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AOHATNILNFTNAFEATVY digoxin Lilatzadunluiiaaldngn1izaie) (steady-state) Wi Ml
NTININMILURBULLRIVRY ECG interval %anannih digoxin iKadaansmenILngs

6 A v a o & = = o % % A Aa v a ] o
ANUARATVAI INATLARY a9t 29 LHanuInTdudaslsurmasialwinAcaaan S2uNL

digoxin



LPD Title: Tigecycline

LPD rev no.: 8.0

LPD Date: March 11, 2025

Country: Thailand

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

daldenlnAiduadu (uuwa 100 Fadiniu awdiawia 50 Hadniunn 12 Falud) Sy warfarin
(119 25 afnTu 1N BIATIAL) wiormadnIgunIng wudvhldinisidaneiues R-warfarin
. ¥ 9 o o o a X
Wae S-warfarin 8989 40% WAz 23% uasAunlansnvasszavenluifoanuaiNaudnh 68% uay
0 @ A o A 1o [ . { ' A X o, . .

29% eNNAL INTunAwlivinlNavas warfarin Nfdan13IANIUVEIAN international normalized

. A ' Ao o kg . A . @ o &
ratio (INR) Lasuutlasadelinadnn wanainf wafarin ldinadaansmen1nsTIauaansvas
InAgaadu atrelsiaualIsinIGaau@n prothrombin time #3ananIsnagzaUMIUTIAIVBILEEA

4 A A aew ae A . a _
Mranzandngilald InAgaadn s20AL warfarin

Nan1IAnEN lwAaaanaaadlasld microsomes mn@“’u&lkmﬁ uraIlA AR InATaa Wl T NasUe
WAUBRTNNLAAINN cytochrome CYP450 isoforms 6 sfiadalUiide 1A2, 2C8, 2C9, 2C19, 2D8,
LAz 3A4 @91 9 haNaIn InAdaaan azﬁwaLﬂﬁsuuﬂammuaﬁ%madmﬁgmumuavl,asﬂ@ﬂ
6 1 t&’ ‘;f A a o a 1 U 6 % =3 1l 1 1 o %
L Ll BT hanaNHLIIANN Vlfnﬂsrjﬂﬂau"l,u"l,@gmmnua'lammnuﬂ liaaindiniyinaaen
a o a { { o & { ° a° .
v Infiduaiuazgnidsuudaslassniinalunsdudimiamiesihgnives CYP450 isoforms

&
AR

= ¥ [ [l gl‘: a o a =) o & . . 2 2
mIdanen lunsaanasadlasltioas Caco-2 U4 InAsunanlaiinadued digoxin flux Tauaasl
wini Infdoadulildansdubs P-glycoprotein (P-gp) Tawalunasanasasiisaansanuua

aAaa 1 1 Q' =) { a v v é 1 1 a W =Y 1 1 1
nmdnenyfAsenszwinenlusmevasdsdFianeturstnduds ldwui InAdenfussnadad

313 digoxin LAagnile

msdns lunaaanasaslasltioadiniziiodNnge P-gp snntiunwuininisoedudussaiduaas
094/ nfl’ 1 1 1 nid [ d'l 1 1 0/ a v a a' AdAa

P-gp 910 M19% hinTuinmsruaind P-gp iuRenanazainanan13an indgoaawluaidsiale

szaula MIlASINAUATHULEY P-gp (151 ketoconazole W38 cyclosporine) #3aa13L w3 P-gp

(W% rifampicin) B19RINAGBLAFTIAUMENTVRI INATARU L

il fFushwnumquinfianlilasmsiudenmueialdmquindedidszaninwaaas

o

milginAduaduiauiuenga calcineurin inhibitors 11 N1la3ALF (tacrolimus) w3a lalaaaaiu
. o ' a X v o 4 o ' . T v

(cyclosporine) mamiﬂgmsmmmaammmeumq@lw‘ﬁ‘swaamﬂq&l calcineurin inhibitors '}¢

AInUIINITATIRAANANNTNTRIUTTN VeI W calcineurin inhibitor luszninanIInEndE

Ao A A a4 & A
vLﬂﬂsﬁUﬂﬂuLWﬂ%ﬂﬂLﬂﬂlﬂﬂ?’]wl’ﬂuwwﬁnﬂﬂq
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NITUNIRABNIINATDUNNRDIUHTANITUAZNITATIIRIRL DY
lifinenuAsniud §Asmeaiseniunammaseumaiasd fuans

10. WaABANINIINNABINITANIDRIaNAADNITULITRI
Infiduafuanarildiinomaliue (giade 12, 2113kl sz aea) Geonavinlwanusasa

lunsiudsna ﬂﬂ%LLﬂz/ﬂ%ﬂﬂ’]iﬂ’)Uﬂ‘NLﬂ%ﬂx‘i"ﬂyﬂ‘iﬂﬂﬂ@]ﬂdvlﬁ

k4 S A I a
11. ﬂ"lisl“liﬂ'ﬂ%ﬂ'hﬁ’l AAIaNIIAA LN
[l ¥ t:in A a [ a t:? ¥
vL&JW‘IJﬂ’ﬁsL?TFJ’]FL%Y]’NY]N(ﬂ%‘iﬁ]ﬂ’]'ﬁ@](ﬂEl’] LLﬂZVL&I%’]"i]ZLﬂ@"IluvL@]

= 6
12. ?J"Iﬂ']‘ﬂ&lw\‘iﬂigﬂdﬂ

{ 1 { 1 Aa t:? o .
ANudvaIaIMI N IUTTRIFNEIAAIAINTIAaT N 30N CIOMS frequency categories:

Wulapan > 10%

WUUaY > 1% uaz < 10%

wu'liivey > 0.1% uaz < 1%

WU > 0.01% uaz < 0.1%

WU%aHNIN <0.01%

lainsuanud "l&immmﬂszl,ﬁuvl,ﬁﬁnﬂiaQaﬁ'ﬁagJJ'

i m’mﬁammi"l&iﬁaﬂsmaﬁeiavlﬂﬁlu;jﬂa anlasuInAdoaan

[ 1 1 3
5$1J1J°lla\1i’)'lil‘3$sl%‘iﬂdﬂ’lil aﬂﬂﬁ51NWOﬂ$$ﬂﬁﬂ

ANNAAUNAYDITEULIADARAS KA DY

WULUaY Activated partial thromboplastin time (aPTT)muifu
prothrombin time (PT) Wl AnzindaLdend

wu'laitiae international normalised ratio (INR) RN

WUhae Hypofibrinogenaemia

ANNANLYNAZBITEULAN AN
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% 1 1R 6
izﬂﬂilﬁ]di)’)ﬂ')%i%i’l\‘lﬂ']ﬂ 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“llﬁ]dﬂ')ﬂ')%sl%i’l\‘lﬂ']ﬂ EJ’Iﬂ']‘JINWGTJSzﬂGﬂ

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

i o A A aa %
Wutiay 81NIA% IHUNHINI
Tinsuarwd el fATE1TULTINAINGI TIUNINGNDINTT Stevens-Johnson
Syndrome

# a o a =) v 3 = o v a A ' . =) 1 R [
vL‘YmﬂiUﬂﬂuﬂJIﬂi(iﬁi'Nﬂ@’]Elﬂﬂx‘iﬂﬂﬂ'](ﬂ']%LLUﬂVlLiUl%ﬂQN tetracycline LLR&?J']'%NB']ﬂ']iVLNWGﬂiz’ﬁGﬂ

ARNUARING BINNIAINANIBIITINDI: Fixed eruption

] ] 3
anwAnln@naluuazaniisinagnwuiomi e
Wuay mMampvadunsnunnies UiasenluuSiimndas
' = % a Aa a aa a aa
wu'lday ANIANELUINMNAa 1auSnmnans) tinuImnae

g1 aaaLRaadanaulwuSImNaaLN

a1 nsiiaglunisasiaday (Investigations)

\ % A X % a A &
NUUay Jeal amylase LNND U ‘SZQUQL‘JHI‘I«LLQQ@I (BUN) @E\‘]dﬂu

HAMTILATIZATYANINANTINAY (pooled analysis) INNINUA 13 MIANIMNARBINIAREN
~ & Y

Phase 3 Waz Phase 4 S95iavidnmiAnmluendIoufiousis  wunnsane 4.0% (150/3788) lu
anaauas b InATaadn uas 3.0% (110/3646) luaanaiasn lasusndSoudsy  laiien
ToYRNNNAUMIANHINARDIHNNIATIZRTINAL (pooled analysis) WU INEURANTANY
NIRNA UANURLINULANGAIINIZRINaNERIATN b IL InATaafwLaza1EaUATN lAsLEN
wWisuifiou Aadu 0.9% (95% CI-0.1, 1.8) lumsAnsnaasinafinina mnianesi
TayauuL pooled analysis 71l4%aNNNTV84 random effects model laalE3Tmtavhntinluudaz
MIANHMANEY (trial weight) WuTIN1IeBIRIaINNEMe lua1madaIn ldsue Infidua i
LazaFENAIN ML suRsuianuRsanuandan 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) dyliwuanuuandwedwiidoimdgndunald
wwivi nfdoafuiuvsdisuifisuluudazsfiavasnisfada (@anment) netdaliaannm

] tﬂl a J £ Q/' | a dy dl ] A a dy
sunguasnna llauganifiaduld lasrildnsanadunannannfadenudamiansfaite

S @ A A A | @ .
d1fau wiafilsafiuauuratiinean (co-morbidity)

an { v ¢

A L A a 6 aa I a Aa a a 2!’
AN 1: IFRNATNNADUANTUNNNIANWTLT WAILFUTIN LUNANTUAVDINNTIAALTD

q
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nfisuni - - pnSeuiay - ANULANFITBIA ML FE-
TUHAVAINTIAA
Fa n/N % n/N % % (95% Cl)
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 14.1 571467 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 = Iﬁﬂﬂaﬂmuﬁlﬁ@iuqmu; clAl = MIfaTalutasasriadusan; cSSSI = MIAALTEVDIRINGS LA

la398 9209 TRaTUTaW; HAP = lsadaauiuiiialulssneiuna:; VAP = lsadaauinainmsht

[
)

W309778v81a; RP = WWanfaday: DFI = msﬁ@L%aﬁl,ﬁﬂu;gﬂammmm
* anauandsfaduiesazznivanmaiainifofialunguildiv Infdoaduuaz latusniSoufioy laoe
95% Cls 1242 1n35 Wilson Score Gaiilu continuity correction

1 d' d' 1 s d'a 6 v d';: [ ::l' v waa
= dnanuasafiuandviulasdzanalunmwnanienzianndayanfusundouuda (1335 random effects
model laglditnsa9tihminluudasnsfinsnasas (trial weight)] i 95% Cl

* nguarmadastaslunguniduliadaauiniiialulsanminag

WANBLIAG : MIANHNARBINIAARNTINNNTANENT 300, 305, 900 (cSSI), 301, 306, 315, 316,
400 (clAl), 308 uaz 313 (CAP), 311 (HAP), 307 [midnmidaunsuuiniiaasaluenaadnif
faLa MRSA ‘vﬁm%aﬂﬁju Vancomycin-Resistant Enterococus (VRE)] Waz 319 Moyl

