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DELI VERY OF Tl GECYCLI NE I N THE PRESENCE OF WARFARI N I n
one enbodi nent, the present disclosure is directed to

W@ eovbilzsté on t her api es of tigecycline and war f BET/DSENE016542
met hods of adm nistration of tigecycline and warfarin.
Ti gecycline, (9-(t-butyl-glycylam do)-m nocycline,
TBA- M NO,

(4S, 4aS, 5aR 12a%@ L{ é\lt - but yl am no'):_acet am d%! ,
“bi s (REHYERY QRiTHIFCYEL EIN THE PRESENGE B WARFARIN
.Sa.e.H "a-octahydro-S. 10 *. "a-tetrahydroxy-I.H di oxo®

- napht hacenecar boxami de, is a glycylcycline
antibiotic and an anal og of the se

In opg erpegingniehe M%?GEWFQI%HG i regipd P ﬁéﬂ#)@agon therapies of
tlgegydlm@ dhif lmﬂﬁ’fﬁﬁb{ 'aﬁm’rﬂéf’n&%rdf Wakninidra@ibn 67 ey eineid warfarin.,

fornul a cline, develo esponse to
t heTwREIRg de e ey s T EAMINO | o
(4saws' éywuasa,g iza@ereestm@aﬁmb)&ré@aﬁrdgmctms(ahmmylé}amb)er i al

142568861 1858 ocipudion P i des-Tretandiopr s idiSises "oy

nadhﬂﬁb@héda?&@ﬁﬁ’d@hsﬂa bivanschié aftibidtickaetzRr dridlog of the
ycline is active a

ai

senamqﬂkﬁtlgttq;taacy@lg]es mﬂcygmg .I.IEH%V%]B ingds ﬁgft%ﬁgwy%ylamldo derivative

Ofrﬁﬁgéy@rﬁe’iforﬁmﬂg]? ps net hicillin-resistant Staphyl ococcus
aureus, penicillin-resistant Stfeptqceccuyg, pneunoni ae,
and vanconyci n-resi st ant ente
M et al. 1994. Antim crob Aé = >
Fraise, A P. et al gy 19p5. |mcrob|al
Chenot her apy. 35 7‘ ~ AU BRRPEaFS
Anti ni crob Chemag r,. 1996 I\/ay)HB 5) o&d4BG] ; 6Garri son,
M W et al. 2005. dlnl cal Therapeutics 27:12-22;
Gol dstein, F.W et al. 1994. Ahtinicrobial Agents &
meﬁ@é@%ﬁﬁé’y de@tﬁop?e%lsn %sp@%&t It&rthe Rwo@dwi@b ﬂr{reat2@94emergmg
i n"Ther 704-714; Wi ss,

resigtANER 4 a@?bmmsmﬁ S¥pRded %%@%H%@nt'bﬁefeﬁ%a@ww both in vitro

andTlhg'R/éy ccblya@cycﬁn@ém.@réé Imee tét%?/aﬁ]b daiBlosEd, alct By inAibRMg protein
carry t etvvo maj or fornms tetracycllne

tra'ﬁ%'P@i!rh erigaf f | ux and ri bosomal protection (Hirata,

%}CIIHQQ’O&C’[IV F,’o_lal'ﬁsﬁ hedhyAgfiBlotic-réstaithgam-positive pathogenic
48 2 7 et al. 1999 Journal of Mble

bao@r@ o@t}cl"gg@ 4@gthg>llllri Pﬁsat%m Séap \y[ocg%@ aureus, pemcn}lm resistant

@éd@f@@@bﬁ&!rﬁ@iﬂaéz%n@k&ﬁc&ﬂ%-ré&ﬁ@nﬁ@ﬂ@ﬁc&o’&ﬂ&l@@&ﬁos G. M. et
al. i{é@p ?9@5%%]?%@?, Agents Chemother 38 534n 41; ]Fgralse A. Bhet al. 1&;5 Journal of
Antimicrobial Chemotherapy. 35:877-81. [erratum appears in J Antimicrob Chemother
1996 May;37(5):1046]; Garrison, M. W. et al. 2005. Clinical Therapeutics 27:12-22;
Goldstein, F. W. et al. 1994. Antimicrobial Agents & Chemotherapy. 38:2218-20; Postier,
R. G. et al. 2004. Clin Ther 26:704-714; Weiss, W. J. et al. 1995. Journal of Antimicrobial

Chemotherapy. 36:225-30. Tigecycline is also active against bacterial strains carrying

(wyi opoul 0s, G

the two major forms of tefracycline resistance, efflux and ribosomal protection (Hirata, T.
et al. 2004. Antimicrob Agents Chemother. 48:2179-84; Orth, P. et al. 1999. Journal of
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165: 359-69; Soneya, Y. et al.1995. Antim crob Agents
Chenot her. 39:247-249.) Tigecycline may be used in the
wo e@atizené of many bacterial infections, such BGI/US2006/016542
conpl i cated intra-abdom nal infections (clAl),
conplicated skin and skin structure infections
(cSSSI) Cormuni ty Acquired Pneunonia (CAP), and
| t al gw red Pneunonia (HAP) indications, which

MOie&y ap Bielegys @85¥p5 ¥ amroiang 8t iy £08Rd Phammaselieramye 20:2198-223S;
dls&%rsfbﬂwg‘»zz%@a%%ﬁ%ng%?q) bgplvraiidCitbbé. rhrchlves% of Microbiology

SUSCG; bl e and hicillin-resistant strains
d

16582 AYI IrvREuY- quﬁlé§85 (Aveisycrab darris Shemmilrr: BHA4AT-£49.)
ti gfr@.és}tdm@ rﬁa@/ybé)gsébﬁ fr‘ndthECtréa'irﬁ@f‘it &rmWBé&énéM%&fdn?' such as

i nfeCti'ons i n"warm bl ooded ani nal s caused y bacteri a

compligaieg ii@-aksioming dinfestigng dsiAdk seampliegted nflanard skins gtructure

infdctigRE XSS @B)hnm.ﬁutysﬂéjcr&r‘édt Pﬁ&lm&ﬁé‘%@ laAl Mospital Acquired
I nfections, catheter-related bactere Neut r openi a,

Pneyyaenda r(HAR) drdicafipnec whishi @ay henfasedohy grap- negativeagnd gram-

poé?ﬁ\)é%atﬁc%%h§té}i%réb'é%h§&?5‘§th n%{ﬁlelllrﬂs sﬁ@%ptl@%hd methicillin-resistant
enterics, rapid rovmng gco bacteria, and the |ike

straifs R hYeCagUS Auress | enIRSA) 5 Asiddnall, depaisine may be
usdielohrgt ef céﬁt%bé&@rn&ﬁnf@@tﬂn‘s% WaR8-oRfie8 fnfthals REGSHd Sacteria

in warm bl ooded animals conprising adm nisterin

ha\iipth iRl c?gﬁ‘idc'%ﬁt'we%$tﬁ'é*cqeit©r@7"éﬁ?é%rﬂ s tiggeypline may be Used to treat

bor%l%lj'ﬁolﬁt Qﬂfe@tl&rfsu%%ttﬁété&t@%ted bacteremia, Neutro ema obstetrics and
ani no) - 6- deret hy[ - 6- deoxyt etracycline,

OvrigBaTal INRENDES, o iontient et b arIH A thRaRse| BUeh ag) VEE, ESBL,
entBA¢< FpidNgrowtn PR et tedbsanding Gkeses a mrivars, @f al., U.S. Patent

treatln(ggor control | ing bacteri al i nfections in

Noyp:PA?.8P0 Jig6@sehp magtaod ﬁﬁg%ﬁ'”lyprlﬁ:ﬁﬂﬂ”@lmgab%%”% ¢nfegiions in warm-

bloa-@éd\/érﬂﬁﬁls-r@irﬂﬁ)rfsﬁ@ SdrAiRistedRb &F ﬁhé?ﬁﬁb&o@@él'@/" éffdchige amount of a 7-
mnjstering a r macol o ef fective anpunt

f
Uy IR  ioelheisd- DSBS e VLR oAy cASme WpISh tigscycine is
a r’rﬁa'nﬁ’&@bf’ﬂﬁtdeﬂﬁy aescmﬁedo@ swaeéht Nb9§52§ bbo alsb%@ldéea‘aeﬁethod of

