi tré 1én (chi diing cho céc tru'ong hop bénh nhén
ning va da c6 bing chimg 13 rang hojc kha nang cao 13 gay ra bdi cic ching vi khuan
nhay cam):

Céc nhiém khuin da va cdu tric da cé bién chitng (Complicated Skin and Skin
Structure Infections — c¢SSSI):

Céc nhim khuén da va cu tric da co bién chimg gy ra bdi Escherichia coli,
Enterococcus faecalis (céc ching nhay cam vdi vancomycin), Staphylococcus aureus (bao
gdm cac chiing nhay cam va ¢ cdc chiing da khang methicillin), Streptococcus agalactiae,
Streptococeus anginosus grp. (bao gdm S. anginosus, S. intermedius, va S. constellatus),
Streptococcus pyogenes, Enterobacter cloacae, Klebsiella pneumoniae, va Bacteroides

Sfragilis.

Ciac nhiém khuin 6 bung c6 bién chiing (Complicated Intra-abdominal Infections —
clAl)

Céac nhiém khuén 6 bung c6 bién chimg gdy ra bdi Citrobacter freundii, Enterobacter
cloacae, Escherichia coli, Klebsiella oxytoca, Klebsiella pneumoniae, Enterococcus
faecalis (cée ching nhay cam vdi vancomyein), Staphylococcus aureus (bao gdm cac ching
nhay cam va cé cac chung da khang methicillin), Strepfococcus anginosus grp. (bao gdm S.
anginosus, S. intermedius, va S. constellatus), Bacteroides fragilis, Bacteroides
thetaiotaomicron, Bacteroides uniformis, Bacteroides vulgatus, Clostridium perfringens, va
Peptostreptococcus micros.

Viém phéi mic phai cdng dong (Community-acquired Pneumonia — CAP)

Viém phdi mac phai cong dong do Strep[ococcus preumoniae (c&c ching nhay cam véi
penicillin), k& ca trudng hcp c6 nhiém khuan méu, Haemophilus influenzae (chiing
khéng sinh beta-lactamase) va Legionella pneumophila

Gidi han chi dinh:
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4.2.

Tigecyclin khong duge chi dinh cho trudng hop nhidm khuidn ban chén trong dai théo
dudng. Mot thir nghiém 14m sang da khong chu’ng minh duge tinh “khdng kém hiéu qua
hon” clia tigecyclin so v6i nhém chimg trong diéu trj nhiém khuan ban chan trong dai thio
duomg.

Tigecyclin khong duge chi dinh cho viém phdi méc phal tai bénh vién hodic viém phdi lién
quan den thé may. Trong mét nghlen clru so sanh trén di tugng bénh nhén nay, di ¢6 bao
cho vé viée ty 1€ tir vong cao hon va giam hiéu qué & céc bénh nhan trong nhém st dung
tigecyclin (xem muc 4.4).

Pé giam thiéu sy phat trién clia cdc ching vi khudn khang thude va giit dugc hiéu qua cla
tigecyclin va cdc thube khang sinh khéc, tigecyclin chi nén duge dung dé didu tri hodc dy
phbng cdc truorng hop nhiém khudn khi di ¢ bang chimg r3 rang hoac kha ning cao 13 gy
bdi cac ching vi khudn nhay cam.

Kh1 c¢6 két qua cAy va khéng sinh dd, nén cén nhac ivra chon hodc diéu chinh khéng sinh.
Néu khdng ¢6 cac bang chirng nay, dit liéu dich t& hoc dia phuong va khang sinh dd c6 thé
gbp phin gitp lua chon theo kinh nghiém phac db didu tri.

Cén iy cac mAu xét nghiém thich hop dé phan lap va xdc dinh ching gdy bénh va dé danh
gi4 do nhay cam cla ching giy bénh véi tigecyclin. Tigecyclin ¢6 thé dwge ding nhu don
tri lidu theo kinh nghiém trudc khi c6 két qua cia cc xét nghiém nay.

Liéu dung va phwong phap s& dung (DT

Theo khuyen c40, liu ban dau cta tigecyclin 1a 100 mg, sau 46 cir cach 12 gi ding 50
mg. Nén truyén tinh mach tigecyclin trong vong 30 dén 60 phiit cach 12 gir mdt l4n.

Thoi gian didu tri béng tigecyclin trong nhiém khuan da va cAu tric da c6 bién chimg
hodc nhiém khudn & bung c6 bién chimg khuyen c4o 14 5 dén 14 ngay. Thoi gian didu
tri bing tigecyclin trong viém phdi mac phai cdng dong khuyen cao la 7 den 14 ngay
Thoi glan diéu tr thy thudc vao mirc 44 ning nhe, vi tri nhiém khuén va tién trién 14m
sang va vi sinth cia bénh nhén.

St dung trén bénh nhdn suy thin

Khong cin hiéu chinh lidu trén bénh nhén suy thén hoiic bénh nhin dang thAm phan
mau (xem muc 5.2).

Str dung trén bénh nhdn suy gan

Khéng cén hiéu chinh lidu trén bénh nhén suy gan nhe dén trung binh (Child Pugh A va
Child Pugh B). Trén co s& céc thong sé dugc dong hoc trén bénh nhén suy gan nang
(Child Pugh C), lidu ciia tigecyclin nén duge chinh dn 100 mg, tiép theo ¢t cich 12
gid dung 25 mg. Can thén trong va theo d6i dap vmg didu trj trén bénh nhan suy gan
niang (Child Pugh C) (xem muc 5.2)

Str dung trén tré em

Thir nghiém 1am sang nham danh gid tinh an toan va higu qua cia tigecyclin khi str
dung cho bénh nhan dudi 18 tu01 chwa duoc tién hanh. Do d6 khong khuyen céo su
dung cho bénh nhan duéi 18 tudi trir khi khong ¢6 thude khang khudn thay thé nao sin
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4.3.

4.4.

¢6 (xem muc 4.4). Trong trwong hop nay, lidu luong sau ddy duge khuyén céo (xem
muc 5.2):

Bénh nhén nhi tir 8 dén 11 twéi nén ding tigecyclin liéu 1,2 mg/kg mdi 12 gidr qua
dudmg tinh mach va liéu t6i da 1a 50 mg tigecyclin moi 12 gid.

Bénh nhén nhi tir 12 dn 17 tudi nén ding 50 mg tigecyclin mdi 12 gis.

Liéu tigecyclin d& xuét danh cho bénh nhan nhi néu trén duoc tinh todn dya vao nong
do thuoc trong mau quan sat thiy trong nhimg thir nghiém dugc déng hoc ¢6 bao gdm
mét s6 lugmg nhé bénh nhén nhi.

St dung trén nguoi gia

Trong mgt phén tich gép trén 3900 d6i trong da sir dung tigecyclin trong céc nghién
ciru 1dm sang Pha 3 va 4, c¢6 1026 bénh nhén tir 65 tudi trd 1én, trong d6 c6 419 bénh
nhan tir 75 tudi trér 18n. Khong c6 su khac biét téng thé nao ngoai du kién v& tinh an
toan trén cac d6i tuong ndy so véi nhitng bénh nhén tré¢ hon. Khéng cAn hiéu chinh liéu
khi sir dung thubc cho ngudi cao tudi.

Chiing tdc va gidi tinh

Khong cin thiét hiéu chinh lidu trén co s& chiing toc va gi6i tinh (xem muc 5.2)
Duong ding

Truyén tinh mach.

Chéng chi dinh [P—‘
Khéng sir dung cho bénh nhian min cam véi tigecyelin.

Canh bdo va than trong dac biét khi siv dung
Ty 1€ ti& vong do cac nguyén nhan khie nhaun

Trong céc thir nghlem lam sang pha 3 va pha 4, & cac d6i tuong ding tlgecyclm da
duoc quan sat thdy c6 sy ting ty 18 tir vong do moi nguyén nhan so véi nhém dbi
chimg. Trong mdt phén tich gép 13 thir nghiém lam sémg pha 3 va pha 4 bao goém ca
nhém chimg, ty 1€ tir vong la 4% (150/3?88) trén cac d6i tuong ding tigecyclin va 3%
(110/3646) trén cac @i tuong dung thude ddi chimg. Trong mdt phén tich gdp céc thir
nghiém 14m sang nay, dl,ra trén md hinh 4nh hudng ngiu nhién theo gia trong cac thu
nghlem sy khéc biét vé nguy co d3 dugc hidu chinh trén ty 18 tir vong do moi nguyén
nhin giita nhém d6i tugng dung tigecyclin va nhém ding thudc d6i chimg 1a 0,6%
(khoang tin cdy 95%: tit 0,1% dén 1,2%). Mot phén tich gfp trén tat ¢ cdc thir nghiém
lam sang tién hanh cho cac chi dinh nhiém khudn da va céu triic da c6 bién chimg,
nhi®m khudn & bung c6 bién chimg va viém phdi méc phai cdng ddng, bao gdm céc
nghién ctu sau khi san phim d4 ra thi truong cho thdy ty 1€ tir vong da duge higu chinh
1a 2,5% (66/2640) & nhém diing tigecyclin so voi 1,8% (48/2628) & nhém ding thude
d6i chimg. Su khac biét vé nguy co tang ty 18 tir vong d duoc hiéu chinh theo gia trong
cac thir nghiém la 0,6% (khoang tin cdy 95%: tir 0,0% dén 1,2%).
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N guyen nhan cia sy khac biét ty 1é tir vong nay van chua duge x4c dinh. Thong thuong,
nguyen nhan gy tur vong la do tinh trang nhiém khuan tr& nén ning hon, bién chimg
cta nhidm khuan hodc cac bénh mic kém khac. Tigecyclin nén duge sir dung trong cac
trudmg hop khi khéng c6 liéu phép thay thé (xemmyc 4.1, 4.4 - phan Ty 1€ tt vong dao
ddng va ty 1& chita khoi thap hon trong viém phdi méc phai tai bénh vién va 4.8).

Ty 1€ ti vong dao dong va ty I€ chira khdi thap hon trong viém phm mic phai tai bénh
vién

Mdt nghién clru trén cac bénh nhan viém phdi mic phai tai bénh vién, bao gbm bénh
nhén viém pho1 lién quan dén thé may, khong X4c . nhén duge hiéu qua caa tigecyclin.
Trong nghién ciru nay, cac 61 tuong duge chia ngau nhién ding tigecyclin (khdi diém
100 mg, sau d6 SO mg mdi 12 gm) hoac thube dbi chimg. Ngoai ra, dbi tuong duge
phép nhén céc bién phép diéu tri hd trg dac hitu. O phan nhém nhd ddi twgng viém phéi
lién quan dén thd may (ventllator-assomated pneumonia - VAP) dung tigecyclin ¢6 ty 1€
khéi bénh thap hon (47,9% so vé1 70,1% cho nhém bénh nhan danh gid duoc vé mit
1am sang) so véi nhém ddi chimg,

Trong nghién ciu ndy, ting ty 1¢ tir vong dwoe ghi nhan & nhém dbi twong méc viém
phdi lién quan dén thé may dung tigecyclin (25/131 [19,1%] so véi 15/122 [12,3%] &
nhém d6i chimg (xem muc 4.8). Dic biét cac dbi tuomg méc bénh viém phdi lién quan
dn thé may va nhidm khuan huyét tai thoi diém ban dAu ding tigecyclin ¢ ty 1& tir
vong cao hon so voi nhém chimg (9/18 [50,0%] so voi 1/13 [7,7%])

Séc phan vé / phan img dang phan vé (D—[

Sbe phan v¢ / phan Ung phén v¢ da dugc biao cao véi héu hét cac thude khang khudn,
bao gdm ca tigecyclin, va c6 thé de doa tinh mang.

