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Wwenuaaguiinan cytochrome CYP450 isoforms 6 shadallitae 1A2, 2C8, 2C9, 2C19, 2D86,
uaz 3A4 asin SoliienanlnAduadn ﬁlxﬁwamﬁﬂuuﬂaammuaﬁﬁuﬂnaamﬁgmwmua%ﬂm
towlainanil wananditilesan Infiduadulilagnaueladunin Asldmadidinisidaem
“11aaﬂmﬁ%’mﬁngnLﬂﬁﬂuuﬂaﬂ@ﬂmﬁﬁwaslumsﬂ'm%%%amﬁmﬁmﬂﬁ%aa CYP450 isoforms
rant

msanunlunaaanaaadlaslfioad Caco-2 UsdnInAtuaauliinaguss digoxin flux Feuaasls
i nAguedulsiloansduds P-glycoprotein (P-gp) ﬁagaZuma@maaaﬁaa@ﬂ&aaﬁ’uwa
mafnml§Asinszwinnlusumevesfidfiafesunstraduds linuin Infdua fusanadas
AN3iNda digoxin udatingla

=< L 6 gl' ai a a 1 a o a I~ nq: (2
m3dnm lunaaanaaadlaslioasinzifedNuae P-gp snniunun inAgoaduduansasdusas
&< AN '  Aa o A ' ' [ Av A A Ada
P-gp 910 198k linTuinmsaussnd P-gp Ludenasazadinadensvia nisunawludsdsiale
seaula mslsannuansHuEs P-gp (1% ketoconazole #3a cyclosporine) B3aa13L w1 P-gp

(\T% rifampicin) 13RINAGALNFTIARAEATVRS INATuARW LG

nsldinujiushatumauindenlilesmsivdszmuaiarldmauinifiaddszansawaass

o

ﬂ’]ﬂﬂﬂﬁ%&lﬂﬁu‘i’mﬂmﬂ’lmju calcineurin inhibitors 1 N 1ASANE (tacrolimus) #3e lolaaatasu
. ° ' A £ v o o Ao ' . L. . o

(cyclosporine) mauﬂﬂgmnwmmaamwmmumq@lwnimaamm\gu calcineurin inhibitors @

AInUIAIIaTIRAamuANTNTUlUE T INgw calcineurin inhibitor TuszniamITnmeaL

av a A a4 & A
vLﬂﬂsﬁﬂﬂﬂuLW DRANLRLIANNLT BN AN

1 U A eAa aAa [ {
N133UNIBABNIINATDUNINBIUTANIIUANITATIVINIRLDY )
Tifineaungnudfisonseninsenuranisnageuniswasduanig
10. HAGBNINIINNABINIIANIZHIBNAADNITUYURIN

a o a o v a = [ 1 g = o (Y
Infidunduerainliiinenisiiueg (giade 12. aamslaifodszasd) Geenarilvanumansa
Tunsdudpamuuaz/mian1InILQuLAIIaNINaaad

L4 AAa = a
11. Mg lunenianIan1Iaaen
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] v IQ = 1 1 =) ‘2/ v
lanunslgenlunisnfansanmsdas wazlaiiazinatwla

12. 91n13 biNeil sz a9A

{ ' { ' a & o )
ﬂ’J’]Nﬁ“lla\‘]a’m’livl,&lﬁdﬁizmﬁﬁ]’mF.l’lﬁﬂ’]@n’mzm@]“llu 9614 CIOMS frequency Categorles:

IRH > 10%

WU > 1% waz < 10%

wu'laiday > 0.1% waz < 1%

Wuay > 0.01% waz < 0.1%

WUTBEAIN < 0.01%

lainsuanad "Laja'lmsnﬂ'ﬁ:l,ﬁu"l,@i”a'lmj”agaﬁﬁa;j

5189109 mn’ﬁvhjﬁaﬂizaaﬁ@ia"lﬂﬁslu;gﬂa g bayu InAdanan

[ 1 1R 3
iﬁJ‘.IJ‘IIE]GE]')EJ')JL%i’I\‘lﬂ’IEI a’]ﬂ'ﬁl&lﬂdﬂit’dﬂﬂ

ANNAAUNAYEITEULIABALAZ A DY

WUy Activated partial thromboplastin time (aPTT)u’m‘ﬁu
prothrombin time (PT) mu"fu ﬂnzmﬁmﬁa(ﬂ@%ﬂ

wu'laiday international normalised ratio (INR) RN

WUBDE Hypofibrinogenaemia

[

ANNANYAAYaISEULDAANAK

Tinswanad UATEIMIUWLUL anaphylactic/U AT sunisuy

anaphylactoid

arNAninfvasinmuadsuuazlnayuwing
' A ~ A o ' A & A °
Wuliag MaziaadlUsaudnindnd nziianaluldaadn

AFNUBLINBTIRIINARN

aNnuanlnavasszuylszain

' =3 a
WUuUag W39 Uafvee
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sruupadaBazlnIeny 2113 b szaIa

anxaalnalunaamaan
WU ANZRRAALRDAGDNLEL

wu'liday ANNEZHRRIALRBAGIBNLELUANLAEE

'] v
- o

arNAninfradssuunistAnniale nsrvan uasdaninwnalizadan

WUL B8 Uaauay

ANNAAUNAVDITEUUNIABEINIT

WULBsNIN AWl 2138w NaI32d
WUlag 1heviad awnTlitan
wu'litay ANNZALBAUANLRULRLUNA

ANNHAAUNAVDIAUBALITLUURNKADY

WUy Aspartate aminotransferase (AST) gdﬁu alanine
aminotransferase (ALT) ga‘ﬁ{u* szaudfziuluioags

wu'laiday lsa@aLnaes (Jaundice)

linswenvd ma:msqmﬁumaaﬁaﬁwﬁ (cholestasis)

=

* lugﬂamﬁvlﬁﬁ'uvlwﬁ%ﬂﬂﬁu IsuanudaUndvas AST way ALT ﬁLﬁ@mwﬁhmﬁ'ﬂmﬂaﬂﬂ'jﬂﬂa;w

v o v { a a o a c§/ [l ' .
‘lﬂi‘l_lﬂ’ﬁiﬂ'}:n@']ﬁl&I']L‘]J%El‘]JLﬁElUﬁﬂ'J’]NN@ﬂﬂ@]llﬂLﬂ(ﬂ“ll%lla&ll%ifﬁ'}ﬁdrﬂiiﬂ‘lﬂﬂ

a Aa a o 4%‘ A A o
ﬂ??&lﬂﬁifﬂﬁ?]@dﬁ?ﬁ%duaﬁl%EILEIFJ?@N'JW%\?

