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Tla) PwnuuiamadaMigunng wudt InAdbadun sad1zauegigaluian (Co.) 189
digoxin adtdnitas Yszanm 13% ud liflinadadunlansnaasszauenlufoanuiian (AUC) i
' o @ . . A o A A & @ M oA
AnIdae (clearance) 184 digoxin Matasuulasszauegigaluioaiisuaniasilidug
AOHANIUNFTNAFEaTUB4 digoxin ilaTzaUn lwAeaITngN1IEAIN (steady-state) LAY 13l
ATININMILUREULLRIVEY ECG interval %anannih digoxin WiNHadaansmienILnTs

& Ao a o & & A o & ) A Ao A \ )
dwuraasvadinivoadn adnw 39 ldanusndudasUsvamasialit infsoadin AL

digoxin

daldennAiduadu (awa 100 Hadiniu awdioawia 50 Hadnsunn 12 F1lua) 3L warfarin

(V1@ 25 AadnTu INBIATUGELT) uianmadnIgunnd wudhliainiidasves R-warfarin
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. ¥ dg o o o A X
Wae S-warfarin A9a9 40% WAz 23% wariunlanswvesszauenludoanuaAudu 68% uay
o @ Aa o A o v . Aa a X ] . . .
29% aNEOU IATaaanlairinlikaues warfarin fdan 13 NNURVBIAN international normalized
ratio (INR) LAzuuilasadeliadnn wanaint wafarin ldinadaansmennsTaanaansval
InAgoadn atnelsAaualIsinsGaandn prothrombin time BIaHNANIINARALNNTUDIAIVBILEEA

4 A d ool ae o . _
Mranzanaws Wald Indduain s2uny warfarin

NaNIANEN lraaanasadlayld microsomes EALCITHURT uRaIAARIN InATaa Rl Tnaaue
WANUBRTNNLAAINN cytochrome CYP450 isoforms 6 fiadalUiide 1A2, 2C8, 2C9, 2C19, 2D8,
LAz 3A4 @91 39 hianaIn InAdaaan ﬁ]:ﬁwﬂLﬂﬁﬁ%LLﬂﬂdL&J@l’]ﬁJ@ﬁ%&madEl’]ﬁgﬂl,ll(ﬂ’mavl,ﬂsﬂﬂﬁ
& st A P M o & o = , Va o @
L Ll RaE1T hanNaNHLIKEIaNN vLVlﬂ‘TjﬂﬂauvLszL@QﬂLw(ﬂ’]iJavl.a‘]j&ﬂﬂuﬂ 9liaaindinisiiaae
A o a { { o & { ° P~ .
v Infiduaiuazgnifsuudaslassninalunsdudmiaminitihgnives CYP450 isoforms

&
AR

msanw lunasanaaaslasldioas Caco-2 197 InAdoaaulifiinasuds digoxin flux Tanaasly
Wi lnAsoasulailssnssuss P-glycoprotein (P-gp) ﬁaga‘luma@wmaoﬁaa@ﬂﬁaaﬁma
msfnsnUfAseseninienlusmevesfsdfiafesunotredudslinuiinAdoafudanadas
313 digoxin Laagnile

msdns lunsaanassdlasltioasinizifesNnaa P-gp anniuwuin Infidoadwduasaiduaas
&< AV . ] o AaA & A ‘ ' o Ao A A Ada

P-gp 910 1198 inTuinmsruainid P-gp iuRenanazainanan13adn indgoaauludidsialu

szavla mslAsALEIEUE P-gp (1% ketoconazole W38 cyclosporine) #3a&13L AR P-gp

(W% rifampicin) 819FINAABLAFTIAUAIFATVES INATHAFW b6

milgindjFmshmnumquinfianlilasmysudenunerarldnauifieddszaninwaaas

11

milginAdbadusuiuennga calcineurin inhibitors 11 N1la3ALF (tacrolimus) 3o lalaaaaiu
. 0 ' A X v @ o o ! . . 0o ¥

(cyclosporine) mﬁ]m"Lﬂqmimeumaamwmeumq@lwﬁimaamﬂqu calcineurin inhibitors ‘L@

AInUIINIIATIRAANANNTNTUIUETNVEIINGW calcineurin inhibitor luszninanIInENE

a v a ‘ﬂl A dl I A
"Lwﬂsﬁmaw,wa%amammmLﬂuwmmm

1 ¥ Aa oA aAa o {
M3ITUNINABNIINAFIUNIRDIUPUANIIHAZTNITATIVIRIRL DY )
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1 A { ¥ a 1 A eAa
10. Nﬁ@lﬂﬂ%ﬂii&ﬁ@lﬂdﬂ’]‘iﬁ&’]ﬁﬂ%ﬂNa(ﬂaﬂ']‘iﬂ{]ﬂﬁ\‘i’]%
Av A o v a o o 1 § A ° o
"Lmsﬁmauawml%m@mm‘sﬁmd (@‘Vi’]“llﬂ 12. E]'lﬂ'li13\|ﬁ\‘illi$ﬂ\'iﬂ) ‘ﬁd@?’ﬂﬂﬁl%ﬂ?ﬂ&lﬁ?&l?‘iﬂ

Iumw‘”uﬁmw U']%LLE\]Z/‘Vi%aﬂ’]iﬂ’JUﬂNLﬂ%ﬂx‘]ﬁlbﬂiﬂﬂﬂ@ﬂ\‘lvlﬁ

L aAa A a
11. M e N 19N AnKI DN B

1 v IQ ~ [ ] = J v
lawumslaeluneniansanisdasn waz laiaziiadiule

1 ¢
12. 9113 LN Uz a9a

4 | e I3 A ] a & o .
ﬂ?qwﬂmaﬂa']ﬂ’]ivLNW\jﬂizﬁﬂﬂ"ﬂ"lﬂEl']ﬂﬂ’]@'l']"ﬂzlaﬂﬂdﬂu A1 CIOMS frequency categories:

WULagaINn > 10%

Wulag > 1% waz < 10%

wu laidas >0.1% uaz < 1%

WUhae > 0.01% waz < 0.1%

WURBHNN < 0.01%

lainmuanud Vl,aimmmﬂs:l,ﬁuvlﬁmnﬁaHaﬁ'ﬁa;}'

97 m’mﬁamms"l&iﬁoﬂi:mﬁeiavlﬂﬁlugﬂu AN AU NG AR

% 1 1R 6
5&UU°1]§JG?J'JEI'J$1%‘S’NT’I']EI mmﬂuwaﬂszaaﬂ

ANNAAUNAYDITEULIADAAS KA DY

WUl Activated partial thromboplastin time (aPTT) mu"fu
prothrombin time (PT) Wl AnzindaLdand

wu'laitiae international normalised ratio (INR) RN

WUhae Hypofibrinogenaemia

o

mwﬁmﬂnﬁwaonuugﬁﬁwnu

Q
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% 1 1R 6
szuummmmz‘l%ﬁamﬂ Bﬁﬂ']il&lﬂdﬂizﬂﬂﬂ
Tainswanad UJATHIMIUNLUY anaphylactic/jnTenm Wiy

anaphylactoid

anNAalnAgasNavadsuuaslnrwIngg
\ a P a o . a ¥ A Y
WUlag Mzifaadldsdud1nindnd n1aziinanalwiaadn

AFVBLINBDIRIIRARN

ANNAaUNAYaIsEUUlIEaIN
1 =4 =
WULag Jua9 Unadsue

awAailndlunasmdan
WULUBE MAMZRRDALRAFIANLRY

wu lidag AMTRAAALRaAGIANLEUNANLAA

] Y
o

anNAalnAgasssuunIsianKigla nsvan uazidaninuwnalizadan
WULBE doauiy

ANNAAUNAYDITEUUNIIAWDINIT

WULAsAN ARWLE 23U MBI
LN 1107189 a7 hiltiay
wu'laitiag ANMZAUBAUDNLRULRIUNA

3
ANNAALUNAYDIAUUALTZUUK NNRADY
&

WUUaY Aspartate aminotransferase (AST) §3U% alanine
aminotransferase (ALT) gaﬁu* seaudazinluiongs

wu'laiday 15n@aLnaed (Jaundice)

linyuenvd mazmiq@ﬁumamaﬁwﬁ (cholestasis)

* ’Luﬁﬂwﬁvl,ﬁ%”uvlwﬁﬁﬁ‘mﬁu J189uaNuRaUndvas AST waz ALT ﬁLﬁ@mwé‘dmﬁ'ﬂmﬁamdﬂﬂéjuﬁ

R et v { a a e a g ] 1 g
VL@]?‘]Jﬂ’]iiﬂH’]@’)ﬂEl']Ll]%m.lLﬁﬂllﬁﬂ’ﬂ&lN@]‘]Jﬂ@]&lﬂLﬂ@muﬂﬂﬂluit%’)’]dﬂﬂiiﬂﬂﬂ
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o 1 1R 6
izﬂﬂ“llﬂdﬂ')ﬂ')%sl%i’l\‘iﬂ']ﬂ EJ’Iﬂ']‘JINWGTJSzﬂGﬂ

a a a (% & A v @ g
ﬂ')’I&IWﬂilﬂﬁﬂadﬁl?ﬁ%dLLR&‘IL%E]LEIE]?@N?W%J

i o dnﬂl dla %
Wulag 813U THUNAIN
Tinsuarwd el JATo17wUINAINGES 17N IN§81N1T Stevens-Johnson
Syndrome