Tigecyclin ¢ cdu tric tuong tw véi céc khang sinh nhém tetracyclin. Do d6 nén than
trong khi diing tigecyclin cho bénh nhan min cam véi cac khang sinh nhém tetracyclin.

Anh hwéng trén gan

Tang tdng ndng do b111rub1n, tang thdi gian prothrombin va transaminase da duorc nhén
thiy & bénh nhan didu tri bang tigecyclin. Cac truong hop riéng 1é bénh nhan ¢ rdi loan
chirc ning gan dang ke va suy gan cling 44 duge ghi nhén trén bénh nhén duge didu tri
bang tigecyclin. Mot so bénh nhan trong s &6 cling duoc dong thoi ding méot so thude
khéc. Bénh nhan c6 két qua xét nghiém chirc ning gan bit thudng nén dugc theo doi
tim bang chung ctia viéc giam chlc ndng gan va dénh gia lcn ich/nguy co cua viée tiép
tuc diéu tri v&i tigecyclin. Céc tdc dung khéng mong mudn c6 thé xay ra sau khi da
ngimg thube.

Viém tuy

P4 xuét hién cac trudmg hop viém tuy chp, c6 thé dan dén tr vong, ¢6 lién quan d&n
viéc dung tigecyclin dé didu tri (xem muc 4.8). Chan doén viém tuy cdp nén duge xem
x€t trén cdc bénh nhén dung tigecyclin cé céc tne;u chung, dau hiéu trén lam sang hodc
¢6 céc két qua xét nghiém bét thuomg goi ¥ dén viém tuy cAp. D4 c6 cac trudmg hqp
dugc thdng bao trén cac bénh nhan khdng mang céc yéu t6 nguy co gy viém tuy cip.
Céc triéu chimg cta bénh nhan thudémg duge cai thién sau khi nging dung tigecyclin.
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Nén xem x¢t ngimg diéu tri bing tigecyclin trong cac bénh nhan nghi ngd c6 viém tuy
tién trién (xem muc 4.8)

St dung trong thoi ky mang thai

Phu nir ¢6 thai khi dang tigecyclin cé thé gy hai cho thai nhi. Néu bénh nhén ¢o6
thai trong thoi gian dung tigecyclin, bénh nhan can duge thong bdo vé céc nguy co cb
thé xay dén voi thai nhi. Céc nghién cim trén dong vt thuc nghiém cho thay tigecyclin
di qua duoc hang rio nhau thai va xuit hién trong cdc md cua thai nhi. Giam trong
lwong thai & chudt cong va tho (lién quan dén viéc lam cham sy xuong héa) va siy thai
trén tho da dugce ghi nhdn khi st dung tigecyclin (xem muc 4.6)

Phat tri¢n ring

St dung tigecyclin trong thoi ky phat trién ring (nira sau cia thai ky, tré so sinh
va tré em dwdi 8 tuon) ¢6 thé gay d6i man rang vinh vien (vang xiam — nau). Ket qua
cia cac nghién cuu trén chudt voi tigecyclin da cho thiy cé su d6i mau Xuong.
Tigecyclin khong nén dugc ding trong thot ky phat trién rang trir khi cac thudc khac
nhidu kha néng s& khong c¢6 hiéu qua hodc déu c6 chdng chi dinh.

Viém dai trang gid mac I
Viém dai trang gié mac da dwroc béo cao gan nhu véi tht ca cac thude khang sinh va c6
thé dao dong tir mitc d6 nhe dén de doa tinh mang. Do do, nhitng bénh nhéan ¢6 déu hiéu

tiéu chay sau khi dung bét cir khang sinh ndo ciing can dugc xem xét chan dodn bénh
ndy.

Tiéu chay lién quan den Clostridium difficile

Tiéu chay lién quan &én Clostridium difficile (Clostridium difficile associated diarrhea —
CDAD) d3 duge béo c4o khi st dung hau hét cac thude khang sinh, bao gbm tigecyclin,

va db nghiém trong c6 thé tir tiéu chay nhe den viém rudt két dan dén tir vong. Diéu tri
bing cac thubc khang sinh s& lam thay déi quén thé vi sinh tu nhién cua rudt din t&i sy
phat trién qua mic cta C. diffi cile.

Clostridium difficile sinh ra dgc 5 A va B g6p phan lam phat trién CDAD. Céc chiing
C.difficile sinh phiéu doc td 1a nguyén nhan lam ting ty 1& mac bénh va tir vong, vi céc
nhlem khuén nay c6 thé khé chita khi dung cac lidu phap khang sinh va ¢4 the can phai
cat bo rudt két. Can phal nghi dén bénh CDAD & tit ca cac bénh nhén xuit hién tiéu
chdy sau khi dung céc thudc khéng sinh. Can ghi bénh 4n cén thdn vi di c6 béo cdo
CDAD xay ra trong hon 2 thang sau didu tri bang khéang sinh.

Néu nghi ngd hoic da chic chan bénh nhin mic CDAD, c6 thé cin ngimg céc lidu phap
khang sinh dang str dung néu khdug nham dén diét C. difficile. Céc bién phap kiém soat
nwde va chét dién giai, bd sung protein, didu tri v&i mbt khang sinh c6 hiéu qua dbi véi
C. difficile, va can nhéc can thiép ngoai khoa nén dugce tién hanh can ¢l theo tinh trang
lam sang.

Bénh nhan thing rujt

Cén than trong khi str dung don tr liéu tigecyclin cho cac bénh nhan ¢é nhiém khudn &
bung c6 bien chimg (clAl) thir phét sau thing rudt trén ldm sang. Trong cdc nghién ciru
1am sang pha 3 trén clAl (n=2775), c6 140/1382 doi tugng bi thing rudt duge diéu tri
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4.5.

bang tigecyclin va 142/1393 d6i twong bi thung rudt & nhém d6i chimg. Trong sé nay,
sbc nhiém khuén xay ra & 8/140 dbi tuong sit dung tigecyclin va 8/142 dbi tugng dung

thubc @bi chimg. Chua thiét 14p duoc mbi trong quan giita két qua niy véi phac do diéu
tri.

Cac tac dgng ctia nhém Tetracyclin

Tigecyclin ¢6 cAu tric ‘tuong ty cée khang sinh nhém tetracyclin va c6 thé co céc tac
dung khéng mong mubn twong tir. Cac tac dyng khong mong mudn ¢6 thé bao gdm :
nhay cam v6i 4nh sang, gia u nfo, tic dung chéng dong hoéa (diéu nay dan dén lam ting
uré mau (BUN), ting nito man, nhim toan chuyén héa va ting phosphat mau). Cling
nhu cac tetracyclin, viém tuy da dugce bdo cdo & bénh nhin sir dung tigecyclin (xem
muc 4.4 — phan Viém tuy cip)

B#ji nhiém

Ciing nhu céc thube khang sinh khéc, s dung tl}uéc nay c6 thé lam téng sinh mét sb
ching vi sinh vét khong nhay cam, bao gdm ca nam. Bénh nhén can dugce theo doi chit
ché trong qué trinh diéu tri. Néu xuét hién boi nhiém, phai ding cdc bién phap thich

hop.
L4 tR a . . 2 . A (D‘f

Su phat trién cia cdc ching vi khuan khing thuoe '

Ké don tigecyclin khi khdng c6 bing chimng hoic kha nang cao 13 ¢6 nhidm khuén s& khong
¢6 lgi cho bénh nhan va lam ting nguy co phat trién cac chang vi khudn khang thude.

Twong tic véi cdc thude khic va cic dang twong tac khac

Trong mét nghién ciru ve tuong tac thuoc trén ngudi khée manh duge dung dong thot
tigecyclin (lidu khcn diém 100 mg, tlep theo 50 mg mdi 12 gi®) va digoxin (lidu khoi
diém 0,5 mg, tiép theo 0,25 mg mdi 24 gid), tigecyclin lam gidm nhe Cypax cha digoxin
13%, nhung khong anh hudng dén dién tich dudi dudng cong (AUC) hodc dg thanh thai
cua digoxin. Sy thay ddi nhé gié tri Cmax ndy khong anh hudng dén tac dung duoc hue &
trang thdi on dinh cta digoxin dénh gia trén sy thay dbi dién tam dd. Hon nita, dlgoxm
khong lam anh hudng dén céc thdng sé duge dong hoc ctia tigecyclin. Do d6, khong can
diéu chinh 1iéu khi ding tigecyclin cing véi digoxin.

O ngudi khoe manh ding ddng thoi tigecyclin (lidu khoi diém 100 mg, tiép theo 50 mg
mdi 12 gi®) va warfarin (lidu don 25 mg) lam giam do thanh thai cia R-warfarin va S-
warfarin tuong tmg la 40% va 23% va lam tang dién tich dudi dudng cong (AUC)
twong ung 1a 68% va 29%. Tigecyclin khong lam thay di ding ké tic dung clia
warfarin trén chi s& INR. Thém véo dé, warfarin khong anh huéng dén cac thong sb
dugc dong hoc ctia tigecyclin. Tuy nhién, nén theo d&i thoi gian prothrombin hodc cic
xét nghiém d6ng mau thich hop khac khi ding ddng thii tigecyclin va warfarin.

Céc nghién ciu in vitro trén microsom gan ngudi cho thiy tigecyclin khong wc ché
chuyén hoéa thubc qua trung gian 6 cytochrom CYP450 sau : 1A2, 2C8, 2C9, 2C19, 2D6
va 3A4. Do d6, tigecyclin khong l1am thay ddi chuyén héa cia céc thude duge chuyén
hoa béi cac enzyme nay. Hon nfta, do tigecyclin khdng phai la chét bi chuyén hoa manh
nén d6 thanh thai cta tigecyclin khong bi anh huong béi cée thude vre ché hay cam tmg
hoat tinh cta cac CYP450 nay.
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4.6.

Nghién ciru in vifro st dung té bao Caco-2 cho théy tigecyelin khong e ché su dio thai
digoxin, diéu nay goi ¥ ring tigecyclin khong phai 1a mét chét e ché P-glycoprotein
(P-gp). Théng tin nghi€n ctru in vitro nay phi hop véi vige tigecyclin khong anh huong
dén do thanh thai cua digoxin ghi nhin dugc trong nghién clu in vivo vé tuong tac
thubc dwrge mo ta & trén.

Ti gecyclm 1a mdt co chit cia P-gp dua vao két qua ciia mot nghién clru in vitro sir dung
mdt dong t& bao biéu hién qua mic P-gp. Vai trod ¢6 thé ¢6 cna s van chuyen qua trung
gian P-gp dén sy phan b tigecyclin in vivo chua duge biét. Sir dung dbng thdi véi chit
trc ché P-gp (vi du: ketoconazol hodc cyclosporin) hodc chét giy cam vng P-gp (vi du:
rifampicin) ¢6 thé anh huéng téi duge ddng hoc cia tigecyclin.