0 %escrl
trefi‘ti‘i‘@o?rp%% @69 arteral 'BE?CF%TSe'PeWE‘ P'ﬁoﬁiﬁdsa%'m%'sr %%%Fed by bacteria

havagyelﬁbéCh’eﬂ\# ﬁﬁd W@t?@ﬁ%@l@faﬁd @étenlmﬂﬁ@hsl b?rﬂbhéiﬁg aa&immstenng a
or, exa I n e

hasarlagcav eSfe e BRBRTA Al AL Py LTSRNl 6-demethyt-
6- dEb)@@@cVa“dytlm\@ \oF hhidh eltr{eylsb§ naéHibet it ®Eegbnus described. U.S.
nHIt eo#(&%wth Otg?] uents and drurg’ Thus, in
P at&HTe & InqorRpsate eFPén KERIPE RO TSRt wit h
or a@uwcﬁ@é magfbfeempérs@ bRARHAiliZtoA o ﬂbrﬂ*fulét@@ ot H@ple,
L% lﬂth g ﬁ are given toget he
compo ded in the hospital pharmacy, for reconstitution as an IV solution. Tigecycline
will frequently be administered simultaneously with other diluents and drugs. Thus, in
one embodiment, tigecycline should not interact with or adversely affect the
administration of the other drugs when the drugs are given together.
Warfarin sodium is a widely used anticoagulant that acts by inhibiting vitamin K-
dependent coagulation factors. In 2004, Americans filled about 16.1 million prescriptions

for warfarin. [Top 200 Generic Drugs by Prescription in 2004,
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Warfarin sodiumis a widely used anti coagul ant that
acts by inhibiting vitam n Kdependent coagul ati on
wo a@b0266 | N 2004, Anmericans filled about 16. 1p@i/U520061016542
prescriptions for warfarin. [Top 200 Generic Drugs by
Prescription in
2004, htt p: // ww. drugt opi cs. com drugtopi cs/article/arti
cleDetail.jsp?i d=1 50069. accessed March 25, 2005]
http@ﬁw@gygtgplcsAmmlgrqgtpplc§/art|clelart|cleDetall Jsp?id= 150069. accessed

Marsh (0% 86@hony! benzyl ) - 4- hydroxycoumarin and is a
racem c xture of the R- and S-enanti oners.

Cr yshenicalle Wagprim s %(@@@ﬁtgwlb@zglbrﬁrygmxagwrm and is a racemic
mixflr8tdir @Rk &R- Eﬁé Sigiﬁérftlbﬁ%lrs f@rﬁ/gﬂéhlﬁe'\ﬁar%ﬁ fgfﬁurﬁ'ﬁ%n fdfropanol

Its structural fornmula may be represented

clatheate.olis ggwirrak fasmiacisi ¢&9 &M %Hﬁpéoag@utﬁn%trﬁ@a'awnv@ may be

rep;égeg@erb@qﬁgfdhg\ﬁm@l otting ability of the blood so that
onboSis 1s prévented, mhlle avoi di ng spont aneous

bI eed| ng. Warfaripois ot-.exanpl e --.- cated for the
prophyl axi s and/|g dat ment| of ve fihr onmbosi s and
its extension, @ er,gbol @ or the
prophyl axi s and/ Ok=t# e ng.:r‘ L - nboenbol iC

conpl i cati ons associ at ed th%4 dgl fibrillation
and/ or cardi ac val ve repl acement and to reduce the
ri skhe)bbjdewehof Articoadtait thyapnris tabetrobes tid dattungrarbmty of the

t h t
ologeio e RrooRos Berovgsh PG R Fiing SEoRbnso it ma
t hewapratid is¢ fcp lexamiplec maivattdrfet iherprofhylsxisf arid/or tedatment of venous
il P oo R=RiPY-apod) PHIERR prRRUER et Hes bRRDiRyS soncor
tredi@enOvf mbethﬁmﬁjﬂembolmdemp(lcaﬁbsslabsodbted antdl dixial fibrillation and/or
car& 1ac QK%I Strggﬁﬁqlﬁrgqﬁw 08 |4t8 aTGe%\ﬁ'ESi% ﬁﬁlgl rllsggé géie%gsrgcurrént ‘]myocard|al

infaviétionk ane kiirorboetibold @dentérerich canstduker orasystémibberaigeidation after
Car I].0' C397 306; discussion S312-7.) Any change in
myQGrdatiBREAR at | on, as a consequence of a
phaTIﬁmchtlmmt ltiteré;%@tlci plesirec t domoentrdtion obhewadarnirg sshewesd great
rent i ther

nteGRARLARR Yom e ke T htieconRe T ob e esy ceaprved s
ha\nh@s@maerewdherapetam inced (eArssellj t, aiha D Bergzhmstd)rugs 2004, 64 Suppl
1SRk OB S el A SRR oy, .
2004. Amencan Journal of Managed Care 10:8297- 306 discussion 8312-7.) Any
change in this concentration, as a consequence of a pharmacokinetic (PK) interaction
with other drugs used concurrently, may therefore lead either to a clinically important
reduction in the pharmacological response or to an increase in the incidence of
unwanted toxic effects.

The tetracycline class (e.g., tetracycline, chlortetracycline, demeclocycline,
minocycline, oxytetracycline, methacycline, and doxycycline), a widely used antibiotic
class, is known to have an adverse interaction with warfarin sodium (“warfarin”)
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m nocycl i ne, oxytetracycline, nethacycline, and
doxycycline), a wdely used antibiotic class, is known
W o00karwse@n adverse interaction with warfarin BOOUSI006/016542
("warfarin")generally causing an increase in
international normalized ratio (INR) in conparison to
adm nistration of warfarin alone. (Wrld Health
Organi zati on Technical Report Series. 1983, 687:1-184;
genewallyi ¢pasingEan mcreasedn integ@tonal mosnalizer gato HAEOR tcamiperison to
1 h
adrE@rsiréﬁorﬁ%f whB Q’!agﬁ Sioé\% @g@éf Hee)%gh' d@gm%tlo-ﬁ ’f‘%ﬁﬁ%\ Rephort Series.

enost asl S

m nocy
198hi BT T11§dc \orliaes EsAaﬁt ahdP8g;, H:P*FfﬁmeSlée&nb'I@@m%taéw 53:148-54;
0 i f g and A
PolgfiA0TR04 ! Rihidh b1 thbfhobS bliadodns a8d0 o). 200 A
CecE@ﬂ eaqampw r@t\owclmem@whlcpﬁmﬁclmdﬁ am pealgg; Isipa demonstrated
lnc&hﬁé‘tﬁﬂllﬁy with Cwaftbrift! (Cén%%g \JOUéW' AOf R@ﬁﬁbﬁdgﬁle oﬂb(?als of

0-4; Baciew cz

Pharma@pihsranvé’& 0845 200'1069@1&,1@3&‘:‘ alDéﬁS% Prresse@ Mepimge 27:571;
Claﬁl:lbnscél b Qaﬁ%ﬂoéﬂﬂaﬁg?é}rod%%p 51%3017!ll BE%%ZWCZ A. M., and B.

Geriatrics 1 69-74;

S. Bk rArehives) ofiimiainabMeadisie t2é’|01Phé$hﬁ%%ﬂ ﬁanp@z@ At1393s Clinical

PhéﬁH%fcgsﬂnwaés DREBsAOUDdHNGHEr. BENGNGY 4268814, IWESEMCLI € et al.
e admnistered with warfarin, Addltlonally or

19@(&%@13@3%40@'6@}@1 HewpitalyhaseagAT:AP29-ered with warfarin

W' tﬁ'OHSS agiptidgio R YWairdarHere, d‘P\%ﬁ/er Sﬁb?%c&@m@ may be
osition conprising at | east one in

adrgl@@ red Withgeanan; n/édcawamrfp@emmplmm%@hn@rm% pe@dministered

with ﬁ/aﬁat‘ﬁ@mhdlﬂtakiﬁﬁtlr‘igr@léa@)ﬁaﬁﬁ@%é sing administration of
at | east one gly cycline and warfarin. Another

orbBEFPRERR 15 52 AEOPIRRENAR TRMRIIAING: Ghigast 915 GbiSHiGYsligenguch as

tigedl/clin@aghd Q2efagthY CXhGNE bRBo@R@NIRY Eaédrﬁbxﬁé%namel'ﬁséompnsmg
one pharmaceutically acceptable excipient. In

adre%&aﬂ%ﬁf ategpd Qpel ghevicysing, aag wsfasinn, Aﬂatpeb@mbod'ment is a
phdrfRLAGRE BsmBESHRIMEsShMidity at Rakt &ﬁé’@bﬁ/h}%}@hhé‘%ﬁd Wirfelin and at

di scl osed are net hods of using | east

leagf; 98, PRYEIACRUtiGATY arapriab!e r?XC‘Rf%‘f hé'? Oé‘ﬁb%HlP‘?Pé'ﬁ?mof"g?Wé“”e as

useldl 1SRbiAS S beSeabRHbrCemiRRai %eﬁ@lﬁmﬂéﬁhﬁ&t 3hisd BRslosed are
two s parate con‘gart ments, wherein q first conpart nent

meloas Pl UsE9At Igashare @M@"‘@PW%‘W@Y@ and a second

CONPAGthEEEbEARBAI SFake WREIDSrk s amldwsﬁ;%ratu% Remplisifg at least
and second conF'artmants are connected Xt a line. For

