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MIfaLdarasdinikiuaslassanvesfinissiasusan (complicated skin and skin structure
infections [cSSSI]) ffieaniTa Escherichia coli, Enterococcus faecalis (L%WW:L%aﬁvaia
vancomycin Lﬁﬂﬁu), Staphylococcus aureus (VIDGL%aﬁVL’JLLazaa@ia methicillin), Streptococcus
agalactiae, Streptococcus anginosus grp. (E’J&IYTG \oa S. anginosus, S. intermedius, W8y S.

constellatus), Streptococcus pyogenes Wwae Bacteroides fragilis

mydadelutesiasriatudon (complicated intra-abdominal infections [clAl]) Afanga
Citrobacter freundii, Enterobacter cloacae, Escherichia coli, Klebsiella oxytoca, Klebsiella
pneumoniae, Enterococcus faecalis (mwm%aﬁ"l,wia vancomycin L‘Yi’]ifu), Staphylococcus aureus
(mwm%aﬁ"h@ia methicillin L‘Vi’lfl?%), Streptococcus anginosus grp. (i’mﬂ% S. anginosus, S.
intermedius Was S. constellatus), Bacteroides fragilis, Bacteroides thetaiotaomicron, Bacteroides

uniformis, Bacteroides vulgatus, Clostridium perfringens W8z Peptostreptococcus micros.
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29% anudan Infduadwlivinlinaves warfarin AfdamTANTwaIAN international normalized

ratio (INR) LAauutlasadeliadnn wanainf wafarin ldlinadasansmenansraawamaasyad
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InfAgsuain atnelsAauaisinis@aauen prothrombin time #3aHANINARBLMIULTIAIVBILREA

A 4 A9 e ae o . o ,
NERNICRUBD ) LNQI‘V\ vL‘Y]ﬂ"HEIﬂﬂ‘LL IUNY warfarin

wan1sdnslunasanaasilasls microsomes anaLay waasliiiuinlnAsuesuliinague
WwaLeaTuAaan cytochrome CYP450 isoforms 6 shadelUilde 1A2, 2C8, 2C9, 2C19, 2D6,
waz 3A4 a9 SelienanlnAduedn a:ﬁwmﬂﬁyuuﬂmmmuaﬁéﬁmaamﬁgﬂmmua"l,asﬂm
ewlasfiwanil wenanitiiiosann Infigoadulilagnaueladuinin 3sldmadiidinsidaem
°11aa"lmﬁsﬁmﬁm:gmﬂﬁwuﬂmhymﬁﬁwa’tumﬂuéﬁﬁamﬁmﬁmwﬁuaa CYP450 isoforms

st
AR

= % [ 1 21'. a o a - o & . . A v
msfinw lunasanaaaslasldioas Caco-2 tedinInfiduaawlilnadugs digoxin flux TIuaaslv
w1 Infiguadulailgansdugs P-glycoprotein (P-gp) Tanalunaaanasasiiaanadainng

aaa 1 1 Q’ a { a v v A ] 1 a v = 1 1 1
msdnUfisenszninen lusmevasdsdFianesunstnduds wuh Iniduaduginasasdi

3@ digoxin udatingla

msfine lunasanaasslasldioasinziissfinga P-gp sniswuin inddaafwduamsasduued
P-gp 90 N8 LinTuinmsuuasind P-gp 1uienansazasnadansvia inidaaawludsddialu
szavlea msldsIunuansaued P-gp (1% ketoconazole %38 cyclosporine) A38&13:WiE% P-gp

(W% rifampicin) 819FINAGDLAFTIAUAIRATVRS INATLAF L6

milgmnujiushanumauinfiaflilasnsivdsenmueiarldguiniieddszdninnanas

ot

m3lginAduaduiaunengs calcineurin inhibitors 11 N1lAIANF (tacrolimus) wialolaaadaiu
. ° ' a £ v o . Ao ' ) L. o o

(cyclosporine) a’mu’lvlﬂqﬂ’lil,wwumaom’mLmumumq@lummaomﬂqu calcineurin inhibitors b@

@”@ﬁfuﬁdmsmnﬁ@mwmmLﬁwﬁqu%ﬁ'aJmadmmjw calcineurin inhibitor J3zRIINNTINENME

av a A a4 A & A
VLﬂﬂ‘UUﬂﬁ%LWﬂ%aﬂLﬂElx‘lﬂ'l’]?JLﬂ%W‘]&H]’mﬁl’]

N193UNINADNMINAFOUNRBIUHLANITUAZNIIAIIIRIRBDY 9
Tdnsruwnsnul fisensswivenuasmnageunsiesdians
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A o A ° v a =] o o ‘1 1R € A ° v
Infiduafuanarhlfifiaeniafiues (gade 12. @1nslainedszaen) Gsanarilianumann
Ium?ﬁ'uﬁmmmuua:/ﬁ%amsmuqum%aﬁmﬂaa@aa"léf

y 1
1. nMslse lun19NAaKrIaNI3aAN

' o Aa A a ' a £ o

Tawumslsonlunmanfianianmsdasn waz biiaziiadwle

1 6
12. 1S taie sz aem

{ ' { ' A X a .
ANMNAVBIDINNT WINIUTZRIANENNANA TR 30@1N CIOMS frequency categories:

Wulagan > 10%

Wulag > 1% war < 10%

wu'laitas > 0.1% uaz < 1%

SIGH > 0.01% uaz < 0.1%

WURDEAIN < 0.01%

lainsuanud "l,ajmminﬂi:l,ﬁuvl,@i”mﬂﬁaﬁaﬁﬁag

Fu9uisanma N aida avlﬁﬁiu;jﬂ's g lasu InATuafn

sruuzasalzlglnsieniy a7 laiveseaea
anwinUnavasszuudaauasiunaas
Wulag Activated partial thromboplastin time (aPTT) u’m%u
prothrombin time (PT) Wi nnzinsatiaadn
wu'ldsiae international normalised ratio (INR) Rt
Wuhay Hypofibrinogenaemia

ANNAnUnAvasszUuNANNH
Tainsuanud UJATHIMIUNLUY anaphylactic/U AT sunuuy

anaphylactoid
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[¥) 1 e 6
srunadaltuazlnIeny 2113 NI sz aIA
awAninfrasnavaasyuazlnawinig
WU AzdeailUsAud1nindnd nzianaluidaadn

AMNUBLINDIAIIRAN

aNnuaalnavasszuvlsean

] =3 a
Wuuag W99 hadtue

arwAnindlunaamiaan
WULay ANIZRFDALRAAGDNLRY

wu'lsitiay ANZVRAALRBAGIANLRULANLREA

] v
o

anNAalnAvadssuunIsiawnIgla nsvan uasidannwnaliyadan

wWulag daauiu

ANNAALNAYBITZULNIABEINT

WULagun AWl 2138w Vo939
Wulag 110109 015 lutas
wu'lstiag ANZAUBIUANLRULRLUNAY

ANNAAUNAYDIAUBALITLULRUKA DY

Wulag Aspartate aminotransferase (AST) gdﬁu alanine
aminotransferase (ALT) goﬂfu* szaudazinluioags

wu'lsitey 1sa@aLnaes (Jaundice)

linmuanud ma:miaq@@]”umaaﬁaﬁ @ (cholestasis)

* lugﬂaﬂﬁvl,ﬁ%’uvlﬂﬁsﬁ'ﬂﬂﬁu T80 NUAaUNAYDI AST way ALT MAa MuraInIsIneILasnin

1 ldl s s £ = = C!‘ a Aa w a l-'g/ [l 1 =
ﬂﬁ!llﬂvlﬂiﬂﬂ’]iiﬂﬁsﬂ(ﬂ? L ISTI NG El‘.lJ‘Y]ﬂ’J’]ﬂJN@]‘]Jﬂ@]NﬂLﬂ@ﬂ]uﬂa&llui&%ﬁ’]ﬂﬂﬂiiﬂﬂ’]

a a a %3 &, 4' L %%
ﬂ'J'mnmlnmﬂaatnwuauazmama‘lmnvwm

i o a A aa £
WuLiag 9MIAL INUNAIN
lainswanud VU JATETUUIINHAINT TINNINGNEINTT Stevens-Johnson
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[¥) 1 e 6
srunadaltuazlnIeny 2113 NI sz aIA
Syndrome

anwiAananaluasanisiinadnluwysmi b

wutiay mamzvasunanunniey UjisonlunSnmndesn

wu'lsiay ImsoneuuSnanaas ausinimnansn vinysSimnas

A o o a Aa
g Viaa@Laa@@qaﬂLauluuiijﬂﬂ@En

a1n13fiaglun1sasI9day (Investigations)

\ o A X o A A &
WUUag R4 amylase LNV iz@u%’LsﬂluLﬂa(ﬂ (BUN) ’gﬂlu

wam'ﬁmﬁ:ﬁ"ﬁaHaﬁ'ﬁwms’mﬁu (pooled analysis) PNPIRUA 13 TFANHINARBINIIARHN
Phase 3 Ua Phase 4 4352unamsansnlugnilSoufisudas wumses 4.0% (150/3788) lu
oanasiaInlesuiniduain uaz 3.0% (110/3646) lunamadasilasusndSouioy e
“ﬂ”agamn'ﬂmﬁmsﬁﬂmmaaaﬁuﬁmsw:ﬁmmﬁu (pooled analysis) WU MNEURANTANE
Yanua denudsefiuandanusznionmainii iy InAguesuuazonaaa i leauen
Wisuiisy e 0.9% (95% CI -0.1, 1.8) lumsdnsnasasmisaainumanii winllanzidaya
WUL pooled analysis AlEWanN13189 random effects model Tagl#3Emstnavinnsinluudaz
MIANEINARDY (trial weight) wudﬂmsmsﬁ%m@mnnﬂmmmﬂummaﬁmﬁﬂﬁ%’umVLwﬁSﬁ'ﬂﬂﬁu
wazonEEaIn lasLeUSuinuinnudssfiuaneneniu Aadu 0.6% (95% CI1 0.1, 1.2) lay
3Lﬂi’lzﬁmn°ﬁaﬁaﬁﬁﬂ§bLﬂﬁmuua’a (adjusted) ﬂ'avl,;iwa_lmmLL@m@masmﬁﬁfﬂf%ﬂﬂ"ryﬁéﬁmm"l,éf
s lnAsuadunusndiaufouluwudssafiiavasnsiaite (@mswﬁ'ﬂ vafgsldaansam
mmqmaamm”l,aiauqaﬁl,ﬁﬂﬁuvlﬁ T ldmsmedurasnannmiaadafiudamianisiaite
Ffran %%aﬁisﬂﬁuamwlaagiwﬁ’m (co-morbidity)

a wa &aa a

N3N 1: IRIFNATNLNAUANIIINTNAIWTL T UNTLRUTIALE NANNTRAVDIN1IAALT D

q

ANNLANGIDBIANY
Anfcuain RIS IR \Re
THAVAINIIAA
T8 n/N % n/N % % (95% CI)
cSSSI 12/834 1.4 6/813 0.7 0.7 (-0.5,1.9)
clAl 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)
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a an &l

a e A A v & A Aa a a &
AN 1: DIRIRUATNLNADUANITIUNIUNSR WﬁLﬂuﬂﬁLﬁU“ﬁ’mLLEIﬂ@H&I"Im@“]JaGﬂWEWﬂL?ja

ANNLANEIDBIA Y

Anfsunin SBUNL- TN
FUAVDINIAA
%8 n/N % n/N % % (95% Cl)
HAP 66/467 14.1 57/467 12.2 1.9 (-2.6, 6.4)
Non-VAP? 41/336 12.2 42/345 12.2 0.0 (-5.1,5.2)
VAP? 25/131 191 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)
Overall
Unadjusted 150/3788 4.0 110/3646 3.0 0.9 (0.1,1.8)
Overall Adjusted 150/3788 4.0 110/3646 3.0 0.6 (0.1,1.2)**

CAP = “[saﬂa@muﬁtﬁ@lugu"ﬁu; clAl = MIfaLTaluTaINaITAaTUTaN; cSSSI = MIAALTVIRINI LAz

Tavsrsvasfnissiiadudan; HAP = lsadaauruiifalulsineiuna: VAP = lsadaauinannmsld

v
A

szl RP = 1afinedan; DFI = miﬁm%aﬁl,ﬁﬂu;jﬂammmm

* mmLmﬂ@mﬁmﬂu%yazszminmmaﬁ'mﬁﬁm%ﬁmlunﬁjuﬁvlﬁ%'ﬁlwﬁ%’mﬁmmﬂ@i’%’nmuﬁmmﬁm‘u lagen
95% Cls fwItHa1n35 Wilson Score %delu continuity correction

*x mmmLémﬁ"umﬂ@mﬁ'ﬂ@mh:mmlumwnuﬁﬁmm:ﬁmniagaﬁﬁﬂ%’uLﬂﬁ'ymlﬁa (1535 random effects
model Tapl455mseasiminluudazmsdnsmnaass (trial weight)] A 95% CI

a ﬂéjummau”mﬂ'aﬂluﬂq’uﬁﬂuimﬂa@muﬁﬁ@lukawmma

WANELAQ : MIANHNARBINIAARNTINNIANENA 300, 305, 900 (cSSI), 301, 306, 315, 316,
400 (clAl), 308 waz 313 (CAP), 311 (HAP), 307 [miﬁm:nL%amemﬂﬁﬁa@iamlummmﬁ‘m
faLsa MRSA %'%al,%aﬂéju Vancomycin-Resistant Enterococus (VRE)] Lag 319 [miam‘iaﬁlﬁ"llu

Aihoiwwnuiidunialdiduliadaalunszgniaudas (DFI with and without osteomyelitis)]

ed o ¥ @ s '