Sir dung ddng thdi céc khéng sinh va thudc tranh thai duong ubng c6 thé lam gidm tic
dung cuia céc thude tranh thai.

Anh lieong dén két qua xét nghiém va cdc xét nghiém chdn dodn khéc

Khéng ¢ thdng béo vé tuong téc giita thude va két qua xét nghiém

Swr dung cho phu nit ¢6 thai va thoi ky cho con ba P f
Phu nit co thai 5

Phu nif ¢6 thai khi dung tigecyclin ¢6 thé gdy hai cho thai nhi. Néu bénh nhan c6 thai
trong thoi gian ding tigecyclin, bénh nhan can duge thong bao vé céc nguy co c6 thé
xay dén véi thai nhi. Cac nghién clru trén dong vt thyc nghi¢m cho thiy tigeeyclin di
qua dugc hang rao nhau thai va xudt h,lq:n trong cic md cia thai nhi. Giam trong hwong
thai & chudt cong va thé (lién quan dén viée lam cham sw xuong héa) va sy thai trén
thé da dugce ghi nhén khi s dung tigecyclin.

Tigecyclin khdng gy quai thai trén chuot cbng hoic tho. Trong céc nghién cfu an toan
tién 14m sang, tigecyclin gén dong vi "¢ qua duge hang rao nhau thai va duge tim thy
trong c4c md cuia thai nhi bao gém ¢ trong cac cau tric xuong. St dung tigecyclin ¢6
lién quan &n viée 1am giam nhe trong lugng thai va lam tang nguy co bat thudmg nhéd &
xuong (lam chadm qué trinh xuong héa) xuat hién tuong (mg & liéu gip 4 ,7 1an va 1,1
lan lidu dong hang ngay trén ngudi tinh tuong tmg theo AUC trén chudt cong va tho. Su‘
ting nguy co mét trong luong thai duge quan sat thay & lidu gép 1,1 1an lidu ding trén
ngudi tinh theo AUC trén thé, & liéu gay doc tinh tdi thiéu trén me.

Khéng c6 cc nghidn cimi thich hop va duge kidm soat tot vé tigecyclin trén phy nit ¢6
thai. Chi nén dung tigecyclin trong thoi ky mang thai néu hiéu qua mang lai lén hon
nguy co giy hai cho thai nhi.

Tigecyclin chua duge nghién ciru dé sir dung trong thoi gian chuyén da va sinh.
Thoi ky cho con b

Cée két qua nghlen ctru trén dong vét s dung tigecyclin g’c'm ¢ cho thiy tigecyclin
duoc bai tiét d& dang qua stta & chudt cdng cho con bi. C6 rat it hodc khdng ¢6 su phoi
nhiém ctia chudt bt me véi tigecyclin do sinh kha dung dudng udng cua tigecyclin thip.
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4.7

4.8.

Chua 13 trén ngudi thude ¢6 bai tiét qua stra me hay khong. Do nhiéu thube ¢6 kha ning
bai tiét qua sita me, nén can than trong khi sir dung tigecyclin cho phy nit cho con bd
(xem muyc 4.4),

Anh huéng trén kha ning 14i xe va vin hanh may mée

Tigecyclin ¢6 thé gay chéng mat (xem muc 4.8), didu ndy c6 thé gay anh huéng dén kha
ning lai xe va/ hodc van hanh may moc

Téc dung kbéng mong mudn

Tan suét clia cdc phan img phu dwoc trinh bay theo hé théng phan loai tin sudt CIOMS:

Rét thudmg gip: >10%
Thudng gap: >1% va <10%
it gap: 2> 0,1% va <1% D
Hiém gap: > 0,01% va <0,1% v
RAt hiém gip: <0,01%
Céc phan ¥ng phu duéi day déd dugce bdo cao & bénh nhén sir dung tigecyclin :
Hé co quan | Phan ing khéng mong mudn
Céc roi loan trén madu va hé bach huyét
Thuong gip K¢éo dai théi gian hoat héa ban phan phirc hgp thromboplastin
(aPTT), kéo dai thoi gian prothrombin (PT), gidm tiéu cu
It gap Tang chi s6 binh thudng héa quéc t& (INR)

Cic roi loan hé mién djch

Tan sudt khong x4c dinh | Phan ung soc / Sbe phan vé

Cic roi loan vé chuyén héa va dinh dwéng

Thuong gap Téng bilirubin mau, ting uré mau (BUN), ha protein mau, ha
dwdng huyét

Cic roi loan hé thin kinh

Thudng gip | Chéng mit

Céc r6i loan trén tim mach

Thuong gép Viém tinh mach

It gip Viém tic tinh mach

Cic roi loan hé hé hép, 1ong ngwe va trung that

Thudng gip | Viém phoi

Cic roi loan dwdmg tiéu hoa

Rt thudng gip Budn ndn, ndn, tiéu chay

Thudng gap Chéan &n, dau bung, kho tiéu

it gap Viém tuy cap

Cic rbi loan hé gan mit

Thudmg gap Tang aspartat aminotransferase (AST) va alanin
aminotransferase (ALT) huyét thanh *

It gip Vang da
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Tan suét khong x4c dinh | Téc mét gan

*Céc bat thuémg vé AST va ALT trén bénh nhén sir dyung tigecyclin thudmg gap & giai
doan sau diéu tri hon so véi nhém dt‘.mg thudc ddi chimg, voi cac thude ndy cac bt
thuong thudng gip trong giai doan didu tri

K ~ A 7 e
Cic roi loan da va mé duwdi da

Thudng gap Ngira, ban do

Tan suat khéng xac dinh | Phan img da ning, bao gdm ca hoi chimg Stevens-Johnson

Cic roi loan chung va phan vimg xay ra tai vi tri dwa thudc

Thuong gip Pau dau, cham lanh vét thuong, phan tmg tai chd tiém.

It gap Viém tai chd tiém, dau tai vi trf tiém, phu tai noi tiém, viém
tinh mach tai noi tiém

Cac xét nghiém

Thudng gip | Ting amylase huyét thanh

Trong mdt phan tich gdp tit ca 13 thir nghiém 1am sang pha 3 va 4, bao gdm ca nhém
déi chimg, ty 18 tir vong trén nhém ddi tuong ding tigecyclin 13 4% (150/3788) va trén
nhém d6i twong ding thudc ddi chimg 1a 3% (110/3646). Trong phén tich gdp céc thir
nghiém lém sang ndy, sy khac biét vé nguy co tir vong do moi nguyén nhén 1a 0,9%
(khoang tin cdy 95% : tir 0,1% dén 1,8%) gifta nhém ddi twong dung tigecyclin va
nhém dbi twong ding thubc dbi chu’ng Trong phan tich gdp cac thir nghiém lam sang
nay, dya trén mé hinh tac dong ngAu nhién theo gia trong céc thir nghiém, sy khac nhau
v€ nguy co tir vong do moi nguyén nhan dwoc hiéu chinh 1a 0,6% (khoéng tin céy 95% :
tir 0,1% dén 1,2%) gifra nhém bénh nhan ding t1gecyclm va nhém ddi twong dung
thubc d6i chimg. Khéng c6 sy khéc biét ¢6 ¥ ‘nghia giita tigecyclin va thube dbi chimg
duge quan sat thay trong timg loai nhiém khudn (xem bang 1). Nguyén nhén ctia sw mét
cén bang nay van chua duge xac dinh. Nhin chung, tir vong 1a do tinh trang nhiém
khudn xau di, hodc bién chimg ciia nhim khudn ho¥ic do cac bénh khac kém theo.

Béang 1: D6i tuong nghién cir véi két qua tir vong do cac loai nhiém khudn

-Tigecyclin - -Déi chimg - Sur khéc biét vé nguy co*
Loai nhiém khudn n/N % n/N % % (95% CI)
cSSSI 12/834 1,4 6/813 0,7 0,7 (-0,5; 1,9) D]
cIAl 42/1382 3,0 31/1393 2,2 0,8 (-0.4; 2,1)
CAP 12/424 2,8 11/422 2,6 0,2 (-2,3;2,7)
HAP 66/467 14,1 57/467 122 1,9(-2,6;6,4)
Non-VAP® 41336 12,2 42/345 122 0,0(-5,1;5.2)
VAP* 25/131 19,1 15/122 12,3 6,8(-2,9;16,2)
RP 11/128 8,6 2/43 4,7 3,9(-9,1; 11,6)
DFI 7/553 1,3 3/508 0,6 0,7 (-0,8; 2,2)
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Ti 1€ chung khéng  150/3788 4,0 110/3646 3,0 0,9 (0,1; 1,8)
hiéu chinh

Ti 1& chung khong  150/3788 4,0 110/3646 3,0 0,6 (0,1; 1,2)**
hiéu chinh

CAP = Viém phoi mic phai cong ddng; cIAI = Nhiém khudn 6 bung c6 bién chimg; ¢SSSI = Nhiém
khuén da va ciu triic da ¢6 bién chung, HAP = Viém phdi m3c phai & bénh vién; VAP = Viém phm lién
quan dén thé may; RP = vi khuin khang thudc; DFI = Nhiém khuén ban chan & bénh nhén d4i thdo
dudng.
* Sur khéc biét gifra ty 16 phin tram ddi tugng tir vong do tigecyclin va nhém dimg thudc dbi chimg

Gié trj CIs 95% duge tinh theo phwong phép cho diém cua Wilson
** [Jgc tinh ty 1& chung c¢6 hiéu chinh ciia su khac biét nguy co va khoang tin cdy 95% cia gia tri ndy
(md hinh anh huémg ngdu nhién co gia trong thir nghiém)
? Duréi phén nhém nhd bénh nhan viém phéii mic phai & bénh vién (HAP)
Chit thich : Céc thir nghiém 14m sang bao gdm 300, 305, 900 (cSSSI), 301, 306, 315, 316, 400 (cIAI),
308 va 313 (CAP), 311 (HAP), 307 [Nghién cfru trén vi khuén Gram (+) khang thudc & ddi twong nhiém
MRSA hoic cdu khuin ruét khang Vancomycin (VRE)] va nghién ctru 319 (nhiém khudn ban chén &
bénh nhan dai thdo dudng ¢é kém theo hofc khéng kém theo viém iy xwong)
Cée tac dung phu thudng gip nhét trén ddi twong didu tri bing tigecyclin 13 budn nén
29,9% (19,3% nhe; 9.2% trung binh; 1,4% néng) vd ndn 19’,9% (12,1% nhe; 6,8% trung
binh; 1,1% ning). Nhin chung, budn nén va ndn thudng xuét hién sém (ngay thir 1-2).