Moe,ggwpte cppRaftinesis, YU el o3 fist compartment comprises at least one

glycylcycline and a second compartment comprises warfarin, and wherein the first and
second compartments are connected by a line. For example, the first and second
compartments may be connected to the same administration set and the contents of the
first and second compartments may be mixed prior to administration. By further
example, the administration set may contain a Y-site where the contents of the first and
second compartments are mixed prior to administration.
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conpartnments may be connected to the sane

adm ni stration set and the contents of the first and
wa@ewongieeonpart nents may be m xed prior to PCT/US2006/016542

adm ni stration. By further exanple, the adm nistration

set may contain a Y-site where the contents of the

first and second conpartnents are m xed prior to

adm ni stration. BRI EF DESCRI PTI ON OF THE DRAW NGS FI G

1. Shows nean (SE) R-Warfarin Concentrations in
BRIBFEESYRPUDORCDHS TRECBRMWIGGS Si ngl e Oral Dose of

Warfarin, 25 ng Alone, and Wth Concurrent Multiple IV

Doses of Tigecycline, 50 ng Every 12 Hours FIG 2:

FIGSROWR o8 #hednSfOE)FR ¥88Far - &Wéeﬁfréﬁbn@l‘?%tggtéuﬁfé%tsi Receiving a
Heal t hy Subj ects Recei vi n& a Single Oral

V\ar$la9|ferprai@q¢g ol Wiagarimndp ot ﬁloeeneml Méh GeneirentdMyltiple 1V

Doslﬁése%fofﬁ&%%édﬁb' ng@reﬁ%ﬂ‘l@ﬁﬁé 12 Hours FIG 3:
Shows nean Prot hrombi'n Tine INR in Health

FIGRLS| ShAws Feadt V), Plasei g Wahtl) Gamcpriatianeni Hgahy Subiects

A' OR&vei a\/glhglec@Fé‘F Wo‘s@rﬁf VWhtkdrinP28 rhiy ARSSESarfaf with Concurrent
ecycl i ne very 12 Hours Definitions

Thr wWypis Y Iliq§gs Qgg'éﬁﬁcﬂ%ﬁ’l@ﬁn%ﬁ&e%@lwrsl ncl udi ng t he

Fiadet ghév@@lm@gﬁ QSEPPmﬂoH@InomnetmR if ‘P'e'aﬁw BQbJQ&E'F&;‘Cth@Sa Single
apply. It should be noted that, as used

speeidf |Cga\fV|aBCﬁ”%na5trﬁ% @B%n%\’g'ﬁ%%cu&rﬁ@ MUH'Qlﬂ bf Doses of

f ormgecyiine, 58y E& 12tiirs | ncl ude plural referents
unl ess the content cl early di ctates ot herwi se. Thus,

for exanple, reference to a conposition containing "a
Defiigpeund” includes a m xture of two or nore conpounds.

It should also be _noted that the term"or" |s

gendaygRPub s sResiication; and @%’ﬁ‘§e‘”?‘H§'P96‘“%6€t@‘%ﬁﬁ’d‘F‘o‘W iption below,

thewlbﬂ/ﬁ@ ddninitiensbepy. cl early dictates otherw se.

dor SHRH Begtotes it of HEHLI HB SR TFRIA AL ngRelpd clims,

the fsPigiBr ferHRrags'ann ang MenBeRidE iphabl ryef@éme nih&i@b ehs ad;rttent clearly
enant|oners a st ereol so See

P.
dicliig CHEE804. %1 S0 s SRy ESPEER | o & cEoniiasiion Containing
“a d@afpahﬁd” iBMd&e af raiktoné af 6o a€ GirélcoPpbondset hedsulld s be noted

tha tﬂetterm & I
clearly dictates otherwise.

r"is generally employed in its sense including “and/or” unless the content

“Glycylcycline” as used herein refers fo any glycyl derivative of any tetracycline
and includes any salt forms, such as any pharmaceutically acceptable salt, enantiomers
and stereoisomers. See Sum P.E. et al. J Med Chem 1994;37:184—188. Glycylcycline,
as used herein, may be formulated according to methods known in the art.

“Tigecycline” as used herein includes tigecycline in free base form and salt
forms, such as any pharmaceutically acceptable salt, enantiomers and stereoisomers.
Tigecycline, as used herein, may be formulated according to methods known in the art.
By way of non-limiting example, tigecycline may optionally be combined with one or
more pharmaceutically acceptable excipients, and may be administered orally in such

5
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"Tigecycline" as used herein includes tigecycline in

free base formand salt forns, such as any
w@baseweat i cal |y acceptabl e salt, enanti onmer SPERUS2006/016542

stereoi sonmers. Tigecycline, as used herein, may be

formul ated according to nethods known in the art. By

way of non-limting exanple, tigecycline nmay

optionally be conbined with one or nore
formp ap faplelat GapaVies, dierassiblamowdesss pisnies sOr sMsBCREgNsoNtaining, for

exaMEHIE, rdth b8 Gt @b@'t&ﬁ% BF §H§d@‘n9fn§5ag%ﬁt 9R|8t ontHARG YoF 8xample,

di sper si bl e)o wder s, granul es, “or suspensi ons
fror@&b@aﬁ M Rp0% @?SL@@amdee“X*r% eAntaipBa fonexNRle. fEwp gbout 20 to 50%

eth8HSIPRREI he BGENr, ?éﬂéh%lycﬁhnfl‘@ RirRd of fs@rileXfERbsle §819Bns or
about 10 to 50% o and elixirs containing, for

SUSPRRRIBNSECOTAIBRG dtoph ab 005 1906 cvsReRding AgRAL NiRR IRtBic medium.

Suéh" Fﬁﬁ“ﬁ%%@ﬁc%ﬁ boYedaRatidn rhay %ﬁ%ﬁlnsﬁ‘c?rréﬂaﬁwdlé‘lf?&ﬁaa@oﬁt 25 to about
utions or suspensions contai ning from about O. to

0% esqrdiNa nggediontre combinations witly Hieccaniati were %aHy batween about

5%@?@6@% BV%?N @Er%?%rﬁ{u!éﬁﬁﬁs BRYdisRRE& MU EOPaRRERBS.%,494,903
from about 25 to about 90% of the active ingredient in

and:RBY-HAY- WBHichRierhareia 'chmqr%tfed birbeerenseal | y bet ween

abowyarknangs 6Q§/éd3Yhé%€ihg Holudes hfarfbf Nt e r@erﬁé@s including
di scussed in S. Patent Nos. 5,494,903 and 5 990,

pharpiageptically ﬁé?%ﬂt?rb'? s pSHel &8 sRdivnar eatten@ed ahﬂnﬁamnpfsrs and

steRDiseffRes. NBaEhAn hi2gldistase oRhiiatedhcaddingtts nﬁtqmdéaérmn dn the art.
I nc] udi ng pharnmaceutjcally acceptable salts, such

s odiFRIEAFALCal ERMPREYIORT AR HSEAHERRIn Ffersdp @rasigBRGpgpoSition.

V\Ar mrmamcalmcb&ab@rmtp@ﬁdaﬁmrreera@ reRerdTR) B@fithaceutical
in the art mageutl cal %ngSItI on" as used

Ca'rﬂ%ﬁ'SePr VERIFlES sSyitable ﬁ%’d?émﬂ'éﬁ ragigfinssihei gpmpounds provided herein

inclLBihgraraceudh eadribls REGOPUERhGsLHENd PNthe aR taSBSl SORARE Tor the
refers to pharnaceutical_carriers or vehi cl es suitable

parfigiarRIoHR| Gt FUNNISHABIN1 Heor ORI SOIYIORT | eslismePEpRs used for

paren@kaudhﬂn@demw %UBJSUtéﬁédubeéﬁtoblﬁélvﬂbptlébtbhQ&ﬁ igdiidd &dteril diluent
sui table for rtic

to. b | ar de of )
(o el dot QiR BHRCcsRug e o Pl ookl gieipligecuring
vedétatb bmr(e gars@@éméajn, cb(ﬁttrfuﬁdﬂifpi@nut SNJQfdﬂflbﬁé%uﬁ&I #Md the like); a
atio n.inc e a steri [

Synﬁfb%?aa* oS - Sty CaPater Poninidhe el dlusring, Braeyiene glycol,
andditthe liR@dincheing lster @nﬂ@uursﬂldeynstyc@mrmicﬂﬁ)lal _ |(@g benzy|
sane oi nut e (o]
el RS0 PREENE, e s Rt BT aBbi ac, sodum
bisvfite] ahe tfie like); cBeléllath apeds E(e gp@tl}(ﬁér’fé}d}i@lﬂiﬁe@tmﬁﬁtlglamd (EDTA)

r en yC e like 1di n
andink kel B Y. BPaftos§iTetans PirepRes o ch e i) uttpr agents
for renagjlistment of tonicity (e.g., sodium chioride, dextrose, and the like); or mixtures
thereof. By further example, where administered intravenously, suitable carriers include
physiological saline, phosphate buffered saline (PBS), and solutions containing
thickening and solubilizihg agents such as glucose, polyethylene glycol,
polypropyleneglycol, and the like, and mixtures thereof.
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al cohol, nethyl parabens, and the |ike); antioxidants