Wulag 21NN UAUNHIRI
ldnsrwanwud \iad JATEITULTINAINEI T707IN§UaINNT Stevens-Johnson
Syndrome

A A o o a X a dtz [
anwiAaUndnalduasanisiinaguluysamd g
Wutjay mIwgvasuRanunwsad Unsenluusnmiian

' a % a Aa a aAa a Aa
wu'lday InsaniruuInmnaas thauinmndas vinusmnde

g1 nasaLRaadantauluuSIMNaaeN
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(%) 1 1 6
sruupadaBazlnIeny 2113 Nz aIA
an1sfiaglunismsieaay (Investigations)
. o A X o a A &
WUl 32AU amylase \WaTU szaugiolwidan (BUN) gedu

HANMTILATIEHTBYANINNNTINAL (pooled analysis) 3INNIRNA 13 MIANHIMARaINIATIN
A & o

Phase 3 W&z Phase 4 G95iundamsansnlusndSouifioudiy  wumsens 4.0% (150/3788) 1u
aaaNaIN 1o InAigeadn Laz 3.0% (110/3646) luanananatn lasuenSoudoy  latiien
ToYANNHALMIANHINANBIRNNILATIZWTINAL (pooled analysis) WUT1 MINFUNWANNTANE
NIRNA TANULREINUANAIIAUITZRINIDFFNATN LA L A TuARULazaFENATN LATUEN
wWisuifisy Aawdu 0.9% (95% CI-0.1, 1.8) lunsAns naasInendinmash wniaszn
% . A o @ waal ' ¥ @ '
ERERISIT pooled analysis Algnannues random effects model laglg3Ensa9tiniinluudas
MIANHNAREY (trial weight) WLIMIMBNIRNAIINYNEWA a1 aNAIN la L Infiduafn
wazaanaNaIN lasuendSauisuianudssnuanarans datdu 0.6% (95% C1 0.1, 1.2) lag
a & @ AaA o a Y . o ' ' L Ae o o Aw o
AemzRandayaffidiuifouud (adjusted) g9 linuanuuandatadisdaynsanale
wwinn inAduadunvsndSouisuludazsfiavainisiade (@aeen1) naddsldanansam

] n:i a } v ) I a d? n:i ] A a d?
snguasnnu ldaugaiifiaduld lasyilumiasdunainainnsfadanudasmianmsfaiza

Y o A A A ' [ L.
gL} mawkﬂml,ammaagi’mmu (co-morbidity)

a en & aa v &

AN 1: PIRIFNATNNAUANINANRANTLIWNTLRLTAG waneNThAVINTAALT

q

- vlﬂﬁﬁﬁ‘ﬂﬂﬁu - - El']l,ﬂ%‘ﬂlll,ﬁﬂ‘]_l - ﬂ')']NLL@]ﬂ@hOTa\‘]ﬂ'J']NLa'UG*

FUAVAINIIAG

8 n/N % n/N % % (95% ClI)

cSSS| 12/834 14 6/813 0.7 0.7 (-0.5,1.9)

CIAI 42/1382 3.0 31/1393 2.2 0.8 (-0.4, 2.1)

CAP 12/424 2.8 11/422 26 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)
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RP 11/128 8.6 2/43 47 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 = Iiﬂﬂaﬂmwﬁtﬁmiw’qwu; clAl = MIfaLTelusaiassiaTudan; cSSSI = MIAALTaVIRINII LAz

lassgsvasfiniisiiaduson: HAP = lsataauiuiialulsswsnus; VAP = lsadaauinainnishd

¥ 1w @
A AN

w3sstinwola; RP = Wafidedasn; DFI = midadafnhlugiounnim

* anuuandnsfaiduiasazszniemainsiidsfialundunlasulnidueduuas ldsuendiouiioy Tagen
. aa 4 o .

95% Cls #1213 1N3D Wilson Score Gt continuity correction

* gnanuiFpanuananulasyszinalumwsinnienzianteuan dUsuifsuuaa (1535 random effects

UG

a

model laglt3smstaininluldazmsdnsnasad (trial weight)] #i 95% CI

@ nguarmnaiastenlunguiiduliadaaundiialulsswea

WANELAG : M3ANENARINIAARNTINNIANEAT 300, 305, 900 (cSSI), 301, 306, 315, 316,
400 (cAl), 308 uaz 313 (CAP), 311 (HAP), 307 [midnwaunsuuininadasnluaraaiasi
fAaL78 MRSA "3aLTangy Vancomycin-Resistant Enterococus (VRE)] Uag 319 [MIdadainrilu

dhawnuidunialdiduliadaalunszgniaudas (DFI with and without osteomyelitis)]

[l d‘ v v o Qs ' = 1 A Y d‘ Qs d‘ U %
o3 liRslEsdndasdiumsinmaisiudm Janulatesfgaluaimadaiildiunsinm
delniiduaiu da emInduld 29.9% (19.3% laiguuss 9.2% Uunand 1.4% Juus) uazaldou
] =) v 4 v =) &/
19.9% (12.1% lijuusd 6.8% thunans 1.1% juus) lasUndudr axnsadulanieaiowiadn

luszazduwaInIsnEn (N 1-2)
ndasngaliininidoadudiulngiinnnamanduld (1.6%) uazaniou (1.3%)
[
UszsInIan
ﬁ?‘l’ayammﬂaa@n”ﬂﬁa‘hﬁ'@mnmﬂmiﬁﬂmmé’mauma@%aaamsﬁﬂm (@¥a1 16. LndT

6 ' = v a A R A a a o a =3
anaans) nuinliddenadsuanudasaanslniniama lidsnifieannnisoadulunsdnmn