# Aa o A =} v v = o (3 a A ' . = 1 R 6
vlﬂﬂ‘ﬁﬂﬂﬂu&liﬂidﬁiﬂdﬂﬂﬂﬂﬂﬂdﬂﬂﬂﬂ@l’]uLLﬁJﬂﬂLiﬂluﬂi}N tetracycline LLﬂzaﬁﬁ]&laﬁﬂ'livL&lWGllitﬁdﬂ

ABNUARING BINNTAINAIIBIITINDY. Fixed eruption

annAadndnaliuazaniieiitnninlwuSiami e
Wulay mMamsvasunanunnsey Ujisonlunsmndasn

' ~ % a aa a Aa a aa
wu'lday dnsanisuuTiundesn heusiiundesn vinusiunia

A o @ A Aa
) ‘ﬁaa@Lﬂa@@qﬂﬂLﬁﬂluﬂiL')mqﬂQ@ﬂ’]

ansiiaglun1sasiaday (Investigations)

\ o A X ) a A X
NUUay Jeal amylase LNND Y it@ﬂg{LiUluLaa@ (BUN) gﬂ“ﬂu

HAMTILATIZATYANINANTINAY (pooled analysis) INNIRUA 13 MIANHINARBINIAREN
= <& Y

Phase 3 Waz Phase 4 S95iavidnmsAnmluendIoufiousis  wunnsane 4.0% (150/3788) lu
aaauasn bau InAToadn uaz 3.0% (110/3646) luaanaiasn lasusndSoudoy  Wasien
ToYRNNNAILMIANHINARDIHNIATIZRTINAY (pooled analysis) WU INEURANTANY
NIRNA UANURDINULANGAINUIERI NN ERIATN b IL InATaafwLaza1aauATN lasLEN
wWisuiiay daidu 0.9% (95% CI -0.1, 1.8) lunsdinwmasasneadfininanis minJanzidoya
WUU pooled analysis NlTHANN1TV84 random effects model lagla3smsarssinninluudas
MIANHMANEY (trial weight) WuiInIeBrisniaINNEMe luamadaIn ldsue Infidua i
LazeFENAIN LesusuUSsufsuianuReanuandens aawdu 0.6% (95% CI1 0.1, 1.2) law
a [ 3 Aa s A v . 0 [l ' 1 A @ o o Ao v
Aenziandayaniluinilasuuda (adjusted) dylinuanuuandwedwiidoimdnyndunald
wwivm nfdoafuivsdisufisuluudazsfiavainisdada (@anment) netdaliaunnm

1 dl a ; (3 o I a d? dl 1 A a d?
sunguasnna liauganifiaduld laorildnsenodunannannfaenudamiandaite

S @ A A A | v .
d1fau wiafilsafiuauuriatiinean (co-morbidity)
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[N caa v ¢

AN 1: ENFUATNNAUAN TN UNIANTLT NS FITIA RSN NTRAVBINTAALT D

q

ANUUANANVDIAIW

Anfigaadu. sy ENE
THhAVAINTIIA
\Fo n/N % n/N % % (95% CI)
cSSSI 12/834 14 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)
HAP 66/467 141 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)
DFlI 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 = Iﬁﬂﬂa@muﬁlﬁﬂiw’gwu; clAl = mMIfadaluteriasriatudon; cSSSI = NMIAALTaVBIAIRI LaY

la398 92090 TRaTUTaw; HAP = lsadaauiuiifalulssneiuna:; VAP = lsadaauinainmshd

[
A

WIa9Tuvela; RP = Wwandadayn: DFI = miﬁ@L%aﬁl,ﬁﬂu;jﬂammmm

* mmLmﬂ@h{lﬁ@Lflm”aUa:izmwammau"’mﬁLﬁﬂ%ﬁ@‘lumjuﬁ"[@i"%'uvlﬂﬁfﬁ'mﬂﬁul,mzvlﬁ%'uml,ﬂ’%'ﬂmﬁsm Tazen

95% Cls @122 1n25 Wilson Score Gaiilu continuity correction

= danuasafiuandiulasdszanalunmwnanienzsianndeyanfusuifouuda (1435 random effects
vl ' by o ' 2 . . P

model lagl335nsasthmninludaznsdnsnaass (trial weight)] 71 95% CI

* nguarmadastaslunguniduliadaauiniiialulsanminag

WANBLIAG : MIANMNARBINNIAARNTINNNTANENT 300, 305, 900 (cSSI), 301, 306, 315, 316,
400 (clAl), 308 uaz 313 (CAP), 311 (HAP), 307 [midnmidaunsuuiniiaasaluenaadns
faLra MRSA %%al,%amg'&l Vancomycin-Resistant Enterococus (VRE)] W&z 319 [ﬂ’ﬁa@w’faﬁl,ﬁ"ﬂu

Ao mnuiidunia Widuliedadalunszgniaudas (DFI with and without osteomyelitis)]
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2 e o R o oA = v a o A v o
a']ﬂ’]ivLNW\jﬂﬁzﬁﬂﬂVl@aﬂLT']iUﬂ']iiﬂH’]aU'NiU@'Ju TUWUVL@UaUﬂq@ﬂua’]ﬁqﬁuﬂiﬂv[a@iun']iiﬂjﬂ"]
ﬁ?ﬂvlﬂﬁﬁﬁ‘ﬂﬂﬁu ﬁa E]’m’liﬂﬁuvl.ﬁ 29.9% (193% VLSJIE%LQG 9.2% ll']uﬂa']\? 1.4% ?HLLTG) LLaszﬁﬂu

] a U 4 U a &J
19.9% (12.1% VLN?HLLSG 6.8% ﬂquﬂﬂ’]\'i 1.1% E%LL‘N) I@Ullﬂ@ll,l,m ﬂ’]ﬂ’ﬁﬂﬁu‘laﬁ%aaqLﬁﬂuLﬂ@mu

o [ o A
luszezduuaInssnm (Aun 1-2)
mi@Tamﬂq@l*’ﬁﬂ']"lmﬁsﬁ'ﬂﬂﬁumulmyLﬁmnﬂmmiﬂﬁuvlﬁ (1.6%) WAz (1.3%)

(3
Uszzg1nsan
iTayannudaeadndnaunanmIdnmnaTIsumanizain1Idinm (@iata 16. indy

¢ \ A @ o o A R A a Ao A 2
anA1ans) wuin hiddannamuanudasanslriniaaalitiniianninisoadulunsdnmn

&
AR

lunsdnsinsmasuanaasuuuida Wenesudsn awadlugs dnsamaseuanudasaribvas

av A = = o A a a & o ' R &
Infiduaduluidnany 8 fis 16 T $1uau 25 MefiismeanmIdaie Toyaamaliilszasd
v Infiduaiuluarmadn 25 Neddanuseaadainudayaniwuluglng

anudasanvradinfiduafudignarasenlunsdnsindzasumaniuuuile AlAnanuass
mmm‘h"l,ﬂga lwidneny 8 fis 11 U S1wu 58 1o #ifin2z cSSSI (n = 15) clAl (n = 24) n3alse
ﬂa@muﬁLﬁ@&lquﬁu (n = 19) TayaemyliNdszasdvasinidoaduluaranadas 58 A
anusaaadadnudayaludlng sniiuansnanld (Jouas 48.3) 05w (Fouas 46.6) uazlals
Wnduludsy (fewsz 6.9) s‘fidwummﬁlmﬁﬂgaﬂ’jﬂuﬁlﬁfy'

Vl Vo a

13. N1 LATLYNNBIWIA

liddayafianzianzassniumainmnnzmslaiven infiduafwivema Waldlnfiduaiums

waaalafadnluawa 300 Iadniu iWsdaudluszaziaa 60 wifl luarmadaIgunIwg wudn
wn 6 di (% a AI J = a a v Aa o a

pudnIalrasenMIndnldonowindn lunmsdnsmeiwinmlasmilien infdoadiunig

waaalafaduissnindelunuiivinswuididtauesmasivhlians (median lethal

dose, LDgo) landszanmfa 124 dadnswalansulunudariuaz 98 fadnsaumlaniulunydads lu

AW A1 LDy lastszanalununisedineiriniy 106 dadnsaflaniu Infiduaduligniida

aaﬂmﬂs"mmﬂamdﬁﬁfﬂﬁwﬁtﬂ@ﬂm‘W\Iamﬁa@ (hemodialysis)

£
14. ﬂﬁlﬂﬂ']iﬂﬂﬂi]‘ﬂﬁ
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ae a A ad ' . o & @ a A A v o
Infidoadu dadumujuzlunga glyeyleycline dudamaasrslisduluuuaiizalasnduny
wihotay 308 vaslslulauuaznulaliluanavas amino-acyl tRNA 1 e A site va913lulow
asnudsiinarililuianazas amino acid lisansadhdunuasvasddindniaseirsled nf
Sunfu dngu glycylamido Fuatiriudunikaf 9 va4 minocycline Mdudlugduunitlinulusnlu