Qﬂ’;slmemﬁlﬂw?a"l,;iLfluiiﬂﬁml,%asluﬂsz@ﬂimﬁazl (DFI with and without osteomyelitis)]
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=] ea o ¥ o ar ' a ' A Yo a a AN o s
E]'Wﬂ?ivLSJWGlISZENﬂVW]E](‘lL‘ll’]T]Jﬂ'Wiiﬂ‘lﬂﬂaEl’]dT]J@]’J% ‘INW‘]JVL@]‘]JE]EI‘Y]q@l%ﬁ]’lﬁﬁﬁmﬂiﬂi@ﬁ‘ﬂﬂ'ﬁiﬂﬂ’]
molniTuain e anmIaduld 29.9% (19.3% "L;i‘gw,l,sa 9.2% 1hwnany 1.4% Jui) IERRIKH

1 a v | [ a X
19.9% (12.1% VL;J;uLm 6.8% 1UN&1I 1.1% JULI) lasdnfuss ennInduldnsaafauiiadu

v o o A

TuszosduaaInssnes (3N 1-2)

midasngaliin infduafusdiulngjiiaainainsaduld (1.6%) uazaidou (1.3%)

[~3
Uszg1nsan
fifayannulasansninaunanmfnmindsIsumaaizainsdnm (@iade 16. Lna:

6 ' A v [ a» A 2 A a Aa o a =1
anA1ans) wuin hiddannamuanudasansluinieaalitiniiannnisoadulunsdnmn

&
AR

Tumsanvinsmaaneaasuuuida 1We1atads? mmm‘hvlﬂga In1Ta3980UANNUsaaN VA
"Lmﬁsﬁ'mﬁulmﬁﬂmq 8 019 16 T $1U72% 25 F1UNNIRILANNNIIAALTD ﬁagaawmfl&iﬁaﬂszmﬁ

v Infidaiuluarmadiny 25 Nuddanuseaadanudayaniwuluglng

mmﬂaaﬂﬁ'ﬂ"uao"lwﬁfﬁ'm§uﬂ'@gﬂm’maau1uﬂﬁﬁﬂmma%'mauma@rimmﬁﬂ AlRenanuass
muwm‘%ﬂﬂge lwédnay 8 fia 11 T duau 58 1 Afin2z cSSSI (n = 15) clAl (n = 24) n3alsa
ﬂa@mwﬁlﬁ@lwqmu (n = 19) TayaemyhiNdszasdvasinidoaduluaranadas 58 ANty
anuraansaInutayaluglng snuuaimynawld (Jouaz 48.3) aiou (3ouaz 46.6) uazlaws

A X o o A { = ' .
WWuduludiu (Sauaz 6.9) Tawuanudlwdngininluglng

VL ¥ a
13. NI LATVLUNRINIA

1 v ai o a a et A v a a di a v a
ldddayafianzianzasdniumainsnizmslaiuan infidoefiwivame  laliinfduadu
nnaaalafadluwma 300 dadniu iNsaTndluszozim 60 wiiluaamaiasgunwg

1 o § v AI J ) a v a W a

wuhatinmisivaseminduldoniowindu lunmsdinsmaisinelasmslien Infiduadu
nnaaalafadiissnindolunuiivanawuihmdsauessmaslians (median lethal
dose, LDgo) landszanmfe 124 Gadniwalansulunudaduaz 98 fadnsawAlaniulunyands lu
AWM A1 LDy Llastszanalununiseaineiriniy 106 dadnsw/flaniu Infiduaduligniida

' o A o W A \ .
aaﬂmm‘wmUamwuammylmnwvxlaﬂl,aa@ (hemodialysis)

£
14. mﬂnmsaanqwa
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ae a A ad ' . o & @ a A A v @
Infidoadu dadumujuzlunga glycyleycline dudamiasslusduluuuaiizulasnduny
wihotay 308 vaslslulauuaznulililuanavas amino-acyl tRNA 1 ds A site 289 13lulow
asnudsiinarililuanazas amino acid lisunsadhdunuasasddindniaseirsle nf
Suafu dngu glycylamido Fuatiriudunikaf 9 va4 minocycline Mdudlugduunitlinulusnlu
1 . A a g a A a & o & & o v ;d wn 1 1
nga tetracycline Miiadulusssumaniasfianigauenzd Sevhldiniliquaudfuisatieda
X a Aaed o o L i A Ada A | o & . Aa
daydunigfvhligninslunasanasssuazluiimeddiianitaniaywusvas tetracycline Nl
aglulaatin wananitinfduafudsmaniniersuenalnlunisdam tetracycline Nd1AyFaInaln
danalnnsuntaslslulaw (ribosomal protection) KTNA INNTVTLEIBBNINNLTAR (efflux) b6
athilafiany nisdinsuliaag & amawunsdade infidiafuvas Enterobacterales uazaaTn
d'l d'l L o 6 Qo a a v a K
aug asnnalnnadutusaannnisaduaznnaewutlulusdulsluloy Infiduafiuiuaas
Ag k% 1 1 qq: 1 QI a 1 1 ' v 1
gniniwdauvaiioralianslunasanasasuazluiimeddidia ldwohiim@esdunga
a W a Q =) Qs 4 1 1 v Qf 1
sz inAsaeaunuenUfTiweardug nnsdnmnlunssanasasldnundnissugniszning
a v a 04 ad ai Y a di < 2 Aa o a [ I dl > oq: a
InAgoafunusdfimcnltisssiadug lagna lusr Infidvadn saduendudimaaiywes
dauuafiiefianuidutusasen 4 haasanuidutudgalunisgugsda (minimum inhibitory
concentration, MIC) W11 colony count aaad 2 B4 log scale WalgenInAsuadn nuwse
Enterococcus spp., Staphylococcus aureus s Escherichia coli athglsnenuniToafuuaas
r]“n%‘LumiG&i’lL%aLLUﬂﬁﬁﬂU’m‘ﬁﬁ@LLa:ﬁ’ﬂﬁ colony count 289188 Neisseria gonorrhoeae 8GR 3
[l Aa v a P~ .:"( A A a A o ¢ o 2 1 :3‘
119 log scale InAguafuuaasgnidnsouuafiiolumadumalaidumenuirialyldun e

Streptococcus pneumoniae, Haemophilus influenzae W8z Legionella pneumophila anaag
lumsnasaugadnilieandiaudiuIfiaassluermianad (broth dilution test) tudasmidn MIC
lagldorsnazevaalnd (218 <12 731309) FIBNTNAFDLNNTHWIVBIILULHUANTZANHIINAN

(disk diffusion) Wulklgusiunszamisnanguiniduadu 15 lulaniy

iagaéj”wﬁwaa EUCAST (éw%%’uﬂs:mﬂﬁﬁwﬁa EUCAST)

6 @ . v @ o o & o & ' a
Lﬂm‘ﬂﬁ;@]@]@ (breakpoint) °IJE]Gﬂ'J’]NL”lJSJ?J%@]’]tj@]l%ﬂ'ﬁUUEH (MIC) LLRzIGIiuﬂ’ﬁU‘lJEH?JENLLN%’J\‘]ﬂﬂN‘Y]

(2
a o A

ﬁmmﬂ@Uﬂm:ﬂssuﬂﬂsqisﬂiwﬁaﬂm‘smaaumm"b@iam@T'ma;a%w (EUCAST) 493t
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[ﬂmzmsumiqkﬂdﬁaﬂmsmaaummvl,wiameﬁuqa%w] miwaLﬂmﬁﬁg@ﬁ@ﬁl"ﬁ’lummﬂawa
MIC LLa:Lﬁumuﬂuﬁﬂa’lwaﬂsﬁu:

@19197 2. INNYAAAAIN EUCAST

\Fanalsa MIC (Un./8619) Lﬁumuﬂuﬁﬂma

yaslaumIgugs
(34.)
<s (ladaen) >R (Aacasn) >s (lhdaz) <R (Racasn)

Enterobacterales (1@ <05/>05 =18/ < 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 =19/<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

”Hﬂﬂkﬁ@@ﬁmmLé'umugluﬁﬂmwaﬂsnumummaumuﬁuﬁ'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
Iummfnammmwﬂulmaanmﬁm N%E‘mg']uﬁﬁ\‘lLL@@GﬂdﬂitﬁﬂﬁNaﬂ’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’s@iam

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

- 779 MIC TIILFURIBAUINA
QTN - . &
! (VN./a97) Ya3laumMITUEY (WN.)
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

M137191 4: mmﬁqmﬁmmu FDA

mnm*’ﬁm]”mhq@
Tuniseugs

(lalasnsw/aa.)

NITLNIVDILIUWLLN BN TEA T

][N

(Furnuaudnansvadlan

Ww i)

(Lﬁaﬁ"l’mi 8 vancomycin)

\aralsa S R S | R
Staphylococcus aureus
PR <0.5° - 219 - -

(srwdsrand@asia methicillin)
Streptococcus spp. other than

<0.25° - 219 - -
S. pneumoniae
Streptococcus pneumoniae <0.06° - =19 - -
Enterococcus faecalis

<0.25° - 219 - -
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Enterobacteriaceae® <2 4 28 =19 15-18 <14
Haemophilus influenzae <0.25° - - 219 - -
Anaerobes® <4 8 216 - - -

S = ldaen: | = lhdasnszautunas; R = Aadaen

fmTumIuwIvasnuuuEunIzamnay Iilfukunszaissnangulnfiduaiu 15 lulasniy
* mangdslifirafemlulaiwihlilisusoszynaswtaulausniniionin “hdesn” asdausenidn MiC
Ttudadlums “Adhdas” ludswasd fidmasdaianisnaseuinuias

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

° luiwi0919 (Agar dilution)

ANUFUN TG PK/PD

g & A

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

i

2 ] A 3 v Aa o [ ¥ 1 a
q‘].l@lﬂ'ﬁﬂi‘ﬂ 29NIAeENNAAT BN IRAI ?J'T‘i]LLﬂi@l']ﬂJ{J uma@]i‘uazmunmmmu \audazTia

muu?ﬁmsﬁﬂ’agam 29N13A8 Uﬁl%ﬁﬂdﬁuiﬂ EJmwnuﬁaﬁwmﬁﬂmmsﬁ@L%aﬁgmm

[
v v ' A a

= ~ \ A =< = A A6 \ A
Tayamuaradwisiuminisas gnuenisanuduldlalunsnisesdunidezhdaslnd

U 9

TUARUNID LULYINTh

Wanalsa

shafilnarialdldasn

Gram-positive 7 kTaanBLan

@ @

Enterococcus spp.t (iwﬁu%aﬁaa@ia vancomycin)

Listeria monocytogenes

[
A

Staphylococcus aureus™ (i’mﬁd Tanfade methicillin)

12 2
) =)

Staphylococcus epidermidis (32 yhTaNneda methicillin)
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Wanalsa

Staphylococcus haemolyticus
Streptococcus agalactiae*
Streptococcus pyogenes*
Streptococcus pneumoniaet

Viridans group streptococcit

Gram-negative NiTaandLan

Aeromonas hydrophila
Citrobacter freundii*
Citrobacter koseri
Escherichia coli*

Haemophilus influenzae*

Legionella pneumophila*
Moraxella catarrhalis*
Neisseria gonorrhoeae
Neisseria meningitidis

Pasteurella multocida

Wwan laildaandian
Clostridioides difficile

Clostridium perfringens*
Peptostreptococcus spp.
Porphyromonas spp.