VAR

13



LPD Title: Tigecycline

LPD rev no.: 7.1

LPD Date: July 13, 2023

Country: Thailand

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

Iuﬂqjﬁﬂﬁ"]Lﬂﬁ%ﬁﬁ]auﬂqa@guﬂﬂLﬂ(ﬂ lﬁ/ﬂﬁﬂ%/@l,aﬂ? Tu']@(ﬁ']vlf]_lﬁjjﬁ ﬁﬂﬁ@li’lﬁ]&ﬂﬂﬂﬁwﬂaaﬂﬂvﬂmm
aAv o = =< o A a a & o | R &
‘lﬂﬂsﬁﬂﬂﬂulul,(ﬂﬂaqﬂq 8 nJ 16 ‘]Fj AAIUIN 25 FHUNLNIRIYINTNNITNALD D maﬁﬂa’]ﬂ’ﬁvl,ll‘w\‘]lhzﬁdﬂ

va4Infidoaduluarsnaias 25 Nolilianuseandasnudayanwulugdlng

@mmJaa@ﬁ'mlaﬂwﬁ%’mﬁuﬂhgnmmaauiumsﬁﬂﬁ%né‘*ﬁaaumam‘uuuLﬂ@ Aldemnauass
guailugs ludinany 8 9 11 9 dwam 58 518 ANz ¢SSSI (n = 15) clAl (n = 24) w3alsn
ﬂaﬂmuﬁl,ﬁﬂslwqmu (n = 19) TayaamyliisszasdvasInfiduaduluaraadas 58 e
anusaandasnutoyaluglng snuinamsaanld (Fopas 48.3) 815w (Fauas 46.6) uaslawls

A X ) o A { = . |
Winduluiy (Sawaz 6.9) Tanuanudluanganiluglng

13. M3 AU NNBIUIA
Vl,u'ﬁﬁaga*ﬁ'Law]uﬁmﬁwﬁm%’umﬁnmn’nzmﬂﬁ%’um"lmﬁ%’mﬁmﬁumm@ WelwlnAduaau
mevasalafadluuuia 300 Sadnsy tpsassdonluszeziian 60 wifiluaaainsgunIne
wudgldnisak asanmsaanldonSuwmdnin lumsdnsmsRusinalasmslionAduad
ma‘maa@ﬂaﬁ@ﬁﬁLﬂ'mﬂ%Lﬁm’l,uwk}ﬁm”ﬂiwud’n@i’m"'ﬁugmmaamm@mﬁﬁﬂﬁma (median lethal
dose, LDgo) lanszanmda 124 fadnsaflaniulunuaiduaz 98 dadnsuilansulunuaiis lu
WUUIN A1 LDso I@ﬂﬂs:mmlumjm%ammmmﬁ'u 106 Aadniw/Alaniy Iniduadulignida

aanansInagineiaylagnisnanidan (hemodialysis)

<

14. ﬂalﬂﬂ’liaammﬁ

a v a A ad 3 . o & v a a A @ o
Infidoadiu Saduend jTuclungw glycyleycline SugamiashsldsduluuuaiGalasnisiuny
wihodas 308 vedlalulzuuazinlaililuianaves amino-acyl tRNA 1113 A site va9lslulay
o & 2 A o . . 1 ¥ e o e o [ v Aa
asnuisiinarililuianazes amino acid himansndrdunuaesvauddindnmaaiild nd
Fuafn ngw glycylamido TALALAUNRINN 9 B89 minocycline MyTuaalugUuuuilainuluelu

' . A a X a A A & o § o v Aa LN ' '
ngal tetracycline iiadulusrsumdniasiiandianed sevihlviniliiouauifusenide
& a Aed o v , A Ada A . o & i Aa
aydunigfvhligminalunasanasssuszluiamoisiidiamiionirauwuses tetracycline 7
aglulytin uannniilnfiduafudsmanniarsuznalnlunisfoan tetracycline Adamaainaln
danalnnsuntlaslslulaw (ribosomal protection) Lazna lNNSVTLENBENNNLTAR (efflux) Lo
284 lsfany M3dnsiiais g & ananumidedalnfigaaduwas Enterobacterales WALRTW
A A L o & o a Ae o &
aug asnnnalnmadudumeannnisasuazmanaewuslulisdulsluloy InAduaduduaas

Ag v 1 1 Qq: 1 tQI a 1 1 ¥ v 1
gniniwdeuvafiiuralianalunasanaasuazluionmedslidia ldwohiinsdamdangs

a a Qs Aada = dl ' 1 = U QF 1

seni Infgpedunuendfiiueardng anmadnelunssanasaslinuirdmsdugniszming

InAdoafunuondfimenltvssriiaang lasm lus Infdoain dailusnngugenisaiguas
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\HouuaiiFufienududuaasn 4 whmaammLiwﬁuﬁﬂqmiuﬂﬂsﬂ'uElgw'fi?a (minimum inhibitory
concentration, MIC) W13 colony count 884 2 T4 log scale foldennAtunan Tuide
Enterococcus spp., Staphylococcus aureus W8z Escherichia coli atng sy InATuafuuaas
tm%sl,ummhL%ﬂLLUﬂﬁL‘%Umd“Hﬁ@LLa:ﬁ’ﬂﬁ colony count ma\iL%ﬁJ Neisseria gonorrhoeae 8@ 3
774 log scale "Lwﬁ%’mﬁuuamrm%izm%aLLUﬂﬁL%'ﬂluﬂﬂaLaumUlﬁ]ﬁiLﬂua’mw”ufﬂ”"svlﬂ"L@TLLﬁ Fa

Streptococcus pneumoniae, Haemophilus influenzae W< Legionella pneumophila anene
lunmnaseuiadniltaandiaudrsitideasluamianai (broth dilution test) tudanid1 MIC
laglFavnInasavaaln (18 <12 fﬂm) FAWNINAFAUNIIULNIVDIDTL WL BN TEAHIINA

(disk diffusion) ul#lFurunszamnavgyinAduadn 15 lulasndu

ﬂj"agaé”ﬂaﬁwaa EUCAST (g 3uilsein@naiads EUCAST)

INUAAGA (breakpoint) maammLiuﬁuﬁWQQIuﬂWizTuzTa (MIC) uazlounsgueIvadutuanann
mnualasanznysumigladidisnsnaseuanaldasdugadn (EUCAST) dash
[aosznIsumglsdidisminaseuanuhdasduaadng ernanasiaadanlsluniuans

MIC LLﬂ:Lﬁ%’uﬁhuﬂugﬂﬂﬂdﬂlﬂdisﬁu:

@15197 2. InwrigAARAIN EUCAST

\Farialsa MIC (uN./a97) Lﬁumuquﬁnma
vaslounsfuds
(4.
<s (lhdae) >R (Aadosn) >s (Ilhdaen) <R (adosn)
Enterobacterales (G <05/>05 218/ < 18"
3anin
Enterobacteriaceae):
Escherichia coli and
Citrobacter koseri: "
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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 =19/<19
Cuaz G

PK/PD (Litfiganuziia)

<05/>05 -

- ;& e Ae L e < M. a
- Munsdlvas Enterobacterales 5%6] uquﬁmaa"lmﬂﬁﬂs_lﬂauﬁ]:l,mﬂmoﬂuvlﬂ AILe hiiNeawalu Proteus spp.,
* Morganella morganii W8z Providencia spp. TJaudaudsiulalwdadne

| (’)mmsﬁq@ﬁmaaLﬁumuqua‘ﬂmwaﬂmumumsaaumuﬁuﬂ”u@iaL%a E. coli \YiNthw §I%ENWIU C. koseri WA b