1 . A a g a A a & o & & o v ;d wn 1 1
ngu tetracycline Miiadulusysumaniasfianiguenzd Sevhlnniliquaudifuisateda

X a Aed o Y L i A Ada A | o & . Aa
daydunigfvhlgninslunasanasssuazluiimeddfianitaniaywisvas tetracycline Nl
aglulagtinn wananitinfduafudamaniniersuenalnlunisdam tetracycline Nd1AyFasnaln
danatnnsuntaslslulaw (ribosomal protection) KTNA INNIVLENBBNINNLTAR (efflux) b6
athilafiony nsdinsuliaag & amawunsdade infiduaiuvas Enterobacterales uazaaTn
d'l d'l L o 6 Qo a a v a =S
auq asnnalnnadutuseannniaduaznmnaewuslulusdulslolay Infduadu 39

Af k% 1 1 g 1 AI a ] 1 ¥ v
waadgninisdauuafiSanalsanslunasanaasduazlusremedsisie ldwuiinsdesndy

a W@ a Qs = L= 4 ] 1 £ Q€

nguszwivinfduadunuendfiuedidug  amnsdnslunasanasaslinoiiimdmgnd
sznig Infigoafunuendfiusnltiossfiadug lagnaldusr Infisuadn aaiduenngudims
wigrendeuuafiis  fienududuresen 4 haasanudutudgalunisdugada (minimum
inhibitory concentration, MIC) W13 colony count 8a84 2 124 log scale WaltenInfsoaau
AULT® Enterococcus spp., Staphylococcus aureus Wae Escherichia coli aghglsnann Infgaadu
LLamfm%‘LumiﬁhL%aLLUﬂﬁL%UU’]G%ﬁ@LLazﬁﬂﬁ colony count 2891858 Neisseria gonorrhoeae

\ S &, X A A A A o ¢
804 3 19 log scale nAduafuuaasgnidinsauuafiolumadumslaniduaonuirialy

laun e Streptococcus pneumoniae, Haemophilus influenzae Was Legionella pneumophila anaag
lumsnasauadnilteandiaudiu3fidansluermianad (broth dilution test) tudasmidn MIC
lagldormsnazevaalnd (218 <12 731309) FIBNTNAFDLNNTHWIVBIINUULHUNTZANHIINAN

(disk diffusion) Wullgusiunszamisnangulniduadu 15 lulany

iagaéj”wﬁwaa EUCAST (ﬁw%%’uﬂi:mﬂﬁé’wﬁa EUCAST)

6 @ . v @ o o & o & ' a
Lﬂm‘ﬂﬁ;@]@]@ (breakpoint) °IJE]Gﬂ’)’]llL”llﬂJﬂl%@]’]tj@]sL%ﬂ'ﬁU‘Uild (MIC) LLRZI%%T]’]?U‘UEH‘IJENLLN%’J\‘]ﬂﬂN‘Y]

(2
a o A

ﬁmu@l@Uﬂm:ﬂssuﬂwsqisﬂdwﬁaﬂm‘smaaumm"b@iam@T'ma;a%w (EUCAST) 493t
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[ﬂmzmsumiqkﬂdwﬁﬂmsmaaumw"b@iameﬁuqa%w] miwoLﬂmﬁﬁg@ﬁ@ﬁl"ﬁ’lummﬂawa
MIC LLa:Lﬁumuﬂuﬁﬂa’lwaﬂsﬁu:

@19197 2. INWNYAAAAIN EUCAST

\Fanalsa MIC (4n./8617) Lé"mhugmﬁﬂma

pasloumIgugs
(3.
<s (ladaen) >R (Aacasn) >s (ladiagn) <R (Rarasn)

Enterobacterales (1@ <05/>05 218 /< 18"

SRk

Enterobacteriaceae):

Escherichia coli and

Citrobacter koseri: "

Staphylococcus spp. <05/>05 =19/<19

Enterococcus faecalis <025/>025 220 /<20

Enterococcus faecium <025/>025 222/<22

Streptococcus N A, B, <0.125/>0.125 219/<19

C uaz G

PK/PD (laitAgnuziia)

<05/>05 -

d & P~ Ao a . o < W
Wyunsdlues Enterobacterales a4 sugnivasinisuainazuanarsnily aua ldiiaswalu Proteus spp.,
Morganella morganii w8z Providencia spp. TJaufisudsiwlaluibadne

”HﬂWVT’ﬂ@ﬁ'@mmLé’fumuguﬁﬂmwaﬂsnumummaumuﬁuﬁ'u@iaL%a E. coli \YiNthth §IW&MIU C. koseri bt

1435 MIC

7
A =

a Aa A 19 ¥ a a o = =S a A aa ' a
I%ﬂim"ﬂa\‘]LLfI.Iﬂ‘YlLiUYIVL&JFL"IT?JBﬂﬂjL'%% N‘Haﬂg']uﬁﬁ\‘lLL@@GﬂOﬂitﬁﬂﬁNaﬂ’Nﬂﬂ%ﬂ@]ﬂﬂ'ﬁ(ﬂ@L"ﬁ@"ﬂﬂ"ﬁW

q

WAUTRA LTI DY L6 LWL ERFUNWETZHI1967 MIC, iaga PK/PD LaZNARNINIIAATN athieLa

ﬁm‘sﬁmu@mmﬁg@ﬁ@ﬁm%’ummvl’mam

tnldiwiuaiugugunniniunmInaseuanylizas EUCAST dangagluaisda’llii
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@15719% 3. BN IFdmIuaIvanamawizansulagmiunsnagauaala (EUCAST)

- 729 MIC TIILFURIBABINANS
QTN - . &
! (VN./a97) 2p3lyumIULY (VK.
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

adR81989789 FDA @arhwuawuas US FDA &§1%IU USPI)

Tunydia aa“ﬁagamwwuﬁ'mﬁ'ummﬁmiﬁmmmimaaummvb LRZATANINARAUNLN DIV DI

ANATFIRNIAILANAMNIWA FDA sauiudwiendt lsagh: https://www.fda.gov/STIC

[ ' s Y o A
@]']5’]\1@']%@']0%@@\1Lﬂmm’?@@@@nu FDA vL'JLWQﬂ'J']Nﬁ::@'Jﬂ

@19197 4: LNWTYIAGAAIN FDA
NILNTVDITUWLHBNTEAN 1
ANULTUT AT WNAY
lunseues (Furnuaudnasvadlan
(alasnsu/aa.) v ww)
\aralsa s | R s | R
Staphylococcus aureus
s <05 | - - 219 - -
(srvnsanaana methicillin)
Streptococcus spp. other than
<0.25° | - - 219 - -
S. pneumoniae
Streptococcus pneumoniae <0.06° - - =19 - -
Enterococcus faecalis
& <0.25° | - - =19 - -
(13af lada vancomycin)
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LPD Date: March 11, 2025

Country: Thailand

Reference CDS version: 29.0; date: December 06, 2024

Enterobacteriaceae® <2 4 28

15-18

Haemophilus influenzae <0.25° -

Anaerobes® <4 8 216

S = ldaen: | = lhdasnszautunas; R = Aadaen

° lufwi0919 (Agar dilution)

Ttudadlums “Adhdas” ludswasd fidmasdaianisnaseuinuias

fmTumIuwIvasnuuuEunIzamnay Iilfukunszaissnangulnfiduaiu 15 lulasniy

Q€ a A a 1 . .
bqmmaﬂmmmau‘tumaﬂmaama Morganella spp., Proteus spp. W8s Providencia spp. 8083

a msﬁﬂ'\avl,&iﬁl,%aﬁamluﬁﬁ]qﬁuﬁﬂﬂﬂmmim:qwaé’wfﬁu’twanmﬁamﬂ “Idap1” asEsTeNdN MIC

ANUFUN TG PK/PD

v
IS

&

iagablué'@fﬁﬁagﬁ‘hﬁ'@ﬂqmﬂ AUC/MIC Lﬂu@”"nﬁmomé"’ﬁwamamwﬂa%waé’wﬂﬁﬁﬁq@ ANIANEN

‘mdméﬁiwama@ﬂuwgwﬁﬁa%ﬁamﬁwé’ww"‘uﬁizmw AUC/MIC ﬁuﬂszﬁw%wamaﬂﬁﬁmmzm\iqa

a A
Fnen
a1

v 6 2!’ a

3
2 =

AITHID

= 3 Qs a o Q ¥ 1 a
AUANIITUVBINTIINDLTINLNAUVBATIARI ?J'T*i]LLﬂi@l']ﬂJQ umam‘uammnmmmu \audazTia

a ) P = & A & a ae ] Ao A A \
duwRssuwimiaii gnuenisanaudulyldlunsnizesfunidazhdamInidoaduniald

LI

amsﬁ%gam 29N13A8 El’]l%‘ﬁﬂdﬁ%‘[@ EJLQW’]&ﬁaﬁ’lﬂ’]i{ﬂﬂ’mﬁia@]L%ﬂﬁ?%uid ﬁaﬂﬂﬁ’]%d’]d

d;’ 1
Wwanalsa

snanlasniluldasn

Gram-positive 7 baanBLa%

2

Enterococcus spp.t (33804 TaNd@ada vancomycin)

Listeria monocytogenes

Staphylococcus aureus™ (‘nuﬁu%aﬁaa 8 methicillin)

@

Staphylococcus epidermidis (37 yisanfana methicillin)

Staphylococcus haemolyticus
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Wanalsa

Streptococcus agalactiae™
Streptococcus pyogenes*
Streptococcus pneumoniaet

Viridans group streptococcit

Gram-negative NiTaandian

Aeromonas hydrophila
Citrobacter freundii*
Citrobacter koseri
Escherichia coli*

Haemophilus influenzae*

Legionella pneumophila*
Moraxella catarrhalis*
Neisseria gonorrhoeae
Neisseria meningitidis

Pasteurella multocida

wan lultaandian

Clostridioides difficile
Clostridium perfringens*
Peptostreptococcus spp.
Porphyromonas spp.