Prevotella spp.

ARTWEL )
Chlamydia pneumoniae

Mycobacterium abscessus

Mycobacterium chelonae

Mycobacterium fortuitum
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Wanalsa

Mycoplasma pneumoniae

a & 1A a &£ o . .
BHADI a'lilW‘]Jﬂiyﬁ'l']'lLﬂﬂﬂ’]i@]ﬂﬂ’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

a4 A4 1o . .
wia‘nﬂamaglmu,sn (inherently resistant)

Gram-negative NiTaandian

Providencia spp
Proteus spp.

Pseudomonas aeruginosa

*‘IMJ’]Elﬁx‘]a’]Elwvuf"ﬁ\‘]ﬁa’j’]mLLﬁ@{If]YI%vL@‘I“LWi:@uUﬁ‘LhWal‘ﬂ‘ﬂﬂﬂﬂﬁiﬁﬂiﬂ’]ﬂ’]dﬂaﬁﬂ
Twqufgjaamlumiﬁﬂmmuﬂﬁﬁn@ia Enterococcus faecalis 71136a vancomycin; pneumococci 71hadia
penicillin; luussan viridans streptococci ifuwqu%%aa 8168 Streptococcus anginosus (i?&lﬁd S. anginosus,
S. intermedius i8¢ S. constellatus); lunssan 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
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o 6 a A aa

15. LNFBNAFAIENT Uszanowan1ynaun
N3AALTaYBIHINIHINI B LATIFTVDIRINIIBRAT UL D (cSSSI)
fnsfnsuiNeysziliunauasen InASuafuluL randomized, double-blind, active-controlled,
multinational, multicenter sasn13Aansluglngniin1ig csssi laglumsdnsunaitld
WisuounATaain (wes s 100 SaanINNIrasalaiad audisama 50 Jaaniy
10 12 F1la9) fil vancomycin (1 n3uvnanasalafiadmn 12 Talud)aztreonam (2 NINNIRAEA
lafadnn 12 Talag) iunawn 5 89 14 3% axmadanhnluns@nsududthelndode

A A, A 8 A A o . . . . = a
VBILUBLEBDAUNDELUNNTIUNNIZUNINTDY (complicated deep soft-tissue infections) TIUTIUNRG
& e A o a Ao A L e A o @ A oda
\Touazlraalibaliadniay (Iwa > 10 [wuAlues Ndasiimsdaaniaiinnues nIagnd
nzunindewdasnnlianiduadrion), Hnialwsanuesvnalng, unailasfaida (infected
ulcers) uazuna lWlnd  yadaFudszaninadgupiifenanauauasnisadfinfladannmany
p1mainINanazeulszliunan13Ing (test of cure, TOC) lunguiszrinydguniiv lay
wtaduarananasnlsziliukan1aadinla (clinically evaluable, CE) Laz@&aNasninsysy

WNBNITINHIINNNENIIAREN (clinical modified intent-to-treat, c-mITT) (9 3NN 5)

ai o L Aan =S ai o [ = o v
AN 5 BANMIINBIENNAARNINMIANEIINTIAY 2 M3Anenlulia cSSSI nadlwnis
TNEUIK 5 D9 14 1%

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)

2 PPNQLNINAK 100 FARNTN ANNAILVUIA 50 ﬁaﬁn%’unﬂ 12 T2lu9

> Vancomycin (1 n3u manaaalafadnn 12 52lu9) /Aztreonam (2 nu Manasalafadnn 12 Talu)

8AINMITNBMENIIAARNINNNNTUILLAY TOC Suunanusfiavasdenalsaluarsmanasninine:
A =) = v {
cSSSI TaananIndsziiiun1aaadarInmle (microbiologically evaluable [ME]) uaastilu a13190 6

A a a aa o & I o AaA a A
AN 6 ANINNIIINWIRIYNNAIUNILLUNANLTONSD swlummauﬂ‘muma: cSSSI® 3

a a A ¥y
ﬁ']ll’?iﬂﬂiﬂ&l%‘ﬂﬁd’ﬂﬂ“ﬁ')')‘ﬂ EJ'TVL@

21



LPD Title: Tigecycline

LPD rev no.: 8.0

LPD Date: March 11, 2025

Country: Thailand

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

Vancomycin/

Tigecycline Aztreonam
Wanalsa n/N(%) n/N(%)
Escherichia coli 29/36 26/30 (86.7)
(80.6)

Enterobacter cloacae

Enterococcus faecalis

(@Wzilaf lida vancomycin LHiN)

Staphylococcus aureus flada methicillin

(MSSA) °

52

Staphylococcus aureus Naada methicillin
(MRSA) b
C
CA-MRSA
Streptococcus agalactiae
. d
Streptococcus anginosus grp.

Streptococcus pyogenes

Bacteroides fragilis

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)

719 (77.8)

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)

'
o o

a =2 P sL I a & A v A I o A o Ada o = sL
2 NMIFANBINTN Y bib IANALTDVDININIIRID LATIRINNVDINIVRUINNUNNAISLNIND DU LLRE 2 NIANBI LWL Phase 3

%
A

luianalinnaadasn

b = Aa & aa Gl A ' %
UDINYNULTALULUANLIY LULADAIINAIL

°CA-MRSA = MRSA ﬁLﬁ(ﬂlwgwﬁu (L"AHE] MRSA 713 molecular Waz virulence markers N1LN87789N LD

community acquired MRSA 32UN3 SCCmec type IV element Waz pvl gene)

LR P! Streptococcus anginosus, Streptococcus intermedius Wae Streptococcus constellatus

a a” 1 v a [ v
nIna L‘IiEﬂ%’lii*)\‘i‘Yl ITWATULDW (clAl)
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inmsdnNaUszidunasaden nnds wuy randomised, double-blind, active-controlled,

. . . =2 1 a =3 & = =l
multinational, multicentre aaaﬂ’]sﬁﬂu’ﬂug”l%ruﬂumﬁﬂm clAl MsAnw s bSouInay nm

Fa (1A8SNG% 100 TadnTuniraealafad mudisawIa 50 fiafnawunn 12 T1u4) AU

imipenem/cilastatin (500 fiadniunswaaalafadinn 6 Talug) ilumuwiu 5 9 14

e AL =2 IS U AN o aa @ A ¥ =S va o
E]’Wﬁ’]ﬁ&lﬂi‘ﬂiilNl%ﬂ’]iﬂﬂ‘lﬂ"ﬂﬂuaﬂﬁEI‘Y]VLG]TIJT]']TJ%‘UQU’JW&lﬂ’l’JZLmiﬂ“Hﬂ% 5’Jllﬂdeﬁ@]dE]ﬂLﬁ‘]J q\‘l

@antau diverticulitis m:mw:%?aﬁﬂﬁmuﬁumq Ansalwssnuadlurasrias éﬂ"l,ﬁl,ﬁﬂmq LAY

\Haytesriasdniay yadaFuwilininalunifananauauasniedinanmiaiioudihoie

nasoulziiu TOC ungudszmnsdguniiti lasududuanaaias ME uazanaadasniinig

ﬂ%“]_lLLNuﬂ’ﬁ%‘ﬂH’m’mNaﬂ’mﬁga%ﬁﬂm (microbiologic modified intent-to-treat, m-mITT) (9 N3N

7)

MTNN 7 8ANIMITNBIMIBNNATENIINMIANBINEIAY 2 N1IANE 1WA ClA

Tigecyclinea

nIN (%)

Imipenem/CiIastatinb

nIN (%)

ME

m-mITT

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

442/513 (86.2)

514/631 (81.5)

2 PPN@ENINAW 100 FRANTN ANAIBVUIA 50 ﬁaﬁn%’wnﬂ 12 T4

® Imipenem/Cilastatin (500 n3u 1) 6 F19)

20IMITNBIMIENInaEnaINNIUIzIA® TOC Basansauatlszinn ME N%A1e clAl Suun

- 5 4
aNTHeaILTanalIa uLRad M IaNI19N 8

A o o aa o dql’ 1 L Aa a
A13NN 8 E]@Ii']ﬂ’]iiﬂﬂﬂﬂ%’]ﬂl“ﬂ’]dﬂﬂuﬂ’%’]LL%ﬂ@]’]NL“Ijﬂﬂﬂ‘[ﬁﬂluﬂ’]ﬁ’]a&lﬂi ME naun1ae clAl

Imipenem/
Tigecycline Cilastatin
\Horalsa n/N (%) n/N (%)
Citrobacter freundii 12/16 (75.0) 3/4 (75.0)

Enterobacter cloacae

Escherichia coli

Klebsiella oxytoca

15/17 (88.2)

284/336 (84.5)

19/20 (95.0)

16/17 (94.1)

297/342 (86.8)

17/19 (89.5)
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¥
Wwanalse

Tigecycline

nIN (%)

Imipenem/

Cilastatin

nIN (%)

, . b
Klebsiella pneumoniae
Enterococcus faecalis

Staphylococcus aureus ﬁvl,’;@ia methicillin (MSSA)
c

52

Staphylococcus aureus Ndada methicillin

(MRSA) ©

. d
Streptococcus anginosus grp.