(e.g., ascorbic acid, sodiumbisulfite, and the |ike);
waeb@bariong agents (e.g., ethyl enedi am net et r aaP€r/U82006/016542

acid (EDTA) and the like); buffers (e.g., acetates,

citrates, phosphates, and the like); and/or agents for

t he adj ustnent of tonici ty (e.g., sodiumchloride,

dextrose, and the |i k@g' mi xtures thereof . By
f ur tssrnigtiainn et ahep hergin el dﬁ\tl?eav%tpsawmster fluids

frorh & donlbdierd@ blgaBest's @@bwéﬁsy@t&fﬁ tr@b@ﬂi £abedidbt &ﬁheter inserted into
\E@eagsghat e buffered saline and sol ution

i 'Cﬁhf'@b(eﬁ?rnﬁx%iﬂﬂfes&q}lﬁfel azn?@ﬂl%g&nﬁ%thgt@bhtt@mg, flow

regGia!sB?@S@np Srvsr)ih aine ﬂﬂéﬁécﬂ) set%fﬁ%@@)ﬁuﬁﬁ@&iv%ﬁpﬂubm@nﬁ‘:fusnon
the l'ike, and m xtures thereof dm ni stration set

pur[}g,ec@nﬁgq;t’gqsrpqt\@qe@} @W%Of&h%l 864 (esitg e gidedubginithpsegrto serve as an

injelctio @ﬁeflﬁ&lﬁwa dpil%kt i perictiafe an®abhfddt' the W%ﬁ@'t@ﬂv%@%e@ other
hrou a needle or catheter inserted into a vein.
'”f%@? E@W'”?ror exanpl e, include a needle or cat heter

t ubiGigadrhinRWalicr® Wsalset herdi H?er%h@%’@ﬁﬁrﬁstrdﬂﬁn lok BﬁJg A at the same
filters, IV set stopcocks, fluid delivery tubin

1 2 (VG 5. BUIRLI® @CRIBRITGH BUTINSIAIGRPL Gbr B+ e o8 embodiment,

the dprihiStr&fonSik drﬂniedté@ély\ﬂph& & folidwihg. H¢BM&nodaAent of the invention
hol | ow spi kes to penetrate and connect

ection _site
drUQWE’Stt'QB?W{j”? 8ng W”Beﬁg@ aQSHF‘her i nfusion fluid
cont ai ner. Co adm ni strati on as used herei n refers
mnlstra on of dru sane tinme as drug.
B BaTyindighainerthul i HoH Herelnefars Pas (BAEY tPhattzes co-
admxnnswa@orensb@dngr&ntand tdagg &1Th Ndrs bmdbdigient Sf ithenedieatieh Yarug A is
or or I n an enmbodi nent of the invention

tnge%yﬂ@e@np g Bé%veﬁ?rﬁb and drug B is warfarin,

Cotzmnmtsirﬂlbnt’ hey aped asrewseéfd?@rtﬁl prcmfrﬁj Sa tébndbosition orally,
that utili ZeSs, CO a([{bnl strati 0

Parti AR, (e ENEABS | TEEROT a0t sy AT " depo-th,
qucU'@ﬁéM@é Ini&tlanﬂ‘dSOde@C@ of deyes-Ba),i Sublind\edmy NinGaiaallp (inhalation),
n refeﬁ s to providing a conposition

mtr%t?\g?sﬁv tOB E\ﬁtoéf%ﬁt ¥ (via intravenous injection (1V),

| nt Taetepeuticdlly | affeeite @Fho(uhM as dewﬂet\ét;n Sufeesitt@ngodmount of a
Su

thetate i 2081 ST PRIETRIS GhSoCI 2ot 96 ELPYEPT & GRTeblan festable by

adrmrustretixirabﬂ a coimpbsitiarp eeddridadi liry tref iheaditiovie EHEamblntas the amount
suffi cuenq to re uce orel]:esesresn étqegsq o%gosl'yll%ptom o? the disease being treated or to
reduce or delay onset of one or more clinical markers or symptoms of the disease.

The terms “pharmaceutically acceptable salt” and “salts thereof’ refer to acid
addition salts or base addition salts of the compounds in the present disclosure. A
pharmaceutically acceptable salt is any salt which retains the activity of the parent
compound and does not impart any deleterious or undesirable effect on the subject to
whom it is administered and in the context in which it is administered. Pharmaceutically
acceptable salts include salts of both inorganic and organic acids. Pharmaceutically

acceptable salts include acid salts such as acetic, aspartic, axetil, benzenesulfonic,

7
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t herapeutic agent admnistered to a host to treat or
prevent a condition treatable by adm nistration of a
W@ vpasicté on described in the invention. The aPOINB2006016542
t he anmpbunt sufficient to reduce or |essen at |east one
synptom of the disease being treated or to reduce or
del ay onset of one or nore clinical markers or
synptons of the disease. The terns "pharmaceutically
benggice picamanics disuifuge dbitastarie.sbutyis: egicitrafasietate, eamsylic, carbonic,
chi@g8ddZoR) SRk, ‘Eftn@a&?‘etl@d%kymﬁ SabilcS &1, t&%/hGOFH?&W%manc

In the present disclosure. phar maceut i ¢al I’y
glugaptiepghiBPRIcs glufanis, almohé%iﬁ@mlm hepramia, diepryireSeEcingie. ydrgbamic,

hyd?cgbr&'?‘lﬁ: Wﬂﬁj&hlo‘ﬁlenﬁw&%lénﬁ &?@)@&a?%oic%ﬁnorﬁ@ﬂacﬂc lactobionic,

eeterlous or un eS|rab esu1ect tO
malgige Malic. Maleqiey ma%deépe@eﬁ\wewfovﬁe medimirittic, metisuwfrre.; mucic,

mub&wn@dm%s§l§cer efﬁ'tnc Phéidmce%it%étwar%%%ﬁ@b' &anﬁd%t Spantothenic,
I ncl'ude salts of both I norganic and organic aci

PhasRBe'ifaC e MPNCAYHRPIER c e phatNeriGa| tdihydiegaide a@%@hg%ﬁ t s phthalic,

pol%dé‘l‘ébtélﬁoﬁ@e‘pwplorﬁépﬁhﬁll& steefici Isuccinic sulfamlc sulfanlhc sulfonic,
enzenesul foni c, benzoi ¢, bjcarboni c, bisul f

sulfyrie, ga@rgq;,,t@rtarggj{e}gcpq, tolggriesHipRie qet dielikee a@r‘E‘?T @(@eptable salts may

be f‘o@heowr ‘éxaﬁlbieofrpéféﬂlzgdél Phiffa@utital SIS IFFopa&, ISelection, and
lic, formc, fumaric,

US%IVWJ;%’pY@E’ 1%IGGE'8H|(@J”591I%?%Q\ZV) gI ycol yl arsani li c,

heX‘@ﬁlthoéé%éyﬂoFrﬁ’s%é‘d H@l*e¢n réfé!t@rt@bﬁWsﬁzallﬁ)d@cﬁé?é QIFit§ suitable as
hydr ochl oric, ﬁwrmo i C, roxyna pht hoi ¢

U”"ﬁa%tdﬁﬁ%gﬁse e3fic &COPW%%HF"@G srminedc duaiity Of active material

calé[ﬂ’ét@cﬂ‘ td:proaawmelc@swé@mmau& éfgorc, methylnitri c
muci ¢, muconic, napsylicg, nitri

| sul furic,
oxal%ﬁ'ce °an‘laPBfﬁE§UFf‘ané§%‘1"F%rﬁpcParaé‘éﬁm?Bd B‘&Htc@{ HQ‘?PEt" as used

herBIROFSIBRT td, mARAAB Y GHehg efor PEreGdIiohI 65 tn@bhﬁ&{togﬁﬁg for example,
phasphori c, @%’rht hal i c, pol ygal actouronic,

t'ge%‘F“i“Eﬁﬁdcwa i SHEN a%a megt cegANers %'ﬁ‘ferséﬁ‘ W'Ffbor without a
labaulﬂwuaael Sl bal BEsocidttNWILE the atitldIdf GnarfubsdtlireCn a vanety of ways
Iue esul f oni t he I|k O her  accept ab“a3 B
mcl rp&male ﬁw@rla gpﬁ;ﬂtée on escfwarg?ergpr the fabel may e in the
conﬁi_ﬁ)&iﬁlfm%%lstd ?Q&ka@%hﬂisﬁart Fsl?@erewﬁpartggﬁm@mc%ﬂe R @xaiple, blister

ey- st .edition ni t
packey g Bhoh aials dRey 55t gty odae MNe. T Fap e s may be
forraed trab @vaﬁetymﬂfhﬁtdnd@m&@s glas; imatal, bla@F@tranbrnga@r and the
d quantit ctive material calc

e o s e i AP ate srotdp s e Bt igtcadipe. he
IabéIBdH&Ifoa(‘atsElbﬁafed W&dltﬁ@bompﬂ?héﬁtmay pes\atie’ mlsduaainfs for the use of
tocBy 0 R e I Bhoh e B it ettt
including compatibility with warfarin. The article of manufacture may further comprise
multiple compartments, also referred to herein as a kit. It may further inciude other
materials desirable from a commercial and user standpoint, including other buffers,
diluents, filters, needles, syringes, and/or package inserts with instructions for use.
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tigecycline and warfarin, such as a conpartnent,
container, or vessel with or without a |abel. The

wo advel12we;m be associated with the article of PCT/US2006/016542
manufacture in a variety of ways including, for
exanpl e, the |l abel may be on the conpartnent or the
| abel may be in the conpartnment as a package insert.