Prevotella spp.

IRTWEUY

Chlamydia pneumoniae
Mycobacterium abscessus
Mycobacterium chelonae
Mycobacterium fortuitum

Mycoplasma pneumoniae
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Wanalsa

a & 1A a &£ o . .
BHAD a'lilW‘]Jﬂiyﬁ'l']'lLﬂﬂﬂ’]iﬂﬂﬂ’l‘ﬂ%‘l%ﬂ’lﬂﬁaﬂ (acquired resistance)

Gram-negative NiTaandian

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

Morganella morganii

Salmonella spp
Serratia marcescens
Shigella spp

Stenotrophomonas maltophilia

wan lultaandian

Bacteroides fragilis groupt

Parabacteroides distasonis

A A4 1o . .
L?jaﬂﬂaﬂﬁaﬂu(ﬂusﬂ (inherently resistant)

Gram-negative NiTaandian

Providencia spp
Proteus spp.

Pseudomonas aeruginosa

*mwﬁamUw'"mf%\‘iﬁ'ahmLL&@@Q%%%“LW:@”U“?MWWalamnmaﬁnmmmﬁﬁn
Twquﬁ%aamlumiﬁﬂmmmﬁﬁn@ia Enterococcus faecalis 71126 vancomycin; pneumococci 71hadia
penicillin; luussan viridans streptococci ifuwquﬁ%aa 8168 Streptococcus anginosus (i?&lﬁd S. anginosus,
S. intermedius U8 S. constellatus); luussen Peptostreptococcus spp. ifuwqu%iuaa 868 P. micros; lu
UIIAN Bacteroides spp. fuwqu%iu 238168 B. fragilis, B. thetaiotaomicron, B. uniformis, B. ovatus I8 B.

vulgatus

15. LnABNAaAIENS UITzANDNANIIAATHN
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a d” a a =] v a L™ a ™ v
NAALBDVBIRINIHINIBLATIAI VIR INIHIT AT LT BN (cSSSI)
imsfnsuneayszifiunauasen InisuafuluL randomized, double-blind, active-controlled,
multinational, multicenter sasn13ANEluglngiAfl A3z csssi laglunsdnwnaiitle
wWisuiounATaait was1sds 100 SaansNNIRaealaiad audisama 50 Jadniy
1N 12 F1la9) Al vancomycin (1 n3uvnanasalafadmn 12 Talud)aztreonam (2 nIUNIRAEA
lafiadnn 12 Talag) unanuu 5 i 14 3% smaiasiiulunsdnsudugiholiefagaves

A A A & 4 a o ) . . . = a &
LBLEBBaUNBYNNTINNTIZUNINTEY (complicated deep soft-tissue infections) IIUNIUNRAALTD
e A A o a Ao A > A wda

uwastraaLhalianiay (pua = 10 [wudluay Neasinaaniariannued waaknd

o A A ) A | d a & .
nzunindewdesannliafiduagrion), Ansalwsenuesvnalng, unaiesfaida (infected
ulcers) uazuna lWlnel  JadaFulszaninadgupiifensnauausinisaddinfldannmany
oA NanazeulIziuNan1IIN®A (test of cure, TOC) lunguiszinidguniivi lay
waduanaasasidssiinnaniadfinle (clinically evaluable, CE) uLazananaaasninsysy

WNBNITINHIINNNENIIARHRN (clinical modified intent-to-treat, c-mITT) (@m‘n\‘]ﬁ 5)

tﬂl [ [ aa =1 dl o o =3 > [
3NN 5 BAIINIIINEIWILNWNARIUNINNNIIANBINRIALY 2 ﬂ’]ﬁﬂﬂ‘]&l”]l%Iiﬂ cSSSI %a\‘ilﬁﬂﬁ‘i

TNEUIK 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)

29NauLINAK 100 FAANTN ANAIBVUIA 50 ﬁaﬁn%’u‘*qﬂ 12 Tl9

®Vancomycin (1 n3d nsnaaalafiadnn 12 $alus)/Aztreonam (2 nii newaaalafadinn 12 alud)

20IMIINBMIENIAaRNIINNNITULA® TOC uunausievasdan alsaluaanannsniniig

& Aa a ¥ . . . {
cSSS! GmuInziiiunigadriine e (microbiologically evaluable [ME]) ugadlilu 613199 6

‘ﬂ. [ a aa o dw 1 a dld d!
@13 NN 6 am*m’]ﬁﬂmmslmaﬂauﬂmLmﬂm'mL%aﬂaiiﬂiummawmwumaz cSSSI TIR1NIN

Uiliun199atnim e 1@
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\Warialyn

Tigecycline

nIN(%)

Vancomycin/
Aztreonam

nIN(%)

Escherichia coli
Enterobacter cloacae
Enterococcus faecalis
(@wzafiladie vancomycin trintiw)
Staphylococcus aureus 'ﬁlvl,’mia methicillin
(MSSA) b
Staphylococcus aureus ﬁ?:aeia methicillin
(MRSA) °
CA-MRSA®
Streptococcus agalactiae
Streptococcus anginosus grp.d

Streptococcus pyogenes

Bacteroides fragilis

29/36 (80.6)
10/12 (83.3)

15/21 (71.4)

124/137 (90.5)

79/95 (83.2)
13/20 (65.0)
8/8 (100)

17/21 (81.0)
31/32 (96.9)

7/9 (77.8)

26/30 (86.7)
15/15 (100)

19/24 (79.2)

113/120 (94.2)

46/57 (80.7)
10/12 (83.3)
11/14 (78.6)
9/10 (90.0)
24/27 (88.9)
4/5 (80.0)

22 msfinmndmanluliadaibarasiviinialaseasnsesfmisiatuden uaz 2 M3dnwlu Phase 3 lu

& &
L“HE]ﬂE]Iiﬂ‘Y]@E]@]E]EJ’]

b = Aa & aa 1 a ' 1Y
IUDINYNULTALULUANLIY LULADAIINAILY

¢CA-MRSA= MRSA ﬁLﬁ@]lqu“}ju (L%a MRSA 714 molecular ua2 virulence markers N8 TaINULTD community
acquired MRSA 324719 SCCmec type IV element LLas pvl gene)

LR P! Streptococcus anginosus, Streptococcus intermedius Wae Streptococcus constellatus

a 4” 1 v a > v
M30ALB lnzaINasshatuTaw (clAI)

ImIAnE I Na Tz i nNaTa I INtray L randomised, double-blind, active-controlled,

. . . = 1 o 2 A A =l
multinational, multicentre aadmiﬂﬂ‘ﬂ’ﬂué‘l%mﬂumﬁﬂﬂ’l clAl NMIANELRa LI UNEY vl,m‘]ja
(VATNAR 100 HadnTumanasalafiad aadisauia 50 fadniunn 12 $alus) fiu
imipenem/cilastatin (500 fiadniunsnaaalafadinn 6 Talu) iumuiu 5 3 14 T

o A =3 & C7R A Qs Aaa [ oA % =3 va @
mmawmm’;ulumiﬂﬂmmugmmvl,mumi’mmzmumaumsﬂmau Tudslafsaniay 04
idaniay diverticulitis nIziwizwIadlddiudunzy Hnlalnssnuaslugasrias s1ldianneg use
\Haytesrinsdniay vadaFulininalundfananauauasniadinanmisidoudihoiie

nasaulzifiu ToClungudszmnalgugiisa lasudaduaaaias ME uszananaiasningg

22



LPD Title: Tigecycline

LPD rev no.: 8.0
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‘1J§"LlLLNumS‘}'ﬂm%’mNam\‘lﬁga%ﬁﬂm (microbiologic modified intent-to-treat, m-mITT) (g}(ﬂ’]i’]dﬁ

7)

MINN 7 aTIMIINBIMIENNATHNNMIANINEIAY 2 NMIANEN 1WA ClAl

Tigecyclinea

nIN (%)

Imipenem/CiIastatinIO

nIN (%)

ME

m-mITT

441/512 (86.1)
506/631 (80.2)

442/513 (86.2)
514/631 (81.5)