At mIc

A AA A 9 o A A @ = = A A aa a X a
lunsdlvasuuafiSefnldlfeandian dnanguduaasislsziniuanadfindamidaizaadn
RRNOTRALUTDINDI Lal WU RRINNWTIZHINIAT MIC, T8y PK/PD WRZNAANTNIIARTIN A9 b3

ﬁmsr‘imumﬂmeﬁ@mﬁ'@é’m%"ummvl';@iam

tunldiwitaiuguamnwdmiummasauawives EUCAST dangadluaswdalud

@159 3. Zef IFdmsuaIuanamnwigansuladmsunsnagauaiala (EUCAST)

. 239 MIC TLEBENUABINA
ARTN - . &
! (WN./86a7) 299 lrUNIHU 9 (V)
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

v v

aﬂamoﬁwaa FDA (Tariwuawuad US FDA &30 USPI)
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Iumtﬁmaa"ﬁaﬂal@owwuﬁmﬁummﬁmﬁmwmwmaumm% LAZATNINAROUNLN T DI

ANATFIRNIAILANAUNNA FDA vansud vt l1sagf: hitps://www.fda.gov/STIC

v ' 6 (o o A
@]’]3’]\‘1@]’1%61’]\‘11,1,&@\‘]Lﬂm‘ﬂﬁl@@]@]@]’m FDA VL'JLWﬂﬂ"J’]JJﬁt(ﬂ’Jﬂ

@15197 4: INHARAAIN FDA

NITLNIVDILUWLNUN IO

mwﬁwﬁu@"hq@ WNAN
lunsaues (Furnugudnansvaslon
(lulasnsu/ua.) 1 wa)
Wanalse s | R s | R
Staphylococcus aureus
PR <0.5° | - - 219 - -
(srwnuTand@ada methicillin)
Streptococcus spp. other than
<0.25% | - - 219 - -
S. pneumoniae
Streptococcus pneumoniae <0.06° - - 219 - -
Enterococcus faecalis
& o <0.25° | - - 219 - )
(Wwafiladia vancomycin)
Enterobacteriaceae” <2 4 | 28 219 15-18 <14
Haemophilus influenzae <0.25° - - 219 - -
Anaerobes® <4 8 216 - - -

s = hdas; | = lideenszauthunais; R = Aadawn

fmiumauwIzassnuuuiunIzasnaw Ilduiunszanwanaugulniduaiu 15 lulasniy

* mingshifidadasludagtiwilwlimansaszynaanwsaulananiniiann “hdes1” arsdadadien Mic Ty

Bosling “lildasn ludsasd judnsdreBaianmsnasauiinda

t:g a o a 1 . .
b tmﬁ“uao%nmmaﬂuma@ﬂ@aaom Morganella spp., Proteus spp. W8 Providencia spp. 8983

* lujuid9919 (Agar dilution)

ANNFNNUTGA PK/PD

17




LPD Title: Tigecycline

LPD rev no.: 7.1

LPD Date: July 13, 2023

Country: Thailand

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

ﬁaga’luﬁ'@fﬁﬁayﬁwﬁ@m%dﬂ AUC/MIC Lﬂ%@”ﬁﬁﬂﬂdLm%?ﬁwama@fﬁﬁa%maé‘wﬂﬁﬁﬁq@ MIANE

(3
a

'vmmé’mwamamﬂuwuwﬁﬂmﬁdm’lué'uw"uﬁizwm AUC/MIC nussnnaniniinuazniigg

T Anen
anylh

wn

g ! A ‘__§/ ' a o [ ¥ 1 a
ﬁq‘.U ﬂ’ﬁﬂiﬂl 29MIfasNNAaYBAN EI‘VSEN9’171]LL‘].]?@]']?JQ&J?I']ﬁ@lgLLa$@]’]&lL'§a’]ﬁ'}%5‘U Wandazwia

muuﬁamiﬁﬁagamaqmsﬁa mluﬁaaﬁu‘[mmwwuﬁaﬁwmﬁﬂmmiﬁ@L%aﬁgmm

v v ' 6

Tayaduaduwioiuwimiaii gnuenivenuduldldlunsiisesfunidarhdemini

u“

TUARWATD LU LTI

Wwanalsa

shafilasnaldldasn

Gram-positive NlTaanT1a1

[ 52

Enterococcus spp.t (ﬂwﬁd Wanaade vancomycin)
Listeria monocytogenes

Staphylococcus aureus* (i’JQJﬁGL% anande methicillin)
Staphylococcus epidermidis (333119 Fafiaoda methicillin)
Staphylococcus haemolyticus

Streptococcus agalactiae™

Streptococcus pyogenes™

Streptococcus pneumoniaet

Viridans group streptococcit

Gram-negative NlTaanGLan

Aeromonas hydrophila
Citrobacter freundii*
Citrobacter koseri
Escherichia coli*

Haemophilus influenzae*
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Wwanalsa

Legionella pneumophila*®
Moraxella catarrhalis*
Neisseria gonorrhoeae
Neisseria meningitidis

Pasteurella multocida

e lildoandias

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

Prevotella spp.

9aTnaug

Chlamydia pneumoniae
Mpycobacterium abscessus
Mpycobacterium chelonae
Mycobacterium fortuitum

Mycoplasma pneumoniae

a .& 1 a dly n&' (%] . .
BWADI a’lilwuﬂiy‘n’l'nmﬂﬂ‘ﬁﬂa 21U AL (acquired resistance)

Gram-negative NlTaanGLan

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

Morganella morganii
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Wwanalsa

Salmonella spp
Serratia marcescens
Shigella spp

Stenotrophomonas maltophilia

e lilToandiam

Bacteroides fragilis groupt

Parabacteroides distasonis

o T 3
\Zainau1asuawsn (inherently resistant)

Gram-negative NlTaandian

Providencia spp

Proteus spp.