Ngimg diing tigecyclin thuomg lién quan nhidu nhét dén budn ndn (1,6%) va nén (1,3%)
4.9. Qualidu

Chua c6 cac thong tin dic biét vé& diéu tri quéd liéu tigecyclin. Truyén tinh mach
tigecyclin 1idu don 300 mg trong 60 phiit trén ngudi tinh nguyén khée manh lam ting
nguy c¢o budn ndén va ndn. Cac nghién ciu vé& ddc tinh dudng tinh mach lidu don
tigecyclin tién hanh trén chudt uée tinh lidu gdy chét (LDso) 12 124 mg/kg trén chudt
duc va 98 mg/kg trén chudt cai. Trén chudt cong, lieu LDs ude tinh 13 106 mg/kg trén
ca chudt duc va chudt cai. Thim phén mau khéng loai trir duge lugng dang ké
tigecyclin. "
)1]

CAC PAC TINH DUQC LY HQC
5.1 Cac dic tinh dwge lwe hoc

Thudc khang khuin. Khang sinh nhém Glycyleyclin. M3 ATC: JOLAA12

Co ché tac dyng

Tlgecyclm mét khang sinh glycylcycelin, {rc che tdng hop protein vi khudn bang céch
ghn vao tiéu phén 30S cia ribosom va uc ché gan amino-acyl tARN vao vi tri tiép nhan
A trén ribosom. Diéu nay ngin viée ghn acid amin dé kéo dai chudi peptid. Tigecyclin
mang nhém glycylamido gan vao vi trf 9 cia minocyclin. Nhém thé nay chua ting ¢
mat trong bét cir din chét tetracyclin tir nhién hay ban tdng hop ndo va mang mét sb diic
tinh vi sinh hoc virgt trdi hon so v&i cac din chét tetracyclin d& timg dwoe biét trudce
day v& tac dung in vitro hodc in vivo. Hon nita, tigecyclin ¢6 thé khong bi anh hudng
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béi hai co ché khéng tetracyclin chinh cha vi khudn 1a bao vé ribosom va bom téng
thubc. Do d6, tigecyclin thé hién hoat tinh in vitro va in vivo trén nhiéu loai vi khuin
gy bénh khéc nhau. Khéng thdy c6 khéng chéo gifta tigecyclin va cdc khang sinh khac.
Trén cac nghién ciru in vitro, khong thay ¢6 tac dung di khang gitta tigecyclin va céac
khéng sinh thong thudng khac. Nhin chung, tlgecyclm duge coi la khang sinh kim
khudn. O ndng d6 glp 4 14n ndng 46 e ché tbi thidu (MIC), tigecyclin lam s luong
khuan lac cta Enterococcus spp., Staphylococcus aureus v Escherichia coli giam 2
log. Tuy nhién, tigecyclin cling ¢6 tic dung diét khuan, 1am giam 3 log s6 lugng khuén
lac ctia Neisseria gonorrhoeae, Tigecyclin ciing cho thiy tic dung diét khudn trén mot
s6 ching vi khuin dudng hd hdp thudng gip nhu Streptococcus preumoniae,
Haemophilus influenzae va Legionella. pneumophila.

Phuwong phip kiém tra 36 nhay cim ciia vi khuin

K¥ thut pha lodng

Céc phuong phép dinh luong da dugc str dung dé xac dinh nong d6 te ché vi khudn tbi
thiéu (MIC). Cac gia tri MIC nay duge sir dung dé danh gia mirc d6 nhay cam cua vi
khuén véi cac khéng sinh. Gia tri MIC duge xéc dinh theo mét quy trinh chuén trén co
s¢ cac phuong phap pha lofing (mbi trudmg 16ng, méi truorng thach hoéc vi pha loing)
hodc phuong phép twong dwong sit dung so luong vi khuan da duge chudn héa va céc
néng b khac nhau cva tigecyclin. Véi phu:ong phap pha loéng trong mdoi trudng long
cho céc vi khudn hiéu khi, gia tri MIC cén duge x4c dinh béng mdi trudng léng mai pha
(pha < 12 gi®). Gia tri MIC nén dugc danh gia theo céc tiéu chi duge liét ké trong bang
2,

K9 thuét khuéch tan | I)JI
Céc phuong phap dinh luqng do dudmg kinh vong v& khudn cung cho phép danh gid 4o

nhay cam cba vi khudn véi cac khang sinh. Quy trinh dwgc chudn hoa doi héi st dung
s6 lwomg vi khuén d3 duoc chuin héa.

Quy trinh néy sir dung cac dia gidy chira 15 pg tigecyclin dé thir 46 nhay cam cia cac vi
sinh vat véi tlgecychn Bién giai két qua bao gdbm mébi twong quan gilta dudmg kinh
vong v khuan véi gia tri MIC cia tlgecyclm Cac bdo céo tir phong xét nghiém cung
clp két qua céc thir nghiém trén dia don chuén v6i 15 pg tigecyclin nén duge bién giai
theo céc tiéu chi trong bang 2

Béng 2. Bién giai két qua thir 46 nhay cam vdi tigecyclin

Néng d6 rc ché toi thiéu Dia gidy khuéch tan
{ng/mL) (dudng kinh vong v6
khuan tinh theo mm)
Chung gy bénh S | R S | R
Staphylococcus aureus (bao
gdm cAc chung phan lap
khing methicillin) <0,5° - - >19 - -
Streptococcus spp. khong
phai la S. preumoniae <0,25" - - >19 - -
Streptococcus pneumoniae <0,12° - - >21 - -

Tygacil PI VN Page 12 of 30



LPD Title : Tigecyclin

LPD Date: Feb 10, 2015

Country: Vietnam

Reference CDS : version 24
Reference USPI date: Dec 17, 2014

Reference CDS Date :Apr 03, 2014

Enterococcus faecalis (chi
céc chiing phan ldp nhay cam

vai vancomyein) <0,25° - - >19 - -
Enterobacteriaceae® <2 4 >8 >19 15-18 <14
Haemophilus influenzae <I* - - >21 - -
Moraxella catarrhalis <Q,12* - - >27 - -
Vi khun ky khi ® <4 8 >16 n/a n/a n/a

S=Nhay Cam; I = Trung Gian; R=Khang Thudc

? Do chua xuit hién chiing vi khudn khéng thudc nén chi ¢ dinh nghla vé “nhay cam”.
Céc ching vi khudn phan 14p c6 két qua MIC goi y 1a “khéng nhay cam” s& duogc giri vé
cac phong xét nghiém tham chidu dé danh gi4 thém

® Tigecyclin giam tic dyng khang khuén in vitro trén cic ching Morganella spp.,
Proteus spp. va Providencia spp.
¢ Pha loAng trong moi trudng thach

Két qua “nhay cam” chirng to vi khuin gy bénh bi wrc ché bl khéng sinh vé&i cac nong
dd dat dwge trén bénh nhén. Két qua “trung gian” chimg t6 két qua nay can duoc can
nhic > k ludng, néu vi sinh vét khong nhay cam hoan toan véi cac thubc c6 thé thay thé
va sin c6 tai bénh vién, nén lap lai xét nghiém nay. Mirc do ndy duya trén kha ning img
dung trén 1am sang tai nhitng vi tri nhiém khuén trong co thé ma khang sinh ¢6 thé dat
duoc ndng dd cao hodic trong trudng hop cb thé sir dung duge lidu cao khang sinh. Mic
do nay dugce kém theo vung dém glup lam gidm anh hlrorng cha céc yéu tb ky thudt
khéng kiém soat dwoc din dén sy bat déng trong bién giai két qua. Ket qua “dé khang”
cerng t6 vi sinh vit hoan toan khéng bi (rc ché bai khang sinh v&i ndng d6 khéng sinh
c6 the dat dugce trén bénh nhan, Trong truéng hop nay nén lya chon khang sinh khac,

Kiém soét chit hrong 3)—1

Nhu @i véi cac ky thuit xac dinh d6 nhay cam khac, viée kidm soat vé mat ky thuét
cho quy trinh chudn trong phong xét nhiém doi héi phai str dung cac ching vi sinh vat
d6i chimg. Bot tigecyclin chuin can cho gia tri MIC twong {mg trong bang 3. Déi voi
k¥ thuat khuéeh tan st dung dia gidy chira 15 pg tigecyclin, cac phong xét nghiém nén
ap dung céc tiéu chi dwgc ghi trong bang 3 dé thir cac ching vi sinh vét déi chimg.

Bang 3. Khodng kiém so4t chét luong chdp nhén duge sit dung trong xic dinh d3 nhay cam

Nong dé irc ché tbi thidu Dia gidy kbuéch tan
Ching vi khudn kiém soét chét lugng (ug/mL) (duomng kinh vong vd
khuén tinh theo mm)
Staphylococcus aureus ATCC 25923 Khdng ap dung 20-25
Staphylococcus aureus ATCC 29213 0,03-0,25 Khéng 4p dung
Escherichia coli ATCC 25922 0,03-0,25 20-27
Enterococcus faecalis ATCC 29212 0,03-0,12 Khéng ap dung
Pseudomonas aeruginosa ATCC 27853 Khéng 4p dung 9-13
Streptococcus preumoniae ATCC 49619 0,016-0,12 23-29
Haemophilus influenzae ATCC 49247 0,06-0,5 23-31
Neisseria gonorrhoeae ATCC 49226 Khéng 4p dyung 30-40
Bacreroides fragilis ATCC 25285 0,12-1 Khéng dp dung
Bacteroides thetaiotaomicron ATCC 29741 0,5-2 Khéng 4p dung
Eubacterium lentum ATCC 43055 0,06-0,5 Khong 4p dung
Clostridium difficile ATCC 70057 0,12-1 Khong ap dung
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ATCC = American Type Culture Collection

Ty 18 khang thudc méc phai c¢6 thé thay dbi theo viing va thoi gian ddi véi timg loai cu
thé, nén c6 cic thong tin vé tinh hinh khang thudc tai co s6, dic biét trong trudmg he
diéu tri céc nhiém khudn ning. Thong tin dwdi diy chi mang tinh huéng din twong doi
vé kha niing nhay cam cla cac vi sinh vat vé6i tigecyclin

CAc vi khudn nhay cam

Céc vi khuin hiéu khi Gram (+):

Enterococcus avium

Enterococcus casseliflavus

Enterococcus faecalis* ( bao gdm cac ching nhay cam véi vancomycin)
Enterococcus faecalis (bao gdm céc ching khang vancomycin)
Enterococcus faecium (bao gdbm céc ching nhay cam va khang vancomycin)
Enterococcus gallinarum T‘
oL
Staphylococcus aureus* (bao gbm céc ching nhay cam va khang methicillin, bao gém
ce ching phén 18p ¢6 biéu hién mdt sé chét chi diém phén tr va tinh déc thudmg lién
g:zr;) Sgn nhiém MRSA mac phai tai cong dong bao gdbm yeéu 16 SCCmec type IV va

Staphylococcus epidermidis (bao gdm céc chiing nhay cam va khang methicillin)

Listeria monocytogenes

Staphylococcus haemolyticus

Streptococcus agalactiae*

Streptococcus anginosus*® (bao gbm S. anginosus, S. intermedius, S. constellatus)
Streptococcus pyogenes™

Streptococcus pneumoniae® (cac chung phén 14p nhay cdm véi penicillin)
Streptococcus prneumoniae (cac chung phan lap khang penicillin)

Viridans nhém streptococci

Cac vi khuan hiéu khi Gram (-):
Acinetobacter calcoaceticus/baumannii complex
Aeromonas hydrophila

Citrobacter freundii*

Citrobacter koseri

Enterobacter aerogenes
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Enterobacter cloacae*

Escherichia coli* (bao gdm cac chiing sinh beta-lactamase phé rong)
Haemophilus influenzae®

Haemophilus parainfluenzae

Klebsiella oxytoca*®

Klebsiella preumoniae™ (bao gdm céc ching sinh beta-lactamase phd rong)
Klebsiella pneumoniae (bao gdbm céc chung sinh AmpC)
Legionella pneumophila*

Moraxella catarrhalis*

Neisseria gonorrhoeae

Neisseria meningitidis

Pasteurella multocida

Salmonella enterica ser. Enteritidis

Salmonella enterica ser. Paratyphi

Salmonella enterica ser. Typhi

Salmonella enterica ser. Typhimurium

Serratia marcescens

Shigella boydii

Shigella dysenteriae :
Shigella flexneri .
Shigella sonnei )

Stenotrophomonas maltophilia o

Vi khuén ky, khi:

Bacteroides fragilis*
Bacteroides distasonis
Bacteroides ovatus
Bacteroides thetaiotaomicron*
Bacteroides uniformis*
Bacteroides vulgatus*
Clostridium difficile

Clostridium perfringens*
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Peptostreptococcus spp.
Peptostreptococcus micros*
Porphyromonas spp.
Prevotella spp.