813 MINIU Tz RIANG 2T TT N BN L9 LAY sfiawuvl@‘fﬂaU‘ﬁ'q@lummam”m:ﬁ"l,@i”‘?umi'%“ﬂm
delnfdunan fo omIeawld 29.9% (19.3% LT3 9.2% LUNA19 1.4% JUUT9) uazaiom
19.9% (12.1% Lai7uisd 6.8% Uunand 1.1% Juusd) lasdnfuda omsnauldvioaSuninin
Tuszozduuasmasnen (3uf 1-2)
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midasngalgiiniduaduaiulnaifainainsaduld (1.6%) uazanion (1.3%)

[~3
dszzE1nsian

ar =3 v

ﬁﬁagamwuﬂaa@n”ﬂﬁﬁ‘i'm@u'mmrmﬁﬂﬂmLﬂé”*ﬁﬁ)aumam{aaamsﬁﬂm (¥ 16. Lndx
1 @ e v

€, ' > A R A a Aa o a =S
and1ans) nu lidveniadsuanulsaanslniniama ladsnifannnisoadulunmsidnm

&
AR

luﬂﬂiﬁﬂ‘hﬂLﬂﬁ“ﬁfﬂﬂ%ﬂﬁﬁ@itﬂﬂLﬂ@ lﬁﬂﬂﬂ%‘ﬂa&l’l muwm‘hvl,ﬂgm ﬁmsmmaaummﬂaa@n”f_maa
Aa o Aa & =2 o a a a & 2 1R 6
"memauiumnmq 8 v 16 U 1w 25 MENWIIBINMIGALTD ?JE]H&E]’]ﬂWiVLlJWGﬂizﬂx‘]ﬂ

vaitInfiduaiulueraadas 25 nolifianuseandasnudayaniwuluglng

anudasanbvasiniduaiudignanasevluns@nsundsasumaniuunida Alemansaa
mum@'ﬁvl,ﬂﬁga lwédnay 8 fia 11 8 w2 58 3 f1fin1z cSSSI (n = 15) clAl (n = 24) wSalsn
ﬂa@muﬁﬁ@iuqmu (n = 19) Toyaamrldislszsdvad Infidoaiuluaranadas 58 eid
anusaaasaInutayaluglng sniuanmanawld (Jouss 48.3) ansuu (Sawa: 46.6) uazlais

A X ) o A { ' '
winTuluGin (Fouaz 6.9) Tawuanudlwdnganiludlng

13. Mslasuginawa
"Laiﬁ“ﬁagaﬁmmzmzméwm%’umﬁ'nmn*n:ms"tﬁ%’umvlmﬁsﬁ'ﬂﬂamﬁmm@ HelwlnAduadums
waaalafadluumna 300 adnsy tRpsasadonluszoziian 60 W Tuamminsgunwg woh
gui@n1nivas amsaauldenduuAndu lumsansmaisinenlagmslwen InAtoaauna
naaalafindiisnsadorlunyivinawuhdiisogmuessmasiivliay (median lethal
dose, LDgo) lantlszunmda 124 fadnswAlaniulunuaadiaz 98 dadniuflaniulunuaanis lu
AN @1 LDgg I@sﬂszmm’[wkm%aaamemﬁ'u 106 dadnsw/Alaniy InAduaduligniia

aanansemuagaineimeylasniinanifan (hemodialysis)

<

14. nalnn1saangna

a w a Fé [ Aada 1 % Qq: v = a A > %]
Infiduadiu daduendjumelungu glyeyleycline Sugsmasldsduluuuaiisalasnissuny
wihodas 308 vadlslulouuazinlaililuianavas amino-acyl tRNA 191153 A site vadlslulay
o & S] A o . . ] ¥ @ o e o L2 v a
mumwwamlﬁ’[maqamm amino acid hignansanaunusnevastlindgniasasela InA
TuAfw Anga glycylamido YUaLAUGIUAIIN 9 UBI minocycline mﬁum‘”’ﬂugﬁLLuuﬁ"Lajwuiuﬂwlu

. . A a £ a A A A o ¢ A& o o Aa an \ \
ﬂq&l tetracycline ‘YlLﬂ@]“llﬂ%‘ﬁii&l‘ﬁ’]@mm‘ﬁuﬂmmLﬂi’]:‘v} sﬁ\'jqfnlﬁUqqumawﬂ@]uqﬂaﬂﬂlﬂﬂa
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A a Aaed o v . A Ada A , o & X Aa
Faydunidnvhldgninalunseanaassuazluiameflidiamnitonineywuivas tetracycline 7%
aglutn uannnitlnfiduafudsmannierzuenalnlunisfan tetracycline Addmaainaln
fana tnmsuniaslslulay (bosomal protection) WaznNa bNSVTLBNBBNINNLTAR (efflux) Lo
atndlsfiana mafinsidaisig & avawunisdadalnfiduniuuas Enterobacterales waziadn
A A 2 o & o a Ae a &
au g tasannalnmaduduseannnsasuszmanaewusluldsdulsluloy InAduadu 39

Qy v 1 1 Qq: 1 Q’ a [l 1 X v
uaadgndniedauuafisunalsanslunasanasasiazlunimeefitia ldwuininsfesndny

a v =) Qs ad Qs d‘ [l 1 =} v R‘

nauszwiv infguadunuenyujmuzaidug  nmifnelunasanasedhinuirdnisdugnd
szig nAsaaunuenyfuenldiossfiaang laonaldusa Infisoadn saduenngusns
wigreaTeuuaiily  NAnuTuTuwedn 4 whvasnnudutudgalun1sdugusa (minimum
inhibitory concentration, MIC) W31 colony count 8a&4 2 %4 log scale WalgenlnAsuadin
AULla Enterococcus spp., Staphylococcus aureus Wae Escherichia coli  agndlsnanyInfigaadn
wasnnBlumIsidouuafiseunssiiauazyinli colony count 28318 Neisseria gonorrhoeae

) a o a nyu dql/ a A a ni IS o 6 )
809 3 379 log scale Infiduafuuaainndaingauuafiolumadumalanidumanisialy

ldun 7o Streptococcus pneumoniae, Haemophilus influenzae 8¢ Legionella pneumophila aneae

lunnaseuyadwiltoandiaudinifidaansluamiaina (broth dilution test) stusadnd1 MIC
lavlgamnmasauaalna (a1g <12 T2lu9) HIUNIINAROUMILNITVBILILRURUNTZANHINAL
(disk diffusion) hul#lFurunszamnaugUInAduadn 15 lulasniy

TaNas1989289 EUCAST (f1nTudssinenendds EUCAST)

6 (3 . CZ <'> o & o & 1 A
\NMUTia6a (breakpoint) Ta3nNALTNTUEIFAlUNNIELES (MIC) uazlaunsdudazausuinan
fwualasanznysumagladidisnsmaseuanaldasduialn (EUCAST) Jasil
[amznssunaglsdidsminasauanuhdesduaadng armanuaiedadltluniudans

MIC LRZLEWHN uﬂuﬁﬂ BRRE!] t”NI“IT%:

@319 2. It AAAAIN EUCAST
\Farialsa MIC (4n./ae7) Lf%”umuﬂuﬁﬂma
vaslounssuds
(330,
<s (lhdaz) >R (Aadaen) >s (lhdaan) <R (Aadasn)
Enterobacterales (\au <05/>05 218/ < 18"
Fandn
Enterobacteriaceae):.
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Escherichia coli and

Citrobacter koseri:

Staphylococcus spp. <05/>05 219/<19
Enterococcus faecalis <0.25/>0.25 220/<20
Enterococcus faecium <025/>0.25 222/<22
Streptococcus N&w A, B, <0.125/>0.125 219/<19
cuar G

PK/PD (Litfiganuziia)

<05/>05 -

A & P~ aov A \ o <& W
Munsdluas Enterobacterales 84 sugndvas inidoaduazuanarnisly asue biiksswalw Proteus spp.,
- Morganella morganii uwaz Providencia spp. Tanilauisrilaluidadue
OinmsiaadavasduiuguinavadlsurumMIsa LUt UGaITa E. coli i S1udWIL C. koseri IRl

35 mIC

A AAa AN 9 o A A o A = A A aa a X A
lunsdivasuuanisen liltoandian Inangudsuaaidilss@ninanendindansfaiiodadw
RRUTAA AT DIV DI el NN URRINNUTIZH 967 MIC, Jaya PK/PD WRZHAAWTNIIARTAN AI%534 L3

ﬁmiﬁ’mu@]Lﬂmeﬁq@m”@ém?ummvlwiam

tnldiwitaiugugmnwdmiummesauawlives EUCAST dnngagluasdalui

@157199 3. i iFdmsuaruauammwiisaasulagmiunisnagauaala (EUCAST)

. 729 MIC TIILFURNIBABI N
ARTN R 2.
! (UN./an7) 299lrunsEU (V4.)
Escherichia coli ATCC 25922 0.03-0.25 20-27
Staphylococcus aureus ATCC 29213 0.03-0.25 19-25
Enterococcus faecalis ATCC 29212 0.03-0.125 20-26
Streptococcus pneumoniae ATCC 49619 0.016-0.125 24-30

5 ATCC = American Type Culture Collection
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v 7 a

10YA81989289 FDA (Parwuawad US FDA §1%3L USPI)

Tunydia aa"ﬂ”agamwwzLﬁmﬁ'fuLﬂmsﬁmiﬁmmmsmaaummvh LRZATMINARBUNLN T DI

ANAIFIUNIAILANOUNINA FDA vansudmiuendt 11sagf: https://www.fda.gov/STIC

v 1 [ Qs v lﬁ'
m'ﬁ’mmumamemmsmg@mmrm FDA vL’JL‘WE]ﬂ’J']ﬁJaz@YJﬂ

@15197 4: INWNYAGAAIN FDA

NIUNTVAILTLWILNBNTEA
mmmﬁ’uﬁm‘%ﬂq@ WNaN
lunsgues WuRuangNa I8 lan
QU
(lulasnsw/ua.) v wa)
analsa S | R S | R
Staphylococcus aureus
PR <05 | - - 219 - -
(srvnsTanaasda methicillin)
Streptococcus spp. other than
<0.25° | - - 219 - -
S. pneumoniae
Streptococcus pneumoniae <0.06° - - 219 - -
Enterococcus faecalis
g o <0.25° | - - =19 - -
(Wwaflasia vancomycin)
Enterobacteriaceae® <2 4 | 28 =19 15-18 <14
Haemophilus influenzae <0.25° - - 219 - -
Anaerobes® <4 8 216 - - -

- s = "hdawn; 1 = hdasnszauthunans; R = dadam

FmIUMIunIzasnUBuEuNIzaBInaw Tlduiunszanmanaugulniduadu 15 lulasniy

a msﬁii’avl,ajﬁl,%aéamluﬂﬁﬁ;ﬂ'uﬁﬂﬁlﬂmmimzqNaﬁ'wﬁfé"ﬂ@uanmﬁamn Mdeen” arsasidand MIC Tuiy
Budldna “lihdes ldaasd fiinmadsBaiemanasauiiuidy

b fmﬁiuaa"lwﬁ%’mﬁu‘luma@maama Morganella spp., Proteus spp. Wiz Providencia spp. 8984

- * 1uwuid8919 (Agar dilution)
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ANNFNN TG PK/PD

1 AUC/MIC Lﬂu@ﬁjﬁmamﬁ'ﬁmﬂna@fﬁﬂa%maéﬁﬂﬁﬁﬁq@ n3ANE

. AR

ﬁagaluﬁ'@fﬁﬁagﬁ‘hﬁ'@ﬂﬁ
FUITDIANMNFTNNUTIZAINI AUC/MIC nudszAnSran19aainuazn199a

mamé“f*ﬁwamamﬂuwgm

a a
e
anyl

n

¥ S 4 o A ° o ¥ ' a
qummsaimaamiﬁamﬁmwuumfmm ﬂ’“l"i]LL'].]?@]']NQ&I?H&@%LLGZ@I"INL'Ja']ﬁ’]ﬁ'ﬁﬂl,%al,mﬂzﬁuﬂ

@”&ﬁfuﬁqﬂaiﬁﬁagamaamiﬁamluﬁaqﬁﬂ@mawnmﬁaﬁﬁmﬁ'ﬂmmsa@L%aﬁgmm ToNAA AN
uwdssuwmeaiigiventsenuduldidlumnisasfunidarhdamIniduaiunialal
LI

Wwanalia

snanlagnatidlinasn

Gram-positive N1159aNTLa%

¥ ¥
A

Enterococcus spp.t (i’mﬁamaﬁlaa@ia vancomycin)
Listeria monocytogenes

Staphylococcus aureus* (53399 \Hatiaase methicillin)
Staphylococcus epidermidis (334 4 L’% ) ﬁ 5‘7 968 methicillin)
Staphylococcus haemolyticus

Streptococcus agalactiae*

Streptococcus pyogenes*

Streptococcus pneumoniaet

Viridans group streptococcit

Gram-negative NlFaandian

Aeromonas hydrophila
Citrobacter freundii*
Citrobacter koseri

Escherichia coli*

Haemophilus influenzae*
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Wwanalia

Legionella pneumophila*
Moraxella catarrhalis*
Neisseria gonorrhoeae
Neisseria meningitidis

Pasteurella multocida

Wan Wi ltaandian

Clostridioides difficile
Clostridium perfringens*
Peptostreptococcus spp. T
Porphyromonas spp.