Pseudomonas aeruginosa

i *‘mnﬂﬁammw"'uﬁ?fioﬁadﬂmuamqw%vl@"‘l,m:ﬁuﬁumalﬁmﬂmsﬁﬂmmaﬂﬁﬁﬂ

. Twquﬁinaomiumaﬁnmmmﬁﬁﬂ@ia Enterococcus faecalis fila6ia vancomycin; pneumococci 7iladie

penicillin; Tuus3an viridans streptococci ﬂfuwqu%in 2981618 Streptococcus anginosus (S’Juﬁ\‘l S. anginosus,
S. intermedius liae S. constellatus); luussan Peptostreptococcus spp. ifuwqu%% adgnda P. micros; Tu
U339 Bacteroides spp. ifuwqu%iu 2381618 B. fragilis, B. thetaiotaomicron, B. uniformis, B. ovatus L8 B.

vulgatus

> 6 a A aa

15. LNABNAAIENT UIzandoNan1g@aann

a d” a L™ -~ > a L™ a Q v
N5AALTBVININIHINIBLATIFI19VDIRINIIBRAT LT (cSSSI)
fimsdnsnadssiinnavasen infisoafuluy randomized, double-blind, active-controlled,
multinational, multicenter sasmIAnmluglnaniine csssi laslunsdnwinarivle
wWisuiisunisuain @wesnIudn 100 dafnsunarasalafadn awesawa 50 Jadns
0 12 F1lu4) AL vancomycin (1 nIuNWnaaalafadmn 12 Talad)aztreonam (2 NIUMINALE
lafiadnn 12 Talus) iuanwn 5 89 14 4 ovmadnnhnlunsdnsidugioliadaira

& A A A A o . . . . a
maamamaaau‘nagﬁnmumammsﬂsﬁau (complicated deep soft-tissue infections) TUDIULNAAR
\auazimadiitaiiadniay (Iwa > 10 udwas Ndasdnsrdaniamianuas wiagnd

o A A ' A \ d a & .

mizunindawdasnliafduagnan), AnTalnimuasswalng, unaasfeide (infected

ulcers) uazuna 1wl adafulzdninalgupiifananaususinisadinildannmany
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2NRFNATNONAROULILLAUNANNTINGA (test of cure, TOC) luﬂéwﬂi:mWﬂiﬂgunﬂﬁiaw lag

utaduananaiasndseiliunansadfinle (clinically evaluable, CE) LazanananaInin1slsy

LABNNTINEINHANIIARHAN (clinical modified intent-to-treat, c-mITT) (Q ANTHN 5)

@70 5 danmMIsnEImIanaaEnanmMIanendan 2 msdnslulia cSSSI nasling

NI 5 D9 14 %

Vancomycin/

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

3 PUNALIINAK 100 RANTN AUABVUNA 50 ﬁaﬁn%’wnﬂ 12 2 lu9

® Vancomycin (1 Nl vanaaalafiadinn 12 Talud) /Aztreonam (2 n3W mawaaalaRadnn 12 Talug)

AAINMIINEIWILNWARENNATU LAY TOC SunneuTiauadiTanalsaluaragnaInanig

tﬁ a a v . . . i
cSSSI mmmmﬂs:wumdqa%’nwm"l,@ (microbiologically evaluable [ME]) waad b3lu @15199 6

AN319N 6 BATINNIINIWILNNARRNIIUNANL TR LIA IaNENRNATNNNNIE cSSSI? B9

a a a VLtva
mmmﬂi:muma@ammm 9

Vancomycin/

Tigecycline Aztreonam
Wanalsa n/N(%) n/N(%)
Escherichia coli 29/36 26/30 (86.7)
(80.6)
Enterobacter cloacae 10/12 (83.3) 15/15 (100)
Enterococcus faecalis
(amzgefilada vancomycin 11Nt 15/21 (71.4) 19/24 (79.2)
Staphylococcus aureus ﬁvh@ia metbhicillin
(MSSA) b 124/137 (90.5) 113/120 (94.2)
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Vancomycin/

Tigecycline Aztreonam

\Feralsa "IN (%) "IN (%)
Staphylococcus aureus “71' ﬁ” 2618 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)
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)

22 midAnmndmenlulsafaibavasdiniinialassansasfaniindnizunindon uaz 2 msfinwlu Phase
3 luiganalsanaasdasn
b = Aa & a A A ' @

Tuisnenddeanuefiseluionsiude
°CA-MRSA = MRSA ﬁLﬁ@lwgwﬁu (L%a MRSA 714 molecular W& virulence markers NGB INLLED
community acquired MRSA 320119 SCCmec type IV element Waz pvl gene)

d57uile Streptococcus anginosus, Streptococcus intermedius Was Streptococcus constellatus

nsaaBaluzasissriadudan (clAl)

ﬁmsﬁm:ﬂl,ﬁa‘]_li:l,ﬁuwammm Tna@a wuy randomised, double-blind, active-controlled,
multinational, multicentre &aamsdnm luglngilunasnm clAl mIfnsmaissudiey Tnan
Fa (W95 ua% 100 Sadnsumenasalafias aussuwa 50 fafin3umn 12 T2la9) 1
imipenem/cilastatin (500 fiafn3uvnanaaalafiadnn 6 Falu9) twaswn 5 59 14 5
mmau"’mﬁs’wluﬂﬁﬁﬂmLflu;j]”ﬂ’;Uﬁ"L@T%'umﬁﬁadfzmﬁm’mmsnsﬁau sfeldaesniay 3k
WndsnLy diverticulitis naziwzwiad lddudunzy Hnialwsanuaslugasrias s1lfannzg uas
Lﬁaqﬁaaﬁaaé'ﬂmu ﬁ;wﬁ'@ﬁuﬂ‘zz?m%maﬂgmgﬁﬁawamauauaammﬁﬁﬂmnmmﬁﬂugij”ﬂ’;mﬁa
nasaulaziiin TOC lundudszmnslgundsa lasudaduanaasias ME uazemaAINinIg
ﬂ%“i_lLLNumﬁ'ﬂHW’mnNaﬂﬁaﬁga%ﬁ“nm (microbiologic modified intent-to-treat, m-mITT) () miwﬁl
7)
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@397 7 daMIINEIMIENNAERNIINMIANEN&AY 2 NM3EnEN kA1 clAl

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

2 PUNALISNAK 100 RANTN AN VUNA 50 ﬁaﬁn%’unﬂ 12 9

® Imipenem/Cilastatin (500 N34 1N 6 F2la9)

AATNNNIINENWIINIIARIRNINNNTU LA TOC 2aIaRIFNATUIZLAN ME NAA1E clAl 1WA

ANTRAVDITENALTA LEAI I IUA1TI9N 8

AN 8 BATINNIINBIWILNNARRNI LN TaralIa lkaa/NaAT ME NUA122 clAR

Imipenem/
Tigecycline Cilastatin

\Farielse 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 b 42/47 (89.4) 46/53 (86.8)
Enterococcus faecalis 29/38 (76.3) 35/47 (74.5)

Staphylococcus aureus ﬁ"h@ia methicillin (MSSA) 26/28 (92.9)
C

Staphylococcus aureus ‘ﬁlﬁaﬁia methicillin 16/18 (88.9)
(MRSA)
Streptococcus anginosus grp.d 101/119 (84.9)

22/24 (91.7)

1/3 (33.3)

60/79 (75.9)
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Wwanalse

Tigecycline

nIN (%)

Imipenem/

Cilastatin

nIN (%)

Bacteroides fragilis

Bacteroides thetaiotaomicron

Bacteroides uniformis

Bacteroides vulgatus

Clostridium perfringens

Peptostreptococcus micros

68/88 (77.3)

36/41 (87.8)

12/17 (70.6)

14/16 (87.5)

18/19 (94.7)

13/17 (76.5)

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 i o ¥ .