Sui t abl e congfa[]t ments include, for exanple, blister
Detgiledddescppiiqn odne ygstion;j al s, syringes, test tubes, and

t heTigdgelinelideart aRfAGticNREL Bay By Used vt tledthieft 8f many bacterial
vari ety of rrate i al s .suc

mfepme?uckbaﬁé:pmp icaied fpdrar rhg@mm?arhénfg?t{qna(gllﬁ& comp}lca%ed skin and

sknmatm&@étmréenmy csest)acamkmlnky Aaquifdd P@§udrﬂc5mé QGAprand Hospital
r, assocl ate

cI I ne, on,
A°°é’5 ar@*%r'aglpa@nﬁny i) PR RS C@H?e%zé %@a a?ganve and
graﬁuL;s}ﬁﬁwélyjdﬂﬁ: ehnB S hiiarbbdy) ainfl AotH hfétld@iﬁlageumuﬂb admethicillin-

he
oSBT $ i Bao il etk (8 S A D hctionaly, tgecycine
may'Be @E@@'tcblfréatfmyccfntrbt beter® mﬂédtlsﬁs mvainPb®oded animals caused by

R 8 T oLk TSR BB e il oo

to teeymmhélaaab joind mfs@tronst edtnlgter-rdated dattacinig, Nbbeopema obstetrics
uf fers | ters, needle

ri nge
and G ByROIPIBIEROTR oh o bt Binel Tt Besugn VR, EsBL,
entgﬁ‘t)spfdpg grgmnrsl?;mydsgabmgaringghe Irl]k?ﬁgyc:r |e 2? rr; st an
[ u . man .
AcDBeT AV olEing GHUBoL: iats Beofigrd o ece of toSBihe or in
conhm%dt@r(]a/htﬂm“g'mbhrieﬁﬁ eled praaticd of Ak )disolomd.i blahgichitilgi examples of
and skin structure |n ection
othele qui 1Py %M@lﬂ‘r‘?ﬁm a , 39 ﬁ%ﬁ?@thyﬁwwg% 6-demethyl-6-
deo?pltettﬁwvhﬂe)g t%ﬁk),Nl—diﬁlieﬂ"gftglmyls;nthd)mmhocmﬁyhd)earmcadmplom?cz)is included
. nega [ am positive pa en anaer obes,
in G oPareR e A A vRECAS BRRIR iRl Rtere RS
rret'hg@d:ycllmmwgi'retngﬂéy ltﬁet acahiln'lstanéctl Sitrayt hydlacmsmuﬂsoihar diluents and
I\/Bﬁ ona . tigecycline m use
drué% us in Qe g @h{)glmenk’ a{(b? glpie@?éhri]%sg%tﬁg &% i qﬁracy wﬂﬁ or adg/ersely
effestherdoke ade ddatmiistedtion (batlr&eﬂhéndrthgam/t&m mehiwgsm’etgﬁxen together.
Tet Tet K res det.ermn
{1 gbboe PrsiEbine e haLt LSO BR T R A B3 g i wertarn and for
exalmp‘leacmagmlse arhbihistesed rvethamd’atuacmehoem ai,jusmegtﬁhepwarfmn dose.
ohst | nf r
soiiel. ik B Ao SRS 5E 05 aarbRGRLG/RRP wellgrh b herapeutic
regfmineoﬂ tug;acycllam idcgaced ltitga ml;ﬂbts.b@c(ﬁ&.t@)aof dearfjdmg anidk8-warfarin by
o ine .an | S _nmay u
ooy ] Bt cieeRESYERS PR o klerSs T pREst BEC pbl" sty ater
warfdri’'p eatidoagelaat ptdide dineadunadibg. INR)N- Nonsdfetpgelatednpdresrns are
ider%]tffied in healthy subjects after a combined multiple-dose administration of 50 mg IV
tigecycline and a single 25-mg oral dose of warfarin. Therefore, no dosage adjustment
is warranted when tigecycline is administered with warfarin.
Disclosed is a composition comprising at least one glycylcycline chosen from a
compound of the formula



ot her gl ycyl cyclines include
(9- (N, N-di net hyl gl ycyl am do) - 6- denet hyl -

waoele@xst 66 acycl i ne), PCT/US2006/016542
(9- (N, N-di met hyl gl ycyl am do) - m nocycline), and
conmpounds included in U S. Patent No. 5,494,903, which
is herein incorporated by reference. Tigecycline wll
frequently be adm nistered sinmultaneously with other
di l uents and drugs.x Thus in one enmbadgent, the
ti gecycline should or gdversely
ef fect the dose and &g : fie ot her drugs
when the drugs a 1\{%ieen
di scovered t hat-thgeefoli neray e admipist éred with
warfarin and for e anple e Q&dmi ni gered with
war farin without adffustifg thémﬁarfgrln dose.
Specifically, it has been discovered that
adm nistration of warfarin ®ith a therapeutic reginmen
of tigecycline increased the exposure (AUC) of
R-warfarin and S-warfarin by 68% and 29%
respectively, butXthis |ncrease | NCERICs di d not
significantly al il

identified in

a ggﬁmh ed
rrultlple doses {0

ti gecycline

and a single 25-ny ora dos TheXef or e,

no dosage adj ust e |9 war r Bht ed®when ti gecycline is

adm ni ster eg Wi t h sclosed is a conposition
andphyepneeguige! tan@%té‘ e{ﬁﬂ?"&hﬁﬁa'f‘ne chosen from a

X i€ e8Beeadravh dnfifio,f NRiRﬂ @ama@@én,ptmarms@m iscsdldated from bromine,
acceptabl e salts .t [

S PRt ol gEe sHageR i B e Srah Lo Bron.
]pr mﬁrﬁmgletﬂswommm édmcvrrhétmlpropylpcﬁzns séPéctestfﬁceh e?iteﬁ ethyl,
rom ro O )
- SEPPPYand e pr GHPIT o B iebyie FRENEOM,  and
QEtﬂ?-ld;r?@ihjﬂﬁihlyl mrtn?zwbhlenbeﬁmeea WI-hydrpgem%ll, .

5 1= ro ) - 0 -al e e

R SR Rrrond T MR Rl YR iRy eropy! or
et thwdlmethVIéthyl and witeh R/ l=eidtiyl or athbiut vl |
R SR H S e PRSP Pl brop: an

n PR’ rl-prffpiyhyl ethyl, n-butyl, 1-nethylpropyl or

2 =p- ;'Brr%tp?% ec{Rylefhyla ndoutyl 1-methylpropyl or 2-methylpropyl;

and when R =1-methylethyl,

R? =n-butyl, 1-methylpropyl or 2-methylpropyl;

- and when R" =n-butyl,

R? =n-butyl, 1-methylpropyl or 2-methylpropyl;

and when R' =1-methylpropyl,

R? =2-methylpropyl;

R is selected from R* (CH,), CO- or R* (CHy), SO2—; and n=0-4;

10
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when Rl =n-propyl, R2 =n-propyl, 1-nethylethyl,
n-butyl, 1-nmethylpropyl or 2-nethyl propyl; and when Rl
wea2e0a82te9é et hyl , R2 =n-butyl, 1-nethyl propyl 0PCT/US2006/016542
2-met hyl propyl ; and when Rl =n-butyl, R2 =n-butyl,
1- net hyl propyl or 2-nethyl propyl; and when Rl
=1- et hyl propyl , R =2-methyl propyl; Ris selected
fromR4_( CO or R4 (CH2)n SX2-; and n=0-4; and
and g @‘@4@ (H @0f "dhd n-0, R4 is selected from

R* %r@él&ﬁedgn?ﬁcﬁam%gi Wa&@mm §mtr@0§eﬂ@ctéd WE&@I@MMr ttanched
ranche al kyl am no cl opr
cy i butpl2aTINo b e HAAPEORYIREN Fipg. ﬁ@#ﬂﬁf 'mao * benzylamino  or
di spras lahhﬁcﬁdd@msﬂﬂlté?cﬁ'aﬁﬁrﬁcﬁ@el%b@m fiorAedimetaMEnifo, diethylamino,
di et hyl am no et)g%% -net h et h

morRiEt hiprEWlespamHL, Man Mﬂ@%y%vlawwpheupﬁﬂw morpholinyl,
1 Imrﬂlaaﬁ_dlyil 1- piltrr@l%’lr Mk, 3-trﬂaz6|§1«|) 2r =114, A% RIzWl); 8substituted (Cq-