Vi khuin khong dién hinh:
Chiamydia preumoniae*
Mycobacterium abscessus
Mycobacterium chelonae
Mycobacterium fortuitum
Mycoplasma pneumonige™*

* Hi¢u qua 1dm sang dd dwgc chimg minh trén cic ching phan lap nhay cam trong céc
chi dinh 18m sang d& dugce phé duyét

Khéng thude

Cac vi khuan hiéu khi Gram (-): .
Pseudomonas aeruginosa -Di
Vi khuin ky khi:

Khéng ¢6 céac chiing tu nhién ¢6 kha nang khang tigecyclin

Khang thudc:

Khoéng c¢6 khang chéo giita tigecyclin va cac khang sinh khac

Tigecyclin ¢6 the khong bi anh hwong boi 2 co ché khang thuc chinh ciia nhém
tetracyclin bao gom bao vé ribosom va bom téng thude

Trong c4c nghién ciru in vitro, khdng thiy c6 sy dbi khang giita Tigecyclin v6i bat ot
nhém khang sinh théng thudng nao

Céc div liéu thir nghiém lam sang vé tinh hiéu qua caa tigecyclin

Céc nhidm khuin da va clu tric da ¢6 bidn chimsg (cSSSI)

Tigecyclin duge danh gia trén ngudi 16n trong didu tri nhim khuén da va cdu tric da ¢6
bién chimg (cSSSI) trong hai nghién ctu ngau rhién, mi d6i, dung thudc déi chiéu c6
hoat tinh, da quc gia va da trung tAm. Céc ‘nghién ciru nay 50 sanh tigecyclin (lidu tiém
truyén tinh mach khaoi diém la 100 mg, tiép theo 50 mg mbi 12 gid) véi vancomycm
(tiém truyen tinh mach 1 g mdi 12 glév)faztreonam (tiém truyén tinh mach 2 8 moi 12
gid) trong vong 5 dén 14 ngay. Dbi twongbi nhiém khuan md mém sdu cb bién chng,
bao gbm nhiém khudn cc vét thuong va viém mé té bao (> 10 cm, @i hoi phai phiu
thuit/dan lwu hoic ¢6 kém theo cac bénh phirc tap khac, cdc & ap xe 16n, céc vét loét bi
nhiém khuén va céc vét béng da duoc tuyén chon vao nghién ctru. Tiéu chi ddnh gia
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chinh vé& hiéu qua 1a ty 1& dap img lam sang qua dénh gid khéi bénh trén nhém bénh

nhan danh gi4 duge ve mt lam sang va nhom dbi twong danh gia vé mit 1am sang theo
phan tich ITT sira d6i. Xem bang 4

Bang 4. Ty 18 khot vé mit 1am sang trong 2 nghién ctu then chét diéu tri nhidm khuén da va
A 5 . X - A N <A .
cau triic da cé bien chiing sau 5 dén 14 ngay digu tri

Vancomycin/
Tigecyelin® Aztreonam”
0/N (%) n/N (%)
Nhom bénh nhan danh gia 365/422 (86,5) 364/411 (88,6)
dwgc vé mit lam sang
(CE)
Nhém bénh nhan danh gia 429/538 (79,7) 425/519 (81,9)
duge vé mit 14m sang theo
phén tich ITT stra di (c-
mITT)

khdi dau 100 mg, sau d6 50 mg mdi 12 gid

_Vancomyein (1 g tiém truyén tinh mach mdi 12 gid/Aztreonam (2 g tiém truyén tinh mach
mdi 12 gid)

Ty 16 khoi v& mat Jam sang qua danh gia khéi b¢nh (TOC) phan loai theo chung vi
khuin géy bénh trén cac d6i tugng danh gid duge v& mit vi sinh (ME) v&i nhim khuén
da va cdu tric da c6 bién chimg duge trinh bay trong bang 5. )

1

Bang 5. Ty 18 khoi vé mit 1am sang dwoc danh gié theo céc ching vi khuén giy bénh trén dbi
twrong dénh gid duge vé mit vi sinh (ME) véi nhiém khun da va cAu trac da c6 bién chitmg®

Vancomycin/

Tigecyclin Aztreonam

Vi khuan giy bénh n/N (%) N (%)
Escherichia coli 29/36 (80,6) 26/30 (86,7)
Enterobacter cloacae 10/12 (83,3) 15/15 (100)
Enterococcus faecalis
{(chi nhay cam v&i vancomycin) 15/21 (71,4) 19/24 (79,2)
Nhay cam véi methicillin
Staphylococcus aureus (MSSA)° 124/137 (90,5) 113/120 (94,2)
Khang methicillin
Staphylococcus aureus (MRSA)® 79/95 (83,2) 46/57 (80,7)

CA-MRSA® 13720 (65,0) 10/12 (83,3)
Streptococcus agalactiae 8/8 (100) 11/14 (78,6)
Streptococcus anginosus grp. 17/21 (81,0) 9/10(90,0)
Streptococcus pyogenes 31/32 (96,9) 24/27 (88,9)
Bacteroides fragilis 7/9 (77,8) 4/5 (80,0)
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® Hai nghién ciru then chat trén bénh nhéan nhiém khuan da va té chirc da ¢6 bién ching va thir
nghiém 14m sang pha 3 trén vi khudn khéng thudc

®Bao gbm cé cac trudong hop nhidm khuin méau

* CA -MRSA = MRSA méc phai trong cdng ddng bao gbm céc chiing phén lap c6 biéu hién
mét sb chét chi diém phan tir va tinh dd¢ thudmg lién quan dén nhiém MRSA méc phai tai cdng
ddng bao gdm yéu t& SCCmec typ IV va gen pvl.

¢ Bao gdm Streptococcus anginosus, Streptococcus intermedius va Streptococcus constellatus

Tigecyclin khéng dat tiéu chi danh gia khong thua kém khi so sanh véi ertapenem trong
mdt nghién ctu trén d8i trgng nhiém khuén ban chin do d4i thdo dudng (xem bang 6).
Day la mot thir nghiém 1am sang ngiu nhién, mi d6i, da qudc gia, da trung tam so sanh
tigecyclin (150 mg/ ngiy) véi ertapenem (1g/ngdy, phdi hop hodc khdng phdi hop ciing
vancomycin) trong 28 ngay. Tiéu chi danh gid hiéu qua chinh 13 ty 1€ dap Uing ldm sang
gua danh gid khoi bénh trén nhém bénh nhin d4nh gia duoc vé mit 14m sang va trén
nhém bénh nhén ddnh gid v& mit 1am sang theo phan tich ITT sita dbi. Khoang dao
dong khéng thua kém duoc xac dinh 13 su khac biét 10% vé t¥ & khoi bénh gifta hai

phac @5 diéu tri.

Bang 6. Ty 18 khoi vé 1dm saug trén d6i trong nhiém khuan ban chén do dai thio dudmg
sau 28 ngay diéu trj
Tigecyclin® Ertapenem® (+ Vancomycin)

/N (%) /N (%)

Nhoém bénh nhén danh gia | 316/408 (77,5%)° 334/405 (82,5%)°

duoc vé& mit lam sang

(CE)

Nhém bénh nhén danh gid | 340/476 (71,4%)° 363/466 (77,9%)°

vé mit 1am sang theo

phan tich ITT sita dbi (c-

miTT)

? 150 mg mbi 24 gid o

® | g mdi 24 giy P

© Sy khée biét hidu chinh = -5,5; 95% CI = -11,0; 0,1

¢ Sw khéc biét higu chinh = -6,7; 95% Cl=-12,3, -1,1

Nhiém khudn 8 bung c6 bién chimg (cIAT)

Tigecyelin da duoe danh gia trén ngudi 16n trong diéu tri nhifm khudn 6 bung c6 bién
chimg (cIAI) trong 2 thir nghiém 1am sang ngiu nhién, md ddi, nhém d6i chimg dung
thubc c6 hoat tinh, da qubc gia va da trung tdm. Cac thir nghiém nay so sanh tigecyclin
(lidu khéi diém 100 mg tiém truyén tinh mach, san d6 dung 50 mg mdi 12 giy) v6i
imipenem/cilastatin (500 mg tiém truyén tinh mach mdi 6 gid). Poi twong duge chin
dodn céc bién chimg bao gbm viém rudt thira, viém tii mat, viém tii thira dai trang,
thing da day / ta trang, ap xe b bung, thung rudt, viém phiic mac. Tiéu chi danh gia
chinh la ty I€ dap ung lam sang qua danh gia khoi (TOC) cho nhém d6i tugng danh gia
dugc v& mat vi sinh (ME) va nhém d8i tugng dénh gid duge vé mat vi sinh theo phan
tich stta dbi (mITT). Xem bang 7.
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Bang 7. Ty 1é khoi vé lam sang trong 2 nghién ctru then chdt trén nhiém
khuén 6 bung ¢6 bién chimg (cIAl)

Imipenem/
Tigecyclin® Cilastatin®
n/N (%) n/N (%)
Nhoém bénh nhan danh gia 441/512 (86,1) 442/513 (86,2)

duoe vé mit vi sinh (ME)
Nhém bénh nhin danh gia
duwgce vé mit vi sinh theo
phan tich ITT stra d8i (m-
mITT)

506/631 (80,2)

514/631 (81,5)

100 mg khoi diém, tiép theo 50 mg mdi 12 gi&y

Ty 16 khoi vé mt 1am sang qua danh gié khoi phan loai theo vi khun gdy bénh trén céc
bénh nhan danh gi4 dwgc v& mat vi sinh (ME) véi nhidm khuén 6 bung ¢ bién chimg

(cIAl) duge trinh bay & bang 8.