2 gwIaeNaNGK 100 J8An30 anudIBIwIa 50 adnawnn 12 T3

® Imipenem/Cilastatin (500 N3 1) 6 F13)

2ANNMIINBIMIENIARHNIINNTU 2K TOC BasaaaNaTlIzinn ME N2 clAl $1uun

a d? ' W a d? [} v dld Y 4 a
@]’]&l‘ﬁ%@]‘ﬂ@xﬂﬂiﬂﬂﬂiﬁﬂl%aﬂ’l ﬂIiﬂ@l@L‘ﬁal‘Wﬁad‘ﬂ ANNNNIICHNINTDN ‘ﬁx‘iﬁ’]@ﬂiﬂﬂizl&l%ﬂ'}d@‘ﬂ

TN lauaad il a1319N 8

A o s aa o d? 1 L aa a
A13NN 8 E]@Ii']ﬂ’]iiﬂﬁ:ﬂ%’]ﬂl“ﬂ’]dﬂﬂuﬂ"ﬂ’]LL%ﬂ@]’]NL“Ijﬂﬂﬂ‘[ﬁﬂluﬂ’]ﬁ’]ﬁwﬂi ME naun1ae clAl

Imipenem/
Tigecycline Cilastatin
\Haralsn 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

Klebsiella oxytoca

Klebsiella pneumoniae

Enterococcus faecalis

Staphylococcus aureus ﬁvb@ia methicillin
(MssA) ©

Staphylococcus aureus ‘ﬁlﬁv a¢ia methicillin
(MRSA) ©

Streptococcus anginosus grp.d
Bacteroides fragilis

Bacteroides thetaiotaomicron

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)

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)
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Imipenem/
Tigecycline Cilastatin
\analsn n/N (%) n/N (%)
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)

a {o o a ¥ i v { v ¥ &
2 nmsnwngaylulsnfadalutesriasninnzunsndan uaz 2 midnmle Phase 3 lwdaralsandadann

b & A e
Tud TN ESBL

' v
aaA

C = A A A A ' Y
ﬁ’llmx‘li’]m’mL‘ﬁaLLUﬂ‘ﬂLﬁﬂl%Lﬂa@i’)&lﬂ’)ﬂ

d T Streptococcus anginosus, Streptococcus intermedius Was Streptococcus constellatus
4 a
Tmﬂammam tn ﬂsl%‘q&l‘ﬁ% (CAP)

AMIAN N UIZL A UNANIINEIVBIN INATEARWLUL randomized, double-blind, active-
controlled, multinational, multicenter &a4n13AN®Y (MIAN®7 308 uaz 313) lurlngiluniainm
CAP

mMydnEmsUSsuRge InATainu (muwmﬁuﬁu 100 adNTNNITaEAlaRAG AuL
P19 50 Hadn3unn 12 $21319) iU Levofloxacin (500 Sa&n3a mmaaﬂiaﬁm@imﬂ 12 30 24
frlug) lumsdnmmite (Msdnwfl 308) nasanaimaiasldsummenasalafiaduuasnaias
3 i'uLLﬁﬁqagmuwlﬁLﬂﬁiwmmLflu levofloxacin THa3UUszMW (500 Taansu dadw) luns 2
NFUMIANA SEULIMMFINENIRNG 7 89 14 33 anaaiashulumsdnsduamaiaing
nmz CAP finmdlulsiwneuna uazldsuemavssalafindn gadadudsininalguniia
Namauauaammﬁﬁﬂmﬂmﬂﬁw;‘i]”ﬂamﬁiamaauﬂmﬁuwamﬁﬂm (test of cure, TOC) lungu
dszpinsdguniiiom lasudaduaanaiasdszinn CE uazanaaaasdszian c-miTT (gmswﬁl 9)
8aMTInEmIENdaainlumInasey TOC aimuﬂmmﬁwau%aﬁaim‘lu;jﬂ’;sle‘fjammm

ﬂiuﬁumaﬁ;a%ﬁﬂm"L@TLLamvH’lu @AN319N 10

A7 9 8ANMIINFIWILNIARANINMIANENEAY 2 Mafnwlulsn CAP wadlinisTnen

NIRNAUIW 7 D9 14 1%

. . . b
Tlgecycllnea Levofloxacin
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nIN (%)

nIN (%)

Nai’)ll“lladﬂ’ﬁﬁﬂ‘hﬂ

CE
c-miTT
msfnenf 308
CE
cmlTT
mMsfnend 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)

2 Yunaensuan 100 SaAnsH auFIBIUIa 50 infnaunn 12 Falug
b evofloxacin (500 SIaaNTu mamaﬂiaﬁ@ﬁmﬂ 12 w3n 24 Falua); lumsdinsnils (Msfnen? 308) wasan
Hileldsy

gInaaalaRadmwnangias 3 L ﬁaagtgmlﬁmﬁwmmﬁu levofloxacin THa3UL3zM% (500

fiafindu daiw) luns 2 ngumadinm

AN3197 10 8AININIIINENRILNIAFRNTILWAAINTanalsa luaaanay ME Midulsa CAP?

Tigecycline Levofloxacin
\Haralsa N (%) nIN (%)

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,’mia methicillin (MSSA) 9/12 (75.0) 8/10 (80.0)
Streptococcus pneumoniae (mwwzﬁ‘h@ia penicillin L'Yi’]ifu) b 44/46 (95.7) 39/44 (88.6)

a {o o o
mifinmfddny 2 madnsluliadeasnizulurum

b A & a A A ' v
3’33J5’1U“ﬂﬁL‘ﬁaLLUﬂYlLiﬂluLﬂaﬂi’J&lﬂ’Jﬂ
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& A4 I & A4
159 Staphylococcus aureus NAdMAd methicillin (MRSA) wasLlad Enterococcus spp. NAa6a
vancomycin (VRE)

=3 A a a [ a o a 1 [ Aa .:"( A
Tuns@insi 307 Imsdszdiunanisinsvesninidoaduluglng Tunsinsladeizen
Feoussnanalsa (ClAl, cSSSI uazmMIAaiiadn g) Miiaanilia VRE uaz MRSA
AIANEIN 307 LunsAnELLL randomized, double-blind, active-controlled, multinational,
multicenter M3ANEHUTIIUNANTINENVRIN INATHARY @U1A81SNAK 100 TadnTUNITAaa
lafiad anudspwa 50 adniu 1n 12 $2lud) AL vancomycin (1 n3uvnanasalafadimn 12
71u4) lunIsnEnGaseNiinann MRSA wasUsaiunamIsnenvadsn InAsunan (uwiaen
1Sudw 100 JadnTuninaaalaiadn audiwa 50 Jadnsa nn 12 T104) LA linezolid (600
fiafniy nMenaaalaiadinn 12 $alas) lumasnsnsdadaniiann VRE dunmuwu 7 i
28 Tu oxmanaInhnlundnsiduaisainilindaio clAl, ¢SSSI uazn1Idaizadusg 94
daaudszAndnalgundfansnauauaimiaiinainmubsuginiNenaseudszduna TOC lu
naudszrnlgugiia laoudaduaaaiasdszinn ME uazarmadaslszan m-miTT dnid

AAINNIINENWILNIIARIN g@mﬁdﬁ 11 #1950 MRSA kaz@13197 12 81130 VRE

ai s s aa =1 gl/ 1 aigl/ ] = ai a 2{
N3N 11 8AIINITINENWILNIAFRNINNIAN L Tana lsanaasasnsdnEN 3072 luida
MRSA $aINIIINEIIWIRIUIN 7 D9 28 1%

TigecyclineIO VancomycinC
n/N (%) n/N (%)
mydnwnfi 307
ME 70/86 (81.4) 26/31 (83.9)
clAl 13/14 (92.9) 4/4 (100.0)
cSSSlI 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
Anwluonmaiasndnniz clAl, cSSSI wazmMsaaiTadn g

b a @ A a_ o v A a o o
PNALUTNAL 100 FadnTy mwdrpawia 50 dadniu Mo 12 Talud

C @ A o o
1 NUNIVIREA LA nn 12 T3
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b4

A a o aa = & 1 AL ' =2 a a 2!’
AN 12 E’J@]i']ﬂ"l‘ﬁﬂi:l"]'ﬁqUﬂﬂﬂﬂa%ﬂ"ﬂ"lﬂﬂﬁiﬂﬂﬁﬁL“ﬁaﬂaliﬂ‘ﬂ@@@aEl']ﬂ'ﬁﬁﬂ‘i:l"W] 307 1%L°IT?J

s

VRE $#83m 3TN ndniia 1w 7 049 28 7%

Tigecyclineb LinezolidC
n/N (%) n/N (%)
mdnenfi 307
ME 3/3 (100.0) 2/3 (66.7)
clAl 1/1 (100.0) 0/1 (0.0)
cSSSlI 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)
cSSSlI 1/2 (50.0) 2/2 (100.0)

2 Gnwluermasiasfiiniie clAl, cSSSI uazmdaiadug
P gynmeniSudn 100 Tadnsy anudiswa 50 daansy nn 12 F2lag
® Linezolid (600 fiafnsumnaaalafad nn 12 7719)
& A8
wanalsAaunINaunfnanas