Prevotella spp.

aaTnaug

Chlamydia pneumoniae
Mycobacterium abscessus
Mycobacterium chelonae
Mycobacterium fortuitum

Mpycoplasma pneumoniae

a A 1 Aa g = (> . .
%%Wmmawuﬂzym'nLnﬂm‘sﬂamwﬂ%mwaa (acquired resistance)

Gram-negative NFaanTL1%

Acinetobacter baumannii
Enterobacter cloacae*
Klebsiella aerogenes
Klebsiella oxytoca*
Klebsiella pneumoniae*

Morganella morganii
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Wwanalia

Salmonella spp
Serratia marcescens
Shigella spp

Stenotrophomonas maltophilia

e lildoandia

Bacteroides fragilis groupt

Parabacteroides distasonis

& A [ . .
L?iaﬂﬂamaguml,iﬂ (inherently resistant)

Gram-negative NlFaandian

Providencia spp

Proteus spp.

Pseudomonas aeruginosa

} *mnmﬁamﬂw”uﬁéﬁaﬁahmLLamrm%VLﬂ"me”uﬁmwalamﬂmiﬁﬂmmaﬂﬁﬁﬂ

‘ Twuml%iuaaUﬂumsﬁﬂmmoﬂﬁﬁﬂ@ia Enterococcus faecalis 7ila6ia vancomycin; pneumococci 7iladia

| penicillin; luus3a viridans streptococci fuwqu%iuaamvia Streptococcus anginosus (iluﬁ\‘l S. anginosus,
- S. intermedius a2 S. constellatus); Tuussen Peptostreptococcus spp. ifuwmm%izm gnGa P. micros; Tu

- U391 Bacteroides spp. ﬁuwuqﬂg’iﬂm 8161 B. fragilis, B. thetaiotaomicron, B. uniformis, B. ovatus L8 B.

- vulgatus

o 6 a A aa
15. LNABNAFAIENT UILENDNANISA[N
a 4(” a L =~ ¥ a L a 0./ ¥
N5AALTBYBIRNINIHINIBLATIFI19VDIRINILIBTRAT UGB (cSSSI)
fimsdnsivadsziiivkaaasen Infisuafuluy randomized, double-blind, active-controlled,
multinational, multicenter sasmIAnmludlngnil a1z csssi laglunsdnsunaile
wWisuiisuniduain @wasSuds 100 Jafnsunrasalaiadl audigwa 50 Jafniu
1N 12 F1lu4) AL vancomycin (1 nIimnaaalafiadmn 12 Talad)/aztreonam (2 NIUNNIMALA
lafiadnn 12 Talus) wamuwn 5 G914 Tu exmnadasniulunsdnsudwiiheliedagaes
& 4 4 a4 doa o . , , . s &
Luamaaauﬂagﬁﬂﬂmumammsnsﬁau (complicated deep soft-tissue infections) TuiIUNafaLTe
uazloadiitatiaaniay (I > 10 iwudluey Adasiimnidaniafdanuas niagnil
o A A « ' A . & a &

mizunindawiasanliefiduagnaw), AnTalnsnueswwalng, unaiasdaide (infected

ulcers) uazuna W lnl  9adadullzAniuadzupiifensnausuainaadiin ldanniwy
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a

FFNAINaNaFaUUIZtABHNANTTINGA (test of cure, TOC) Iuﬂ@;uﬂszmﬂsﬂgmmm lag

U
wdaduanananasndsziiunansndfinle (clinically evaluable, CE) LazanananaInin1suiy

LNBNITINENMNHRANIIATHAN (clinical modified intent-to-treat, c-mITT) (g]mi'mﬁ 5)

@70 5 danmMIsnEImIEnaaEnaInmMIaneNdan 2 ndnululia cSSSI nasling

NI 5 D9 14

Vancomycin/
Tigecyclinea Aztreonamb
niN (%) niN (%)
CE 365/422 (86.5) 364/411 (88.6)
c-mITT 429/538 (79.7) 425/519 (81.9)

gwaeLTue® 100 Jadniu anudispwa 50 Jaansunn 12 3731309

bVancomycin (1 N3 nnaaalafiadinn 12 alud)Aztreonam (2 i nnaealafiadinn 12 Talag)

TN IINEIMIENAaENIINMIUzLA® TOC Sunnauziauas \an aIiﬂluﬂ’] FNAINANe

cSSSI GemanIndaziliuniegadarIngld (microbiologically evaluable [ME]) uxadlilu a1f 6

~ @ o Aa o g o A A
A1INN 6 a@]i’]ﬂ’]iiﬂ‘]ﬂq‘ﬁqEl‘ﬂ’]\‘]ﬂﬂ%ﬂ"ﬂ’]l,l;uﬂ@nﬂL’ﬁaﬂaiiﬂl%ﬂ’]ﬁmauﬂ?ﬂﬂﬂ’nz ¢SSSI TIFRINID

Uszfiunigadiine la®

Vancomycin/

Tigecycline Aztreonam
\Harialsa nIN(%) nIN(%)
Escherichia coli 29/36 (80.6) 26/30 (86.7)
Enterobacter cloacae 10/12 (83.3) 15/15 (100)
Enterococcus faecalis
(awnz13aiilase vancomycin ¥ 15/21 (71.4) 10/24 (79.2)

Staphylococcus aureus filagia methicillin

(MSSA) b 124/137 (90.5) 113/120 (94.2)

Staphylococcus aureus ﬁﬁv 8618 methicillin

(MRSA) b 79/95 (83.2) 46/57 (80.7)
CA-MRSA® 13/20 (65.0) 10/12 (83.3)

Streptococcus agalactiae 8/8 (100) 11/14 (78.6)
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Vancomycin/

Tigecycline Aztreonam
\Faralse NIN(%) NIN(%)
Streptococcus anginosus grp.d 17/21 (81.0) 9/10 (90.0)
Streptococcus pyogenes 31/32 (96.9) 24/27 (88.9)
Bacteroides fragilis 719 (77.8) 4/5 (80.0)

a = Ao o a & a o A o a v A o o 2
2 mifnmndaylulinfadavasdinimislassainuasfvisiatusan uaz 2 MsAnwlu Phase 3 lu
X .y A
Wanalsanaadasn
b ~ Aa & A A El A ' o
PudIeNdBanuansyluiaasiueaa
. _ PR & A _ Ad o e X _
CA-MRSA= MRSA ninaluTaz (178 MRSA N3 molecular Waz virulence markers YILN&I183NULTE community
acquired MRSA 37419 SCCmec type IV element LLas pvl gene)

SR PR Streptococcus anginosus, Streptococcus intermedius W8 Streptococcus constellatus

msaaiBaluzastinsriadudan (clAl)

ﬁﬂ’]iﬁﬂmlﬁaﬂiuﬁuwmadmlm%mm‘u randomised, double-blind, active-controlled,
multinational, multicentre gasn13@nEluglnajlun1sine clAl msfinsmsiidsoudou Tnaa
WWALNSSH 100 Tadnsumsnaaalafiad audigawa 50 fiadn3umn 12 2 lug) AL
imipenem/cilastatin (500 ﬁaﬁn%’umw\aa@ﬂaﬁm‘imﬂ 6 Talu9) 1uaa 1w 5 B9 14 T
mmaﬁmﬁs’wﬁlumsﬁnmLﬂugﬂaUﬁvl,@i”%'umﬁﬁadfmwﬁma:Lmsﬂsii”au swdsldassniay 3k
indsnua diverticulitis niziwzwiod lddudunzy Andalwsanuaslugesrios Slfannzg uas
Lﬁaqﬁaaﬁaﬁmau q@m”@@?uﬂizﬁﬂﬁwaﬂgugﬁﬁameﬂauauaamaﬂﬁﬁm'mﬂ'mﬁﬂwgﬂamﬁa
nagaulszifin Toclungudszminsdzuniivi lasudauaranadas ME LAZIIANATATN
ﬂ%?uLLNuﬂ’lﬁ'ﬂH’ﬁl’mNam\‘lﬁ;a%ﬁﬂm (microbiologic modified intent-to-treat, m-mITT) (gmﬁ\‘l‘ﬁl
7)

MINN 7 danmMIInEImIENNaaEnaInmMIineNdan 2 Midnsluniaz clAl

Tigecyclinea Imipenem/CiIastatinb
n/N (%) n/N (%)
ME 441/512 (86.1) 442/513 (86.2)
m-mITT 506/631 (80.2) 514/631 (81.5)

? PuATUA® 100 TaENIW Awd18UWI0 50 Fadnaumnn 12 31309

® Imipenem/Cilastatin (500 n3¥ 10 6 Falua)
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AAIINNIINFIRIINIARRNAINNNNTUTZL AU TOC VaIa®IFNAIUIELAN ME NEN17E clAl 31140

mwﬁmaaL%aﬂ'aiiﬂsl,u;jﬂ’azﬂiﬂ@“mL%aluﬁaaﬁaoﬁﬁmazl,l,mnsﬁau Tsunsndsziiiumias

Fnen leuaadlily an319n 8

a o o aa o d‘f 1 L Ao a
@139N 8 a(iliﬂﬂ’liiﬂ‘]:ﬂ‘ﬂﬁUﬂﬂdﬂauﬂﬁ]’m%ﬂ@nwLﬁﬂﬂﬂiiﬂl%ﬂ’]aﬁa“ﬂi ME nan1e clAl

Imipenem/
Tigecycline Cilastatin
\Harialsa nIN (%) N (%)
Citrobacter freundii 12/16 (75.0) 3/4 (75.0)
Enterobacter cloacae 15/17 (88.2) 16/17 (94.1)

Escherichia coli

Klebsiella oxytoca

Klebsiella pneumoniae b

Enterococcus faecalis

Staphylococcus aureus ﬁvl,wia methicillin
(MSSA) ©

Staphylococcus aureus ﬁﬁavia methicillin
(MRSA) ©

Streptococcus anginosus grp. d
Bacteroides fragilis

Bacteroides thetaiotaomicron
Bacteroides uniformis

Bacteroides vulgatus

Clostridium perfringens

Peptostreptococcus micros

284/336 (84.5)
19/20 (95.0)
42/47 (89.4)
29/38 (76.3)
26/28 (92.9)

16/18 (88.9)

101/119 (84.9)
68/88 (77.3)
36/41 (87.8)
12/17 (70.6)
14/16 (87.5)
18/19 (94.7)

13/17 (76.5)

297/342 (86.8)
17/19 (89.5)
46/53 (86.8)
35/47 (74.5)
22/24 (91.7)

1/3 (33.3)

60/79 (75.9)
59/73 (80.8)
31/36 (86.1)
14/16 (87.5)
4/6 (66.7)

20/22 (90.9)

8/11 (72.7)

52
A

a {o o a & . o A o ¥ '
2 msfinsndeglulsedadalugasiosninizunsndan uaz 2 nsdnenlu Phase 3 lwganalsafidodasn

b ¥ 4.
TINDaTang319 ESBL

[ =2 da & o a A ' %
i’mﬂdﬂEl‘YI&JL“lTaLLUﬂYIL‘S?JFLuLaa@i’JNﬂ’JEI

d , , ,
b Streptococcus anginosus, Streptococcus intermedius Wae Streptococcus constellatus

lsadaaulnfiiialwgaiz (CAP)
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FMsANE N YT IUNANIINENVBIEN IATHARURUL randomized, double-blind, active-
controlled, multinational, multicenter &84n3AN®1 (NM3ANBAN 308 waz 313) ludlwalunsinm
CAP

mM3dnsmaiilSoufisusn Inidoadn @uiassuan 100 JaansuNIraealaiad auee
2119 50 HafnTunn 12 F1lud) AL Levofloxacin (500 fiafniy nsnaaalafadmn 12 nia 24
Q/I A dl % % U =Y o [} v
T1u4) lumsfinsnits (MIANENT 308) RAIINBENFNAT FFILENNINREalaRaswkatItae
3 Tuudseynnaliifoueuidu levofloxacin THaTudszNn (500 Gadniu dadi) luna 2
mjumsﬁﬂm FULIAINIIINWNIRIA 7 D9 14 % ananaNaInsInlumIdneduaaaiaIng
iz CAP minmamlulsswena uazldiuemanasalaiad adadudszaninalguniae

aa ‘ﬂl U tﬂl a Qs 1
HafaUsuaInaaEnIINMisuEhoiNenasauL s duNan1IINm (test of cure, TOC) luﬂqw
Uszmnatguniitim lasudadunaaiasdszian CE uazanaaiaslszinn c-miTT (93199 9)
L= = aa o =3 g 1 C2al lé
ganmainsmonaatinlunmmasay TOC Suunanusiiaveddarnalialugthedmann
ﬂi:l,ﬁumaaga%ﬁwmvlﬁlmmvlﬂu @N319N 10
n:i o e aa = d' o o = g v s
@TNN 9 BATMIINFIMIENNARRNIINMsAnwNdmAY 2 madnsnlulsn CAP waslwnssnw

NIRNAWIW 7 DI 14 1%

Tigecyclinea Levoﬂoxacinb
nIN (%) /N (%)
NATINTDINIANS
CE 253/282 (89.7) 252/292 (86.3)
c-mITT 319/394 (81.0) 321/403 (79.7)
m3dnwi 308
CE 125/138 (90.6) 136/156 (87.2)
c-mITT 149/191 (78.0) 158/203 (77.8)
m3Ansd 313
CE 128/144 (88.9) 116/136 (85.3)
c-mITT 170/203 (83.7) 163/200 (81.5)

2 Yu1apSuE® 100 FadNSN ANGIBIUIA 50 ﬁaﬁﬂ%‘u‘qﬂ 12 33139
b . A a_ o A o A o = ) 2 & o
Levofloxacin (500 JaanTu mmaaﬂiav\mmnﬂ 12 %38 24 $2109); lunsdnswite (M3Ans17 308) %ad3N

Hialasy
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pnanaaalafaduuaineion 3 Judy JveypnaliiUasusuniu levofloxacin Tilaiudszmu (500

adnsu dau) lung 2 NRUNIANIN

ANINN 10 AATIMIINEIRILNARINIUWNaINTana lyn luwarsauns ME Niiulia CAP?