Bacteroides fragilis
Bacteroides thetaiotaomicron
Bacteroides uniformis
Bacteroides vulgatus
Clostridium perfringens

Peptostreptococcus micros

42/47 (89.4)

29/38 (76.3)

26/28 (92.9)

16/18 (88.9)

101/119 (84.9)

68/88 (77.3)

36/41 (87.8)

12/17 (70.6)

14/16 (87.5)

18/19 (94.7)

13/17 (76.5)

46/53 (86.8)

35/47 (74.5)

22/24 (91.7)

1/3 (33.3)

60/79 (75.9)

59/73 (80.8)

31/36 (86.1)

14/16 (87.5)

4/6 (66.7)

20/22 (90.9)

8/11 (72.7)

52
A

a { o o a & ' o A o & '
2 midnmndaglulsadabalutosiasniinzunsndan uaz 2 Midnwlu Phase 3 lwsanalsanfadosn

b ¥ 4 .
VDI TaNFI9 ESBL

Cc =2 Aa A& a A A ' @
3’3“5}\13’]5‘”3\1L%aLLUﬂﬂLjﬂluLﬂaﬂi?N@?ﬂ

d , . .
089 Streptococcus anginosus, Streptococcus intermedius Was Streptococcus constellatus

lsadaauiniiiialuzazsn (CAP)

AMIANEI NI A UNANIINEIVBILN INATEARWILL randomized, double-blind, active-

controlled, multinational, multicenter &a4n13AN®Y (MIAN®IN 308 waz 313) lurflng luns

N7 CAP
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myenEmsUSsuRgE InATainu (muwmﬁuﬁu 100 §adnTNNITaaalaRad auee
2@ 50 TadnIunn 12 72139) 11U Levofloxacin (500 Saansu nnaaalafadinn 12 wia 24
f2lug) lumsfnsmits (Msdinwfl 308) nasanaimasiasldsummanasalafiadiuiuasnaias
3 i'uLLﬁﬁqagmuwlﬁLﬂﬁiwmmLflu levofloxacin THa3UUszMW (500 Tadnsu dadw) luns 2
NRUNTANL S ULIMMFINENINNG 7 89 14 33 ansaashiulumsdnsduamadaing
Az CAP Minmalulsiwening uazldsusmnaaalafia JaaaaulszEninalguniiae
Namauauaammﬁﬁﬂmﬂmﬂﬁw;‘i]”ﬂamﬁiamaauﬂmﬁuwamﬁﬂm (test of cure, TOC) lungu
Urzmnsdgundin lasuiaduermadasdszian CE uazarmadaslszam emiTT (g a9
9) 8ATINIINBIMIENIARAN IWANINAFEL TOC fﬁ’]LLuﬂmmﬁ@maaﬁaﬁakﬂlugﬂ’m%ammm
Uilumaaatriimelduaaslilu an3199 10

MTIN 9 daNMITNHIIENAaEnaINMIANMNEAY 2 Mafnenlulin CAP wadlinssnmn

NIRNAUWIW 7 D9 14 T

Tigecyclinea Levofloxacinb
n/N (%) n/N (%)
Nai’)ﬁJ‘llENﬂ’]‘Sﬁﬂ‘]:ﬂ
CE 253/282 (89.7) 252/292 (86.3)
c-mITT 319/394 (81.0) 321/403 (79.7)

mMsfnEnfl 308
CE
c-miTT

mMsfnenfl 313
CE

c-mITT

125/138 (90.6)

149/191 (78.0)

128/144 (88.9)

170/203 (83.7)

136/156 (87.2)

158/203 (77.8)

116/136 (85.3)

163/200 (81.5)

a a v A a_ @ 1Y A a o o
PINABUTHNEU 100 Hafiniu aueroaua 50 Gadniumn 12 Talus
b . A a o A . o ' o 9
Levofloxacin (500 dadn3u nanasalafadmn 12 nia 24 Talud); lumsdnswils (nMadinsi 308) #asan
il ldTuannnasalaiadiuiuatnaias 3 Tuud Ssaygnalwidfouenniu levofloxacin sfiaTudszniu

(500 §aANIN 6au) lund 2 NRUNIANA

AN397 10 8ATINIIINENRILNIAFRNTILBNANTanalsa e g1auas ME Nidulsa CAP?

Tigecycline Levofloxacin

\Haralsa N (%) nIN (%)
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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

Mycoplasma pneumoniae

Staphylococcus aureus 'ﬁlvl,’mia methicillin (MSSA)

, . &b
Streptococcus pneumoniae (mww:‘nvl,ma penicillin tN1WH)

3/3 (100.0)
37/39 (94.9)
9/12 (75.0)

44/46 (95.7)

3/5 (60.0)
44/48 (91.7)
8/10 (80.0)

39/44 (88.6)

a =2 Ao o = >
mifinmfddny 2 madnsluliadeasniauluruu

b Sunsfideuvefiselwdansindiy

L??El Staphylococcus aureus ﬁﬁya(iia Methicillin (MRSA) LL&&L%E] Enterococcus spp. ﬁﬁya(iia
vancomycin (VRE)

lumséinmdl 307 Smsszfiunamssnunasssniduaduluglng lumssnmlsedased
Housinanalse (clAl, cSSSI LLa:msa@L%aﬁuq) Afaanida VRE uaz MRSA

miﬁﬂmﬁ 307 (JumIAnsIuuL randomized, double-blind, active-controlled, multinational,
multicenter N3N ilszifiunanssnsnvasninftonsn (?Jm@mlf%'mi”u 100 UaFNINNINAEA
lafiadn awdinvwa 50 Aadnsy nn 12 i2la9) iU vancomycin (1 niunnaaalafiadinn 12
i1l09) Tumssnenmsaadadiiinan MRSA uazlssidunanmssnnuasnlnAduadn @uwagn
Su6H 100 Jadnsunsnasalafias audaswwe 50 Jaansu nn 12 72134) wae linezolid (600
Jaanu mamadaﬁmﬁmn 12°ﬁ"ﬂm) Tumssnsmsdadaditiaan VRE 1duwnawn 7 84
28 3 ananaiinsnisnlumsdnsnduenmainslsadiaba clAl cSSSI uazmsdadaiug
q@ﬁ@ﬁuﬂﬁzﬁﬂ%waﬂgwgﬁﬁaNa@lauauaammﬁﬁﬂmnmﬂﬁwgﬂamﬁamaauﬂsuﬁuwa TOC
Tunguiszrnsdgupiit lasudaduamaaiasuszinn ME) uazananaainsdszinn m-miTT
FNILIAIINIIINEIWILNIARHN @mm@ﬁl 11 §19950 MRSA uaza3197 12 §1%50 VRE
a9 11 sammsinEmensaaRnaInmsansgenalsafinadasnmsineni 3072 luide

MRSA $BaINIIINWUITUIRIUIN 7 D9 28 1%

Tigecyclineb Vancomycinc
n/N (%) n/N (%)
msdnefi 307
ME 70/86 (81.4) 26/31 (83.9)
clAl 13/14 (92.9) 4/4 (100.0)
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cSSS 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)

cSSS| 55/70 (78.6) 20/23 (87.0)

a o { a ¥ A
Anwluonmainsndnniz clAl, cSSSI wazmMsAaiTannq

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

Cc o a o Y
1 niumnaaalafiad n 12 Talus

A o g aa = gl/ ' & ' =2 a a 2{
A13NN 12 a@l‘i’]ﬂﬂiiﬂ‘]ﬂﬂ‘ﬁ’]U‘V]']x‘iﬂi\l%ﬂil']ﬂﬂ'ﬁﬁﬂi:l"]Lﬁaﬂai‘iﬂ‘ﬂ@a@laU']ﬂ"l‘i?lﬂ?:i’]“/l 307 1°H>L°Ijﬂ

o

VRE #admM3Tneiduiiaiuwin 7 89 28 7

Tigecyclineb LinezolidC
n/N (%) n/N (%)
mMydnwfi 307
ME 3/3 (100.0) 2/3 (66.7)
clAl 1/1 (100.0) 0/1 (0.0)
cSSSI 1/1 (100.0) 2/2 (100.0)
m-mITT 3/8 (37.5) 2/3 (66.7)
clAl 1/2 (50.0) 0/1 (0.0)
cSSSlI 1/2 (50.0) 2/2 (100.0)

a o A a & A
ﬁﬂmlummaum"nﬁma: clAl, cSSSI LLazNIaaLTaan e

b a v A a_ o (Y A a o o
PYWIALIINAY 100 URANTY ANNUAIYVUIA 50 UARNTY “qﬂ 12 °ﬁ’J<[3J\'1

C,. . A a o A o £
Linezolid (600 Aadniunsnaaalafiasi nn 12 Talua)

& A8
@analsaunsuauifanasn

=3 A = a o Aa o a 1 o a gl/ ai
Tuns@innd 309 fimydszidiunanisinsvasminidoaduludlng Tunsinsladeisen
Feousananslsa (clAl, cSSSI, CAP LaznIdaliadug) Niiaanianalsaunsuaunaadasn
mM3AnEIN 309 1 UNIANBILUL open-label, multinational, multicenter nsAnENHUszLan
NAMNIINENVBILN INATHARY (VUIALNLTNAR 100 FaFNTNNIaaalaRad audsamIa 50

A o o [ a & Aa & AL &

adniunn 12 Hila) lunsinsnmidedeifiaannganalsaunsuauiidasas iuamuu 7

Y
= a e A a & A @ A a A a A
N3 2874 1 NAINLD 1 clAl, cSSSI, CAP LLazN1IAaLTaan 9 ﬁ;@mauﬂ‘izamwaﬂgmgma
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aa A a A a s ]
HanauauaInAdinaNMubsumaiasNenasaulziliukianTinm (ToC) lungudszzng
Ugundiu lasudsiuermadasdszsan ME uszanaaaiastszinn m-miTT (g 613199 13)
ai o o aa =3 Afl’ 1 ai;l/ ] =3 ai a 2{ 1
@390 13 BATMTINFIMENIARANIINMIANE I TanalsaNdadesmsdnen 309° lwidara
I5aunTNaLNAadas AaINIINENTUIAIUIL 7 519 28 4

Tigecyclineb Tigecyclineb Tigecyclineb
n/N (%) n/N (%) n/N (%)
miﬁﬂ‘mﬁl 309 L‘%{ aﬁaiiﬂw%%umc E. coli Klebsiella Enterobacter
spp.
pneumoniae
ME 26/36 (72.2) 4/9 (44.4) 5/6 (83.3) 3/4 (75.0)
Al 212 (100.0)° 111 (100.0)° 111 (100.0) ]
cSSSI  20/24 (83.3) 3/5 (60.0) 3/3 (100.0) 3/3 (100.0)
CAP  0/1(0.0) - - 0/1 (0.0)
m-mITT 40/75 (53.3) 5/10 (50.0) 9/13 (69.2) 8/15 (53.3)
clAl 6/9 (66.7)0| 2/2 (100.0)d 1/1 (100.0) 171 (100.0)d
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)
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AN 14 ALARY (CV%) VBIANWITALADITNILNFTIAUM ANV INATUARY

@ qu
v & oa M3 RAI8ATI
MIABINEIATILALD

. a e 50 88NN NN 12 TS
100 A88n3w a

a
Cmax (ng/mL) 1.45 (22%) 0.87 (27%)
Crna (ug/mL)
max (19 0.90 (30%) 0.63 (15%)
AUC (ug-h/mL) 5.19 (36%) -

AUCq._24h (ng-h/mL) i 4.70 (36%)

Cmin (ng/mL) i 0.13 (59%)
ti, (h) 27.1 (53%) 42.4 (83%)
CL (L/h) 21.8 (40%) 23.8 (33%)
CL, (mL/min) 38.0 (82%) 51.0 (58%)
Vss (L) 568 (43%) 639 (48%)

a a
ROALIUIW 30 WA
b
RUALIUI 60 W

C a v A a o 1Y A a o <
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NIAATNEN