2 midnwngaglulindabalutasiasninzunindan uaz 2 nsfinwnlu Phase 3 lwdaralsnnaadasn
b ¥ 4.

Tudasanaig ESBL

Cc 2 Ao A a A a : v
3’3“(]35’]ﬂ‘ﬂuLﬂjaLLUﬂﬂliﬂluLaa@]j’JN@’)U

d ] , .
w9 Streptococcus anginosus, Streptococcus intermedius WAz Streptococcus constellatus

Tiﬂﬂaﬂmuﬁtﬁm‘luquﬁu (CAP)

fimsdnsuiedsnfiunamssnevasen Infiduaduiuy randomized, double-blind, active-
controlled, multinational, multicenter &89M3AN®" (NMSANEAT 308 uas 313) Tuflng) luns
N1 CAP

msfnwmaihdsaufousninAduadn @waBuds 100 adnsunisvaanlafiad anue
2919 50 Hadniumn 12 2139 11U Levofloxacin (500 faansy nnaaalaiadnn 12 nia 24
Falug) lumsanewits (M3dnendl 308) nasanaaasasldsusnmanasalafiadinuagioias
3 's”uuﬁﬁami,qmﬂﬁm{iiwmml,f’lu levofloxacin THasULTeN% (500 Tadnsy dati) luns 2
nRUNIANI S ULANMFNENTIRAA 7 A9 14 4 omadasiulumsdnsidnesnaiasid
nz CAP Msnmndalulsaneinag uazldsusmmaaalafac JnaaFulszAntnalzunine
mmauauaamaﬂﬁﬁﬂmﬂmﬂﬁymjﬂ’amﬁamaauﬂ‘mﬁuwamﬁﬂm (test of cure, TOC) lumjw
dszrnIdguniiiam lasudsduanaaiasdszinn CE wazenaaiaslszinn c-mITT (@ 3197 9)
8aINMITNEIENIAaRN WA INaRaL TOC "i‘]”]LLuﬂ@ﬂlJ“ﬁﬁ@“IlaGL%aﬁaiiﬂluﬁé/ﬂ’JU‘?ﬁl\‘lﬁ’]w’liﬂ

ﬁiuﬁumd'«;‘a%ﬁﬂmVL@TLLamVLﬂu @N319N 10
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AN 9 BaTTMISNEIMIENNARRNIINNIsANINfaY 2 Midnslulsa CAP naslimssnm

VIRNAWIY 7 DI 14 1%

Tigecyclinea

nIN (%)

Levofloxacinb

nIN (%)

WRIINY a\?ﬂ’liﬁﬂl‘ﬂ

CE
c-mITT
msdnsd 308
CE
c-mITT
msdned 313
CE

c-mITT

253/282 (89.7)
319/394 (81.0)

125/138 (90.6)
149/191 (78.0)

128/144 (88.9)

170/203 (83.7)

252/292 (86.3)
321/403 (79.7)

136/156 (87.2)
158/203 (77.8)

116/136 (85.3)
163/200 (81.5)

a a o A a_ « v A a @ o
WWIALIINAW 100 URENTN ANUAIBUYUIA 50 Nﬂﬂﬂiiﬂ’lﬂ 12 ﬁQINQ

b . A a o a o a o ¢ A o
Levofloxacin (500 488NN mmaaﬂiammnn 12 %38 24 T2lw9); lumsdnsnite (M3fns1N 308) Badan

il ldTuenvasalafaduwiuatiotas 3 Tuuda Sseugaldidfousanidu levofloxacin sfiasudszmu

(500 fiafindu daiu) luna 2 ngunisdnmn

31N 10 BAIIMIINEIVILNARBNIUNAINTana l3nluwansauns ME Midulsa CAP?

Tigecycline Levofloxacin
\arialse N (%) AN (%)

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';(ﬂ'a methicillin (MSSA) 9/12 (75.0) 8/10 (80.0)

Streptococcus pneumoniae (L%W’wzﬁvlwia penicillin Lﬁﬂﬁu)b 44/46 (95.7)

39/44 (88.6)

A

a o o
nsdnsndan 2 midnwluliadaadniaulugumu
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b da & aa A ' %
i’mﬂtl‘YmL%aLLUﬂﬂL‘a‘le%Laa@i’m@’m

[ [

L%El Staphylococcus aureus ﬁrﬁa@ia Methicillin (MRSA) Ltaxtﬁa Enterococcus spp. ﬁﬁa@ia
vancomycin (VRE)

lumsdnnd 307 Fnsusziiunansinsnuesennidoaduluglng Tumssnenlsndaiged
Heousananalsa (clAl, cSSSI LLa:ﬂ'ﬁ@m%a*éiue]) AANITa VRE Waz MRSA

msfnenl 307 iuwnsdnsuuY randomized, double-blind, active-controlled, multinational,
multicenter M3ANwN LTI iunaM TSNt InATasn (@wae3uds 100 Sadnuninase
lafiadh anueazamwa 50 fadniy nn 12 $21a9) 1L vancomycin (1 niuvanaaalafiadinn 12
i2lu9) Iunssnwmsdaidadiiinan MRSA wastsziiunanmssnenaasen inidoasn @wiaen
Sudu 100 daansunnaanlafiad amudzwwia 50 dadnsy nn 12 F2109) wae linezolid (600
fiafnin nenaealafadinn 1241 139) lumssnsnmsaadefitinan VRE 1wnanuin 7 &
28 3 smaiasnnlunsansiduasaiaslsadiada clAl cSSSI wazmMsaaiTasug
@@m”@ﬁuﬂizﬁﬂﬁwaﬂgugﬁﬁaNa@lauauaammﬁﬁﬂmnmﬂﬁwgﬂamﬁiamaauﬂsuﬁuwa TOC
lunguiszrnalgundin lasudsduarssdaslzinn ME) uszanaainsdszian m-miTT
fINILEATIMIINWIA LN IAREN g}miwﬁ' 11 §19950 MRSA wazan 31991 12 §msL VRE
TR 11 sammssnEmemeadiinanmsinsdanalsefiaadasmsdnsni 307° lwie