Tigecycline Levofloxacin
orialsa N (%) N (%)
Chlamydia pneumoniae 18/19 (94.7) 26/27 (96.3)
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 'ﬁlvl,’wia methicillin (MSSA) 9/12 (75.0) 8/10 (80.0)
Streptococcus pneumoniae (mww:ﬁ"l,wia penicillin whifu) b 44146 (95.7) 39/44 (88.6)

a do o -
mifnfidary 2 madnmnlulsadaasniauluguou

b uneifideuvefiieludantinde

e Staphylococcus aureus #iaada methicillin (MRSA) uazi3a Enterococcus spp. fdada
vancomycin (VRE)

Tumsfinsii 307 fimsdsafunamsinsvasen infgoaduluglng lumssnwlsndadod
Housamanalsn (CIAL cSSSI waznsaaiiadng) MAaanda VRE uay MRSA

miﬁm:ﬂ‘ﬁl 307 JunsAnsuuy randomized, double-blind, active-controlled, multinational,
multicenter M3enENiiUsziunam e lnfsonsu (mummﬁmﬁu 100 ARRNINNINADA
lafiad anudazsine 50 fadniu nn 12 #21a9) 11U vancomycin (1 niumanasalafiadimn 12
$1l9) lumssnsnnsiaefitinan MRSA wazdssifunansinsuessinfitundn (@wiam
5u6H 100 Sasnsunisnaaalafad audieuwa 50 Saansy nn 12 F21a9) wae linezolid (600
fiafiniy nnaaalafadimn 12 2 lu9) lumssnsnnms@adeniinen VRE 1w 7 8
28 T maansnnlunmsinsuduormsiaslsndada clAl cSSSI wazmMIiaITodug 90
m”@ﬁuﬂ‘s:ﬁﬂ%waﬂgunuﬁﬁawa@auauaamaﬂﬁﬁﬂmﬂmnﬁwg}”ﬂ’smﬁamaauﬂmﬁuwa TOC 1w
naudsznigundion lasudaduarmadaslzinn ME uazermadaslssnn m-miTT § Wiy

AATINNIINENRIINIARAN g]m'mﬁ 11 WU MRSA LazaN39N 12 §%3U VRE
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(2
aA '

A a s aa = 2{' 1 =2 A a 2{/
@139 N 11 a@]i']ﬂﬂiiﬂ‘]:ﬂ%’]ﬂﬂﬁdﬂauﬂﬂﬂﬂﬂ'ﬁﬂﬂlﬂL“Eaﬂaiiﬂ‘ﬂ@a(ﬂﬂﬂﬁﬂ'ﬁﬂﬂ‘hﬂ‘ﬂ 307 I%L?Ta

MRSA AaIN1ITNENTWIRIWI% 7 019 28 7%

Tigecyclineb VancomycinC
n/N (%) n/N (%)
m3dnwni 307
ME 70/86 (81.4) 26/31 (83.9)
clAl 13/14 (92.9) 4/4 (100.0)
cSSSI 51/59 (86.4) 20/23 (87.0)
m-mITT 75/100 (75.0) 27/33 (81.8)
clAl 13/15 (86.7) 5/6 (83.3)
cSSSI 55/70 (78.6) 20/23 (87.0)

a @ { a ¥ A
AnwluanansaiaInin1g clAl, cSSSI uazmIdaiiadue

b 2 o a a_w > a a_ o o
PNABUTNAU 100 Tafniu awdrpswa 50 Gadniy 1n 12 Talus

[} o A o &
1 nsumnaaalafiad n 12 Talus

d' o o an P g 4 “ 4 aq &
AINN 12 ?J(?'li']ﬂ']iiﬂ‘]&ﬂﬁ']EI‘Y]'Nﬂﬂ%ﬂﬁl']ﬂﬂﬁiﬂﬂ‘]:ﬂL“ﬁaﬂﬂiiﬂ‘ﬂ(ﬂa(ﬂaUﬂﬂﬁiﬂﬂ‘]&ﬂ‘ﬂ 307 I‘H,L“lia

VRE #adn3snsduiia1un 7 09 28 1

Tigecyclineb LinezolidC
niN (%) niN (%)
m3dnwi 307
ME 3/3 (100.0) 2/3 (66.7)
clAl 1/1 (100.0) 0/1 (0.0)
cSSSI 1/1 (100.0) 2/2 (100.0)
m-mITT 3/8 (37.5) 2/3 (66.7)
clAl 1/2 (50.0) 0/1 (0.0)
cSSSI 1/2 (50.0) 2/2 (100.0)

a @ { a ¥ A
AnwluanansainIndn1g clAl, cSSSI uazmidaiiadue

b 2 o a a_ o > a a_ o o
PINABUTNAU 100 Fafniu awdrBswa 50 Gadniy n 12 Talus

Cc, . . A a_ o A o ™
Linezolid (600 fiafniunsnaaalafiac yn 12 Taluv)
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ienalsaunsuauiinanasn

Tumsfinsii 309 fimsdssfunamsinsvasen infdoaduluglng lumssnunlsndiaigod
Housananslsn (CIAL cSSSI, CAP uazmIdaidiadus) fifinanidenalsaunsuaufiaasion
M3ANENT 309 1WANITANLLIL open-label, multinational, multicenter AN3ANENILITzLT
HaM3snEwase lnAitaadn @wiasnSuan 100 Sadnsunivasalafias ausisuwa 50

a a

fadnsumn 12 $alug) lumsinsmidagefiieanniganalsaunuaunqadas uwnawiu 7

DY

019 28 10 asaNaINLdn clAl cSSSI, CAP uazmMIfalTadi g Q@m"'@ﬁuﬂsz?«ﬂﬁwaﬂgugﬁﬁa
aa lﬂl L lﬂl =) Qs 1
NRAAUAKAINIIAIUNINNNSLELNRIRNATINANARA LTI AUNANIINEN (TOC) Iuﬂguﬂs:mﬁﬂi
Uguniiiw lasudaduanaaiaslszian ME uazanaaiasylszan m-miTT (gmiwﬁ 13)
A o o Aaa = & I AL 2 A arL &
ANTNN 13 aATINIINBIMIENIARINIINMIANELTaNa lsanaadasINIIAN¥IN 309° luiTana

TsaunTuaunaadasn HaInNIIINBTWIATWIN 7 D9 28 T

Tigecyclineb Tigecyclineb Tigecyclineb
n/N (%) n/N (%) n/N (%)
miﬁﬂmﬁ 309 L‘%v ariakmﬁmmc E. coli Klebsiella Enterobacter
Sspp.
pneumoniae
ME 26/36 (72.2) 4/9 (44.4) 5/6 (83.3) 3/4 (75.0)
GAl 272 (100.0)° 111 (100.0) 1/1 (100.0) -
cSSSI  20/24 (83.3) 3/5 (60.0) 3/3 (100.0) 3/3 (100.0)
CAP  0/1 (0.0) - - 0/1 (0.0)
m-mITT 40/75 (53.3) 5/10 (50.0) 9/13 (69.2) 8/15 (53.3)
Al 69 (66.7)° 2/2 (100.0)° 11 (100.0) 11 (100.0)%
cSSSI  27/38 (71.1) 3/5 (60.0) 6/7 (85.7) 7/8 (87.5)
CAP  0/1(0.0) - - 0/1 (0.0)

a o da a 3 4
Ansluanaaiasnidniie clAl, cSSSI, CAP Lm:mmm“ﬁaﬁuﬂ
b a o A a_ o v A a o o
PWIALIINAK 100 UAANIN MUAILTWIA 50 ARANTY VN 12 Tlug
c ¥ 4 2 , . .
PPPTRIL aﬂalsﬂ'éue] NI E. coli, Klebsiella pneumoniae W< Enterobacter spp.
d ' o AN A a
VLaJﬂaJa’m’mummnLma\‘mvlmmﬁﬂ’mqmwmwa

a

a & = o a a ' [
msaasalulavuaiiSaninmaasadulaatissias
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Tuns@nsuuyliniuguusztszaunaninilden (compassionate-use experience) 310 8

Uszing onsnaaias 52 Mo Svdada lwlawueiiisaninmaeigidulasdissasi (lsadaafitiaan

\Ta M. abscessus Wulasfiga) ldiumeinmmsiniduaiuaiugnuend jmeausg wui

ALAAUUAZANNTIZIUVDINTINHBINLEANM 5.5 LAY WAL 3 Laat MWL (ANWE : aIud 3

) ¢ ¢ | aan_ad v @

Twisdszanm 3.5 T) dszanmeIanitinasanansdasionnimisedingdu (laun sygrmuas
Aad A a v oA . :

2IMIuaaI83lInLaanadu wia una JealiAuufionidy wiamauwinszanovasdumaly)

s A& v o A o oA s a
Urzanuaianilizasanmainsdadanumaeanisnamsinmealites sallanaainainns

A o a a oA
ARWIE 838w wIawlaa w1y

[
UszmanItan
=S v nq/' \; I~ = ) n:i )
Tumsanwwuuida Twevaiuays mummvl,ﬂga ‘lumnmq 8 019 11 T F1uau 39 adu clAl
w3a csss! latulnfAguadn (0.75, 1 w38 1.25 dadnswAlansy) dihennnulasuinfduaiuns
waoalanadiduiianatnetes 3 TuwAasanis 959 14 udadonis Tagguyataanifawduen

UTmenuusudsemulaniudind 4 nianasanuuwduawly

5@]5’]71’13‘1&'1mﬂﬂﬂ’n:a@L%ai@ﬁ]ﬂﬂinﬁ%i:ﬁ'ﬁ’]d 10 uae 21 fu%ﬁ'&mﬂﬁm@%’aq@ﬁmmaomi
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a
Cmax (ng/mL) 1.45 (22%) 0.87 (27%)
b
Cmax (kg/mL) 0.90 (30%) 0.63 (15%)
AUC (ug * h/mL) 5.19 (36%) -
AUCq.24h (Mg . 470 (36%)
h/mL)
Cmin (ng/mL) ) 0.13 (59%)
1
v (h) 27.1 (53%) 42.4 (83%)
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\Husulng uadfaunsany glucuronide, N-acetyl metabolite WAz tigecycline epimer laaas (lag
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TYZEL
(tigecycline)
for injection

1. DESCRIPTION

TYZEL is an orange lyophilized powder or cake. Each TYZEL vial contains 50 mg tigecycline
lyophilized powder for intravenous infusion and 100 mg of lactose monohydrate. The pH is
adjusted with hydrochloric acid, and if necessary sodium hydroxide. The product does not contain

preservatives.

2. INDICATIONS AND USAGE
Adults
TYZEL is indicated for the treatment of infections caused by susceptible strains of the designated

microorganisms in the conditions listed below for patients 18 years of age and older:

Complicated skin and skin structure infections (cSSSI) caused by Escherichia coli, Enterococcus
faecalis (vancomycin-susceptible isolates only), Staphylococcus aureus (methicillin-susceptible
and -resistant isolates), Streptococcus agalactiae, Streptococcus anginosus grp. (includes S.

anginosus, S. intermedius, and S. constellatus), Streptococcus pyogenes and Bacteroides fragilis.

Complicated intra-abdominal infections (clAl) caused by Citrobacter freundii, Enterobacter cloacae,
Escherichia coli, Klebsiella oxytoca, Klebsiella pneumoniae, Enterococcus faecalis
(vancomycin-susceptible isolates only), Staphylococcus aureus (methicillin-susceptible isolates
only), Streptococcus anginosus grp. (includes S. anginosus, S. intermedius, and S. constellatus),
Bacteroides fragilis, Bacteroides thetaiotaomicron, Bacteroides uniformis, Bacteroides vulgatus,

Clostridium perfringens, and Peptostreptococcus micros.

Community acquired pneumonia (CAP) caused by Haemophilus influenzae, Moraxella catarrhalis,

Staphylococcus aureus (methicillin-susceptible isolates only), Streptococcus pneumoniae
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(penicillin-susceptible isolates only), including cases with concurrent bacteremia,

Mycoplasma pneumoniae, Chlamydia pneumoniae, and Legionella pneumophila.

Tigecycline is not indicated for the treatment of hospital-acquired or ventilator-associated

pneumonia (see 5.2 PRECAUTIONS).

Pediatrics
Tigecycline is indicated in children from the age of eight years for treatment of the following

infections only in situations where other alternative antibiotics are not suitable:

® Complicated skin and skin structure infections (cSSSI), including those with methicillin-

resistant Staphylococcus aureus (MRSA)

Tigecycline is not indicated for the treatment of diabetic foot infections (DFI) (see 15.

PHARMACODYNAMICS)

® Complicated intra-abdominal infections (clAl)

Appropriate specimens for bacteriological examination should be obtained in order to isolate and
identify the causative organisms and to determine their susceptibility to tigecycline. TYZEL may be

initiated as empiric monotherapy before results of these tests are known.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of TYZEL
and other antibacterial drugs, TYZEL should be used only to treat infections that are proven or
strongly suspected to be caused by susceptible bacteria. When culture and susceptibility
information are available, they should be considered in selecting or modifying antibacterial
therapy. In the absence of such data, local epidemiology and susceptibility patterns may

contribute to the empiric selection of therapy.

3. DOSAGE AND ADMINISTRATION

An initial dose for adults of 100 mg is followed by 50 mg every 12 hours by the intravenous route.