InfiduadudaslinimaaalafadislidrBiowaszd (bioavailability) 100%

NNINIZINYAVBILN



LPD Title: Tigecycline

LPD rev no.: 8.0

LPD Date: March 11, 2025

Country: Thailand

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

msunulysauslunanaunvadinfdoafnlunaaanaaesfisiseninidszanm 71% 64 89% N
% 2 A =3 aa = [ A Aaa =

anuduTwrasanwy e lunsdnsnisadiin (0.1 89 1 lwlasnswdadaas) nmMIAnEINg
ndraumaniludainasasuazlususduaaliidui Infiduedu nznsdidngiaibeldatng
N lunuunildin “C-tigecycline Nsunuliasaidsiuaznanonss wuhdnulikaiidanzag
s Al 2!‘ A 1 1 v A 1 ?,’ ' 6
dldaluiaibedulng laswuldunnfigalassanlunizgn lanszan dewshane denlnsayd
Ny waela Tuuysd A1f3anaImMIniznsizede1n1zaIi (steady state) 29 InAvoaaud
A1z 500 §149 700 Aa3 (7 B9 9 Aav/Alaniv) uaadliidnin InAsuadunszauad lauinnin

UINNAIVINAFULALRINITANTIZAN m]’ﬂgh,ﬁmﬁam QGN%HETVL@T

faaInsAnENNAN N A8 N B aENILN S TIAUAEAIANIZAIR (steady state) vadinATuaauly
Lf:aLﬁavﬁamadmmﬁﬁ‘hL‘Wﬂz‘l,ummaw‘”mqmmwﬁﬁ"tﬁ%‘uvlwﬁ%mﬁu 100 HaANTY ANAILVU
50 iadn3unn 12 F2lag InnsAnsMIsInEsaInmMataumela (bronchoalveolar lavage)
WU AUC,. 1o (134 laTasnsi-talus/aaans) vaiInfiduaduluimadvaigiandargoniie
AUC,. 1o lisimasananasnsinaniitszanas 77.5 111 uazein AUCy..n (2.28 tulasnsuesalu
EREGR) Iumaammﬁmﬁamﬁmﬁaqﬁa ﬁ@hgaﬂ’h@h AUCq 1on G50z 32% bbnsANEN
mﬂ@juwaaﬁﬁmﬁfdwmwm AUCq.1on (1.61 lalasnsu-taluadasans) vasinisuaauluvesnain
aglu@jwwaaﬁﬁmﬁfoﬁ@h@%’mdﬁ AUC, ., Bo9tnludsusasonaasannaniilseanns 26%

= v = Gq: a Aa o a a A > 1 U CZ 1 s ai
lumsanvlasnisivenssasaasdlaslninisuain 100 fadnsuneudihodsumrdadn
BAUA LARI 0NN TZUIBNNINNILANENANNIAaLkaLE D tialaaNuTuTwasen luiitalian
nn 4 Tlamsnnlilniduaiuludainaiioibauszaasnaidalul de gaind daa d1ldlng
:‘ gl/ v 1 a o a v U U dq( di 1 A o g/ = 1
iaelue LAZNIZQN mevlmnmmaﬂ%mmLmumquLuaLﬂaqaﬂaﬁluSﬁiu luqam@ (38 1,
n=6) Uaa (3.7 1vi, n=5) uazildlnal (2.3 i, n=6) 89 lifimiAnsisnNuTuTUDaIInd

TuafulwihaldanainainnmMsliendaiiosnbrais g a3

AU RTNVBILN

"Lwﬁsﬁ'mﬁu"l,;igﬂL&J@nua'lasﬂu'i'mmwmﬁﬂ Tunsanunluraaanaaaslasld microsomes 310

Y x> &

au Fudy uazimasauvesnysd wuhdmssiawauelavludinundesann Tuamaaias
Hrenfigunwanlasy “C-tigecycline wuin ludaaizuszganszdinfiduaiundu *“C-labeled
usulng uanaansawy glucuronide, N-acetyl metabolite WAz tigecycline epimer laaas (Iag

WURNTIAA AR TRa LS o LAY 10% Baswanli)

n13NNAAL

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

=2 a @ v A o ¥ 14 . . v & '
miﬂm:nﬂimtwuaamJwmo's?mwluqﬁmsma:ﬂaaﬂawmmﬂv\ C-tigecycline WaadlwiAnIn
59% mawm@mﬁ‘lﬁgﬂﬁwﬁmaaﬂmdﬁwﬁ/qamiz e 33% Qﬂﬁ'm”@aaﬂmsl,uﬁamaz TagvIunan
P Y o @ Ae A A @ s A AN ~ o @
’muaﬂlumsma@"lmﬂmmauﬂams*’uuaaﬂmammlugﬂwvmLﬂaﬁmmm msma@lugﬂmaa

glucuronide uazmamiamislalugdldifsuudaaduiises

msdnm lunasaanasadlaslfioasnizlassnugs P-gp inuiwnu i InAgaafudussasausas

094/ nfl’ [l 1 [ aid [ d'l [ 1 04 a o a a‘ AAa
P-gp 1N muvl,u‘ﬂﬁummwuax‘wm P-gp Lﬂuﬁ@ﬂﬂqﬂ'ﬂzﬁ\‘]ﬁiﬂ(ﬂaﬂ']?ﬂ?i]@vlfﬂﬂsﬁﬂﬂE‘]%Z%ﬁ\?&l’ﬁ?@llu
seaule

naadszrInINLAL

A1IENITH N IRVBIAVLNNTS
TumsnsiiaSouiisuanasdaifidenuunwiasuesauluszaudn (Child Pugh A) $1942% 10
T8 fusmaNasNTMIThnuaseuAaUndszaulwnans (Child Pugh B) 10 518 Lazan&auns
‘ﬁ'ﬁmwuﬁ@ﬂﬂﬁmaw‘i‘mzﬁugul,na (Child Pugh C) 5 318 ﬁ‘unq’umuquqmmwﬁﬁﬁmqua:ﬁmﬁfﬂ
Indifiesrin 23 318 WUt nreuIumsmansIaumanivasinitoadu olwoRosasadon
wWasnulasluanaatasndenuialnfvasauluszaudi agrelsiony dmImsasansname
(systemic clearance) U84 Infiaadn aaad 25% LazA1n39TA0 (half life) Po9gw 23%
mEiAInnuiaUnGuaseUTEaULN WA (Child Pugh B) %ananit enmitisagnain
1amopas InATuadn aans 55% uazA1n3sdinuassnwmuin 43% luanmaiasfidanufialnd
PBIALTHIII (Child Pugh C)

WoRasananansmemandraaneaaivaslnitoaauug ldfanusndudosdsuamevas
snluansaaias (IIwiadn) danudeUnfvesduszaudfalunas (Child Pugh A uaz Child
Pugh B) asho"lsﬁmulu;jﬂaUﬁﬁmmﬁ@ﬂnﬁmam"’uasmgmlﬁa (Child Pugh C) @258011a81
mEa asiaoaz 50 lasvwasndninglngarsdiudu 100 dadniy awdisawa 25 dadniumn
12 T7lu9 mmau"'mﬁﬁmmﬁ@ﬂﬂ@mao@Tuashd;mm (Child Pugh C) A5 L@3LMISNENGI8ANY
320 9rIUREAAAUNNINBUEUBIAENNTING (VT8 3. PWIALALIZNITIAL N1ITNITHN

DIAULNNTDI)

A12eM319IYas launwsag

=2 o a < A A a a ' o da \
lumsfnslasmslisudsiaiadennadSoufiouszning exmsiasnianuunnsasvasla
atnI7uUII(creatinine clearance Cler < 30 fiaffaywfl) 6 Mo armadnInidulialadugariy

4 7y NlasunAdeain 2 Talusnaunswaniiaa mmaﬁ'ﬂﬂiﬂ"l,m”uq@ﬁw 4 vy Nlasuini

32



LPD Title: Tigecycline

LPD rev no.: 8.0

LPD Date: March 11, 2025

Country: Thailand

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

o a [

FuaannainINaniiee ﬁunajumuquqmmwa 6 718 W‘Ll’hﬂyﬂﬂmzﬂ%‘il,ﬂi%"‘]j"ﬂﬂ%ﬂ']ﬁ@]{"ﬂadvlﬂﬁ

s a

ﬁnﬂﬂau"l,ajLﬂﬁwuﬂmluﬂéjuma’laﬁﬂiﬁﬁm’munwiawaavl,@]"l&i’jﬁm”ﬂ@ﬁmu uaz InAcaaawla

anfnanaanlaamInanifan asnudsludndudasinsdsurwevadenlwaasiaIndaing

2

a

nowaslaunnsad)

2 !
wilggdag
u U 9
=

"LajwummLmﬂ@mmamﬁmauma@ﬂmmam:%dn@gamqﬁﬁmmwa (

q

AatnduaslanialuanzaiasnlesunmInaniion (@¥aTa 3. AWIALAZISNITIRYT A1IZAT
u

n=15 81¢) 65-75 1; n=13

21wannnd 75 ¥) Aungandengdindt (n=18) NlasuinAduadn 100 fadnsy asaded amuidsld

f{hLﬂuﬁaaﬂ*}'wm@mmumqmao@ﬂm

I (<3
gilaziein

LNETIAUARASTY aqvlm Aspa ﬁug NAIIIRD Ul%ﬁa\‘]ﬂﬂiﬁﬂ ¥ MIANBIUINYINNTAN mlw,ﬁﬂ a1g 8

0916 I (n = 24) NlasulnAduadu asade (0.5, 1, wia 2 AadnswAlaniu lavfvwamgegan

50 §aAN3X 100 FadnIN LAz 150 VAANTH AWE1GL) NMInaaalaraduduiian 30 Wi MIdnm

nxasrimadnmludneny 8 fa 11 DnlasuinAduadiu nanuais 0.75, 1, wia 1.25 Tadniu/

a o

Alaniu lasfvwangagan 50 fadiniu) n 12 Falus nenaealadadi

Juwaan 30 wn haidnns

IenfmesnduduludIanogs (loading dose) lunsdnsinanih Tayawindiaaimangs

U

ANUANRAT L9 agﬂﬂummaﬁmmo

awiaeiladsulndu 1 FadnsuAlansu anads ¢ drwdssunanasgiwaas
@1 Cmax Wag AUC zasInigaafanlwian
01g (D) N Co (WTun3/ | AUC (i lunsuetalug/
Ia88AT) EGEIE)
milwenasaien
8-11 8 3881 £ 6637 4034 + 2874
12 -16 16 8508 + 11433 7026 + 4088
m3lWeranoass
8-11 42 1911 £ 3032 2404 £ 1000

33




LPD Title: Tigecycline

LPD rev no.: 8.0

LPD Date: March 11, 2025

Country: Thailand

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

PUERAEY v @ a a o A [ 1 a 1 =1
?l%'lﬂﬂ'l“{ll@l‘lliﬂsl%l,ﬂ% 1 NﬂﬂﬂiN/ﬂtﬁﬂiN RIS GHE- mmnmmummg'mmaa