o GBieaoh G60p Hbis BB Ay g ST S Syt 2
( Crsubdjitacad (csa:@ui@/ssgwohgtvﬁm JuBEtitRIdh edlydte@fromthald,t(8,-C,)alkoxy,
subs it selected rromhal o 0X
trit IBLZ%JO% ll@)l rcpcqum?ﬂqy%o (Qh-&ﬁc%ﬁo(g%ﬁéonﬂ {C4-Cs)alkylamino
( Ch%@xymﬁmw&cﬁ%ﬂ G3jeatddy | feuth narrmfon@étmoxxammoethyl
by o e bl TEB SRS sy, fom
(%rﬁﬁba@iti&yé@w nenisctudgicedcil ropmagtimapeasietic Cacﬁd: Iadd the optical
63{%@%?%} iq)elrp%?fac(bg gg)r@[ﬁll?yq% 808§a?§aﬁg9fqé% cwy ammo substituted
(Cr@at kakylaaolmny! am no substituted (Cl-C4) al kyl
'hy%ﬂﬁ)f&tﬁ?g%‘ﬂ'yl Xy&e%ﬁ%? glxlﬁ'étphfflqeg Foi?m‘é{h%‘ . ~hydroxyethyl or
- hyxnlwonoxy-il methigthgt by Fhyaroxypiopyioxiyproaptd (C,-Calky ageleted from
(O b B el L ERSER) Wy, or. meraptoproyi
- rrehiaﬂ@l@@p()g)@kkyll grobp] @-HeterocyCt) sdligted droputhe group consisting of a
hetﬁvreon%ﬁqlb%res ai%%a gofrrs% uratr(-l-,g rgou %%Q%\J Sg)l g ge z'r11eteroa'com
optionally having a benzo or pyrido ring fused thereto, a five membered aromatic
ring with two N, O, S, or Se heteroatoms optionally having a benzo or pyrido ring
fused thereto, a six membered aromatic ring with one to three N, O, S or Se
heteroatoms, or a six membered saturated ring with one or two N, O, S or Se
heteroatoms and an adjacent appended O heteroatom; acyl or haloacyl group
selected from acetyl, propionyl, chloroacetyl, ftrifluoroacetyl; (Cs-
Ce)cycloalcylcarbonyl, (Ce-Cqg)aroyl selected from benzoyl or naphthoyl; halo
substituted (Ce¢-Co)aroyl; (C4-C,) alkylbenzoyl, or (heterocycle)-carbonyl, the
heterocycle as defined hereinabove;
(C4-Cy)alkoxycarbonyl selected from methoxycarbonyl, ethoxycarbonyl, straight or
branched propoxylcarbonyl, straight or branched butoxycarbony!l or
allyloxycarbonyl; a substituted vinyl group with substitution selected from

11



five menbered aromatic or saturated ring with one N1

O S or Se heteroatomoptionally having a benzo or
w@ooedoiené ng fused thereto, a five nenbered ar PORUB2N06/016542

ring with two N, O S, or Se heteroatons optionally

having a benzo or pyrido ring fused thereto, a six

menbered aromatic ring with one to three N, Q S or Se

het eroatons, or a six menbered saturated ring on

or halegen, helo(S-Gr)akul, 8 e pelsiBiad éﬁdC@bﬁr&'dp@@Enwﬂh substitution

appendesh fohehsb 0@1@;?-am6w tARalbe, Tagaiky!, gﬁ.@@pambeeyaﬁ@ (Cy-
fromacetyl, pro oroacetyl, trifluoroacetyl;
(C3C4)®59Wé!b@8}"083r t%a&ﬁwmo@fﬁar €PXY%5) ar oyl sel ect ed

(CJd(%JRg]?_(gn&@Mb ex -a% Smdted Mdho pﬁéﬁé‘»iy' bHls@Fstituted phenoxy with

arol

kyl b
( he'it@lswely@m §§leeta¢ ﬁeﬁy%alo,td %gg@%ew 8Ya[o. el aeino, carboxy,
her gidab MRy laﬁ]% @)-@' b%ﬂ%@&?%lo@%r@%%tﬁd’c@dﬂnnﬁlméy group

met hoxy carbon , et hox g strai ght or branc
prd@#smu@atﬁummse'egw ot (Cor ﬁ@'bﬂc%n%u%"kgwm%o@q rCrojaryl
or @Ié&é@%ﬁﬁbﬁ%'ﬂaéhtﬁy!b&t inagh®gi; \R2RY | arGih &R a*lltbxy group,

substltutlo selecte f romhal oge hal o

or W %raﬁs%ﬁ Ue sttt & brpnghed %@rgdﬁ"% %&Heg%ﬁpm %4? gl ethyl
Selﬁ F 1, f1-prayRdtey, ﬁ%ty@‘l) n@étmﬂmpylt ok kR (HyIpropyl or R°R® is

1- yl nitro, ani no an%%
04) H?dwyc@rﬁzﬁnyw (EBe)= CY ¢l ¥ igarBiesyd frem —NCi-
C4) edykirunyo, srawm —(&ﬁ)@raMHCB(Ys S@lb@t@ﬂa’ﬁbnﬁ HYEYGYBA TEIX(C @s)alkyl; or

subst it uted henox Wi th bstitution, sel
hal RO @D 9raRyTesin 178 Sy Sifrigh PﬁPEﬂncﬁ%\mjﬂ 54)3'[3' selected
Cart’ﬂlsmy rrfétr(yﬁ 628% al tegtopigh, No1- n(e@Vyletﬁ%llo)&flﬁJltbﬂW ovcmethylpropyl
vin ox or a substitute n
HHRToR s o obi-chratrdryat SR Moo tEHelhig=26. or ~(CHa,
Calr\bz/r(xzs!syaz)2 qx/hér@ﬁ W-is @dl@bt)éb ﬂsﬁi ER{EGACHaIRYN PIBMNH, -NOB and B is
-na hth aa ht h }/ (ﬁs% am no C-rCQal koxy group,
hv €8Ot g L branched (C c4)al kyl
ands\ﬁh@ckepl“ (m@m oeuamh n-B4 '/ is sBlepieddom ahinwet hyl et hyI
pr o
2 shestyie (Gesbsroiy gy Wi sl 87 BRire i Sano, dmino or
se: @steadyr; @r@urt])m@teu(cémo)ai(aﬂyygroaf iintlh-d\l‘ﬂstltuﬁ@saéde&frbm halo,
sel ecte om e C.Cha or
o o CAAPRY - HaCr B 3 B Hno o LAt G- ko darbony,
GA) @, iodalsghmpbend chibory;aelibyy or B4ibydyloxy-growpyedlected from acetyl,
Lo gt ol YichicrolBuMY LR bbalkyicarbonyl, (Ce-Cro)aroyl
selected from benzoyl or naphthoyl, halo substituted (Cg-Cqo)aroyl, (Cy-
Cyalkylbenzoyl, or (heterocycle)-carbonyl, the heterocycle as defined
hereinabove;

(C4-C,)alkoxy; Ce-aryloxy selected from phenoxy or substituted phenoxy with substitution
selected from halo, (C4-Cy)-alkyl, nitro, cyano, thiol, amino, carboxy, di(Cs-
Cs)-alkylamino; (C; -Cio)aralkyloxy; (C,-Cs)alkylthio group selected from
methylthio, ethylthio, propylthio or allythio; Cs-arylthio group selected from
phenyithio or substituted phenylthio with substitution selected from halo, (Cs-

12
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2-nmet hyl propyl, or 1,1-dinethylethyl or RaRb is
(CH2)m nm=2-6, or -(CH 2)2 WCH 2)2 -wherein Wis

waedoeaewes from -N(C.i -C 3)al kyl, OS, -NH, -NOGCEHOS20B6/016542

is selected fromhydrogen or (G -C 3)al kyl; and when
R=R4 (CH2)n CO- and n-1-4, R4 is selected from am no;
a substituted (C3-C6)cycloal kyl group vvlth

substitution selected fromcyano, am.no
( C1CagiENro. £Yaansthiol Aine. ccaéb@ﬁyoﬁt(gnﬂs)a@w@wnw Gearylsulfonyl
su bﬁidublgelééfédsﬁérﬁ %éﬂylitﬂiﬁﬁylfb@'s@bst(tt@é@pﬁénﬁéthﬁﬁyl with substitution

t
1) P RES TS, (CeCBkaye] KORBMS e dRQERBoyino, cyano, (G
aCYCQ)élkonca'ﬂ@ér@/ﬂcod1@g)éll€ylé?hiﬁo | &sbed,; f(C¢ ngEy&aklithio group; a

ionyl, chloroacety trlchlorocety

(c3 5y Er A Wm@arh?&?m ove B oy yRsTegRto s BPRRt @di-straight or
frOmdh@ﬂé’d))éhalﬂr(mfmﬁltél@(émlnhahlﬂ\ ﬁHébélkylt sd188led from methyl, ethyl,