Béng 8. Ty 1¢ khoi v& 14m sang phan loai theo vi khuan gdy bénh trén dbi tugmg danh gid
dwoc v& mat vi sinh (ME) v&i nhidém khuén 8 bung c6 bién chirg (cIAI)

e

|

Imipenem/

Tigecyclin Cilastatin
Vi khuén gy bénh /N (%) n/N (%)
Citrobacter freundii 12/16 (75,0} 3/4 (75,0)
Enterobacter cloacae 15/17 (88,2) 16/17 (94,1)
Escherichia coli 284/336 (84,5) 297/342 (86,8)
Klebsiella oxytoca 19/20 (95,0) 17/19 (89,5)
Kiebsiella pneumoniae® 42/47 (89,4) 46/53 (86,8)
Enterococcus faecalis 29/38 (76,3) 35/47 (74,5)
Staphylococcus aureus nhay cam véi methicillin 26/28 (92,9) 22/24 (91,7)
{(MSSA)
Staphylococcus aureus khang methicillin 16/18 (88,9) 1/3 (33,3)
(MRSA)*
Streptococcus anginosus grp 101/119 (84,9) 60/79 (75,9)
Bacteroides fragilis 68/88 (77,3) 59/73 (80,8)
Bacteroides thetaiotaomicron 36/41 (87.8) 31/36 (86,1)
Bacteroides uniformis 12/17 (70,6) 14/16 (87,5)
Bacteroides vulgatus 14/16 (87,5) 4/6 (66,7)
Clostridium perfringens 18/19 (94,7) 20/22 (90,9)
Peptostreptococcus micros 13/17 (76.,5) 8/11(72,7)

* Hai nghién ciru then chét trén bénh nhan nhiém khuén 6 bung cé bien chimg va hai thir

nghtf;m lam sang pha 3 véi vi khuén khang
® Bao gom cac chung sinh ESBL

° Bao gom céc trudong hop ¢6 kém theo nhiém khudn mau
4 Bao gdm Streptococcus anginosus, Streptococcus intermedius va Streptococcus

constellatus

Viém phdi mic phai cong déng (Community-acquired Pneumonia - CAP)

Tygacil PI VN
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Tigecyclin duge danh gia trén ngudi trudng thanh trong diéu tri viém phdi mic phai
cdng ddng (CAP) trong hai nghién ctru ngiu nhién, mi ddi, c6 dbi chimg véi thude thét,
da qubc gia, da trung tAm (nghién ctru 308 va 313). Nhitng nghién ciu ndy so sanh
tigecyclin (lidu khoi ddu 100 mg qua duomg tinh mach, tiép theo 50 mg mbi 12 gid) véi
levofloxacin (500 mg qua d‘uorng tinh mach mbi 12 hofic 24 gi¢y). Trong mét nghién clru
{(nghién ctru 308), sau it nhat 3 ngay diéu tri qua dudng tinh mach, cho phép chuyen qua
levofloxacin {500 mg mdi ngay) qua dudong ubng trong cé hai nhanh d1eu tri. Téng thoi
gian didu tri 1a tir 7 @n 14 ngay. Nhimg bénh nhén bj viém phéi mic phai cong ddng
phai nhp vién va didu trj bing dudmg tinh mach dwoc tuyén chon véo cdc nghién ciu
trén. Tiéu chi danh gia chinh vé tinh hiéu qua 12 d4p tmg l4m sang vao 1in kham d&é
déanh gig khéi (TOC) trong cac nhom dbi tuong dénh gia duge v& mat 1am sang (CE) va
d6i twong danh gid duge vé mit 14m sang theo phan tich ITT sita ddi (c-mITT). Xem
bang 9. Ti 1¢ khoi vé mat 1Am sang qua danh gia khéi (TOC) phén tich theo tac nhén
gdy bénh trong d6i twong danh gia duge vé mit vi sinh (ME) dugce trinh bay trong bang
10,

Bang 9. Ti 1& khoi v& mit 1am sang trong hai nghién ciru then chdt trén ddi twong viém phdi méc phai

cong ddng (CAP) sau 7 dén 14 ngay didu tri

Tigecyclin® Levofloxacin®
n/N (%) n/N (%)
Két hop 2 nghién ciru
Nhom bénh nhan danh gia duge vé mat lam sang 2537282 (89,7) 252/292 (86,3)
(CE)
Nhém bénh nhén danh gia duge v& mit 1dm sing 319/394 (81,0) 321/403 (79,7)
theo phan tich ITT sira d6i (c-mITT)
Nghién ciru 308 ‘ h r
Nhém bénh nhén danh gia duge vé mat 1am sang 125/138 (90,6) 136/156 (87,2) |

(CE)

Nhém bénh nhén dénh gia dwoc vé& mat 1am sang
theo phan tich ITT sira dbi (c-mITT)
Nghién ciru 313

Nhém bénh nhén danh gia dwoc vé& mat 1am sang
(CE)

Nhém bénh nhén dénh gid duge vé mat [am sang
theo phan tich ITT sita d6i (¢c-mITT)

149/191 (78,0)

128/144 (88.,9)

170/203 (83,7)

158/203 (77,8)

116/136 (85,3)

163/200 (81,5)

100 mg khoi diém, tiép theo 50 mg moi 12 gid.

b Levofloxacin (500 mg tiém tinh mach mdi 12 hosc 24 gid); trong 1 nghién ciru (nghién cru 308), sau it nhét 3

ngay didu tri qua dudng tinh mach, cho phép chuyén qua levofloxacin (500 mg m&i ngay) qua dwong ubng trong

¢4 hai nhanh diéu tri.

Bang 10. Ti 16 khoi v& mit 1am sang phan loai theo vi khudn trén nhém dbi twong danh gia duge vé mat

vi sinh (ME) méc viém phdi méc phai cong ddng (CAP)*

Tigecyclin Levofloxacin
Téc nhan gdy bénh n/N (%) n/N (%)
Chlamydia preumoniae 18/19 (94,7) 26/27 (96,3)
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Bang 10. Ti ¢ khoéi vé& mat |am sang phén loai theo vi khuan trén nhém ddi twomg dénh gid duoc vé mit
vi sinh (ME) méc viém phéi mic phai cong ddng (CAPY’

Tigecyclin Levofloxacin
Tac nhan gdy bénh n/N (%) n/N (%)
Haemophilus influenzae 14/17 (82,4) 13/16 (81,3)
Legionella pneumophila 10/10 (100,0) 6/6 (100,0)
Moraxella catarrhalis 3/3 (100,0) 3/5 (60,0)
Mycoplasma pneumoniae 37/39 (94,9) 44/48 (91,7)
Staphylococcus aureus nhay véi Methicillin
{(MSSA) 9/12 (75,0) 8/10 (80,0)
S:reptococcus preumoniae (chi nhay vdi penicillin) 44/46 (95,7) 39/44 (88,6)

* Hai nghlen ctru then chdt trén viém phm mﬁc phai cdng dong
®Bao g6m tromg hep nhi€m tring huyét dong thoi.

Staphylococcus aureus khang methicillin (MRSA) va cdc chung Enferococcus khang
vancomycin (VRE)

Tigecyclin duge danh gid trén ngudi 1ém trong diéu tri cac nhidm khuén ning (cIAI,
¢SSSI, va cac nhiém khudn khac) do VRE va MRSA trong nghién cfru 307. Nghién ciru
307 1a mot nghi€n ctru ngﬁu nhién, mu dbi, v&i nhom chimg ding thudc ¢ hoat tinh, da
quoc gia va da trung tam dé danh gia tlgecyclm (lidu khoi dau 100 mg IV, sau dé 50 mg
mdi 12 gi%) va vancomycin (lg IV moi 12 gid) trong d1eu tri cac nhiém khuan do
MRSA va danh gia tlgecyclm (liéu khoi diém 100 mg IV, tiép theo 50 mg mdi 12 gid)
va linezolid (600 mg IV mdi 12 gid) trong diéu tri cac nhiém khuin do VRE trong vong
7 dén 28 ngay. Pbi tuong c6 nhiém khuén 6 bung ¢é bién chimg, nhiém khuan da va
chu tric da ¢ bién chimg va céac nhiém khudn khéc cling dwge dua vao nghién ciru
nay.Tiéu chi danh gia chinh v& tinh hidu qua la ty 1& dap g lam sang qua l4n kham dé
danh gia khoi (TOC) cho nhém bénh nhén danh gia duge vé mit vi sinh (ME) va nhom
bénh nhan danh gia dugc vé mit vi sinh theo phén tich ITT stra ddi (m-mITT). Vé ti 1
khoi vé mit 14m sang, xem bang 11 cho MRSA va bang 12 cho VRE

Bang 11. Ty 1¢ khoi bénh vé 1am sang tir nghién ciru 307 trén ching vi khuén khéng thue
MRSA sau 7 dén 28 ngay diéu trj

Tigecyclin® Vancomyecin®
n/N (%) /N (%)
Nghién ciru 307
Nhém bénh nhén 70/86 (81,4) 26/31(83,9) {) '
danh gia duge ve {
mat vi sinh (ME)
Nhiém khuin & 13/14 (92,9) 4/4 (100,0)
bung ¢é bién chimg
Nhiém khuin da
va cAu tric da ¢6 51/59 (86,4) 20/23 (87,0)
bién ching
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Béng 11. Ty 1€ khoi bénh vé 1am sang tir nghlen ctru 307 trén ching vi khuan khang thude
MRSA sau 7 dén 28 ngay diéu tri

Tigecyclin® Vancomycein®
n/N (%) /N (%)
Nhém bénh nhin 75/100 (75,0) 27/33 (81,8)
danh gia v& mat vi
sinh theo phan tich
ITT stra d6i (m-
mlTT) 13715 (86,7) 5/6 (83,3)
Nhiém khuén 6
bung ¢é bién chimg 55170 (78,6) 20/23 (87,0)
Nhiém khuén da

va céu triic da ¢é

bién chimg

* Nghién ctru bao gom cé cac déi tu’orng v&i nhiém khuén & bung ¢6 bién chimg (clAI),
nhiém khudn da va td chirc da c6 bnen chimg (¢SSSI) va céc nhiém khuén khéac

®100 mg khdi déu, sau &6 50 mg mdi 12 gid
°1gIVmoi 12 gio

Bang 12. TV 18 khéi vé 1am sang tir nghién ciru 307 trén chang vi khuén khang thude VRE sau 7

dén 28 ngay didu tri
Tigecyelin® Linezolid®
/N (%) n/N (%)

Nghién ctru 307
Nhém bénh nhdn déanh 3/3 (100,0) 2/3 (66,7)
gia duge vé mat vi sinh
ME)

Nhi€m khuan & 1/1 (100,0) 0/1 (0,0) p
bung cébién chirng ur‘

Nhiém khuan da va 1/1 (100,0) 2/2 (100,0)
chu triic da 6 bién
ching
Nhom bénh nhén danh 3/8 (37,5) 2/3 (66,7)
gi4 vé mat vi sinh theo
phén tich ITT stra dbi
(m-mITT)

Nhiém khuén & bung 1/2 (50,0) 0/1 (0,0)
¢4 bién chimg

Nhi&m khuin da va 1/2 (50,0) 2/2 (100,0)
cau fric da c6 bién
chimg

® Nghién ciru bao gdm cac d6i twong véi nhiém klguén & bung ¢6 bién chitg ¢LA], nhiém khuin
da va céu tric da c6 bién chimg ¢SSSI va céc nhiem khuan khéc.
®100 mg kh&i dau, sau d6 50 mg mdi 12 gidr
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Bang 12. Ty 18 khoi vé 1am sang tir nghién ctru 307 trén chuing vi khuan khang thudc VRE sau 7

dén 28 ngay diéu tri
Tigecyclin® Linezolid®
WN (%) N (%)

° Linezolid (600 mg IV mdi 12 gid)

Céc chiing vi khudn Gram (-) khang thube

‘I'tong nghién ciru 309, tigecyclin dugc danh gia trén ngudi 16n trong diéu trj céc nhiém
khuan ning (cIAl, c¢SSS1, CAP va cac nhiém khuén khéc) do cic chung vi khuan Gram
(-) khang thude. Nghién ciru 309 1a mdt nghién ciru nhén mé, da quéc gia, da trung tam,
danh gia tigecyclin (liéu khoi diém 100 mg, tiép theo 50 mg moi 12 gio) trong diéu tri
cac nhiém khuan do cac chung vi khuan Gram (-) khang thubc gdy ra trong vong 7 dén

28 ngay. Dbi tuong mic cIAl cSSSI, CAP va cac nhidm khudn khéc dwge dua vao
nghién clru nay.