1 a o a [
A1 Cmax Laz AUC ﬂﬂdlﬂﬂ“ﬁﬂﬂﬂ%e[%Lﬂﬂ

any (D) N Croe (W1IN33/ | AUC (wnTunsuedalag/

q

EEGIR) IaRaa7)*

* AUC, «U8dMIIABNATIADY , AUC, 15, DBIMTIHENARIAT

N target AUCq 1z, LA lajnadnn ldTuamasuusiiumasisuduludianmgs 100 dadiniy
uaz 50 fadniu nn 12 2109 FA1UTe0nme 2,500 WlwnTu- T2 LNI/T8aaaT
MINATEALARTIAUAFATUITZTINTVAINIRDINSAN BN LTI nBn e T uawlssivvasnng
o a a v a ~ J v Aa o a { a A [ al [
ma@mvlmﬂsﬁmau‘lumﬂmq 8 taul E;W]‘Jﬂ’]ﬂ%El’]vl,‘ﬂﬂﬁli{lﬂauﬁ‘lm’]@ﬂ’l 1.2 J88n3w/Alaniy nn
12 Falus (audsvnagegan 50 fadindu nn 12 Talag) dmdbidnery 8 Dissdnd 12 8
LaTNAUIALN 50 FRANTY nn 12 %'ﬂma%m%'ufm;uﬁﬁmq 12 I09dn118 1 vaasanunwy
Idl L e £ v dl e i
Tugdlngnldsumainmdounumilionnldivayda

bW

MMIAATIZANARNTIINMITIUNANMIIVLVAILWARIDY 38 INHUAZLNATE 298 efdrnln
MIANBULAFTINGNAARN "L;iﬁmmLL@m@mamaﬁﬁfﬂﬁ']ﬂ”mumamﬂl,aﬁﬁ (== @i']l,ﬁslal,uuu']m‘sgm)
289MIIAEN INATEARUITNININARDS (20.7 + 6.5 8A3/T1134) WAIWATNY (22.8 + 8.7 5/

v
o o

Tilud) aanudslidndudasdsvrmameanuinauasgihe

1Ba26

TUNIIATZRHRENTINNMINUNANNTIFBVIDENENATTNLELEY 73 T8 aNENENATIUAIT 53
Mo oasNaAIdauUAn 15 118 91®IFUATTWAIVIY 190 318 LLazmmasTmﬁ"l@TgﬂﬁﬁLmﬂ’hﬁl,%a
1§ “Gu 9 3 7 Mdrsnlunsdnsndinanaiain lanuuandsetadisidyues
ALady (+ mLﬁ'mmummgm) 284NN InATnanluaaaunIzILewby (28.8+8.8 AnY/
F21a19) SEFNAITRAIR (23.0£7.8 Ra3Talug) nenadnIdaudiin (24.3:6.5 fav/alug)
EANATIWAIYN (22.148.9 AA3TA1N9) LAzEERNATITaTE “B149)" (25.0+4.8 R0/ 134)
aanuislusndudasdsurmemanudoma

34



LPD Title: Tigecycline

LPD rev no.: 8.0

LPD Date: March 11, 2025

Country: Thailand

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

17. ifagamwﬂaaﬂﬁ'ﬂmnmiﬁnmw‘%ﬂaﬁn

£ [
INDoNaNTLI
eV A = \ o Aa o & A A o ! =
EJGVLQJNﬂ’liﬂﬂE’]@]ﬂE]@]"IT’J\ﬁZUzL’Jﬂ’m’]i@]’]iG‘ﬁ'}(ﬂﬂlE]Gﬁ@nLWﬂﬂiZLNuﬂﬂUﬂ’]Wl%ﬂﬁiﬂE]SJZL?G?JQG

InAduadn

N13NaNAILNWD

"l,ajwuLLmIﬁumsﬁanmsw”mj%%amsﬁau:ﬁa‘lunwmaam‘hmumn ‘smﬁdmi‘maau in vitro
chromosome aberration assay luLSﬁaﬁﬁ'ﬂﬁimawwLammaﬁu (Chinese hamster ovary [CHO])
NINGRALY in vitro forward mutation assay lulras CHO (HGRPT locus) N1INaRaU in vitro
forward mutation assay sLuLsﬁaEi(mﬁwiauﬁwmﬁaalu%%ﬁuﬁ'ﬂi LAENIINARBY in vivo
micronucleus assay

[T 1 A o ¢
AN BNEADITUUFUNKD

9
Infidoafulddinansznudanmnaunuinianaaiywuslunyumldiuengii 4.7 iihvas
ﬂJm@m@ia’i‘mmuwmﬂm%aaamﬂ AUC Tuwsnnusnineti gt lidnantsnuniisinusitdsznay

1 >3 1 A = [ :i a = 1 ] > d' (% a
@1asa"lmmasaum‘nﬂua@mavlmumm@mgam 47 wmlawm@mmmmlﬂuwgmﬂ@mmaaa

37N AUC

Tumsdnsanulsaasonsaain InfiduaauivninIasmanadieas c (**C-labeled tigecycline)
°1TwmmﬂLLazgﬂwﬂuLf:aLﬁamam”aéauluﬁaa udilulanaianszgnuasdadaulurias nald
s lnAtuaauAsTasnumMIanadiniagasiinuasesawluias LLazquyﬁm‘szﬁﬁLﬁm‘fumaa
m’mﬁ@ﬂﬂﬁﬁ"[&igmmmaoiﬂsoﬂizgﬂ (ﬂ’ﬁﬁ%”mmz@ﬂm’ﬁw) Wa'ledsuen 4.7 wihuess 1.1 ey

muﬁ@m@iafusluwkmﬂmﬁamﬂ AUC sl,u%wnmmzmz@iw NSO

=4 0/ Aa o a ai o d'l 3 14 Y .f(. a v a Rt
nNanNIAnE luaaslaslt InAsuafuwnyinieIasnunoaiuans “c Vl@wmmﬁvlwﬂsnmaugﬂmu
aamnﬁhuﬁmmamwnwﬁ‘lﬁuwgﬂaﬂ’md’]U@nﬂ gﬂé‘@ﬂﬁé‘uN'“am"lmﬁéfsmﬁuﬁas"mmmﬂ'm
v [ Y L a ] A v ot . . s
W@naunIe b I FNHRENALAINNAVEINIAUUNLY TIFDAAEBINY bioavailability N19LUNV

InfAdaafuniagiesine

35



LPD Title: Tigecycline

LPD rev no.: 8.0

LPD Date: March 11, 2025

Country: Thailand

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

P
an 9

=3 =} a 6 =3 A =3 =1 ai a 1 e ai a
NUNITAARIVDILTALRDALAI Limﬂlavlmm LALAEATNY LAZLNAALREA NINATINNUAIENUTI D
Lﬁﬁaﬁmadvlmmx@ﬂa@m Walasuen InATanauIUIa 8.1 YA 9.8 LYINTaIUWIALIGDINTDI
ugmﬂma”wﬁamu AUC lunnuanuazgriaamudau madsuudssmaritanunsamenaudu
Un@lanasmslieizasslanst

mslre InfigoaduninaealafasuSunaannluasadsn (bolus) SANUFNNUTALNTABLAHED
ya3Frendulunmsanuniadin wunamanilalien 14.3 wiwas 2.8 wihaesswasndaiuaad

N‘Hsfl:l'iﬂ@ 881989074 AUC 1%‘1&2}&31’] LLﬂzgﬁ;}J@l’]Nﬁﬁ@ﬁJ

linunangiwvasnnzhdausslunuumnaamslie Infiduadu

18. ‘ffaﬂavl'lamﬁ'%ﬂﬁa\l
danilsznaudw Juase
uanlar lulwlawete nialalasaaasnuazlodaoylaasanlae

U = 1) v 1
ANl laseninge
aIazaneflinmanasalafiadnlssinnulas 0.9% Sodium Chloride Injection, USP, 5%

Dextrose Injection, USP L8z Lactated Ringer’s Injection, USP.
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chloride, propofol, ranitidine HCI, theophylline iLas tobramycin

laaslrendaluiinsaununidoadn lusnaiiindaidudodnu: amphotericin B, amphotericin B

lipid complex, diazepam, esomeprazole LL8s omeprazole
@ a ] v a o & A AoV aiav A o o @ @
e EY VL‘Y]ﬂ’]‘Iia mwﬂ‘uwa@mmmmawnmvl,umagammnumwmmnﬂmaam

[ o [ [3
%ﬂﬂ’)iiﬁ’)dﬂtﬂﬂﬂ’lﬁiﬂﬂﬂilﬂﬂ &1

36



LPD Title: Tigecycline

LPD rev no.: 8.0

LPD Date: March 11, 2025

Country: Thailand

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

& gl/ai a 1 A njl/ v ¥ v A
vLNLﬂUUWuV]quQN@EQﬂ’J'] 30°C LNaNaNUquLLa'ﬁﬂj{LﬁUqﬂu‘ﬂ

A Y o A A R Ao e & = < A
LN@N&&IUquLLﬂjﬂqvaﬂaqsazﬂ’]Ual’%aa\‘iﬂ\‘iﬁaw VﬂﬂvlllLj_luvlaﬂ@]']wuﬂqs‘ﬂ\‘iaf]'iﬂza’]UuuLaU

= [
N9 man’lum‘smu 8]

<3 gtﬁ' a a dl v [~3 a o a tﬂl a v 1A
%’]ﬂLﬂﬁJUW%WQM%Q&IVLlJLﬂ% 25°C LUDNRUBILLAN ﬁ’]ll’ﬁﬂl,ﬂﬂvlmﬂ‘]}?_lﬂau ﬂqm%{]uma (vLiJLﬂ%
A &

25°C/77°F) lawubaitin 24 52las (1Avle ldin 6 galaslusiae nafiwmdeannwliiiudale
A A A A = Ao a A )

IV bag ) #3ednmatdannikienaiiy InATaafuiinguny 0.9% Sodium Chioride Injection, USP

38 5% Dextrose Injection, USP ludiiuniamnnd 2°C - 8°C (36°F - 46°F) leiuu 48 tlus

e o g’ dl U 1 o r=|
MuRaINNT N NRauLR2LEadl IV bag A
a A & Ao A o b Y | o 9 o Aad
mnqm%{]mammuﬂmu"lmﬂsmﬂaumaNammumg\m’n 25°C/77°F a3btenlwnuanunnuas
‘L‘inmﬁwawLLﬁa@TaagﬂﬁﬂﬂL%'amaém%‘umswmﬁmaadaﬁm‘h

TaunsdmIUMIIBRAzNMIAUALT
AINFUNIBNG8 0.9% Sodium Chloride Injection, USP %38 5% Dextrose Injection, USP %38
Lactated Ringer's Injection, USP US31au 5.3 dadans iwalila InAgoadu luanuidudu 10
188n30/AaAaAT L1 PINL UL AUNTEIINALAIRNA QAnNNNENLAITIWIN 5 TaFAATIIN
23981 WAININAILU IV bag for infusion 2u1a 100 Faddas lunsdindasnmsldenluauia 100
fadnsu lazansen 2 vrauNanaNadls IV bag 1uw1a 100 Aadaas (TaFana: luwlraenduSunm
HIBLAuRE 6% AanwineinauauuzinTIduLEIT WU 5 TafFasaAsuYInL@I 50
A a o & A Y AA A 2 A v | A0 v < A
fadniw) thefnauusasimndestedan mnldiduldauilinsansazaeimis a3
A v ' VA AN AdA a L A A A Ao ] o

avaseusdadinaoain bifdunsn liszaouss LifiFfaUnd (ou 31 nia &) dawnily
pmnaTImInaanInvadiwihnMelunsuzIn ld Wenaueiudy sansanuinidoaiu A
gannAas (liviu 25°c/77°F) ldwwladifiu 24 $alus (Avlaliiin 6 Talusluziae nand