= dl a a Q/ a @ a 1 Q a d‘y dl
Tuns@insi 309 fimsdsziliunanisinsvasminidoaduluglng Tunsinsladeizen
Foussnanalsa (clAl, cSSSI, CAP LaznsialTaduy) Niiaannidanalsaunsuaunaadasn
M3ANENN 309 L WNIANBILUL open-label, multinational, multicenter AIANBRU T
NAMNIINENVBILN INATHARY (VUALNLTNGR 100 FadNINNIRaBAlaRad audBuUIa 50

A A @

fiafinsunn 12 Balus) lunsinsnsdadeniiennigenaliauninaunaasdesn iWuauu 7

Y

019 28 % anmaiasnLdu clAl, cSSSI, CAP uazn1Ifalodn ) yadaauwilzininallguniae

aAa dl a di a L [
HanauanaInadinanmMubsnamaiaianaseulifiuiansinm (ToC) lungudszans
Uguniiiw lagudaduaraaiasdszinn ME wazamaNaslssian m-miTT (@@rmoﬁ 13)

d e o an " o A P IS S O
@397 13 BaTIMIINEIENIIARAnIINMIAnE L Tanalianaadasnmsinsn 309° lwdana

TyaunINaUNAasasn KAaINIIINELTWIRIWIW 7 D9 28 T

Tigecyclineb Tigecyclineb Tigecyclineb
n/N (%) n/N (%) n/N (%)
miﬁﬂ‘mﬁl 309 % ariaE@ﬁmmc E. coli Klebsiella Enterobacter

Spp.
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pneumoniae
ME 26/36 (72.2) 419 (44.4) 5/6 (83.3) 3/4 (75.0)
Al 2/2 (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)
cAl 69 (66.7)° 212 (100.0)° 11 (100.0) 111 (100.0)°
cSSSI  27/38 (71.1) 3/5 (60.0) 6/7 (85.7) 7/8 (87.5)
CAP 0/ (0.0) - - 0/ (0.0)

a o { a ¥ A
Anuluananainsfdniig clAl, cSSSI, CAP uazmsialbadng

b A o A a o Y A a o o
PYPIALIINAK 100 URANTY ANNUAIYVUIA 50 UARNTY ‘Vlﬂ 12 "D”JI&N

Cc ¥ 4 12 , . .
S’Jllﬁ\‘ll,‘%aﬂaiiﬂﬁuﬁ] gnNLIW E. coli, Klebsiella pneumoniae W< Enterobacter spp.

d ' @ oA a
vL;Ji’J;Ja’]a’]ﬁuﬂi"ﬂ’]ﬂLL%ﬂﬁﬂvLNNﬂqiﬂ?UQNLW HIND

A & A A AA a a 1 @
msaaalulavuaiiisaniinsiadulaadresias
Tuns@nsuunlisuguuazdszaunisainislden (compassionate-use experience) 911 8
dazing omadas 52 Mo Svdade lulawuafisaninmaasyidulasdrsrans (lsadaafiiaan

dq’ 1 dl s > U a W a 1 ad dl 1

\a M. abscessus WULiBBTga) Vlm‘umﬁmgnmy"lmnmmaumugﬂumﬂgmuzau6] WU

mLooﬁslLLaz@huyﬁﬂgflmaams%’nmagjﬁﬂs:mm 5.5 LGt LA 3 LAd% ANSIAL (AWFE : AdLA 3

o = =& P o aan ak v . @

Twivdszanm 3.5 1) szanmaTaniuasenaainsionnineadinddw (laun syunmues
Aaf A a v A ' '

NILRAIVBILIAUAANATY B30 UNE JoulIAUWRIRI mammwsm:ﬁnwao@;ummvl,ﬂ)

£ =& @ o o ' 4 =
Urzinuasniiraiaimainidaianuinamainianianinmeatites Tidaingainains

A o a A oA
ﬂﬂuvLa LYW RIBLUDBDINIT

Uszzansen

Tumsdnwuuude Wowanoass mmm‘i’ﬂﬂqa lwidinany 8 6 11 8 $1wu 39 sodn clAl
wia csSs! laiulnfiduadu (0.75, 1 wia 1.25 TadnwAlaniu) dieynreldsvinAdoadums
naaalanadnduaiatnaies 3 Judadani 9@ 14 Judadani Tagsansaidanaswduem
UfFrusnuufutsenulaaoudiud 4 wianasniududuly
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é’mmmimmnﬂma:ﬁ@L%avl,@i”gﬂﬂsuﬁmwiw 10 wae 21 'Jb%ﬂabdﬂﬂ‘ﬂﬁjﬁﬁﬂ%’\‘]ﬁ;ﬂﬁﬂEl‘lladﬂ’ﬁ

s aa o & Aa o a
INBN Nﬂﬁ?‘l.]‘l]ﬂx‘]ﬂ’]i@]E]iJE?(%E]\‘]V]'W\‘]ﬂﬂ%ﬂluwaﬂW‘ﬁﬂiZ"ﬁ’]ﬂTﬂﬂJﬂ’]iﬂiULLN%ﬂ’]iiﬂi&ﬂ (mITT) LL&@]\‘II%

anasia Uil
NIINHIRIINWA[RN, Usza1ns mITT
0.75 un./nn. 1 un./nn. 1.25 un./nn.
Yaslg n/N (%) n/N (%) n/N (%)
clAl 6/6 (100.0) 3/6 (50.0) 10/12 (83.3)
cSSS| 3/4 (75.0) 5/7 (71.4) 2/4 (50.0)
Taasu 9/10 (90.0) 8/13 (62.0) 12/16 (75.0)

avsulanadayadszaniuafiuans lidedudisanuziaszioiesnniinmiaugralilgony e

A o = & & o B & o o, =2 Aa o 1y
aui’mﬂ’mlumiﬂﬂkﬂu uaﬂﬁnﬂuﬂ'ﬂiﬂ’]uﬂﬂﬂﬁnujuﬁﬂjUiuﬂqﬁﬂﬂﬂ’]ﬂuuaﬂ@nE]

n13a32aN19F35INe MW 1a (Cardiac Electrophysiology)

lifinansznuadinodaguasmldinitaadusuwia 50 Jafnsu %38 200 Fadnsu NInaan

TaRadasafennisia QTc interval ﬁgnm’mwulumsﬁﬂmuumﬁw AILANILINARBNUAZENEEN

N @ ! ' o AR ' a ) a
QﬂﬁLLUUTqNﬂQN 4 ﬂﬁqluﬂ'\iiﬂﬂ&n NENN QTc ail’]ﬂaglaaU@lua’]a’]ﬁwﬂiqfﬂﬂ’]'v\l@ 46 318

o 6
16. LNABIAWFAITAT

ALARUVDINITITLADINILNRTIAUANFATVDIL AT AR LUV UIA AL WAINT LA BN

%aaﬂiaﬁ@@iﬂﬂ AN IALLUATIALILAE T IABLULAaL B IRANEATS a‘gﬂ"l:i‘lmnﬁaﬁ 14

MINLALN INATEAFWTNRAA laRaG1AIT b TIa lbn1 TR e 528 e 30 9 60 WA

@390 14 @LaRE (CV%) BIANNITNRLABIMILNFTIRUMEATVRS INATARY

@ a < a
ﬂ’]il'ﬁ HIALNEIANIILA T

100 JadnIu

@ & C
ﬂ’]isl,‘ﬁ VAR RR

50 adniu Nn 12 Tala

a
Cmax (ng/mL)

b
Cmax (ng/mL)

1.45 (22%)

0.90 (30%)

0.87 (27%)

0.63 (15%)
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AUC (ug ® h/mL) 5.19 (36%) -
AUCq.24nh (ug *® B 4.70 (36%)

h/mL)
Cmin (ng/mL) N 0.13 (59%)
t; (h) 271 (53%) 42.4 (83%)
CL (L/h) 21.8 (40%) 23.8 (33%)
CLy (mL/min) 38.0 (82%) 51.0 (58%)
Vss (L) 568 (43%) 639 (48%)

a a
RUAeIUIW 30 UIN
b =
RUALIWIW 60 WN

C a v A Aa_ @ v A a_ o o
PUIAYIINGAY 100 HAANTN AUAILTVWIA 50 URANTY ‘YJﬂ 12 ﬁﬁiil\‘l

nInAZaLT
Infiduadudatlinmaaalafaddalidr@rewanzyd (bioavailability) 100%

NNINILANUAIVDIEN
mysunuldsdulunanaaunves inisuaivlunaaanaaaslaseninedseanm 71% 69 89% 0

tZ tZ n:i = ana = [ A Aaa =S
ANt wrassnAwu ldlunsdnsnisndin (0.1 89 1 Wwlasnswdadaas) nmIdnEInNg
ndranunaailudainasasuazlunysduaaliiduii Iniduedu neznodidgibaibeldadng
a5 lunuusnflain “Ctigecycline supuliaindeiuaznaiuais wuddnuaiuasdnzae
o vl J A 1 1 v A 1 :/ 1 6
dldaluiaibadulng laswuldunnfigalassaulunizgn lanszan dewshans daninsayd
i uazle lunywsd dAdSanasnanszansizessninnizaiei (steady state) 289 Inidondud
Az 500 §149 700 A9T (7 B9 9 Aav/Alaniv) waadliidnin InAsuadunszauad lduinnin