TYZEL is administered by intravenous infusion. The infusion time should be approximately 30 to

60 minutes (see Instructions for Use and Handling).
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The recommended duration of treatment with tigecycline for cSSSI or for clAl is 5 to 14 days. The
recommended duration of treatment with tigecycline for CAP is 7 to 14 days. The duration of
therapy should be guided by the severity and site of the infection and the patient’s clinical and

bacteriological progress.

Tigecycline is only to be used to treat patients aged 8 years and older after consultation with a
physician with appropriate experience in the management of infectious diseases. Tigecycline
should not be used in children under 8 years of age due to the lack of data on safety and efficacy

in this age group and because of teeth discoloration (see 5.2 PRECAUTIONS).

Pediatric patients aged 8 to 11 years should receive 1.2 mg/kg of tigecycline every 12 hours

intravenously to a maximum dose of 50 mg of tigecycline every 12 hours.

Pediatric patients aged 12 to 17 years should receive 50 mg of tigecycline every 12 hours.

Intravenous (1V) infusions of tigecycline should be administered over approximately 30 to

60 minutes every 12 hours.

The proposed pediatric doses of tigecycline were chosen based on exposures observed in
pharmacokinetic trials, which included small numbers of pediatric patients (see 16.

PHARMACOKINETICS).

Hepatic Insufficiency

No dosage adjustment is necessary in patients (including pediatrics) with mild to moderate hepatic
impairment (Child-Pugh A and Child-Pugh B). Based on the pharmacokinetic profile of tigecycline
in patients with severe hepatic impairment (Child-Pugh C), the dose of tigecycline should be
reduced by 50%. Adult dose should be altered to 100 mg followed by 25 mg every 12 hours.
Patients with severe hepatic impairment (Child-Pugh C) should be treated with caution and

monitored for treatment response (see 16. PHARMACOKINETICS).
Renal Insufficiency
No dosage adjustment is necessary in patients with renal impairment or in patients undergoing

hemodialysis (see 16. PHARMACOKINETICS).

Elderly Patients
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No dosage adjustment is necessary in elderly patients (see 16. PHARMACOKINETICS).

Gender

No dosage adjustment is necessary based on gender (see 16. PHARMACOKINETICS).

Race

No dosage adjustment is necessary based on race (see 16. PHARMACOKINETICS).

Mode of Administration

Intravenous infusion.

4. CONTRAINDICATIONS

Tigecycline is contraindicated for use in patients who have known hypersensitivity to tigecycline.

5. SPECIAL WARNINGS AND PRECAUSTIONS

5.1 SPECIAL WARNINGS

An increase in all-cause mortality has been observed across Phase 3 and 4 clinical trials in
tigecycline-treated subjects versus comparator-treated subjects. In a pooled analysis of all
13 Phase 3 and 4 trials that included a comparator, death occurred in 4.0% (150/3788) of
subjects receiving tigecycline and 3.0% (110/3646) of subjects receiving comparator drugs
resulting in an unadjusted risk difference of 0.9% (95% CI 0.1, 1.8). In a pooled analysis of
these trials, based on a random effects model by trial weight, an adjusted risk difference of
all-cause mortality was 0.6% (95% CI 0.1, 1.2) between tigecycline and comparator-treated
subjects. The cause of this increase has not been established. This increase in all-cause
mortality should be considered when selecting among treatment options (see 5.2

PRECAUTIONS and 12. ADVERSE REACTIONS).

Anaphylactic reaction/anaphylactoid reactions have been reported with nearly all antibacterial

agents, including tigecycline, and may be life-threatening.
Glycylcycline class antibiotics are structurally similar to tetracycline class antibiotics. Therefore,
tigecycline should be administered with caution in patients with known hypersensitivity to

tetracycline class antibiotics.

Results of studies in rats with tigecycline have shown bone discoloration. Tigecycline may be
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associated with permanent tooth discoloration in humans during tooth development.

Pseudomembranous colitis has been reported with nearly all antibacterial agents and may range
in severity from mild to life-threatening. Therefore, it is important to consider this diagnosis in

patients who present with diarrhoea subsequent to the administration of any antibacterial agent.

5.2 PRECAUTIONS

Caution should be exercised when considering tigecycline monotherapy in patients with clAl
secondary to clinically apparent intestinal perforation. In Phase 3 and 4 clAl studies (n=2775),
140/1382 tigecycline-treated subjects and 142/1393 comparator-treated subjects presented with
intestinal perforations. Of these subjects, 8/140 subjects treated with tigecycline and 8/142
subjects treated with comparator developed sepsis/septic shock. The relationship of this outcome

to treatment cannot be established.

Isolated cases of significant hepatic dysfunction and hepatic failure have been reported in patients

being treated with tigecycline.

Glycylcycline class antibiotics are structurally similar to tetracycline class antibiotics and may have
similar adverse effects. Such effects may include: photosensitivity, pseudotumor cerebri,
pancreatitis, and anti-anabolic action (which has led to increased BUN, azotemia, acidosis, and

hyperphosphatemia).

Pancreatitis acute, which can be fatal, has occurred (frequency: uncommon) in association with
tigecycline treatment (see 12. ADVERSE REACTIONS). The diagnosis of pancreatitis acute
should be considered in patients taking tigecycline who develop clinical symptoms, signs, or
laboratory abnormalities suggestive of pancreatitis acute. Cases have been reported in patients
without known risk factors for pancreatitis. Patients usually improve after tigecycline
discontinuation. Consideration should be given to the cessation of the treatment with tigecycline in

patients suspected of having developed pancreatitis.

Monitoring of blood coagulation parameters, including blood fibrinogen, is recommended prior to
treatment initiation with tigecycline and regularly while on treatment (see 12. ADVERSE

REACTIONS).

The safety and efficacy of tigecycline in patients with hospital acquired pneumonia (HAP) have not

5
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been established. In a study of subjects with HAP, subjects were randomized to receive
tigecycline (100 mg initially, then 50 mg every 12 hours) or a comparator. In addition, subjects
were allowed to receive specified adjunctive therapies. The subgroup of subjects with ventilator-
associated pneumonia (VAP) who received tigecycline had lower cure rates (47.9% versus 70.1%
for the clinically evaluable population) and greater mortality (25/131 [19.1%] versus 15/122
[12.3%]) than the comparator. Of those subjects with VAP and bacteremia at baseline, those who

received tigecycline had greater mortality (9/18 [50.0%] versus 1/13 [7.7%]) than the comparator.

As with other antibiotic preparations, use of this drug may result in overgrowth of non-susceptible
organisms, including fungi. Patients should be carefully monitored during therapy. If superinfection

occurs, appropriate measures should be taken.

6. FERTILITY, PREGNANCY AND LACTATION

PREGNANCY

Tigecycline may cause fetal harm when administered to a pregnant woman. Results of animal
studies indicate that tigecycline crosses the placenta and is found in fetal tissues. Decreased fetal
weights in rats and rabbits (with associated delays in ossification) have been observed with

tigecycline.

Tigecycline was not teratogenic in the rat or rabbit (see 17. PRECLINICAL SAFETY DATA).

There are no adequate and well-controlled studies of tigecycline in pregnant women. Tigecycline
should be used during pregnancy only if the potential benefit justifies the potential risk to the

fetus.

Tigecycline has not been studied for use during labor and delivery.

LACTATION

It is not known whether this drug is excreted in human milk. Available data in animals have shown
excretion of tigecycline/metabolites in milk (see 17. PRECLINICAL SAFETY DATA). Because
many drugs are excreted in human milk, caution should be exercised when tigecycline is

administered to a nursing woman.

FERTILITY

The effects of tigecycline on fertility in humans have not been studied. Nonclinical studies
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conducted with tigecycline in rats do not indicate harmful effects with respect to fertility or

reproductive performance (see 17. PRECLINICAL SAFETY DATA).

7. PEDIATRIC USE

Pediatric population

Clinical experience in the use of tigecycline for the treatment of infections in pediatric patients
aged 8 years and older is very limited (see 12. ADVERSE REACTIONS and 15.
PHARMACODYNAMICS). Consequently, use in children should be restricted to those clinical

situations where no alternative antibacterial therapy is available.

Nausea and vomiting are very common adverse reactions in children and adolescents (see 12.

ADVERSE REACTIONS). Attention should be paid to possible dehydration.

Abdominal pain is commonly reported in children as it is in adults. Abdominal pain may be
indicative of pancreatitis. If pancreatitis develops, treatment with tigecycline should be

discontinued.

Liver function tests, coagulation parameters, hematology parameters, amylase and lipase should

be monitored prior to treatment initiation with tigecycline and regularly while on treatment.

Tigecycline should not be used in children under 8 years of age due to the lack of safety and
efficacy data in this age group and because tigecycline may be associated with permanent teeth

discoloration (see 3. DOSAGE AND ADMINISTRATION and 12. ADVERSE REACTIONS).

8. GERIATRIC USE

In a pooled analysis of 3900 subjects who received tigecycline in Phase 3 and 4 clinical studies,
1026 were 65 years and over. Of these, 419 were 75 years and over. No unexpected overall
differences in safety were observed between these subjects and younger subjects. No dosage

adjustment is necessary in elderly patients.

9. DRUG INTERACTIONS

Tigecycline (100 mg followed by 50 mg every 12 hours) and digoxin (0.5 mg followed by 0.25 mg
every 24 hours) were co-administered to healthy subjects in a drug interaction study. Tigecycline
slightly decreased the C,,,, of digoxin by 13%, but did not affect the AUC or clearance of digoxin.

This small change in C,,. did not affect the steady-state pharmacodynamic effects of digoxin as
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measured by changes in ECG intervals. In addition, digoxin did not affect the pharmacokinetic
profile of tigecycline. Therefore, no dosage adjustment is necessary when tigecycline is

administered with digoxin.

Concomitant administration of tigecycline (100 mg followed by 50 mg every 12 hours) and
warfarin (25 mg single dose) to healthy subjects resulted in a decrease in clearance of R-warfarin
and S-warfarin by 40% and 23%, and an increase in AUC by 68% and 29%, respectively.
Tigecycline did not significantly alter the effects of warfarin on increased international normalized
ratio (INR). In addition, warfarin did not affect the pharmacokinetic profile of tigecycline. However,
prothrombin time or other suitable anticoagulation test should be monitored if tigecycline is

administered with warfarin.

In vitro studies in human liver microsomes indicate that tigecycline does not inhibit metabolism
mediated by any of the following 6 cytochrome CYP450 isoforms: 1A2, 2C8, 2C9, 2C19, 2D6, and
3A4. Therefore, tigecycline is not expected to alter the metabolism of drugs metabolized by these
enzymes. In addition, because tigecycline is not extensively metabolized, clearance of tigecycline
is not expected to be affected by drugs that inhibit or induce the activity of these CYP450

isoforms.

In vitro studies using Caco-2 cells indicate that tigecycline does not inhibit digoxin flux, suggesting
that tigecycline is not a P-glycoprotein (P-gp) inhibitor. This in vitro information is consistent with
the lack of effect of tigecycline on digoxin clearance noted in the in vivo drug interaction study

described above.

Tigecycline is a substrate of P-gp based on an in vitro study using a cell line overexpressing P-gp.
The potential contribution of P-gp-mediated transport to the in vivo disposition of tigecycline is not
known. Co-administration of P-gp inhibitors (e.g., ketoconazole or cyclosporine) or P-gp inducers

(e.g., rifampicin) could affect the pharmacokinetics of tigecycline.

Concurrent use of antibiotics with oral contraceptives may render oral contraceptives less

effective.

Concomitant use of tigecycline and calcineurin inhibitors such as tacrolimus or cyclosporine may

lead to an increase in serum trough concentrations of the calcineurin inhibitors. Therefore, serum
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concentrations of the calcineurin inhibitor should be monitored during treatment with tigecycline to

avoid drug toxicity.

INTERFERENCE WITH LABORATORY AND OTHER DIAGNOSTIC TESTS

There are no reported drug-laboratory test interactions.

10. EFFECTS ON ACTIVITIES REQUIRING CONCENTRATION AND PERFORMANCE
Tigecycline can cause dizziness (see 12. ADVERSE REACTIONS), which may impair the ability to

drive and/or operate machinery.

11. ABUSE AND DEPENDENCE

Drug abuse and dependence have not been demonstrated and are unlikely.

12. ADVERSE REACTIONS

Expected frequency of adverse reactions is presented in CIOMS frequency categories:

Very common: >10%

Common: 21% and <10%
Uncommon: 20.1% and <1%
Rare: 20.01% and <0.1%
Very rare: <0.01%

Frequency not known cannot be estimated from the available data

For patients who received tigecycline, the following adverse reactions were reported:

System Organ Class Adverse Reaction

Blood and lymphatic system disorders

Common Activated partial thromboplastin time prolonged (aPTT), prothrombin
time prolonged (PT), thrombocytopenia
Uncommon International normalised ratio increased (INR)

Rare Hypofibrinogenaemia

Immune system disorders

Frequency not known Anaphylactic reaction/anaphylactoid reaction
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System Organ Class Adverse Reaction

Metabolism and nutrition disorders

Common Hypoproteinaemia, hypoglycaemia, decreased appetite

Nervous system disorders

Common Dizziness, headache

Vascular disorders

Common Phlebitis

Uncommon Thrombophlebitis

Respiratory, thoracic and mediastinal disorders

Common Pneumonia

Gastrointestinal disorders

Very common Nausea, vomiting, diarrhoea
Common Abdominal pain, dyspepsia
Uncommon Pancreatitis acute

Hepatobiliary disorders

Common Aspartate aminotransferase (AST) increased, alanine
aminotransferase (ALT) increased*, hyperbilirubinaemia

Uncommon Jaundice

Frequency not known Cholestasis

*AST and ALT abnormalities in tigecycline-treated patients were reported more frequently in the post-therapy

period than in those in comparator-treated patients, which occurred more often on therapy.