royI - aIkyI enzoy
(hef‘é’lerz:Wcl o)t FW!?HW’ t KEPWH¥: er o&'/"'ﬁt@w&@pﬂefl né&wnethylpropyi,
her ¢I1thm@mletm@ Q-ctyrsuny; Cb4 %rmémwrcﬁ@l ectzezidfnﬁé@mlpropyl
subst it ut ed phenox substituti
sel 2y Ipytyhn EIR L tf?@ém'peﬁ/ tly| 1 i 1rq'm%w'be%n@ 2-dimethylbutyl,
t hl 2lmethyib&tyl, c'aziamféthylﬁlut |C T 36&%etﬂi/lbutg/ar& nﬂme&t@? 1-sthylpropy;
| ox (Cr CsJal q(u% sel ected f
ot R ETR I SO PGP D EBBIT G IR Riesp with T carboxy
06b31:<yn §dﬁ¢@e@m®ﬁplafrﬁ{dé@étﬁﬁa&ﬁ oxbanfh?n{u lbﬁlboacfiﬁ —tammobutyrlc acid
sSuns e 10 W StI tutl ect ed
hal 8 a& F% ISORPFE o heapgno-hypmqu §§?'h¥i selected  from
calr bmyxymbth@ C:gw)/ddolkyétllﬂyﬂ 0, l’%ro’i(%éﬂ -GatH | 6F OWdroxypropyl;
se en Su I SuUbSs
pheﬁ@?ggr‘tr%%g}'p ; S P Jﬁ?%%ysa L%%eé’d o nfeRfylo, Propionyl,
(Crcl%)oabdxm(ytnﬂudﬂ@ab@iﬁlﬁl(ogi@aﬁiyabblkylaaribbﬁyl A0 Tp)aroyl selected

chr e o ey RPN Gaie Al b TIC g ko agoaiodienzont, o

def {hetstotyete)carbbioy ehe hy@radyyle agrietingd ﬁereﬂﬁﬁ@ve or

Skl R e, T 2 RIS i,

1 nattyfoxdyedrbyphylaminbyut y methbxpeirbotyRiroipy) | ethoxycarbonylamlno or
2 TR ot 3 B I P B M o
n hemjﬁoxydam@tynqulms)tyyhrboﬂyl,l drargﬂth)brblﬂrahched propoxycarbonyl
alglllo:ﬁ %%’%ﬂt ér sglalg%Ft hyh{%s ltngetW)éF%bgﬁ)t"h)ﬂ P{U y amino(Cy-
Cy)alkoxy group wherein R?R® is a straight or branched (C4-Cylalkyl selected
from methyl, ethyl, n-propyl, 1-methylethyl, n-butyl, 1-methylpropyl, or
2-methylpropyl or R°R® is (CH), m=2-6 or —(CH3)2 W(CH,). -wherein W is
selected from —N(C,-Cs)-alkyl, O, S, —NH, —NOB, and B is selected from
hydrogen or C,-Cs)alkyl; or R®R® aminoxy group, wherein R®R® is a straight or
branched (C-Cy)-alkyl selected from methyl, ethyl, n-propyl, 1-methylethyl,
n-butyl, 1-methylpropyl, 2-methylpropyi or R®R® is (CH2),, m=2-6, or —(CH,),
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(C2- C5) azacycl oal kyl group; a carboxy(C
2-C4)al kyl amno group with the carboxy al kyl sel ected

WO p@aiiarsséroaceti ¢ aci d,, -am nopropioni c aci d, PCT/US2006/016542

-am nobutyric acid and the optical isoners thereof;

- hydroxy(C 1-C3) al kyl sel ected from hydroxynet hyl,

- hydr oxyet hyl or . -hydroxy-1-nethyl et hyl or .

- hydr propyl; halo(C 1-C3)al k roup; I

hal M\a@yflzsman@w ferestacirairgm - eogamw 0, ,—NH —-NOB and B is

chi %18&6@?&% h)ld%dén%? (GQ@QEM&and when R-R (CHa)o SO-and n=0
C6) cycl oal’kyl car bon sel é¢ted Trom

Es%ﬁﬁley‘qed dror 2B deOSHgﬂtSU@G Gyl @ar gt%@cﬁmr@f@y@hbyw branched
( Cr @;ﬂ@é}élk}’lér‘%ﬁi@z OYbycIdHro;{yﬁb‘?ﬁlﬁé 003695!8%199!59%8’ | b&r'?k%llammo or

het erocycle as defined héerei nabove;

4) aP iPpofisHbstityed agwa@.rﬁeée@teé’cfr@m ﬁimaﬁwylammo diethylamino,
t er kbl -mersastRaRhiag] r}ﬁ@ndﬁ\éth l%hﬁ%‘ylpﬁﬁnﬂﬁ’nyl morpholinyl,

met hoxycar bon ['am no, ethoxycar o%l am no

pr oa)waayi@a%om/raﬁlvhd (1S mazr?lal 1068y dad- ﬁﬁrmnoly@r gugyibstituted (Cs-
sel @&)Eﬁéﬁoéll(ﬁ@rw \W%%G@étﬂﬂﬁwsele%?é?ﬁ?ﬁd(rﬁ%ygﬁ@yémmo or (C4-Cz)acyl;

stralg branched propoxycarbonyl , allyl oxycarbonyl
or BPUrdftmaliey! gmupnametererye BB {ereinRYeS. ani no( C

Ralfmérﬂln@(’&‘){ CQ,? aHBxYMIRIURI WhBrRkR RPIR % §%fr§|b9h6r Qﬁangﬁ&f‘@f@) -alkyl

A sel ected from net hy - propyl ,
n%‘?'ﬁ‘ff?%tﬁﬁ’m mquybuqtpyl n-progyt h&mgﬂyb%hyl rbutyl 1-methylpropyl, or
2 @Wh)ﬂ;ﬁr\%ﬁw orqﬂ{al-'ﬁaB?CHﬁ)n{ Gh&zls 8?22(@! w—( 22-)3vhe|re|n W is

n Wis selected from

& IR FromNRC bRy &, SatidwiCR PBfhE5 apl5gEd T ticrogen
G3) af {(Mlcg)-%lkyRQJRlRaRPﬂaﬁmﬁk M ,wﬁéﬂﬁﬁ 6ReR® If?ﬁlﬁzktktrla%hfﬂ‘or branched
str gctgs or branch %-a Kk sel ected fr

&;,1 alk Hy|seleﬁtegr 6&9&, methifet ﬁf}hglet HS;qropy,lT 6U|cp91hylethyl n-butyl,
1 'Tﬂﬂnlibfh)ﬂf , 02 zm@abtw ﬂybr RERRaRD (B}$2)(TCH%)=EI6 or —(CHy),

Wf or - erein |s sel ecte

T ORCRE e Wis3nafis Selogse froma (G ik B $-NY, -NOB and B
sel gedepstidd @BNNMETrOgRN 00 (C,(E)) -dikyB) dtldkWhen FRR*WTHL), SO, — and
R=R4’ (CH 2)n chjandnghﬂ |s'?,$selectedfromam)no2
monBElifsti tuted anino sel ected from strai ght or

R* br|§n§él@cded Gror ©)-al)karbaxiangl; & ystbemugiey (@RTHByclalkyl group with

i et toof Seegier TEME M08, @B 5 R GENRAEHy (G Aglkow: Ce-aryioxy
di esdiydtadrifroe pﬁélhbﬁly(dr SEisijUtet bMér)o?(Vl Wi€h subs_tltutlon selected from
L B Be bt A G FpoRiarB. B mibs P it e alkaino: (G-
» 2, Broharaiagioky IRPR® amidd® id,Valeeky WBerein R°RP is a straight or branched
(C4-Cy)-alkyl selected from methyl, ethyl, n-propyl, 1-methylethyl, n-butyl,
1-methylpropyl, or 2-methylpropy! or R?R® is (CH2)m, m=2-6, or —(CH,), W(CH,),
—wherein W is selected from —N(C;-Cs)alkyl, O,S, —NY, or NOB and B is selected
from hydrogen or (C-Cs)alkyl; or R?RP aminoxy group, wherein R°R®is a straight

or branched (C;-Cy)alkyl selected from methyl, ethyl, n-propyl, 1-methylethyl,
n-butyl, 1-methylpropyl, or 2-methylpropyl or R®R® is (CH2)n, m=2-6, or —(CH,)2
W(CHy,), — wherein W is selected from —N(C;-Cs)alkyl, 0,8, -NH, -NOB and B is
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C6) cycl oal kyl group with substitution selected from
cyano, amno or (G i-C3)acyl; halo(Cr C3)al kyl group;

w@2dvetizrsecycl e as defi ned herei nabove; RaRb anP@DUS2006/016542

(Cl-C4) al koxy group, wherein RaRb is a straight or
branched (Cr C4)-al kyl selected fromnethyl, ethyl,
n- propyl, 1-nmethyl- ethyl n- butyl 1 nethylpropyl or

2 rret hyI propyl or é ?
egledtpd frcmqehy@r?gewucg $ 1@9@@5&1‘ f(%ln%)N(aﬂfylih'@S)se ected from

aI k)ﬂe-thy@mos eth;MHno oNGB ltHio:l &, 2RNBRt %Qleﬁﬁe@mrbmdbﬁ’&gghlo or

O s Fhoatiris SHErG oo e Py el Gar-oglon, it
et Byano, eiH"M' ’arﬂmBr Oséfboxyl Uﬁbhmﬁtk@bélmm@ Q@'} ldg)( aralkylthio; a

1- met hy I- or 2-neth ﬁ m
me2 heterwcle(@#eiwzd \m@mﬁaoze m@fyemﬁrwm@, @@n%c@re@-stralght or

fr ogtanbhiéa LCGER),)aMykY bmidd gﬁa oup M NYe alRYPBs e’#élﬂetﬁ frém methyl ethyl,
selectedfromh droegwn or al’kyl ; and whe