UIN0IVINAFULAERINITONTZAN ﬂLiﬁéLﬁaLﬁaﬂl QGN%HUWL@T

S809MIANENNANEN AR NN FTIRUANEAINNNIZAIG (steady state) Bo9 InAduadnlu
L'f‘raLfiaﬂ'%amaommﬁ'ﬁiﬂLW’lzlummau"’mqmmwﬁﬁ"lﬁ%’u InfAsandn 100 HafnTu auaIBTIa
50 dadn3umnn 12 F2lug MINMsAnIMIEImEIINmMaLtaumele (bronchoalveolar lavage)
WU AUC, 1, (134 lalasnsu-salus/Saaans) 109 InAdunan lwaadvasnsaudarginite
AUC,.1o, TufSupasananasinsinanit Ussunm 77.5 1vin uazdin AUC,. 1, (2.28 tulasnsussalug/

a =

faffa7) luveaunarfiafaviitaiayfiy Hdgandndn AUC,. .z, udiudszanm 32%  lunisdinmn

q
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NNGUWINAINU WU AUCy.150 (1.61 Tulaaniu-talualadfag) vas Infiduadu lu
°ua¢1mmﬁaglu@juwaaﬁﬁmﬁhﬁm@‘hﬂdﬂ AUCq.o, V898N I8 8NFUATIAE LTz 4 26%

D.

= v = Gq: a Aa o a a A s 1 U CZ 1 [
lumsanulagnisivenesasaasilaslninisuain 100 fadnsuneudihodsumsrdadn

[ 1
A

e lan3anawnIzLIRMININMIUNNENImMIdaiiaiiia  Waltaanundusasenluitaiian
1 4 Tlawsannlilniduaiuludeinsiioibauszaasnaidalul de gaind daa d1ldlng
:‘ gl/ v 1 a o a v v v ;l/ d'l 1 ~ o :’ a 1
iidsslade waznazgn wud InAduadu Idenudutulwilaiaganiiludiu lugaind (38 i,
n=6) Uaa (3.7 1vi1, n=5) uazsldlnal (2.3 i, n=6) 89 LifimAnElsnNuTuTUDas Inf
Tuafn wihaldamarinadsannmsliendaitasnnans 9ase

WAL RTNVBILN

a

Infiduaduligniuavalaglusmennin lunsdnslunasanasaslasld microsomes 97n
G Fue LAZITARALVDINY 1] wuirdnmsshawavelavlulsiaiiassnn luensases
Qmﬂﬁﬁqmmwﬁﬁvlﬁﬁ‘u “C-tigecycline WU luﬁama:LLazqﬁmszﬁvlmﬁéfmﬁuﬁLﬂu “C-labeled
usulng uanaansawy glucuronide, N-acetyl metabolite WAz tigecycline epimer laaas (Iag

WURNTIAA LA TRa LS LAY 10% VaswanlA)

N13NNAAL

=2 a @ v A o ¥ 14 . . v & '
ﬂ’]iﬂﬂH’]ﬂ‘i&l’]EWIJa\‘iﬂﬂJNu@li\‘lﬁi’)&lluﬂqﬁ]ﬁ]’]‘i:‘,LL@Zﬂﬁﬁ’]’Jt%ﬂdﬂ’]ﬂ‘ﬁ C-tigecycline WaadlwiAnIn
59% mawm@mﬁ‘lﬁgﬂﬁwﬁmaaﬂmdﬁwﬁ/qamiz e 33% Qﬂﬁ'm”@aaﬂmsl,uﬁamaz TagvIunan
P Y o @ Ae A A ™ Y A A ~ o @
SARantwNIIRN9a INATaaa ﬂamsmuaanmomﬂlugﬂw"lwLﬂaﬂuLLﬂm msmwlugﬂmaa

glucuronide uazmmiamilalugdldifsuudaaduitises

msdnm lunsaanasadlaslfioasnizlassnngs P-gp nuiwnuin InAgaafudussasausas

094/ nfl’ 1 1 1 aid [ d'l 1 1 0/ a v a a' AdAa
P-gp 1N NN VLNT’]T]U'J']T]']T’UHQQVIN P-gp Lﬂuaaﬂﬂ"lﬂﬁ]za@ﬂa(ﬂaﬂ']i“ll"ﬂ@vl‘ﬂﬂsﬁﬂﬂauzuﬁdﬂﬁﬂ@l%
seaule

naadszrInINLAL
A1IENITHIRVBIAVLNNT I
lunsAnsiallSoufisuaanaiasnianuunniaswasauluszauedn (Child Pugh A) 31131 10

8 NUEFNATNANITIUTIaURaUnATzAUL WNa1S (Child-Pugh B) 10 318 Laza & &IAT

niaNnuAaUnAraIAUIZALTULII (Child-Pugh C) 5 T8 ALNGNAILANEUNNANTYUALINWUN
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v a ) ' a & Ao A A o a < A '
TnRABIAK 23 718 WU ATTUIRMINSLARTIAUMFAVDI InATaadn ialieniissasadsla
wWasuwlasluasaainidanudednfvasavluszaud agrelsfiann damsisasnainsene

. Aa o a ] £ a . 4
(systemic clearance) 283 INATUAIURART 25% WaTAINITITIA (half-life) Va3 UUN 23% Tu
maNAINNANNRUNATIaUTEALLWAANY (Child-Pugh B) %anand d1n13inaaenain
1 Aa v a 1 & Aa J C dld a a
NI VeI INATHARUAARS 55% WAzANATITIAUBILNWIUIK 43% luaraaiasnianuialnd

VBIAUITHUIY (Child-Pugh C)

WeRsonansnememangasumaasvadlnitoeiuugy lifanusududasdsuamavas
snluonanadng (3anfiadn) Adenuiadnfvasauszaudifiolmnans (Child-Pugh A uaz Child-
Pugh B) g4 lsianu 1ummaﬁ'mﬁﬁmwﬁ@ﬂﬂamam"’uamagmm (Child-Pugh C) a278041@
plnia assooaz 50 laswwasdmsuglwgarsdsuidu 100 Tadnsy sadisawa 25 Sadinsi
nn 12 S2YETR mmauyﬂsﬁﬁmmﬁ@ﬂﬂﬁmaw‘i’uamagumo (Child-Pugh C) a35l@3UMIsnENeME
ANuIziaszdisuazfamunIneuanesdan NG (@10 3. YWIABAEIBNITIALY M2z

NNV DIAULANTD)

Az InTas launwsas

=< o = & a A = = ' o Ao )
lumsanulaunTveINeInTIa s NaSHULN VIR aNENRNAINTAMNNLNNTAIVD 1o
88"97ULIY (creatinine clearance Cler < 30 fafaay/ufl) 6 11 enanasiasiidulialasugarie 4
Ty NlaTunAgoaan 2 Trlusnaunsnaniiaa mmaw‘”mﬁﬂuiﬁ?ﬂ"l,m”uﬁg@ﬁﬁu 4 ontesulnd

a a e

FuaannainMINaniien ﬁUﬂE\j@Jﬂ’JUQN@Tﬂ’]Wﬁ 6 318 wudﬂéfﬂﬂmzmamﬁ'mauma@fmao"lﬂﬁ

o a

sﬁﬂﬂau"l,;iLﬂﬁwuﬂmluﬂq’ummaﬁﬂ‘sﬁﬁmmmwiawaa"l,@]"l;j’jﬁ:@”ﬂ@ﬁmu uaz InAcanawly
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2

a

Aa A [ AN o A o o a g
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L1
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u U 9

lanuanuuandrimandmaumanilasuszniggeanynlgunng (n=15 a1y 65-75 I;
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nFTIumaaiued Iniduafugnanaseuluseinisdinm msdnsusnimsdnmluénaty 8
&9 16 T (n=24) AlasuInATonsn ASILED7 (0.5, 1 wio 2 TaanswAlansy I@ﬂﬁmm@mgaq@ﬁ 50
fa8n3u 100 Saansu uaz 150 Faansy awdreu) manasalafasnduia 30 ke Mydnei
sasrimadnmluldineny 8 fa 11 RlasU InAtonan wanonss (0.75, 1 wia 1.25 Hadnsu/

a o

Alaniu lasdvwagagan 50 dadniu) Nn 12 Talus nenaealadadiduna 30 wift lidnis

[ a a o a . = & e A & o
1‘1&El’]ﬂ?]%’]@]il’]ﬁw@]%luﬂﬁﬂmgd (loading dose) luﬂ’]iﬂﬂ‘k}"ﬂ%a?% VNUANWITULADINILARD