Skin and subcutaneous tissue disorders
Common Pruritus, rash

Frequency not known Severe skin reactions, including Stevens-Johnson Syndrome

General disorders and administration site conditions

Common Impaired healing, injection site reaction

10



LPD Title: Tigecycline

LPD rev no.: 7.1

LPD Date: July 13, 2023

Country: Thailand

Reference CDS version: 28.0; date: February 01, 2022

System Organ Class Adverse Reaction

Uncommon Injection site inflammation, injection site pain, injection site oedema,

injection site phlebitis

Investigations

Common Amylase increased, blood urea increased (BUN)

In a pooled analysis of all 13 Phase 3 and 4 trials that included a comparator, death occurred in
4.0% (150/3788) of subjects receiving tigecycline and 3.0% (110/3646) of subjects receiving
comparator drugs. In a pooled analysis of these trials, the risk difference of all-cause mortality
was 0.9% (95% CI -0.1, 1.8) between tigecycline and comparator-treated subjects. In a pooled
analysis of these ftrials, based on a random effects model by trial weight, an adjusted risk
difference of all-cause mortality was 0.6% (95% CI 0.1, 1.2) between tigecycline-treated and
comparator-treated subjects. No significant differences were observed between tigecycline and

comparators within each infection type (see Table 1). The cause of the imbalance has not been

established. Generally, deaths were the result of worsening infection, or complications of infection

or underlying co-morbidities.

Table 1. Subjects with Outcome of Death by Infection Type

-Tigecycline - -Comparator - Risk Difference*
Infection Type n/N % n/N % % (95% CI)
cSSSI 12/834 1.4 6/813 0.7 0.7 (-0.5, 1.9)
clAl 42/1382 3.0 31/1393 22 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 12.2 1.9 (-2.6, 6.4)
Non-VAP? 41/336 12.2 42/345 12.2 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)
Overall Unadjusted 150/3788 4.0 110/3646 3.0 0.9 (0.1, 1.8)
Overall Adjusted 150/3788 4.0 110/3646 3.0 0.6 (0.1, 1.2)**

CAP = Community-acquired pneumonia; clAl = Complicated intra-abdominal infections; cSSSI = Complicated

skin and skin structure infections; HAP = hospital-acquired pneumonia; VAP = ventilator-associated pneumonia;

RP = resistant pathogens; DFI = diabetic foot infections.

11
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* The difference between the percentage of subjects who died in tigecycline and comparator treatment groups.
The 95% Cls were calculated using the Wilson Score Method with continuity correction.

** Overall adjusted (random effects model by trial weight) risk difference estimate and 95% CI.

# These are subgroups of the HAP population.

Note: The trials include 300, 305, 900 (cSSSI), 301, 306, 315, 316, 400 (clAl), 308 and 313 (CAP), 311 (HAP),

307 [Resistant gram-positive pathogen study in subjects with MRSA or Vancomycin-Resistant Enterococcus

(VRE)], and 319 (DFI with and without osteomyelitis).

The most common treatment-emergent adverse reactions in subjects treated with tigecycline were
nausea 29.9% (19.3% mild; 9.2% moderate; 1.4% severe) and vomiting 19.9% (12.1% mild; 6.8%

moderate; 1.1% severe). In general, nausea or vomiting occurred early (days 1-2).

Discontinuation from tigecycline was most frequently associated with nausea (1.6%) and vomiting

(1.3%).

Pediatric population
Very limited safety data were available from two PK studies (see 16. PHARMACOKINETICS). No

new or unexpected safety concerns were observed with tigecycline in these studies.

In an open-label, single ascending dose PK study, the safety of tigecycline was investigated in 25
children aged 8 to 16 years who recently recovered from infections. The adverse reaction profile

of tigecycline in these 25 subjects was generally consistent with that in adults.

The safety of tigecycline was also investigated in an open-label, ascending multi-dose PK study in
58 children aged 8 to 11 years with cSSSI (n=15), clAl (n=24) or community-acquired pneumonia
(n=19). The adverse reaction profile of tigecycline in these 58 subjects was generally consistent

with that in adults, with the exception of nausea (48.3%), vomiting (46.6%) and elevated lipase in

serum (6.9%) which were seen at greater frequencies in children than in adults.

13. OVERDOSAGE

No specific information is available on the treatment of overdose with tigecycline. Intravenous
administration of tigecycline at a single dose of 300 mg over 60 minutes in healthy volunteers
resulted in an increased incidence of nausea and vomiting. In single-dose IV toxicity studies
conducted with tigecycline in mice, the estimated median lethal dose (LDsy) was 124 mg/kg in

males and 98 mg/kg in females. In rats, the estimated LD5, was 106 mg/kg for both sexes.

12
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Tigecycline is not removed in significant quantities by hemodialysis.

14. MODE OF ACTION

Tigecycline, a glycylcycline antibiotic, inhibits protein translation in bacteria by binding to the 30S
ribosomal subunit and blocking entry of amino-acyl tRNA molecules into the A site of the
ribosome. This prevents incorporation of amino acid residues into elongating peptide chains.
Tigecycline carries a glycylamido moiety attached to the 9-position of minocycline. The
substitution pattern is not present in any naturally occurring or semisynthetic tetracycline and
imparts certain microbiologic properties that transcend any known tetracycline derivative in vitro or
in vivo activity. In addition, tigecycline is able to overcome the two major tetracycline resistance
mechanisms, ribosomal protection and efflux. However, in recent studies, resistance to tigecycline
has been detected in Enterobacterales and other organisms, determined by an efflux pump
mechanism and by mutations in a ribosomal protein. Tigecycline has demonstrated in vitro and in
vivo activity against a broad spectrum of bacterial pathogens. There has been no cross resistance
observed between tigecycline and other antibiotics. In in vitro studies, no antagonism has been
observed between tigecycline and other commonly used antibiotics. In general, tigecycline is
considered bacteriostatic. At 4 times the minimum inhibitory concentration (MIC), a 2-log reduction
in colony counts was observed with tigecycline against Enterococcus spp., Staphylococcus
aureus, and Escherichia coli. However, tigecycline has shown some bactericidal activity and a 3-
log reduction was observed against Neisseria gonorrhoeae. Tigecycline has also demonstrated
bactericidal activity against common respiratory strains of Streptococcus pneumoniae,

Haemophilus influenzae, and Legionella pneumophila.

For broth dilution tests for aerobic organisms, MICs must be determined using testing medium

that is fresh (<12 hours old). The disk diffusion procedure utilizes disks impregnated with 15 ug of

tigecycline.

13
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EUCAST Reference Information (for markets referencing the EUCAST)

Minimum inhibitory concentration (MIC) and disk inhibition zone breakpoints established by the
European Committee on Antimicrobial Susceptibility Testing (EUCAST) are as follows [The
European Committee on Antimicrobial Susceptibility Testing]. Breakpoint tables for interpretation

of MICs and zone diameters:

Table 2. EUCAST Breakpoints

Pathogen MIC (mg/L) Inhibition zone diameter
(mm)
<S8 (Susceptible)/ >R >S (Susceptible)/ <R (Resistant)
(Resistant)
Enterobacterales <0.5/>0.5 >18 / <180
(formerly
Enterobacteriaceae):

Escherichia coli and

Citrobacter koseri: V

Staphylococcus spp. <0.5/>0.5 >19 /<19
Enterococcus faecalis <0.25/>0.25 =20/ <20
Enterococcus faecium <0.25/>0.25 >22 [ <22
Streptococcus groups A, <0.125/>0.125 >19 /<19
B,Cand G

PK/PD (non-species related)

<0.5/>0.5 -

MFor other Enterobacterales, the activity of tigecycline varies from insufficient in Proteus spp., Morganella
morganii and Providencia spp. to variable in other species.

®Zone diameter breakpoints validated for E. coli only. For C. koseri use MIC method.

For anaerobic bacteria there is clinical evidence of efficacy in polymicrobial intra-abdominal
infections, but no correlation between MIC values, PK/PD data and clinical outcome. Therefore,

no breakpoint for susceptibility is given.

Quality control ranges for EUCAST susceptibility testing are in the following table.
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Table 3. Acceptable Quality Control Ranges for Susceptibility Testing (EUCAST)

MIC range Inhibition zone
Organism
(mg/L) diameter range (mm)
Escherichia coli ATCC 25922 0.03-0.25 20-27
Staphylococcus aureus ATCC 29213 0.03-0.25 19-25
Enterococcus faecalis ATCC 29212 0.03-0.125 20-26
Streptococcus pneumoniae ATCC 49619 0.016-0.125 24-30

- ATCC = American Type Culture Collection

FDA Reference Information (US FDA requirement for the USPI)
For specific information regarding susceptibility test interpretive criteria and associated test
methods and quality control standards recognized by FDA for this drug, please see:

https://www.fda.gov/STIC.

For convenience, the FDA breakpoints are reported in the table below.

Table 4: FDA breakpoints

Minimum Inhibitory Disk Diffusion
Concentrations (Zone diameter in mm)
(mcg/mL)

Pathogen S I R S I R
Staphylococcus aureus
(including methicillin-resistant <0.5° - - >19 - -
isolates)
Streptococcus spp. other than

<0.25° - - >19 - -
S. pneumoniae
Streptococcus pneumoniae <0.06% - - >19 - -
Enterococcus faecalis
(vancomycin-susceptible <0.25° - - >19 - -
isolates)
Enterobacteriaceae” <2 4 >8 >19 15-18 <14
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Haemophilus influenzae <0.25° - - >19 - -
Anaerobes® <4 8 >le6 - - .
S = Susceptible; | = Intermediate; R = Resistant

For disk diffusion, use paper disks impregnated with 15 ug tigecycline

@ The current absence of resistant isolates precludes defining any results other than “Susceptible.” Isolates
yielding MIC results suggestive of “Nonsusceptible” category should be submitted to reference laboratory for
further testing.

® Tigecycline has decreased in vitro activity against Morganella spp., Proteus spp. and Providencia spp.

¢ Agar dilution

PK/PD relationship

Limited animal data indicates that AUC/MIC is the pharmacodynamic index best related to
outcome. Human pharmacodynamic studies indicate a relationship between AUC/MIC and clinical

as well microbiological efficacy.

Susceptibility

The prevalence of acquired resistance may vary geographically and with time for selected
species, and local information on resistance is desirable, particularly when treating severe
infections. The information below provides only approximate guidance on the probability as to

whether the microorganism will be susceptible to tigecycline or not:

Pathogen

Commonly Susceptible Species

Gram-positive Aerobes

Enterococcus spp.t (including vancomycin resistant isolates)
Listeria monocytogenes

Staphylococcus aureus™ (including methicillin resistant isolates)
Staphylococcus epidermidis (including methicillin resistant isolates)
Staphylococcus haemolyticus

Streptococcus agalactiae™

Streptococcus pyogenes*

Streptococcus pneumoniaet

Viridans group streptococcit
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Pathogen

Gram-negative Aerobes

Aeromonas hydrophila
Citrobacter freundii*
Citrobacter koseri
Escherichia coli*

Haemophilus influenzae*

Legionella pneumophila*®
Moraxella catarrhalis™
Neisseria gonorrhoeae
Neisseria meningitidis

Pasteurella multocida

Anaerobes

Clostridioides difficile
Clostridium perfringens*
Peptostreptococcus spp. T
Porphyromonas spp.

Prevotella spp.

Other organisms

Chlamydia pneumoniae
Mycobacterium abscessus
Mycobacterium chelonae
Mpycobacterium fortuitum

Mycoplasma pneumoniae

Species for which acquired resistance may be a problem

Gram-negative Aerobes

Acinetobacter baumannii
Enterobacter cloacae*

Klebsiella aerogenes
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Pathogen

Klebsiella oxytoca*
Klebsiella pneumoniae*

Morganella morganii

Salmonella spp
Serratia marcescens
Shigella spp

Stenotrophomonas maltophilia

Anaerobes
Bacteroides fragilis groupt

Parabacteroides distasonis

Inherently resistant organisms

Gram-negative Aerobes

Providencia spp

Proteus spp.

Pseudomonas aeruginosa

*denotes species against which it is considered that activity has been satisfactorily demonstrated in clinical
studies.

Tactivity in clinical studies has been demonstrated for vancomycin-susceptible Enterococcus faecalis;
penicillin-susceptible pneumococci; among viridans streptococci for the Streptococcus anginosus group
(includes S. anginosus, S. intermedius and S. constellatus); among Peptostreptococcus spp. for P. micros;

among Bacteroides spp. for B. fragilis, B, thetaiotaomicron, B. uniformis, .B. ovatus and B. vulgatus.

15. PHARMACODYNAMICS, CLINICAL EFFICACY

Complicated Skin and Skin Structure Infections (cSSSI)

Tigecycline was evaluated in adults for the treatment of cSSSI in two randomized, double-blind,
active-controlled, multinational, multicenter studies. These studies compared tigecycline (100 mg
IV initial dose followed by 50 mg every 12 hours) with vancomycin (1 g IV every 12
hours)/aztreonam (2 g IV every 12 hours) for 5 to 14 days. Subjects with complicated deep
soft-tissue infections, including wound infections and cellulitis (210 cm, requiring surgery/drainage
or with complicated, underlying disease), major abscesses, infected ulcers, and burns were

enrolled in the studies. The primary efficacy endpoint was the clinical response at the test of cure
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(TOC) visit in the coprimary populations of the clinically evaluable (CE) and clinical modified

intent-to-treat (c-mITT) subjects (see Table 5).