MRSA AaIN13TNENTWIRTWI% 7 019 28 7%

Tigecyclineb VancomycinC
n/N (%) niN (%)
n3dnEnfi 307
ME 70/86 (81.4) 26/31 (83.9)
clAl 13/14 (92.9) 4/4 (100.0)
cSSSl 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 o { a ¥ A
Anwlueanaaiaifiiin1ig clAl, cSSSI uaznIfaLTadue

b a o A a_ o Y A a o o
NAEENEU 100 Hafindu anudaosuia 50 adniu nn 12 Talud

C o A o o
1 niumanaaalafiad nn 12 Tala
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@

A Y Y aa = & A4 =2 A a &
ANTWN 12 a(ﬂs’]ﬂ’]iiﬂ‘hﬂﬁ’]Ewn\ﬁﬂﬂuﬂa’]ﬂﬂ’]iﬂﬂjﬂ’jL%aﬂaiiﬂﬂ@a@]aE]']ﬂ']iﬂﬂjﬂ"]ﬂ 307 lqua

[

VRE $#adn13sn=dwiia 1wt 7 09 28 1

Tigecyclineb LinezolidC
n/N (%) n/N (%)
e 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 o { A ¥ A
FAnwnluamaianinnig clAl, cSSSI uazmIfaliadng

b a o A a_ o v A a o ™
NAEFNEU 100 Hafiniy anudaosuia 50 adniu nn 12 Talud

C,. . A Aa_ o A o <
Linezolid (600 flafniunsnaaalafiad yn 12 $alua)

\Henalsaunsuaviinanas

lums@innd 309 Fnsusziiunamsinnuessinidoaduluglng Tumssnenlsndaiged
Housinanslsa (CIAL cSSSI, CAP uazm3diaidadus) filinanidanalsaunsuaufiaasom
M3ANENA 309 LWANSANHILLL open-label, multinational, multicenter Ms@ANENTLT2LHn
nanssnswasen lnAtaadn @wiasnsuan 100 Saansunivasalafias ausiswwa 50
fiadn3umnn 12 s1lu3) lumsinsmsiadefitinanigenalsaunsuauiaadesn iuawu 7
fla 285w ormadasfidu clAl, cSSSI, CAP uaznsanifadug IndaFuzininalguniine
HARELARINIARANIINMISBauanamaanNanasaudsziiunanissne (TOC) lunguiszzng
Ugundiin lesudaduanmaaiasiszian ME uazanaaaiasiszinn m-miTT (g a31971 13)
TR 13 sammssnsmensadiinannsinsidans lsefinadesnnsaneni 309° lwdare

aid‘(y ' o o | = o
IiﬂLLﬂi%JaUVI@]E]@]aEJ’] ARINITINBNT WA TUWIW 7 DY 28 1%

Tigecyclineb Tigecyclineb Tigecyclineb
n/N (%) n/N (%) n/N (%)
miﬁﬂ‘mﬁ 309 L%ﬂﬁﬂiiﬂﬁi‘muﬂc E. coli Klebsiella Enterobacter spp.
pneumoniae
ME 26/36 (72.2) 4/9 (44.4) 5/6 (83.3) 3/4 (75.0)
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cAl 272 (100.0)° 11 (100.0)° 111 (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 40175 (53.3) 5/10 (50.0) 913 (69.2) 8/15 (53.3)

Al 6/9 (66.7)° 2/2 (100.0)° 11 (100.0) 111 (100.0)

cSSSI 27/38 (71.1) 35 (60.0) 617 (85.7) 718 (87.5)

CAP  0/1(0.0) - : 0/1 (0.0)

a o o x4
AnunluanmaiaINinnig clAl, cSSSI, CAP wazmidaiiodny

b a o A a o o A a o ™
YUIALIINAW 100 YRANTN ANUNILVYUIA 50 URANTY ‘Ylﬂ 12 "Ii’JISN

c g d I3 . . .
i’.l&lﬁ\‘il,%aﬂaiiﬂﬁw’] gnNLIW E. coli, Klebsiella pneumoniae W8 Enterobacter spp.

d . @ LAY
v[&mummamsmnmeﬁvl,wﬁmsmuqmﬁmwa

]
s

A & ~ A a a 1 <
msaazalalanuaiisandnsianaulaagiesiasi
Tunsdnmuuyliaiuguusziszaunaninilden (compassionate-use experience) 9110 8

o 4 a & AA Aa a a . < A a
szine sansdas 52 7o Saase lwlewuefiseninmsesudulaaiiesini (sndaaniiaan
\Iia M. abscessus WULBETFA) VL@T%’umﬁ'ﬂmﬁaﬂ"[ﬂﬁsﬁ'ﬂﬂﬁumuﬁﬁ'umﬂg‘jfﬁ’mzﬁu6] WU
AlafsuazAniTIgINIIMTINIagNzANL 5.5 LAaw uaz 3 LAaw MUAAL (ARED : A

=1 44 A > a aa d&/ v |
3 anivtzanm 3.5 T) desanmeianikuasanmaiasianmaneaainaaw (leun syonmes
Aaf A A o A ' '
2IMIuaAIzaIlntaanalu wis uka Jesliauuiianids wiamuwinszansvasdumsly)
A A Y o o \ 4 A
UrzanmasimiireiarmadnIdednasmamamiazaminmdaliies Silangainainig

A v d a A
ﬂﬂ%vl,ﬁ 2L W WIBLLDDINIT

szznsan

Tums@nsuuuida Wemansnss mmm‘lhvlﬂqo lwédnay 8 fia 11 T $ruau 39 efidu clAl
wia csSs! laTunfduain (0.75, 1 %38 1.25 Aadnwilaniv) dihonnnaldiuinfdoaiune
naaalaradiduwiaatnides 3 Wudadany 950 14 TuAadon Togsnansadaniasune

UFmzuuusudsemulaaiudind 4 nionasanumduawly
é’m’m’limmnﬂm's:ﬁ@L%E}"L@Tgﬂﬂmﬁmzwm 10 waz 21 a”u%é’amﬂﬁma%’aq@ﬁ’lmmams