U

AAUANRAT L9 agﬂ"lﬂumswﬁmma

awraeiilalsuliidu 1 fadnsuilansa auads + andsswnanasgiuaasen

Cmax waz AUC 2adlnigaaanluian

211 (0) N Crnax (WI4NTH/ AUC (W lunsue
1afaa9) T lus/AaaanT)*

m3lwenasaden

8- 11 8 3881 = 6637 4034 = 2874

12 - 16 16 8508 = 11433 7026 = 4088

m3lWemansnass

8- 11 42 1911 =+ 3032 2404 == 1000

* AUC, 0 104m 5 WieNASIAEY, AUC, 1,y 19905 WManenss

@ target AUCq. 11 Iugﬁlmyjué'amﬂ"lﬁﬁ'wm@mLm:ﬁnﬁmm@mt‘%wéfu‘luﬂ%mmga 100 JadNIW
uaz 50 Aadndn nn 12 Talus dendszanm 2,500 wlunsu-galusdadtas

MPATEALNATIaUFEA T2 1IN T 897 I I TAN LN wine L Tuiul 359y
i Infiduaiuluianaiy 8 D4l gmmﬂﬁmﬂmﬁ%’mﬁuﬁmm@m 1.2 fadnda/flaniu yn
12 T7lwg (vlﬂauﬁwu’mquq@ﬁ 50 §iadn3u NN 12 72 1a9) fnilidnany 8 Jasdnin 12 O
washuwagn 50 Saansy nn 12 %’5Iuaéﬁ1ﬁ§'ufsl§uﬁﬁmq 12 ffsdnn 18 11 Idnansanufing

Tugdlngnldsumasinmeadrsununslienldivayala
e

MIAATIZARNARNTINNMITIVNANTIDEVBIWARIDY 38 TNBUALNATIY 298 1o TIu
nsfinnsEIngedin llienuwandeddvedmaguasdnads (I dndoauninaigiv)
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e evanalasiaudfin 15 Mo ov@alnITuAIL1 190 Mo wazaaaaaIf ldgnduundndize
776 “Dw 9" 3 7o MTwlumsfnsnssinsedin Lilanuuandsedeiivefangae
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chromosome aberration assay Eluwﬁaﬁ%'o"lmawwmmma%ﬁu (Chinese hamster ovary [CHO])
NINARBLY in vitro forward mutation assay lulras CHO (HGRPT locus) N13nNagay in vitro
forward mutation assays 1uma§mﬁd<§iauﬁﬁmﬁaﬂw%ﬁuﬁ'ﬂi WRZNNINARDY in vovo
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[~ a 1 o ¢
anaduisaaseuuiunng
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% 1l Y > a [l = v Rt . . e
WWnitasnda bl FNHFENLENNNAVEINTNULNLL TIFaAARBINY bioavailability NIUNVB

InAsuafuniagiiinng

a
an 9

& A a & & A = A A a o A a
wunIaaasvediaiioauas Lsdglalo aiiensn uazindaiden AfaTwRLAIENYTNM
irasvadlunIzgnanad taldsuminfiduaiurwa 8.1 viuaz 9.8 hwaswaedaiuza
uusdlasde8inu AUC lunyusnuazgiaanudiay mawisuudasnaitaunsanmonauidu
Un@lanasnisliensasgtany

m3len lnAsoadunanaaalafamusunmunnluassdsd (bolus) SANNFNNUSALNTABLELEI

Aa = =3 A aa 1 dq/ di % ] ] ] o
vasdaandulumsdnsniafin wounawafiilalien 14.3 winuaz 2.8 iuesrmasdaiuuad
uusdlasdedemnu AUC lunuisnuazgiuanudeu

lanwunangwvasnzhdsusslunuumnsamslie Infduaiu

18. 2ONANIIATENTIN
dwilsznoudn a0d8n
uanlas Wlnlawwse nialalasaaasnuazlaaoylaasanlad

v Q 1) v 1
ANNW b LATErI198n
f3azanaN W anaaalafadnlssannulel 0.9% Sodium Chloride Injection, USP, 5%

Dextrose Injection, USP L8z Lactated Ringer’s Injection, USP.
Walinslrswsaunwluasinfatduduinuwn bt 0.9% Sodium Chioride Injection, USP %38 5%

Dextrose Injection, USP InAiaafuainnsalasinnulanuanuasansdinividaanssnda LU
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@ Pfizer

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,
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Staphylococcus aureus (methicillin-susceptible isolates only), Streptococcus pneumoniae
(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 (IV) 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).
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Elderly Patients
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 or

to any of the excipients listed in 18. PHARMACEUTICAL PARTICULARS.

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
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tetracycline class antibiotics.

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.
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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
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

6
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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

differences in safety were observed between these subjects and younger subjects. No dosage
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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
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.
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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

Common Activated partial thromboplastin time prolonged (aPTT), prothrombin

time prolonged (PT), thrombocytopenia
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System Organ Class Adverse Reaction
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

Frequency not known

Pruritus, rash

Severe skin reactions, including Stevens-Johnson Syndrome

# Tigecycline is structurally similar to tetracycline-class antibacterial drugs and may have similar adverse

effects. Such effects may include: Fixed eruption.

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 ftrials, 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 571467 12.2 1.9 (-2.6, 6.4)

11
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-Tigecycline - -Comparator - Risk Difference*
Infection Type n/N % n/N % % (95% CI)
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; DF| = 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.

** Qverall 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.
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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 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 LDs, 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.
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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)
<8 (Susceptible)/ >R >8 (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 -

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.
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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 | 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)
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Enterobacteriaceae® <2 4 >8 >19 15-18 <14
Haemophilus influenzae <0.25° - - >19 - -
Anaerobes® <4 8 | 216 . - -
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
Mycobacterium 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
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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

Tigecycling® Vancomycin/Aztreonam®
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*

Pathogen

Tigecycline

n/IN (%)

Vancomycin/Aztreonam

nIN (%)

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

(MSSA)°

124/137 (90.5)

113/120 (94.2)

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 719 (77.8) 4/5 (80.0)
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@ 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-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)
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Tigecycline Imipenem/Cilastatin
Pathogen n/N (%) n/N (%)
Enterococcus faecalis 29/38 (76.3) 35/47 (74.5)
Methicillin-susceptible Staphylococcus aureus 26/28 (92.9) 22/24 (91.7)
(MSSA)°
Methicillin-resistant Staphylococcus aureus (MRSA)° | 16/18 (88.9) 1/3 (33.3)
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
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
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Tigecycline® Levofloxacin®
/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)

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

® 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

Levofloxacin

nIN (%)

Tigecycline

n/IN (%)

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)
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
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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/IN (%) 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)

°1 g IV every 12 hours.

@ Study included subjects with clAl,

¢SSSI, and other infections.

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

Table 12. Clinical Cure Rates from Resistant Pathogen Study 307° for VRE after 7 to 28 Days

of Therapy
Tigecycline® Linezolid®
AN (%) AN (%)
Study 307
ME 3/3 (100.0) 2/3 (66.7)
CIAl 1/1 (100.0) 0/1 (0.0)
cSSS 1/1 (100.0) 2/2 (100.0)
m-mITT 3/8 (37.5) 2/3 (66.7)
CIAl 112 (50.0) 0/1 (0.0)
cSSS 1/2 (50.0) 2/2 (100.0)

@ Study included subjects with clAl,

¢SSSI, and other infections.

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

nIN (%)

Linezolid®

nIN (%)

¢ 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).

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/IN (%) n/IN (%) n/IN (%)
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 (563.3) | 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)

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

4 Excludes subjects with inadequate source control.

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

¢ Includes other pathogens besides E. coli, Klebsiella pneumoniae, and Enterobacter spp.

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
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were approximately 572 months and 3 months, respectively (range: 3 days to approximately 32
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
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.
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Intravenous infusions of tigecycline should be administered over approximately 30 to 60 minutes.

Table 14. Mean (CV%) Pharmacokinetic Parameters of Tigecycline

Single Dose

100 mg

Multiple Dose®

50 mg q12h

Crnax (HG/ML)?
Crnax (Mg/mL)°

AUC (ug-h/mL)

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

0.87 (27%)
0.63 (15%)

AUCg.4n (Hg-h/mL) - 4.70 (36%)
Cunin (HG/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%)
Vg (L) 568 (43%) 639 (48%)

@ 30-minute infusion.
b 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_12, (134 ug-h/mL) in alveolar cells was

approximately 77.5-fold higher than the AUC_;5, in the serum of these subjects, and the AUC_4,;,
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(2.28 pg-h/mL) in epithelial lining fluid were approximately 32% higher than the AUC,_;,, in serum.
In a skin blister study, the AUCg_1o, (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 "C-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
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tigecycline was prolonged by 23% in subjects with moderate hepatic impairment (Child-Pugh B).
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 x SD Tigecycline C_. and AUC in Children
Age (yr) N Crnax (ng/mL) AUC (ngsh/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, .45, in adults after the recommended dose of 100 mg loading and 50 mg every

12 hours, was approximately 2500 ng+h/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
(20.746.5 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 (£SD) tigecycline clearance among the Asian subjects
(28.848.8 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

31



LPD Title: Tigecycline

LPD rev no.: 8.0

LPD Date: March 11, 2025

Country: Thailand

Reference CDS version: 29.0; date: December 06, 2024

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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