Table 5. Clinical Cure Rates from Two Pivotal Studies in cSSSI after 5 to 14 Days of Therapy

Tigecycline® Vancomycin/Aztreonamb
n/N (%) n/N (%)

CE 365/422 (86.5) 364/411 (88.6)

c-miITT 429/538 (79.7) 425/519 (81.9)

@ 100 mg initially, followed by 50 mg every 12 hours.

® Vancomycin (1 g IV every 12 hours)/Aztreonam (2 g IV every 12 hours).

Clinical cure rates at TOC by pathogen in microbiologically evaluable (ME) subjects with cSSSI

are presented in Table 6.

Table 6. Clinical Cure Rates by Infecting Pathogen in ME Subjects with cSSSI®

Tigecycline Vancomycin/Aztreonam
Pathogen n/N (%) n/N (%)
Escherichia coli 29/36 (80.6) 26/30 (86.7)
Enterobacter cloacae 10/12 (83.3) 15/15 (100)

Enterococcus faecalis (vancomycin-susceptible only) | 15/21 (71.4) 19/24 (79.2)

Methicillin-susceptible Staphylococcus aureus 124/137 (90.5) | 113/120 (94.2)
(MSSA)°

Methicillin-resistant Staphylococcus aureus (MRSA)° | 79/95 (83.2) 46/57 (80.7)
CA-MRSA® 13/20 (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)

@ Two pivotal studies from cSSSI and two Phase 3 Resistant Pathogen studies.

® Includes cases of concurrent bacteremia.

¢ CA-MRSA = community acquired (MRSA isolates that bear molecular and virulence markers commonly
associated with community acquired MRSA, including SCCmec type IV element and the pvl gene).

4 Includes Streptococcus anginosus, Streptococcus intermedius, and Streptococcus constellatus.
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Complicated Intra-abdominal Infections (clAl)

Tigecycline was evaluated in adults for the treatment of clAl in two randomised, double-blind,

active-controlled, multinational, multicentre studies. These studies compared Tigecycline (100 mg

IV initial dose followed by 50 mg every 12 hours) with imipenem/cilastatin (500 mg IV every 6

hours) for 5 to 14 days. Subjects with complicated diagnoses including appendicitis, cholecystitis,

diverticulitis, gastric/duodenal perforation, intra-abdominal abscess, perforation of intestine, and

peritonitis were enrolled in the studies. The primary efficacy endpoint was the clinical response at

the TOC visit for the co-primary populations of the ME and the microbiologic modified intent-to-

treat (m-mlITT) subjects (see Table 7).

Table 7. Clinical Cure Rates from Two Pivotal Studies in clAl

Tigecycline? Imipenem/Cilastatin®
n/N (%) n/N (%)
ME 441/512 (86.1) 442/513 (86.2)
m-mITT 506/631 (80.2) 514/631 (81.5)

@ 100 mg initially, followed by 50 mg every 12 hours.

® Imipenem/Cilastatin (500 mg every 6 hours).

Clinical cure rates at TOC by pathogen in ME subjects with clAl are presented in Table 8.

Table 8. Clinical Cure Rates by Infecting Pathogen in ME Subjects with clAI®

Tigecycline Imipenem/Cilastatin
Pathogen n/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)
Klebsiella pneumoniae® 42/47 (89.4) 46/53 (86.8)
Enterococcus faecalis 29/38 (76.3) 35/47 (74.5)
Methicillin-susceptible Staphylococcus 26/28 (92.9) 22/24 (91.7)
aureus (MSSA)°

Methicillin-resistant Staphylococcus aureus | 16/18 (88.9) 1/3 (33.3)

(MRSA)®

Streptococcus anginosus grp.°

101/119 (84.9)

60/79 (75.9)
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Tigecycline Imipenem/Cilastatin
Pathogen n/N (%) n/N (%)
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)
@ Two clAl pivotal studies and two Phase 3 Resistant Pathogen studies.
® Includes ESBL producing isolates.
¢ Includes cases of concurrent bacteremia.
4 Includes Streptococcus anginosus, Streptococcus intermedius, and Streptococcus constellatus.

Community Acquired Pneumonia (CAP)

Tigecycline was evaluated in adults for the treatment of CAP in two randomized, double-blind,

active-controlled, multinational, multicenter studies (Studies 308 and 313).

These studies compared tigecycline (100 mg IV initial dose followed by 50 mg every 12 hours)
with levofloxacin (500 mg IV every 12 or 24 hours). In one study (Study 308), after at least 3 days
of IV therapy, a switch to oral levofloxacin (500 mg daily) was permitted for both treatment arms.
Total therapy was 7 to 14 days. Subjects with CAP who required hospitalization and IV therapy
were enrolled in the studies. The primary efficacy endpoint was the clinical response at the TOC
visit in the co-primary populations of the CE and c-mITT subjects (see Table 9). Clinical cure rates

at TOC by pathogen in the microbiologically evaluable patients are presented in Table 10.

Table 9. Clinical Cure Rates from Two Pivotal Studies in CAP after 7 to 14 Days of Total

Therapy
Tigecycline® Levofloxacin®
n/N (%) n/N (%)
Integrated
CE 253/282 (89.7) 252/292 (86.3)
c-mITT 319/394 (81.0) 321/403 (79.7)
Study 308
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Tigecycline® Levofloxacin®
n/N (%) n/IN (%)
CE 125/138 (90.6) 136/156 (87.2)
c-mITT 149/191 (78.0) 158/203 (77.8)
Study 313
CE 128/144 (88.9) 116/136 (85.3)
c-mITT 170/203 (83.7) 163/200 (81.5)

# 100 mg initially, followed by 50 mg every 12 hours.
P Levofloxacin (500 mg IV every 12 or 24 hours); in one study (Study 308), after at least 3 days of IV

therapy, a switch to oral levofloxacin (500 mg daily) was permitted for both treatment arms.

Table 10. Clinical Cure Rates by Infecting Pathogen in ME Subjects with
CAP?

Pathogen

Tigecycline

nIN (%)

Levofloxacin

nIN (%)

Chlamydia pneumonia

18/19 (94.7)

26/27 (96.3)

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 pneumonia

37/39 (94.9)

44/48 (91.7)

Methicillin-susceptible Staphylococcus aureus (MSSA)

9/12 (75.0)

8/10 (80.0)

Streptococcus pneumoniae (penicillin-susceptible only)°

44/46 (95.7)

39/44 (88.6)

@ Two CAP pivotal studies.

® Includes cases of concurrent bacteremia.

Methicillin-Resistant Staphylococcus aureus (MRSA) and Vancomycin-Resistant

Enterococcus (VRE) spp.

Tigecycline was evaluated in adults for the treatment of various serious infections (clAl, cSSSI,
and other infections) due to VRE and MRSA in Study 307. Study 307 was a randomized,
double-blind, active-controlled, multinational, multicenter study evaluating tigecycline (100 mg IV
initial dose followed by 50 mg every 12 hours) and vancomycin (1 g IV every 12 hours) for the
treatment of infections due to MRSA and evaluating tigecycline (100 mg IV initial dose followed by

50 mg every 12 hours) and linezolid (600 mg IV every 12 hours) for the treatment of infections
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due to VRE for 7 to 28 days. Subjects with clAl, cSSSI, and other infections were enrolled in this

study. The primary efficacy endpoint was the clinical response at the TOC visit for the co-primary

populations of the ME and the m-mITT subjects. For clinical cure rates, see Table 11 for MRSA

and Table 12 for VRE.

Table 11. Clinical Cure Rates from Resistant Pathogen Study 307° for MRSA

after 7 to 28 Days of Therapy

Tigecycline®

nIN (%)

Vancomycin®

nIN (%)

Study 307

ME
clAl
cSSSI

70/86 (81.4)
13/14 (92.9)
51/59 (86.4)

26/31 (83.9)
4/4 (100.0)
20/23 (87.0)

m-miTT
clAl
cSSSI

75/100 (75.0)
13/15 (86.7)
55/70 (78.6)

27/33 (81.8)
5/6 (83.3)
20/23 (87.0)

@ Study included subjects with clAl, cSSSI, and other infections.

® 100 mg initially, followed by 50 mg every 12 hours.

°1 g IV every 12 hours.

Table 12. Clinical Cure Rates from Resistant Pathogen Study 307° for VRE

after 7 to 28 Days of Therapy

Tigecycline® Linezolid®
n/N (%) n/N (%)
Study 307
ME 3/3 (100.0) 2/3 (66.7)
GAl 111 (100.0) 0/1 (0.0)
cSSSl 1/1 (100.0) 2/2 (100.0)
m-mITT 3/8 (37.5) 2/3 (66.7)
GIAl 112 (50.0) 0/1 (0.0)
cSSS 1/2 (50.0) 2/2 (100.0)

@ Study included subjects with clAl, cSSSI, and other infections.

® 100 mg initially, followed by 50 mg every 12 hours.

¢ Linezolid (600 mg IV every 12 hours).
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Resistant Gram-Negative Pathogens

Tigecycline was evaluated in adults for the treatment of various serious infections (clAl, cSSSI,
CAP, and other infections) due to resistant gram-negative pathogens in Study 309. Study 309 was
an open-label, multinational, multicenter study evaluating tigecycline (100 mg IV initial dose
followed by 50 mg every 12 hours) for the treatment of infections due to resistant gram-negative
pathogens for 7 to 28 days. Subjects with clAl, cSSSI, CAP, and other infections were enrolled in
this study. The primary efficacy endpoint was the clinical response at the TOC visit for the

co-primary populations of the ME and the m-mITT subjects (see Table 13).

Table 13. Clinical Cure Rates from Resistant Pathogen Study 309° for Resistant Gram-
negative Pathogens after 7 to 28 Days of Therapy

Tigecycline® | Tigecycline® Tigecycline®
n/N (%) n/N (%) n/N (%)
Study 309 All° E. coli Klebsiella pneumoniae | Enterobacter spp.
ME 26/36 (72.2) 4/9 (44.4) 5/6 (83.3) 3/4 (75.0)
clAl 2/2 (100.0)° 1/1 (100.0)° 1/1 (100.0) -
cSSSI 20/24 (83.3) 3/5 (60.0) 3/3 (100.0) 3/3 (100.0)
CAP 0/1 (0.0) - - 0/1 (0.0)
m-mITT 40/75 (53.3) 5/10 (50.0) 9/13 (69.2) 8/15 (53.3)
clAl 6/9 (66.7)° 2/2 (100.0)° 1/1 (100.0) 1/1 (100.0)°
cSSSI 27/38 (71.1) 3/5 (60.0) 6/7 (85.7) 7/8 (87.5)
CAP 0/1 (0.0) - - 0/1 (0.0)
@ Study included subjects with clAl, cSSSI, CAP and other infections.
® 100 mg initially, followed by 50 mg every 12 hours.
¢ Includes other pathogens besides E. coli, Klebsiella pneumoniae, and Enterobacter spp.
4 Excludes subjects with inadequate source control.

Rapidly-Growing Mycobacterial Infections

In uncontrolled clinical studies and compassionate-use experience from 8 countries, 52 subjects

with rapidly growing mycobacterial infections (most frequently M. abscessus lung disease) were

treated with tigecycline, along with other antibiotics. The mean and median durations of treatment

were approximately 572 months and 3 months, respectively (range: 3 days to approximately 3%z

years). Approximately half of the subjects achieved clinical improvement (i.e., improvement in
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signs and symptoms of lung disease, or healing of wound, skin lesions, or nodules in
disseminated disease). Approximately half of the subjects required dose reductions or

discontinued treatment due to nausea, vomiting, or anorexia.

Pediatric Population

In an open-label, ascending multiple-dose study, 39 children aged 8 to 11 years with clAl or
cSSSI were administered tigecycline (0.75, 1, or 1.25 mg/kg). All patients received IV tigecycline
for a minimum of 3 consecutive days to a maximum of 14 consecutive days, with the option to be

switched to an oral antibiotic on or after day 4.

Clinical cure was assessed between 10 and 21 days after the administration of the last dose of
treatment. The summary of clinical response in the modified intent-to-treat (mITT) population

results is shown in the following table.

Clinical Cure, mITT Population
0.75 mg/kg 1 mg/kg 1.25 mg/kg
Indication n/N (%) n/N (%) n/N (%)
clAl 6/6 (100.0) 3/6 (50.0) 10/12 (83.3)
cSSSI 3/4 (75.0) 5/7 (71.4) 2/4 (50.0)
Overall 9/10 (90.0) 8/13 (62.0%) 12/16 (75.0)

Efficacy data shown above should be viewed with caution as concomitant antibiotics were allowed

in this study. In addition, the small number of patients should also be taken into consideration.

Cardiac Electrophysiology
No significant effect of a single intravenous dose of tigecycline 50 mg or 200 mg on QTc interval
was detected in a randomized, placebo- and active-controlled four-arm crossover thorough QTc

study of 46 healthy subjects.

16. PHARMACOKINETICS

The mean pharmacokinetic parameters of tigecycline for the recommended dosage regimen after
single and multiple intravenous doses are summarized in Table 14.

Intravenous infusions of tigecycline should be administered over approximately 30 to 60 minutes.
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Table 14. Mean (CV%) Pharmacokinetic Parameters of Tigecycline

Single Dose

100 mg

Multiple Dose®

50 mg q12h

Crnax (Mg/mL)®
Cornax (HQ/ML)”
AUC (pg-h/mL)
AUCq 241 (Mg h/mL)
Crin (Hg/mL)

t, (h)

CL (L/h)

CL, (mL/min)

Ves (L)

1.45 (22%)
0.90 (30%)
5.19 (36%)

27.1 (53%)
21.8 (40%)
38.0 (82%)
568 (43%)

0.87 (27%)
0.63 (15%)
4.70 (36%)
0.13 (59%)
42.4 (83%)
23.8 (33%)
51.0 (58%)
639 (48%)

& 30-minute infusion.
® 60-minute infusion.