N Naagﬂmaamma‘uauaammﬁﬁﬂIuNaé‘wﬁﬂs:mmﬁﬁmsﬂ%‘uLmumﬁ'ﬂm (MITT) ugaslu

an9sia i
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NMIINVIRILNARRN, Uz 1nT MITT
0.75 un./nn. 1 un./nn. 1.25 un./nn.
Tavsld n/N (%) n/N (%) niN (%)
cIAl 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)
Tasw 9/10 (90.0) 8/13 (62.0 %) 12/16 (75.0)

ﬂ’)iLLﬂﬂf«la’ﬂaﬂﬂﬂi‘éﬁﬁ‘ﬂﬁwﬂ‘ﬂLLﬁ@\‘le']?l’N@]u@]"J EIﬂ’]’]?J§$3J(§]5$’J\‘1L%a\‘l'ﬂ’lﬂNﬂqiﬂkkfy’]@]lﬁil“ﬁﬂ’]ﬂﬂﬁ’)‘Izlﬁ.i

anuaralumsdnsi uaﬂ"ﬂ’mﬁﬂ?iﬁ’lﬁdﬁﬁﬂu?wﬂ/ﬂ’sUluﬂ’]iﬁﬂﬂ’lﬁﬁﬁaﬂﬁ’w
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Cmax (ng/mL) 1.45 (22%)

0.87 (27%)

b
Crax (ng/mL) 0.90 (30%)

0.63 (15%)
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AUC (pg-h/mL) 5.19 (36%) -

AUCq.24h (ng-h/mL) i 4.70 (36%)

Crnin (ng/mL) . 0.13 (59%)
ty, (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%)
Vss (L) 568 (43%) 639 (48%)

a A
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Dextrose Injection, USP Lae Lactated Ringer’s Injection, USP.

Woiimslvnwiounulumesindadwdsnuils 0.9% Sodium Chioride Injection, USP %38 5%
Dextrose Injection, USP nftaasusansaldsintwldnuenuazassmiiionsaneallil:
amikacin, dobutamine, dopamine HCI, gentamicin, haloperidol, Lactated Ringer’s, lidocaine HCI,
metoclopramide, morphine, norepinephrine, piperacillin/tazobactam (EDTA formulation), potassium

chloride, propofol, ranitidine HCI, theophylline L&z tobramycin
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TYGACIL
(tigecycline)
for injection

1. DESCRIPTION

TYGACIL is an orange lyophilized powder or cake. Each TYGACIL 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
TYGACIL 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. TYGACIL 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 TYGACIL
and other antibacterial drugs, TYGACIL 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.

TYGACIL 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 (V) 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 PRECAUTIONS

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.
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Results of studies in rats with tigecycline have shown bone discoloration. Tigecycline may be

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).
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The safety and efficacy of tigecycline in patients with hospital-acquired pneumonia (HAP) have not
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. FERTILIFY, 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
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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
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
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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
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
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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
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
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System Organ Class Adverse Reaction

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

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.

10
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System Organ Class Adverse Reaction

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
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 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-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% ClI)
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)

11
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- Tigecycline - - Comparator - Risk Difference*
Infection Type n/N % n/N % % (95% ClI)
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.

* 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.

12
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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 1V 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.

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.

13
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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.

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)
<S (Susceptible)/ >R >S (Susceptible)/ <R (Resistant)
(Resistant)
Enterobacterales <0.5/>0.5 >18 / <18")
(formerly
Enterobacteriaceae):
Escherichia coli and
Citrobacter koseri: "
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

For 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.

14
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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.

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
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Streptococcus pneumoniae <0.06° - - >19 - -
Enterococcus faecalis

(vancomycin-susceptible <0.25° - - >19 - -
isolates)

Enterobacteriaceae” <2 4 >8 >19 15-18 <14
Haemophilus influenzae <0.25% - - >19 - -
Anaerobes® <4 8 >16 - - -
S = Susceptible; | = Intermediate; R = Resistant

For disk diffusion, use paper disks impregnated with 15 g 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.

P 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
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Pathogen

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

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
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Pathogen

Mpycobacterium abscessus
Mycobacterium chelonae
Mpycobacterium fortuitum

Mpycoplasma pneumoniae

Species for which acquired resistance may be a problem

Gram-negative Aerobes

Acinetobacter baumannii
Enterobacter cloacae*
Klebsiella aerogenes
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.
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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 (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-miTT 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)
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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 719 (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.

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-mITT) 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 clAlI®

Tigecycline Imipenem/Cilastatin

Pathogen n/N (%) n/N (%)
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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 16/18 (88.9) 1/3 (33.3)
aureus (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)

@ 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
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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
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)

2100 mg initially, followed by 50 mg every 12 hours.

b 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®
Tigecycline Levofloxacin
Pathogen n/N (%) 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)

Mpycoplasma pneumoniae

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.
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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

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® Vancomycin®
n/N (%) n/IN (%)
Study 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)

@ 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.
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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)
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)
# 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).

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).
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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%

years). Approximately half of the subjects achieved clinical improvement (i.e., improvement in

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

¢SSSI 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.
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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) 57 (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

Multiple Dose®

100 mg

50 mg q12h

Crmax (Mg/mL)°

1.45 (22%)

0.87 (27%)

Crax (MG/mL)°

0.90 (30%)

0.63 (15%)

AUC (pg-h/mL)

5.19 (36%)

AUCq_4, (Hg-h/mL)

4.70 (36%)

Cmin (“g/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%)

Vss (L)

568 (43%)

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 ug/mL). Animal and human pharmacokinetic
studies have demonstrated that tigecycline readily distributes to tissues. In rats receiving a single
or multiple doses of 14C-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 pg-h/mL) in alveolar cells was
approximately 77.5-fold higher than the AUC_4,, 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 AUCy_1o, (1.61 ug-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 "*C-tigecycline, tigecycline was the primary
'4C-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
TYGACIL 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 Cmax (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,_4,, in adults after the recommended dose of 100 mg loading and 50 mg every 12

hours, was approximately 2500 ngsh/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 (+SD) tigecycline clearance between women
(20.7+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
(22.148.9 L/h), and “other” subjects (25.0+4.8 L/h). Therefore, no dosage adjustment is necessary

based on race.
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17. PRECLINICAL SAFETY DATA

Carcinogenicity
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.
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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.

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.

TYGACIL 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

32



LPD Title: Tigecycline

LPD rev no.: 7.1

LPD Date: July 13, 2023

Country: Thailand

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

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

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.
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TYGACIL 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 TYGACIL 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

LPD Revision No.: 7.1
LPD Date: July 13, 2023

Country: Thailand
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