& o ' A Ao o { ) i
wmRsnnwlAlAudaly IV bag ) nIadnmadennilsaraiunigoafuinauny 0.9% Sodium
Chloride Injection, USP %38 5% Dextrose Injection, USP luﬁLﬁuﬁqmﬂnﬂﬁ 2°C - 8°C (36°F -
46°F) lovnn 48 1alue nmowadanniiefnauwadlaadlu IV bag v

mnqmvmgﬁmaoamuﬁﬁﬂwﬁ%’mﬁu%ﬁhNauﬁﬁLLﬁagaﬂdﬁ 25°C/77°F a3ben Anuanuinuaw

019l Inmdia hwaaalafadinsamoiinianianis Y-site naoiinfemaideanugnly
da gnwInILMIIREIRaTie asreasmainfenantaznatnIlven Innda ¢200.9%

37



LPD Title: Tigecycline

LPD rev no.: 8.0

LPD Date: March 11, 2025

Country: Thailand

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

Sodium Chloride Injection, USP %38 5% Dextrose Injection, USP  A13L@380NAaG 1881888
MPILRLANIRREALREA NI AL LENLNG INAToaanuazNAnn mrienNTRadn gNazdadlinig

aETLNRBLEULAINY (@70 anaTnwlailaszninegn)
d: Yo o = | o %] U %
°zjaanmgzy"mwm‘samznLmuﬂ%qnmmN'l‘l%‘n?imm’mﬂs

uSEn a3 (Uszinalng) $1na

LPD Revision No.: 8.0
LPD Date: March 11, 2025

Country: Thailand

38



LPD Title: Tigecycline

LPD rev no.: 8.0

LPD Date: March 11, 2025

Country: Thailand

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

@ Pﬁzer

TYGACIL
(tigecycline)
for injection

1. DESCRIPTION

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

preservatives.

2. INDICATIONS AND USAGE

Adults
TYGACIL is indicated for the treatment of infections caused by susceptible strains of the

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

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

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

fragilis.

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

Clostridium perfringens, and Peptostreptococcus micros.
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Community acquired pneumonia (CAP) caused by Haemophilus influenzae, Moraxella catarrhalis,
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. TYGACIL may

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

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

contribute to the empiric selection of therapy.

3. DOSAGE AND ADMINISTRATION

An initial dose for adults of 100 mg is followed by 50 mg every 12 hours by the intravenous route.
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TYGACIL is administered by intravenous infusion. The infusion time should be approximately 30

to 60 minutes (see Instructions for Use and Handling).

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

bacteriological progress.

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

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

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

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

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

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

60 minutes every 12 hours.

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

PHARMACOKINETICS).

Hepatic Insufficiency

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

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

hemodialysis (see 16. PHARMACOKINETICS).

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

agents, including tigecycline, and may be life-threatening.

Glycylcycline class antibiotics are structurally similar to tetracycline class antibiotics. Therefore,
tigecycline should be administered with caution in patients with known hypersensitivity to

tetracycline class antibiotics.

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

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
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discontinuation. Consideration should be given to the cessation of the treatment with tigecycline in

patients suspected of having developed pancreatitis.

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

REACTIONS).

The safety and efficacy of tigecycline in patients with hospital-acquired pneumonia (HAP) have not
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.
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Tigecycline has not been studied for use during labor and delivery.

LACTATION

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

administered to a nursing woman.

FERTILITY
The effects of tigecycline on fertility in humans have not been studied. Nonclinical studies
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).
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8. GERIATRIC USE

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

adjustment is necessary in elderly patients.

9. DRUG INTERACTIONS

Tigecycline (100 mg followed by 50 mg every 12 hours) and digoxin (0.5 mg followed by 0.25 mg
every 24 hours) were co-administered to healthy subjects in a drug interaction study. Tigecycline
slightly decreased the C,,,, of digoxin by 13%, but did not affect the AUC or clearance of digoxin.
This small change in C,,, did not affect the steady-state pharmacodynamic effects of digoxin as
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.
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Tigecycline is a substrate of P-gp based on an in vitro study using a cell line overexpressing P-gp.
The potential contribution of P-gp-mediated transport to the in vivo disposition of tigecycline is not
known. Co-administration of P-gp inhibitors (e.g., ketoconazole or cyclosporine) or P-gp inducers

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

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

effective.

Concomitant use of tigecycline and calcineurin inhibitors such as tacrolimus or cyclosporine may
lead to an increase in serum trough concentrations of the calcineurin inhibitors. Therefore, serum
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: >1% 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:
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System Organ Class Adverse Reaction

Blood and lymphatic system disorders

Common Activated partial thromboplastin time prolonged (aPTT), prothrombin
time prolonged (PT), thrombocytopenia

Uncommon International normalised ratio increased (INR)

Rare Hypofibrinogenaemia

Immune system disorders

Frequency not known Anaphylactic reaction/anaphylactoid reaction

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

10
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System Organ Class Adverse Reaction

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

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

Skin and subcutaneous tissue disorders”

Common Pruritus, rash

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

# 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 trials, the risk difference of all-cause mortality
was 0.9% (95% CI -0.1, 1.8) between tigecycline and comparator-treated subjects. In a pooled
analysis of these trials, based on a random effects model by trial weight, an adjusted risk
difference of all-cause mortality was 0.6% (95% CI 0.1, 1.2) between tigecycline-treated and
comparator-treated subjects. No significant differences were observed between tigecycline and

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

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

or underlying co-morbidities.

11
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Table 1. Subjects with Outcome of Death by Infection Type

- Tigecycline - - Comparator - Risk Difference*
Infection Type n/N % n/N % % (95% CI)
cSSSI 12/834 1.4 6/813 0.7 0.7 (-0.5, 1.9)
clAl 42/1382 3.0 31/1393 2.2 0.8 (-0.4, 2.1)
CAP 12/424 2.8 11/422 2.6 0.2 (-2.3, 2.7)
HAP 66/467 14.1 571467 12.2 1.9 (-2.6, 6.4)
Non-VAP? 41/336 12.2 42/345 12.2 0.0 (-5.1, 5.2)
VAP? 25/131 19.1 15/122 12.3 6.8 (-2.9, 16.2)
RP 11/128 8.6 2/43 4.7 3.9 (-9.1, 11.6)
DFI 7/553 1.3 3/508 0.6 0.7 (-0.8, 2.2)
Overall Unadjusted 150/3788 4.0 110/3646 3.0 0.9 (0.1, 1.8)
Overall Adjusted 150/3788 4.0 110/3646 3.0 0.6 (0.1, 1.2)*

CAP = Community-acquired pneumonia; clAl = Complicated intra-abdominal infections; cSSSI = Complicated
skin and skin structure infections; HAP = hospital-acquired pneumonia; VAP = ventilator-associated pneumonia;
RP = resistant pathogens; 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.

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

@ These are subgroups of the HAP population.

Note: The trials include 300, 305, 900 (cSSSI), 301, 306, 315, 316, 400 (clAl), 308 and 313 (CAP), 311 (HAP),
307 [Resistant gram-positive pathogen study in subjects with MRSA or Vancomycin-Resistant Enterococcus

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

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

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

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

(1.3%).

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

new or unexpected safety concerns were observed with tigecycline in these studies.
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In an open-label, single ascending dose PK study, the safety of tigecycline was investigated in 25
children aged 8 to 16 years who recently recovered from infections. The adverse reaction profile

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

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

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

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

13. OVERDOSAGE

No specific information is available on the treatment of overdose with tigecycline. Intravenous
administration of tigecycline at a single dose of 300 mg over 60 minutes in healthy volunteers
resulted in an increased incidence of nausea and vomiting. In single-dose |V toxicity studies
conducted with tigecycline in mice, the estimated median lethal dose (LD5y) was 124 mg/kg in
males and 98 mg/kg in females. In rats, the estimated LDsq 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

13



LPD Title: Tigecycline

LPD rev no.: 8.0

LPD Date: March 11, 2025

Country: Thailand

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

aureus, and Escherichia coli. However, tigecycline has shown some bactericidal activity and a 3-
log reduction was observed against Neisseria gonorrhoeae. Tigecycline has also demonstrated
bactericidal activity against common respiratory strains of Streptococcus pneumoniae,

Haemophilus influenzae, and Legionella pneumophila.
For broth dilution tests for aerobic organisms, MICs must be determined using testing medium
that is fresh (<12 hours old). The disk diffusion procedure utilizes disks impregnated with 15 ug of

tigecycline.

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:
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Table 2. EUCAST Breakpoints

B,Cand G

Pathogen MIC (mg/L) Inhibition zone diameter
(mm)
<S (Susceptible)/ >R >S (Susceptible)/ <R (Resistant)
(Resistant)
Enterobacterales <0.5/>0.5 >18 / <18")
(formerly
Enterobacteriaceae):
Escherichia coli and
Citrobacter koseri: ")
Staphylococcus spp. <0.5/>0.5 >19 /<19
Enterococcus faecalis <0.25/>0.25 >20/ <20
Enterococcus faecium <0.25/>0.25 >22 | <22
Streptococcus groups A, <0.125/>0.125 >19 /<19

PK/PD (non-species

related)

<0.5/>0.5

morganii and Providencia spp. to variable in other species.

MFor other Enterobacterales, the activity of tigecycline varies from insufficient in Proteus spp., Morganella

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

For anaerobic bacteria there is clinical evidence of efficacy in polymicrobial intra-abdominal

infections, but no correlation between MIC values, PK/PD data and clinical outcome. Therefore,

no breakpoint for susceptibility is given.

Quality control ranges for EUCAST susceptibility testing are in the following table.