¢ 100 mg initially, followed by 50 mg every 12 hours.

Absorption

Tigecycline is administered intravenously and therefore has 100% bioavailability.

Distribution

The in vitro plasma protein binding of tigecycline ranges from approximately 71% to 89% at
concentrations observed in clinical studies (0.1 to 1.0 yg/mL). Animal and human pharmacokinetic
studies have demonstrated that tigecycline readily distributes to tissues. In rats receiving a single
or multiple doses of "*C-tigecycline, radioactivity was well distributed to most tissues, with the
highest overall exposure observed in bone, bone marrow, salivary glands, thyroid gland, spleen,
and kidney. In humans, the steady-state volume of distribution of tigecycline averaged 500 to

700 L (7 to 9 L/kg), indicating that tigecycline is extensively distributed beyond the plasma volume

and into the tissues of humans.

Two studies examined the steady-state pharmacokinetic profile of tigecycline in specific tissues or
fluids of healthy subjects receiving tigecycline 100 mg followed by 50 mg every 12 hours. In a
bronchoalveolar lavage study, the tigecycline AUC_15, (134 ug-h/mL) in alveolar cells was
approximately 77.5-fold higher than the AUC,_,,, in the serum of these subjects, and the AUC_4,;,
(2.28 pg-h/mL) in epithelial lining fluid were approximately 32% higher than the AUC_4,, in serum.
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In a skin blister study, the AUC.1,, (1.61 pg-h/mL) of tigecycline in skin blister fluid was

approximately 26% lower than the AUC_,,, in the serum of these subjects.

In a single-dose study, tigecycline 100 mg was administered to subjects prior to undergoing
elective surgery or medical procedure for tissue extraction. Tissue concentrations at 4 hours after
tigecycline administration were measured in the following tissue and fluid samples: gallbladder,
lung, colon, synovial fluid, and bone. Tigecycline attained higher concentrations in tissues versus
serum in gallbladder (38-fold, n=6), lung (3.7-fold, n=5), and colon (2.3-fold, n=6). The

concentration of tigecycline in these tissues after multiple doses has not been studied.

Metabolism

Tigecycline is not extensively metabolised. In vitro studies with tigecycline using human liver
microsomes, liver slices, and hepatocytes led to the formation of only trace amounts of
metabolites. In healthy male volunteers, receiving 14C—tigecycline, tigecycline was the primary
C-labeled material recovered in urine and feces, but a glucuronide, an N-acetyl metabolite and a

tigecycline epimer (each at no more than 10% of the administered dose) were also present.

Elimination

The recovery of the total radioactivity in feces and urine following administration of '*C-tigecycline
indicates that 59% of the dose is eliminated by biliary/fecal excretion, and 33% is excreted in
urine. Overall, the primary route of elimination for tigecycline is biliary excretion of unchanged

tigecycline. Glucuronidation and renal excretion of unchanged tigecycline are secondary routes.

Tigecycline is a substrate of P-gp based on an in vitro study using a cell line overexpressing P-gp.
The potential contribution of P-gp-mediated transport to the in vivo disposition of tigecycline is not

known.

Special populations

Hepatic Insufficiency

In a study comparing 10 subjects with mild hepatic impairment (Child-Pugh A), 10 subjects with
moderate hepatic impairment (Child-Pugh B), and 5 subjects with severe hepatic impairment
(Child-Pugh C) to 23 age- and weight-matched healthy control subjects, the single-dose
pharmacokinetic disposition of tigecycline was not altered in subjects with mild hepatic
impairment. However, systemic clearance of tigecycline was reduced by 25% and the half-life of

tigecycline was prolonged by 23% in subjects with moderate hepatic impairment (Child-Pugh B).
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In addition, systemic clearance of tigecycline was reduced by 55%, and the half-life of tigecycline

was prolonged by 43% in subjects with severe hepatic impairment (Child-Pugh C).

Based on the pharmacokinetic profile of tigecycline, no dosage adjustment is warranted in
subjects (including pediatrics) with mild to moderate hepatic impairment (Child-Pugh A and Child-
Pugh B). However, in subjects with severe hepatic impairment (Child-Pugh C), the dose of TYZEL
should be reduced by 50%. Adult dose should be altered to 100 mg followed by 25 mg every

12 hours. Subjects with severe hepatic impairment (Child-Pugh C) should be treated with caution
and monitored for treatment response (see 3. DOSAGE AND ADMINISTRATION, Hepatic

Insufficiency).

Renal Insufficiency

A single-dose study compared 6 subjects with severe renal impairment (creatinine clearance Clcr
<30 mL/min), 4 end stage renal disease subjects receiving tigecycline 2 hours before
haemodialysis, 4 end stage renal dialysis subjects receiving tigecycline after haemodialysis, and
6 healthy control subjects. The pharmacokinetic profile of tigecycline was not altered in any of the
renally impaired subject groups, nor was tigecycline removed by haemodialysis. No dosage
adjustment of tigecycline is necessary in subjects with renal impairment or in subjects undergoing

haemodialysis (see 3. DOSAGE AND ADMINISTRATION, Renal Insufficiency).

Elderly Patients
No overall differences in pharmacokinetics were observed between healthy elderly subjects n=15,
age 65-75; n=13, age>75, and younger subjects (n=18) receiving a single, 100 mg dose of

tigecycline. Therefore, no dosage adjustment is necessary based on age.

Pediatric Patients

Tigecycline pharmacokinetics were investigated in two studies. The first study enrolled children
aged 8-16 years (n=24) who received single doses of tigecycline (0.5, 1, or 2 mg/kg, up to a
maximum dose of 50 mg, 100 mg, and 150 mg, respectively) administered intravenously over 30
minutes. The second study was performed in children aged 8 to 11 years who received multiple
doses of tigecycline (0.75, 1, or 1.25 mg/kg up to a maximum dose of 50 mg) every 12 hours
administered intravenously over 30 minutes. No loading dose was administered in these studies.

Pharmacokinetic parameters are summarised in the table below.
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Dose Normalized to 1 mg/kg Mean £ SD Tigecycline C__, and AUC in Children
Age (yr) N Crax (ng/mL) AUC (ngeh/mL)*
Single dose
8-11 8 3881 + 6637 4034 + 2874
12 - 16 16 8508 + 11433 7026 + 4088
Multiple dose
8—11 42 1911 £ 3032 2404 + 1000
* single dose AUC,_«~, multiple dose AUC_,;,

The target AUC,.,, in adults after the recommended dose of 100 mg loading and 50 mg every

12 hours, was approximately 2500 ngeh/mL.

Population PK analysis of both studies identified body weight as a covariate of tigecycline
clearance in children aged 8 years and older. A dosing regimen of 1.2 mg/kg of tigecycline every
12 hours (to a maximum dose of 50 mg every 12 hours) for children aged 8 to <12 years and of
50 mg every 12 hours for adolescents aged 12 to <18 years would likely result in exposures

comparable to those observed in adults treated with approved dosing regimen.

Gender

In a pooled analysis of 38 women and 298 men participating in clinical pharmacology studies,
there was no significant difference in the mean (xSD) tigecycline clearance between women
(20.74£6.5 L/h) and men (22.8+8.7 L/h). Therefore, no dosage adjustment is necessary based on

gender.

Race

In a pooled analysis of 73 Asian subjects, 53 black subjects, 15 hispanic subjects, 190 white
subjects, and 3 subjects classified as “other” participating in clinical pharmacology studies, there
was no significant difference in the mean (xSD) tigecycline clearance among the Asian subjects
(28.8+8.8 L/h), black subjects (23.0£7.8 L/h), Hispanic subjects (24.3+6.5 L/h), white subjects
(22.1£8.9 L/h), and “other” subjects (25.0+4.8 L/h). Therefore, no dosage adjustment is necessary

based on race.

17. PRECLINICAL SAFETY DATA

Carcinogenicity
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Lifetime studies in animals have not been performed to evaluate the carcinogenic potential of

tigecycline.

Mutagenicity

No mutagenic or clastogenic potential was found in a battery of tests, including an in vitro
chromosome aberration assay in Chinese hamster ovary (CHO) cells, in vitro forward mutation
assay in CHO cells (HGRPT locus), in vitro forward mutation assays in mouse lymphoma cells,

and in vivo micronucleus assay.

Reproduction toxicity
Tigecycline did not affect mating or fertility in rats at exposures up to 4.7 times the human daily
dose based on AUC. In female rats, there were no compound-related effects on ovaries or estrus

cycles at exposures up to 4.7 times the human daily dose based on AUC.

In preclinical safety studies, '*C-labeled tigecycline crossed the placenta and was found in fetal
tissues, including fetal bony structures. The administration of tigecycline was associated with slight
reductions in fetal weights and an increased incidence of minor skeletal anomalies (delays in bone
ossification) at exposures of 4.7 times and 1.1 times the human daily dose based on AUC in rats

and rabbits, respectively.

Results from animal studies using "“C-labeled tigecycline indicate that tigecycline is excreted
readily via the milk of lactating rats. Consistent with the limited oral bioavailability of tigecycline,
there is little or no systemic exposure to tigecycline in the nursing pups as a result of exposure via

the maternal milk.

Other

Decreased erythrocytes, reticulocytes, leukocytes and platelets, in association with bone marrow
hypocellularity, have been seen with tigecycline at exposures of 8.1 times and 9.8 times the
human daily dose based on AUC in rats and dogs, respectively. These alterations were shown to

be reversible after two weeks of dosing.
Bolus intravenous administration of tigecycline has been associated with a histamine response in

preclinical studies. These effects were observed at exposures of 14.3 and 2.8 times the human

daily dose based on the AUC in rats and dogs, respectively.
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No evidence of photosensitivity was observed in rats following administration of tigecycline.

18. PHARMACEUTICAL PARTICULARS

List of Excipients

Lactose monohydrate, Hydrochloric acid and Sodium hydroxide.

Incompatibilities
Compatible intravenous solutions include 0.9% Sodium Chloride Injection, USP, 5% Dextrose

Injection, USP, and Lactated Ringer’s Injection, USP.

Tigecycline is compatible with the following drugs or diluents when used with either 0.9% Sodium
Chloride Injection, USP, or 5% Dextrose Injection, USP and administered simultaneously through
the same line: amikacin, dobutamine, dopamine HCI, gentamicin, haloperidol, Lactated Ringer’s,
lidocaine HCI, metoclopramide, morphine, norepinephrine, piperacillin/tazobactam (EDTA

formulation), potassium chloride, propofol, ranitidine HCI, theophylline, and tobramycin.

The following drugs should not be administered simultaneously through the same line as
tigecycline: amphotericin B, amphotericin B lipid complex, diazepam, esomeprazole and

omeprazole.

TYZEL must not be mixed with other medicinal products for which compatibility data are not

available.

Special Precautions for Storage

Do not store above 30°C. Once reconstituted, tigecycline must be used immediately.

Once reconstituted, the solution should be yellow to orange in colour; if not, the solution should be

discarded.

Alternative storage

If the storage conditions do not exceed 25°C, once reconstituted, tigecycline may be stored at
room temperature (not to exceed 25°C/77°F) for up to 24 hours (up to 6 hours in the vial and the
remaining time in the IV bag). Alternatively, tigecycline mixed with 0.9% Sodium Chloride

Injection, USP, or 5% Dextrose Injection, USP, may be stored refrigerated at 2°C to 8°C (36°F to
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46°F) for up to 48 hours following immediate transfer of the reconstituted solution into the IV bag.

If the storage conditions exceed 25°C/77°F after reconstitution, tigecycline should be used

immediately.

Reconstituted solution must be transferred and further diluted for IV infusion.

Instructions for Use and Handling

The lyophilized powder should be reconstituted with 5.3 mL of 0.9% Sodium Chloride Injection,
USP, or 5% Dextrose Injection, USP, or Lactated Ringer’s Injection, USP, to achieve a
concentration of 10 mg/mL of tigecycline. The vial should be gently swirled until the drug
dissolves. Withdraw 5 mL of the reconstituted solution from the vial and add to a 100 mL IV bag
for infusion. For a 100 mg dose, reconstitute using two vials into a 100 mL IV bag. (Note: The vial
contains a 6% overage. Thus, 5 mL of reconstituted solution is equivalent to 50 mg of the drug.)
The reconstituted solution should be yellow to orange in colour; if not, the solution should be
discarded. Parenteral drug products should be inspected visually for particulate matter and
discolouration (e.g., green or black) prior to administration whenever solution and container
permit. Once reconstituted, tigecycline may be stored at room temperature (not to exceed
25°C/77°F) for up to 24 hours (up to 6 hours in the vial and the remaining time in the IV bag).
Alternatively, tigecycline mixed with 0.9% Sodium Chloride Injection, USP, or 5% Dextrose
Injection, USP may be stored refrigerated at 2°C to 8°C (36°F to 46°F) for up to 48 hours

following immediate transfer of the reconstituted solution into the IV bag.

If the storage conditions exceed 25°C/77°F after reconstitution, tigecycline should be used

immediately.

TYZEL may be administered intravenously through a dedicated line or through a Y-site. If the
same intravenous line is used for sequential infusion of several drugs, the line should be flushed
before and after infusion of TYZEL with either 0.9% Sodium Chloride Injection, USP, or 5%
Dextrose Injection, USP. Injection should be made with an infusion solution compatible with

tigecycline and any other medicinal product(s) via this common line (see Incompatibilities).

MARKETING AUTHORISATION HOLDER
Pfizer (Thailand) Limited
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