Tiéu chi danh gia chinh la ty 1& ddp Umg lam sang qua danh gia khoi bénh (TOC) nhém
bénh nhan danh gia duoc vé mit vi sinh (CE) va nhom bénh nhén danh gia duge vé mét
vi sinh theo phan tich ITT sita d6i (m-mITT). Xem bang 13

3,

Tyveacif P1 VN Page 23 of 30




LPD Title : Tigecyclin

L.PD Date: Feb 10, 2015

Country: Vietram

Reference CDS : version 24

Reference COS Date :Apr 03, 2014

Reference USPi date: Dec 17, 2014

Bang 13. Ty 18 khoi vé lam sang trong nghién ciru 309 trén cac ching vi khuin Gram (-) khang thubc sau 5

dén 28 ngay diéu tri
Tigecyclin® Tigecyclin® Tigecyclin®
N (%) /N (%) N (%)
Nghién ciru 309 Tét ca cac E coli Klebsiella Enterobacter sp.
chiing® preumoniae
Nhom bénh nhin - 26/36 (72,2) 4/9 (44,4) 576 (83.3) 3/4 (75,0)
danh gia dugc vé
mat vi sinh (ME)}
Nhifm khudn 6 2/2 (100,00¢ 171 (100,0)¢ 1/1 (100,03 :
bung ¢6 bién
chimg
Nhiém khuan 20/24 (83,3) 3/5 (60,0) 3/3 (100,0) 3/3 (100,0)
da va cau trac da
c6 bién chang
Viém phdi méc
phai cong ddng  0/1 (0,0) - - 0/1 (0,0)
Nhoém bénh 40/75 (53,3) 5/10(50,0) 9/13 (69,2) 8/15(53,3)
nhén danh gia
duge vé mat vi
sinhtheo phén ‘D[
tich ITT sira dbi
{m-mITT) z
6/9 (66,7)° 2/2 (100,0)¢ 1/1 (100,0) 1/1 (100,0)°
Nhiém khuén 6
bung c6 bién
chitng
27138 (71,1) 3/5 (60,0) 6/7 (85,7) 7/8 (87,5)
Nhi&m khuén
da va cAu tric da
cé bién chimg
0/1 (0,0) - - 0/1 (0,0)

Viém phéj méc
phai cOng dong

2 Nghién ciru bao gbm céc d8i trong v6i nhim khuan & bung cé bién chimg cIAl nhiém khuin da va cdu

iriuc da c6 bién chirng ¢SSSI, viém phdi mic phai cong dong va céc nhiém khuan khac

®100 mg khéi ddu, sau dé 50 mg méi 12 gio
¢ Bao gbm cAc chiing gdy bénh khac bén canh £ coli, Klebsiella pneumoniae, va Enterobacter sp.
4 Khong bao gdm cac ddi trong ¢6 ngudn kiém soét khdng phi hop

Céc nhiém khuin Mycobacterium phét trién nhanh

Trong mét nghién ciru 1am sang khong c6 dbi chimg va st dung theo kinh nghiém tir 8
nuée, 52 d6i twong ¢6 nhiém khuan Mycobacterium ting truéng nhanh (thudng gip
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nhét 1a bénh phdi do M abscessus) dugce diéu tri véi tigeeyelin cling voi cac khang sinh
khéc.

Gi4 tri trung binh va trung vi cha th&i gian diéu trj tvong tmg 1a khoang 5% thang va 3
thang (trong khoang : 3 ngay dén khoang 3% nam. Khoang mdt nira sb a6i tuong c6 sy
cai thién trén 1am sang (vi du cai thién cac déu hiéu va triéu chimg cta bénh phéi hoc
chita lanh vét thuong, cac ton thuong da hoic pach trong giai doan tién trlel} cua benh).
Khoang mét nira s6 d6i twong dd phai giam liéu hodc nglmg diéu tri do budn ndn, nén
hodc chan 4n.

Pién tim do

Khdng ¢6 tac ddng dang ké nao cua liéu don tigecyclin 50 mg hodc 200 mg dung qua

dudng tinh mach 1én khoang QTc duge phat hién trong nghién cu QTe ngau nhién, dbi
chimg véi gia duge va thude that, 4 nhanh chéo trén 46 @41 twong khoe manh.

Cic dac tinh dwge dong hoe

Céc thdng sb duge dong hoc trung binh cta tigecyclin sau khi ding qua duodng tinh
mach liéu don va da liéu tigecyclin theo khuyén cao duge tom tit & bang 14

Tigecyclin nén dwoc truyén tinh mach trong khoang 30 dén 60 phit
Béang 14. C4c thong sé duge ddng hoe trung binh (CV%) cua tigecyclin

Liéu don Pa lieu®
100 mg 50 mg q12h
cmax (pg/mLy" 1,45 (22%) 0,87 (27%)
Cuax (ng/mL)° 0,90 (30%) 0,63 (15%)
AUC (pg-h/mL) 5,19 (36%) -
AUCoom = 4,70 (36%) O}’
(pg'h/mL)
Coio (ng/mL) - 0,13 (59%) )
t,; (h) 27,1 (53%) 42,4 (83%)
CL (L/h) 21,8 (40%) 23,8 (33%)
CL, (mL/min) 38,0 (82%) 51,0 (58%)
Vi (L) 568 (43%) 639 (48%)

a

30-phat truyen tinh mach
60-phat truyen tinh mach s
100 mg khai dau, sau d6 50 mg mdi 12 gid

Hap thu

b
¢

Tigecyclin duge diung qua dudng tinh mach, do d6 sinh kha dung cua tigecyclin la
100%.

Phan bo

Trén in vifro, tigecyclin két hop véi protein huyet tuong khoang 71% dén 89% & ndng
d6 theo dai trong cac nghién ciru 14m sang (0,1 d&én 1,0 pg/mL). Céc nghién ciru duge
dong hoc trén ngudi va dong vt thi nghiém cho thiy ti gecyclin duge nhanh chéng phén
b vao cac md. Trén chudt cong ding lleu don hodic da lidu *C- Tigecyelin, chat phong
xa duge phan bb t61 hdu hét cic md, xuét hién cao nhit & xwong, tiy xwong, tuyén giap,
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thén, lach va tuyen nude bot. Trén ngudi, thé tich phan bd & ndéng dd hang dinh véao
khoang 500 dén 700 L (7 dén 9 L/kg) cho thiy tigecyclin dwge phan bd rong hon thé
tich huyét tuong va di vao cac md.

Hai nghién ciru khdo sat cac théng sb dwge ddng hoc & ndng dd hing dinh cia
tigecyclin trong cdc md déc biét hodc dich sinh hoc duge thue hién trén ngudi khoe
manh dung 100 mg tigecyclin, tlep theo 50 mg tigecyclin moi 12 gid. Trong mét nghlen
ctru rira dich phé quan, AUCo.12n (134 ug: h/mL) cta tigecyelin trong t& bao phé nang
cao hon khoang 77,5 1an so véi AUC,.1an trong huyét twong cua nhimg ngubﬂ tham gia
vao nghién ciru va AUCq. 124 (2,28 pg-h/mL) trong dich lot biéu md cao hon xap xi 32%
so voi AUCy. 2, trong huyét tuong. Trong mét nghién ciu trén bong gidp trén da,
AUCq.120 (1,61 pg-hr/mL) cia tigecyclin trong dich trén bong gidp da thip hon khoang
26% s0 v&i AUC. 124 trong huyét trong.

Trong mdt nghién ciru 1i8u don, tigecyclin 100 mg duge ding cho cac bénh nhan phiu
thuit theo chuong trinh d€ 14y bo cac md. Nong 49 trong cdc mé sau 4 gid diing
ti gecychn duge do trong cdc md va dich sinh hoc : tii mat, phdi, dai trang, dich khép va
xuong. Nong do tigecyclin trong cac md cao hon trong mau: trong dich tii méat (38 lan,
n=6), phdi (3,7 1an, n=5) va dai trang (2,3 l4n, n=6). Nong d6 tigecyclin trong cdc md
nay sau khi sir dung lidu 1ap lai chura duwgce nghién clru.

Chuyén héa

Tigecyclin it bi chuyén hoa Céc nghién ctru in vitro voi tigecyclin sir dyng microsom
gan, céc lat cét gan va cac t& bao gan cho thdy c4c chit chu }en héa cha tigecyclin chi ¢
dang vét. Trén ngudi tinh nguyén nam khoe manh dung C-Tigecyclin, tigecyclin ¢d
gan ¢ 1a chét cha yeu dugce tim thdy trong nuée tiéu va phén, tuy nhién dang lién h(;fp
glucuronic, N-acetyl va ddng phan epimer cia tigecyclin (mdi chédt khong qua 10% lidu
diing) cling dugc tim théy. 0 ,

Thai trir

Sau khi ding tigecyclin gén ¢, phin ¢6 hoat tinh phong xa dwoc tim thiy trong phan
va nude tidu cho thdy 59% lidu sir dung duge thai trix qua mat/phén, va 33% dugc bai
tiét qua nudce tiéu. Nhin chung, tigecyclin thai trir chii yéu qua dudng mat dudi dang
khong bi bién ddi. Con dudmg thai triv thir hai 12 bai tiét nguyén ven qua thin va dang
lién h¢p glucuronic.

Tlgecyclm 12 médt co chét cua P-gp dwa vio mdt nghién ctru in vitro dung mét dong té
bao biéu hién P-gp qua mirc. Vai trd ¢b thé cé cia sur vén chuyén qua trung gian P-gp
dén sw phan bé tigecyclin iz vivo chwa duge biét.