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
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Table 3. Acceptable Quality Control Ranges for Susceptibility Testing (EUCAST)

MIC range Inhibition zone
Organism
(mg/L) diameter range (mm)
Streptococcus pneumoniae ATCC 49619 0.016-0.125 24-30

ATCC = American Type Culture Collection

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

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

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

Table 4: FDA breakpoints
Minimum Inhibitory Disk Diffusion
Concentrations (Zone diameter in mm)
(mcg/mL)

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

<0.25° - - >19 - -
S. pneumoniae
Streptococcus pneumoniae <0.06? - - >19 - -
Enterococcus faecalis
(vancomycin-susceptible <0.25° - - >19 - -
isolates)
Enterobacteriaceae” <2 4 >8 >19 15-18 <14
Haemophilus influenzae <0.25° - - >19 - -
Anaerobes® <4 8 >16 - - -
S = Susceptible; | = Intermediate; R = Resistant
For disk diffusion, use paper disks impregnated with 15 pg tigecycline
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@ 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

Gram-negative Aerobes

Aeromonas hydrophila

Citrobacter freundii*
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Pathogen

Citrobacter koseri
Escherichia coli*

Haemophilus influenzae*

Legionella pneumophila*
Moraxella catarrhalis*
Neisseria gonorrhoeae
Neisseria meningitidis

Pasteurella multocida

Anaerobes

Clostridioides difficile
Clostridium perfringens*
Peptostreptococcus spp.
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
Klebsiella oxytoca*

Klebsiella pneumoniae*

Morganella morganii
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Pathogen

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. infermedius 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 (=10 cm, requiring surgery/drainage or
with complicated underlying disease), major abscesses, infected ulcers, and burns were enrolled
in the studies. The primary efficacy endpoint was the clinical response at the test of cure (TOC)
visit in the coprimary populations of the clinically evaluable (CE) and clinical modified intent-to-

treat (c-mITT) subjects (see Table 5).
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Table 5. Clinical Cure Rates from Two Pivotal Studies in cSSSI after 5 to 14 Days of Therapy

Tigecycline® Vancomycin/Aztreonam®
n/N (%) n/IN (%)

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

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

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

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

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

are presented in Table 6.

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

Tigecycline Vancomycin/Aztreonam
Pathogen n/N (%) n/N (%)
Escherichia coli 29/36 (80.6) | 26/30 (86.7)
Enterobacter cloacae 10/12 (83.3) 15/15 (100)
Enterococcus faecalis (vancomycin-susceptible 15/21 (71.4) 19/24 (79.2)
only)
Methicillin-susceptible Staphylococcus aureus 124/137 113/120 (94.2)
(MSSA)° (90.5)
Methicillin-resistant Staphylococcus aureus 79/95 (83.2) 46/57 (80.7)
(MRSA)°
CA-MRSA°® 13/20 (65.0) 10/12 (83.3)
Streptococcus agalactiae 8/8 (100) 11/14 (78.6)
Streptococcus anginosus grp.° 17/21 (81.0) 9/10 (90.0)
Streptococcus pyogenes 31/32 (96.9) 24/27 (88.9)
Bacteroides fragilis 7/9 (77.8) 4/5 (80.0)

@ Two pivotal studies from cSSSI and two Phase 3 Resistant Pathogen studies.
® Includes cases of concurrent bacteremia.
¢ CA-MRSA = community acquired (MRSA isolates that bear molecular and virulence markers commonly

associated with community acquired MRSA, including SCCmec type IV element and the pvl gene).

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

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

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

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

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

cholecystitis, diverticulitis, gastric/duodenal perforation, intra-abdominal abscess, perforation of

intestine, and peritonitis were enrolled in the studies. The primary efficacy endpoint was the

clinical response at the TOC visit for the co-primary populations of the ME and the microbiologic

modified intent-to-treat (m-mITT) subjects (see Table 7).

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

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

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

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

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

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

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

Escherichia coli

284/336 (84.5)

297/342 (86.8)

Klebsiella oxytoca 19/20 (95.0) 17/19 (89.5)
Klebsiella pneumoniae® 42/47 (89.4) 46/53 (86.8)
Enterococcus faecalis 29/38 (76.3) 35/47 (74.5)
Methicillin-susceptible Staphylococcus 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)
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Tigecycline Imipenem/Cilastatin
Pathogen n/N (%) n/N (%)
Bacteroides thetaiotaomicron 36/41 (87.8) 31/36 (86.1)
Bacteroides uniformis 12/17 (70.6) 14/16 (87.5)
Bacteroides vulgatus 14/16 (87.5) 4/6 (66.7)
Clostridium perfringens 18/19 (94.7) 20/22 (90.9)
Peptostreptococcus micros 13/17 (76.5) 8/11 (72.7)

@ Two clAl pivotal studies and two Phase 3 Resistant Pathogen studies.
® Includes ESBL producing isolates.

¢ Includes cases of concurrent bacteremia.

4 Includes Streptococcus anginosus, Streptococcus intermedius, and Streptococcus constellatus.

Community Acquired Pneumonia (CAP)
Tigecycline was evaluated in adults for the treatment of CAP in two randomized, double-blind,

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

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

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

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

Therapy
Tigecycline® Levofloxacin®
N (%) N (%)
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)
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Tigecycline? Levofloxacin®
N (%) N (%)
Study 313
CE 128/144 (88.9) 116/136 (85.3)
e-mITT 170203 (83.7) 163/200 (81.5)

@100 myg 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®

Tigecycline Levofloxacin
Pathogen n/N (%) n/N (%)
Chlamydia pneumoniae 18/19 (94.7) 26/27 (96.3)
Haemophilus influenzae 14/17 (82.4) 13/16 (81.3)
Legionella pneumophila 10/10 (100.0) 6/6 (100.0)
Moraxella catarrhalis 3/3 (100.0) 3/5 (60.0)
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
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.
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Table 11. Clinical Cure Rates from Resistant Pathogen Study 307° for MRSA after 7 to 28

Days of Therapy

Tigecycline® Vancomycin®
n/N (%) n/N (%)
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, cSSSI, 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®
N (%) N (%)
Study 307
ME 3/3 (100.0) 2/3 (66.7)
CIAl 1/1 (100.0) 0/1 (0.0)
cSSSI 1/1 (100.0) 2/2 (100.0)
m-mITT 3/8 (37.5) 2/3 (66.7)
CIAl 112 (50.0) 0/1 (0.0)
cSSS 112 (50.0) 2/2 (100.0)

@ Study included subjects with clAl, cSSSI, and other infections.
® 100 mg initially, followed by 50 mg every 12 hours.

¢ Linezolid (600 mg IV every 12 hours).

Resistant Gram-Negative Pathogens

Tigecycline was evaluated in adults for the treatment of various serious infections (clAl, cSSSI,

CAP, and other infections) due to resistant gram-negative pathogens in Study 309. Study 309 was
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an open-label, multinational, multicenter study evaluating tigecycline (100 mg IV initial dose

followed by 50 mg every 12 hours) for the treatment of infections due to resistant gram-negative

pathogens for 7 to 28 days. Subjects with clAl, cSSSI, CAP, and other infections were enrolled in

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

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

Table 13. Clinical Cure Rates from Resistant Pathogen Study 309° for Resistant Gram-

negative Pathogens after 7 to 28 Days of Therapy

Tigecycline® | Tigecycline® Tigecycline®
n/N (%) n/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 (53.3) | 5/10 (50.0) 9/13 (69.2) 8/15 (53.3)
clAl 6/9 (66.7)" | 2/2 (100.0)° 1/1 (100.0) 1/1 (100.0)°
cSSSI 27/38 (71.1) | 3/5 (60.0) 6/7 (85.7) 7/8 (87.5)
CAP 0/1 (0.0) - - 0/1 (0.0)

® 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

were approximately 5% months and 3 months, respectively (range: 3 days to approximately 3%

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

signs and symptoms of lung disease, or healing of wound, skin lesions, or nodules in

disseminated disease). Approximately half of the subjects required dose reductions or

discontinued treatment due to nausea, vomiting, or anorexia.
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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 |V 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)
cSSSlI 3/4 (75.0) 5/7 (71.4) 2/4 (50.0)
Overall 9/10 (90.0) 8/13 (62.0) 12/16 (75.0)

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

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

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

study of 46 healthy subjects.

16. PHARMACOKINETICS

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

Intravenous infusions of tigecycline should be administered over approximately 30 to 60 minutes.

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

100 mg

Multiple Dose

c

50 mg g12h

Crax (Mg/mL)?

1.45 (22%)

0.87 (27%)

Crnax (Wg/mL)°

0.90 (30%)

0.63 (15%)

AUC (ug-h/mL)

5.19 (36%)

AUCq.24n (Mg-h/mL)

4.70 (36%)

Cmin (Ug/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.

® 80-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,;,
(2.28 pg-h/mL) in epithelial lining fluid were approximately 32% higher than the AUC,_;,, in serum.
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In a skin blister study, the AUCq 5, (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
tigecycline was prolonged by 23% in subjects with moderate hepatic impairment (Child-Pugh B).
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In addition, systemic clearance of tigecycline was reduced by 55%, and the half-life of tigecycline

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

Based on the pharmacokinetic profile of tigecycline, no dosage adjustment is warranted in
subjects (including pediatrics) with mild to moderate hepatic impairment (Child-Pugh A and Child-
Pugh B). However, in subjects with severe hepatic impairment (Child-Pugh C), the dose of
TYGACIL should be reduced by 50%. Adult dose should be altered to 100 mg followed by 25 mg
every 12 hours. Subjects with severe hepatic impairment (Child-Pugh C) should be treated with
caution and monitored for treatment response (see 3. DOSAGE AND ADMINISTRATION, Hepatic

Insufficiency).

Renal Insufficiency

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

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

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

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

Pediatric Patients
Tigecycline pharmacokinetics were investigated in two studies. The first study enrolled children

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

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

The target AUC,_,, 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
(22.11£8.9 L/h), and “other” subjects (25.0+4.8 L/h). Therefore, no dosage adjustment is necessary

based on race.
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17. PRECLINICAL SAFETY DATA

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

tigecycline.

Mutagenicity

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

and in vivo micronucleus assay.

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

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

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

and rabbits, respectively.

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

the maternal milk.

Other

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

be reversible after two weeks of dosing.
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Bolus intravenous administration of tigecycline has been associated with a histamine response in
preclinical studies. These effects were observed at exposures of 14.3 and 2.8 times the human

daily dose based on the AUC in rats and dogs, respectively.

No evidence of photosensitivity was observed in rats following administration of tigecycline.

18. PHARMACEUTICAL PARTICULARS

List of Excipients

Lactose monohydrate, Hydrochloric acid and Sodium hydroxide.

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

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

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

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

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

omeprazole.

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

available.

Special Precautions for Storage

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

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

discarded.

Alternative storage
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If the storage conditions do not exceed 25°C, once reconstituted, tigecycline may be stored at
room temperature (not to exceed 25°C/77°F) for up to 24 hours (up to 6 hours in the vial and the
remaining time in the IV bag). Alternatively, tigecycline mixed with 0.9% Sodium Chloride
Injection, USP, or 5% Dextrose Injection, USP, may be stored refrigerated at 2°C to 8°C (36°F to

46°F) for up to 48 hours following immediate transfer of the reconstituted solution into the IV bag.

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

immediately.

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

Instructions for Use and Handling

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

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

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

immediately.

TYGACIL may be administered intravenously through a dedicated line or through a Y-site. If the
same intravenous line is used for sequential infusion of several drugs, the line should be flushed
before and after infusion of TYGACIL with either 0.9% Sodium Chloride Injection, USP, or 5%
Dextrose Injection, USP. Injection should be made with an infusion solution compatible with
tigecycline and any other medicinal product(s) via this common line (see Incompatibilities).
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