Céc nhém quén thé dic biét
Suy gan

Trong mdt nghién ciru so sanh 10 déi twong bi suy gan nhe (Child Pugh A), 10 @i
tugng suy gan & mirc @ trung binh (Child Pugh B), va § dbi twong suy gan nang (Child
Pugh C) véi nhém dbi chimg 13 ngudi tinh nguygn khoée manh 23 tudi c6 trong luong
phi hop, duge ddng hoc lidu don cia tigecyclin khéng thay dbi trén dbi ‘ru’crng suy gan
nhe. Tuy nhién, d¢ thanh thai hé thdng cla tigecyclin giam 25%, va thoi gian ban thai

Tygacil PI VN Page 26 of 30



LPD Title : Tigecyclin

LPD Daie: Feb 10, 2015

Country: Viemam

Reference CDS : version 24 Reference CDS Date :Apr 03, 2014
Reference USPI date: Dec 17, 2014

clia tigecyclin kéo dai 23% trén d6i tugng suy gan & mire d trung binh (Child Pugh B).
Thém nita, 4§ thanh thai h¢ thdng cua tigecyclin giam 55%, thdi gian ban thai cua
tigecyclin kéo dai 43% trén dbi tugmg suy gan ning (Child Pugh C).

Trén co s& cée thong sd duge ddng hoc cua tigecyelin, khéng cén hiéu chinh liéu trén
abi tuong suy gan nhe dén trung binh (Child Pugh A and Child Pugh B). Tuy nhién, 601
voi dbi tuong Suy gan ning (Child Pugh C), nén giam lidu tigecyclin 1& 100 mg, t1ep
theo 25 mg mdi 12 gid. Nén than trong khi diéu trj va theo doi dap tng diéu tri dbi vai
d6i twong suy gan ning. (xem muc 4.2).

Suy than

Mot nghién ctu liéu don tién hanh so sanh 6 d6i tuong bi suy thdn nang (thanh thai
creatinin Clgy <30 mL/phut), 4 dbi twomg suy thin glal doan cudi dung tigecyclin 2 gi&
truée khi thdm phén mau, 4 dbi tuong suy than giai doan cubi ding tigecyclin sau khi
thim phén méu va nhém chimg gém 6 ngudi khée manh. Céc thdng so dugc dong hoc
cha tigecyclin khong thay ddi trong bat ¢t nhém ddi tuong suy than nao, tlgecyclm
cling khong bi loai bd béi thim phan mau. Khong cin thiét phai diéu chinh lidu
tigecyclin trén d6i twong suy than hoac dbi tugng dang thdm phan mau (xem muc 4.2)

A A
Ngudi cag tudi

Khong thdy c6 su khac nhau vé duoc déng hoc gitta ngudi cao tudi khée manh (n=15,
i 65-75; n=13, tubi > 75, va ngudi tré hon (n=18) ding tigecyclin liéu don 100 meg.
Do @6, khong cén hiéu chinh liéu theo tudi bénh nhan

Tré em @T

M6t nghién cu vé tinh an toan, kha nang dung nap thude va duge ddng hoc lidu don
cua tigecyclin & b¢nh nhén nhi tir 8-16 tudi vira hdi phuc sau nhidm khu{ln di duoc tién
hanh. Liéu dugc sir dung 13 0,5; 1 hode 2 mg/kg. Nghién ciru cho thiy rang 461 véi tré
tir 12-16 tdi (n = 16) liéu 50 mg ngay hai 1in din dén ndng d6 thubc trong mau 1a
trong duong voi ndng d9 thubc trong mau cia ngudi 16n dung phéc db lidu d4 dwoc phé
duyét. Su bién déng 1én duge quan sat thay & tré tir 8-11 tudi (n = 8) doi hai nghién cvu
bd sung dé xac dinh lidu phi hop.

Mot nghién ctru x4c dinh lidu tiép theo @ duoc tién hanh & bénh nhan 8-11 tudi mic
cIAl, ¢SSSI hogc CAP. Lidu tigecyclin nghién ciru 13 0,75 mg/kg (n=17), 1l mg/kg (n=
21y va 1,25 mg/kg (n = 20). Nghién clru nay cho thiy ddi voi tré em tur 8-11 tudi, liéu
1,2 mg/kg din dén ndng do thude trong mau twong dwong véi ndng dd thude trong méu
clia ngudi 16n ding phéc dd lidu da dwoe phé duyét (xem muc 4.2).

Gidi tinh
Trong nghién ciru duge 1y 1am sang, mot phén tich gdp duoe tién hanh trén 38 phu nit
va 298 nam gi6i cho thiy d6 thanh thai trung binh (£SD) cua tigecyclin trén phu nit

(20,7+6,5 L/gid) va nam giGi (22,8+8,7 L/gid) khac nhau khong ¢6 y nghia. Do d6,
khéng can diéu chinh liéu theo gidi tinh.

Chung toc
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6.2.

Trong nghlen ciru dwoc ly 1am sang, mot phan tich gdp duoc tién hanh trén 73 ngudi
chdu A, 53 ngudi da den, 15 ngudi My goc Tay Ban Nha, 190 ngudi da tring va 3
ngudi duge xep vao nhém “khéac” cho thiy khéng c6 sy khac nhau ¢6 ¥ nghia ve 4o
thanh thai trung binh (£SD) cua tigecyclin trong so nhiing ngudi chau A (28,8+8,8
L/gw) ngudi da den (23,0+7,8 L/gi0), nguoi My gbc Tay Ban Nha (24,3£6,5 L/glo),
ngum da trang (22,1+8,9 L/gi¢), va nhom “khac” (25,0+4,8 L/gi&). Do dé, khéng cln
didu chinh lidu theo ching toc.

Céc dit liéu an toan tién lim sang
Gay ung thw

Céac nghién ciru trong subt vong doi cna ddng vit chira dugce thye hién dé danh gia kha
ning gay ung thu cia tigecyclin.

Gay d6t bién

Mot loat céc thir nghiém cho thy tigecyclin khong gay dot bién, bao gdm ca thir
nghié¢m in vitro trén su khac thuong chromosom té bao budng trimg chudt lang (CHO),
thir nghiém dét bidn in vitro trén té bao CHO (HGRPT locus), c4c thir nghiém d3t bién
in vitro trén té bao lympho chudt va cac thir nghiém vi nhén in vivo.

Suy giam kh3a ning sinh san

Tigecyclin khong dnh huéng dén kha nang giao phdi hodic sinh san trén chudt cong &
lidu gip 4,7 lan liéu dimg hang ngay cha ngudi dua trén dién tich dudi dudng cong
AUC. Trén chudt cai, khdng c6 téc dong lién quan den thude 1én budng trimg hofic chu
ky déng duc & lidu gap 4,7 Ian liéu ding hang ngdy trén ngudi trén co s& dién tich duéi
dudng cong AUC. )

Cac anh hwéng khic ¥ f

Giam hdng ciu, giam té bao ludi, bach cdu va tié’u cAu, lfét hop véi gidm cac t& bao
khéc cua tiy xwong di gip véi tigecyclin & lidu gép 8,1 14n va 9,8 14n liu diing hang
ngdy cua ngudi dya trén dién tich dudi dudmg cong AUC twong img trén chudt cong va
ché. Nhitng bién ddi nay 14 c6 hdi phue sau 2 tuan diéu tri.

Tiém tinh mach nhanh tigecyclin ¢ lién quan dén dap img histamin trén cac nghién ctru
tién 1am sang. Tac dung nay dugc quan sat thay & licu gap 14,3 va 2,8 li?m liéu dimg trén
ngudi dua trén dién tich dudi duomg cong AUC tuong Umg trén chudt cong va ché.
Chwa cb céc bing chimg vé tic dung min cam véi anh sang duge quan st thiy trén
chudt sau khi dung tigecyclin.

CAC PAC TINH DUQC HQC
Danh muc ta dwge

Lactose Monohydrat, natri hydroxid, acid hydrocloric, nitrogen.
Twong ky,
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6.3.

6.4.

6.5.

6.6

Céac dung dich truyén tinh mach twong hgp bao gdm natri clorid tiém 0,9%, USP va
Dextrose tiém 5%, USP.

Tigecyclin twong hop khi ding cing dudng véi cac thude dudi diy hodic cac chit pha
lodng: dobutamin, dopamin HCI, Ringer Lactat, lidocain HCI, kali clorid, ranitidin HCI,
va theophyllin

Cac thubc du6i day khong nén ding ddng thdi cing dudng truyén voi tigecyclin
amphotericin B, chlorpromazin, methylprednisolon va voriconazol.

Han dung

24 théng ké tir ngdy san xuit.

Thain trong dic biét khi bio quian

Bao quan & nhiét dd khong qud 30°C, noi khd rdo, thodng mat.
Tinh chéit va dung lwgng cta bao bi déng géi

Hép 10 lo (5 mL, 1o thuy tinh loai 1).

Théin trong dic biét khi dung va cac xir Iy khac

'?\.:

B4t déng khé nén duge hoa tan tré lai v6i 5,3 mL natri clorid pha tiém 0,9%, USP, hoéc
dextrose 5% pha tiém, USP dé dat dwoc ndng d6 10 mg/mL tigecyclin. Lic nhe lo cho
dén khi thubc tan hoan toan. Sau d6, 5 mL dung dich thube vira pha duge rit ngay ra
khdi lo va thém vao 100 mL tii dich truyén. D6i vdi liéu 100 mg, st dung 2 lo pha vao
100 mL i dich truyén (chu y : lo chita 6% lugng du. Do ¢6 5 mL dung dich pha loéng
twong img véi 50 mg thude). Dung dich sau khi pha c6 mau vang dén vang cam, néu
khong dung dich nén duoc loai bo. Céc ché phim thudc tiém nén duge kiém tra bing
mit thudng su ¢6 mit cla céc tiéu phan la va sy déi mau (vi dy sang xanh 14 ciy hodc
den) trudc khi sir dung. Sau khi pha, tigecyclin ¢6 thé duge bao quan trong lo & nhiét dd
phong (khdng qua 25°C) trong vong 6 gid. Néu nhiét d6 bao quan 16n hon 25°C sau khi
pha, tigecyclin cn duge ding ngay 14p tirc. Nhu 13 mét lya chen khéc, tigecyclin da
pha voi Natri Clorid tiém 0,9%, USP hodc Dextrose ti€ém 5%, USP ¢é thé duge bao
quéan lanh & nhiét d6 2°C dén 8°C trong 48 gid tinh ti¥ ngay sau khi d6 dung dich d4 pha
vao thi dich truyén.

Tigecyclin ¢ thé dung dudng tinh mach qua mét duong riéng hodc qua chac ba (Y-
site). Néu ding cing mét dm‘mg tmyen tinh mach v&i mdt sé thude, dudng truyén nén
duoc rira trwde va san khi truyén tigecyclin bang natri clorid tidm truyén 0,9%, USP
hoic dextrose tiém truyén 5%, USP. Nén sir dung dung dich truyén tuong hop véi
tigecyclin va bt cir thude nao khéc ding cing dudomg (xem muc 6.2).

Tiéu chuan: Nha sin xuit

Nha san xuit: Wyeth Lederle S.r.1.

Via Franco Gorgone Z.1., 95100 Catania (CT), Y
® Nhén hiéu da déng ky
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