R=RAPreRYD) n Tgmpthylelhg 1141*9%" R4 1m§“>§@1°8¥'t ed ?mﬁwy'propy'
Cr C14) Gmehaend)i kyl 2- rr@tﬁjm)fﬂ tuq delrﬁéﬁylg@pﬁ/}/d 32' i%imethylpropyl

group wth substitution sel ected from cyano
o Sengthlyt  piselcad AnaiBgantein. ismsy Beive e ceararasmouty,
pheQﬁ%éthﬂberﬂyleﬁ szﬁaﬁ |Blht9|n0m-dwméthy|5ulﬂylstolrt Mrﬂé?rﬁyl 1-ethylpropyl;
sel teg orﬂ(g ?5 33.7: nitro,

©hi 570 GrchbakdSrBb o) haarpd spioeky fmkopeiih RsPariYy chiero-acety,
- O)rﬂmaﬂd&}tét?l)(ms-ﬁé)I%S?claﬁlkﬂ@arb Q@e @l‘%‘@éw seW&Idetdin benzoyl or

i HEAIC A T G R e

1- rreédwhw 0tﬁ¥| hetyro@'cléEté%WdEﬁﬁ@d’ | h@ﬂelrﬁa% I YC(-Chia)akycarbonyl
or - in Wis select

[T ORFEREE 11138) ATGYPRCEHEI. NP AR NS EIg o1 branched
sel ﬁfdp@dydaﬂivﬁwh)éﬂmﬁgﬁﬁrwnyl(@ ﬁ@l@’ltwmraMheBﬂRho@%ﬂb@Wl R® is
0o Pst TR PPty sheBhEs Srafbtind Gt P raesctasy fom methy,
% rrethlyyhﬂcmyl or M=ragthylethyl - (@U?Mé@r @ﬂﬁbted Cﬂ‘om phenyl, -naphthyl or
nme

iR D AT aro | EelaroPrelRy RS NeBed s Rove: or -

?Cf%l_sl c:Dle@vaﬁe Bn=tos4seslnecﬁéds fsrefmdwgb?gwdmgen straight or
[thioo,s ecte rom

met RGATEH %: ‘?% %t‘r(é:]]%‘ﬁg FgyP Sﬁ?‘f)tﬁﬁjfl 9T MEEWLr yRtYli gn-propy!  or
sel eahetilyléthainop{Gibahi grdmlp selelosddi fiant pHermenxprtiyl @r -naphthyl;

R® \A\% is?@%yegsftrclantq l11ty|d(r)or1qe‘?1;els algﬁtd or I’brancl;}ed ?Cq-&quclgbroup selected form

methyl, ethyl, n-propyl or 1-methylethyl; (Cs-Cyo)aryl group selected from phenyl,
. -haphthyl or -naphthyl; (C;,-Co)-aralkyl group; a heterocycle as defined
hereinabove; or —CH,), (COOR” where n=0-4 and R” is selected from hydrogen;
straight or branched (C;-Cs)alkyl selected from methyl, ethyl, n-propyl or
1-methylethyl; or (Ce-C1o)aryl selected from phenyl, -naphthyl or -naphthyl; with
the proviso that R® and R® cannot both be hydrogen; or R® and R® taken together
are —(CHy)> W(CH,)2 —, wherein W is selected from (CH,), and g=0-1, —-NH, —
N(C:-Cg)-alkyl, —N(C4-C4) alkoxy, oxygen, sulfur or substituted congeners
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cyano, thiol, amno, carboxy, di(C 1-C3)al kyl am no;

(C7-C8) aral kylthio; a heterocycle as defined
whereilzmbove; hydroxy; mercapto; nono- or di - SPCHU§I6/016542

or branched (d-Ce)sLky\- am no group the alkyl

sel ected fromnethyl, ethyl, n-propyl, 1-nethylethyl,

n- butyl, 1-nmethyl propyl, 2 nethylpropyl

1,1- dlnethylethyl 2-met hyl butyl, 1, dlnEthyI ropyl,

2. 2selpeiad PMpilodnD), pralinge eyl kD) pislinaigymorpholine, pyrrolidine or

Ws?gmj,ﬁg,ntyl 1, 1-di et hyl butyl, 2, 2-di net hyl butyl
ent di nmet WI bu{gv 1, 3-di net hyl buty
%

2-
or WmROWFHWIU‘XQ%WWJSpP@Eﬁﬂt BB, Mvchaqsmremae«gﬂrp@ated by
refé]@hé@&xyd atiBa A oheYatam acet yl , Dr op| onyl,
| oro-acetyl, trifluoroacetyl; C6)
cyclrbmwmbgmm@nwf thg digclopure) th@rama% enelyeycydlinerds tigecycline.
Forb%%lﬂwe OJ CBQ'BBEI{%W |oon’fb@:§ﬁﬁsé‘tb$éds¥ lgn@dgl%ﬁcﬁﬁﬁé Et"h@é’én from a
Y benzoyl , (heterocycl e) “carbony
Corﬁé‘?%\d&f}f@' %k defined hereinabove; (CrC
4) al koxycar bonyl sel ect eg{ rom nethaoxy.cas bonyl
et hoxycar bonyl, straight on br anched Pr ogoxycar bonyl ,
al I yl oxycar bonyl or segraig 3 ' p

R ) ‘ N, straight
or branched (Cl->gf3) al kT t 8y £ Mpem et Ryl , et hyl
n- propyl or fFEtCH:yI et hyl ; Ot*oao Cl@)*ar?/l 8el egh ed from

henvl -na ar al k gr
anipﬁ%%aﬁsw%ﬂ el SRR 150 R Rl 959 Biamoe,
theQ@ERIinwhay lee walarth souilinR7 In anaiiedreatbedirferd thdyamemsttion is suitable
ht or ed group selected from

forﬁéteﬁy al, BN J‘Caﬁmng? &Psoﬁ?@ ﬁé‘%{tfﬂrﬂl et hyl; or

(C6Aﬁ‘d1®)aaey1boglnmnp lSBHﬂ‘EﬁBdcéu‘hoah qineposition- ommﬂsmgl atoleast one

- y | edfro ro st raight or
avpIERIEYRS s RofalT s’ ST BhaRshfiEy CBoceptabie
exagiént! , Far-gxampie, thIr waFfamt m)ayéiehyérfar(n@ﬁ)d@[tﬂ) & ghotgemempbodiment

h

the C%Lﬁ%é?gré ) aﬂ}%ﬁ 254, OAarenteraﬂ%gg&Pyé Jg?ﬁ’traggrqog% ga%nﬁﬂstratlon

her Anoﬂaboembodimen(:ﬁft a)con(lﬁmﬂanﬂhembgrcmmpn@mg aminiRFation of at

LS. Se fr
leaéscangel W&@g’f%’c < dﬁ%?%s?n%ﬁgtm@%h gﬁér qu@%q%BFg%%%lxture For
examaptet thel vearfayin; may b(e@har(arlnoscmnyrh Byefmhtaedxémplm fiteewsnfarin dose

- . r ovi t .
s BRI Mo En I i 4 A, e RERNL S Al Worapy.
anatbeyeemdpdiment the combination therapy is suitable for parenteral, specifically
intravenous, administration. By further example, the at least one glycylcycline and the at
least one warfarin are administered at substantially the same time or are administered,
between twelve hours before and twelve hours after the at least one warfarin is
administered, such as for example 10, 8, 6, 4 or 2 hours. For example, the warfarin may
be administered at the substantially the same time as tigecycline, with subsequent
administration of tigecycline at, for example, 6, 12, 24 or 48 hour intervals thereafter for

at least one dosing interval after initial administration. Further, for example, the warfarin
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are -(CH 2)2 WCH 2)2 - , wherein Wis selected from

(CH2)g and g=0-1, -NH, - N(C.i-C3)-alkyl, -N(C 1-C4)
wa@bkwoenyie6®©xygen, sul fur or substituted PCT/US2006/016542

congenerssel ected from (L or D) proline, ethyl (L or

D) prolinate, norpholine, pyrrolidine or piperidine;

or conpounds included in U S. Patent No. 5,494,903,

which is herein incorporated by reference and at |east
mayrke adminstered athsdstardaboliengaine dime e tigesydliveuwith suhsequent

adhnidi@asH o@'ﬂl e8JNcY YS! HAlP intErvhlsIfeYsieP for £ Qbys after the initial

exanpl e, orposi t1on conprising at |east one
adr@quﬁér@tl@rw i ne chosen froma compound of fornula | HC

CH3 ARbtkeERb t &t tildibclds 48 i€abhdqi@nd aratus ompnsmg at least
cal' % BPanda

phar maceut i y acceptable salts ere
twg é&@@ra&ﬁw@m&ﬂa\eﬂm Vesreiaxanfible compartmant &pmrlm apdeast one

gly&‘ﬁé)fcﬁﬁé Bné%dééb%hd |06m%591tn@ﬁfcs eC| Icaru[a]s& BRe GRIMRAR] AdPWherein

I'S sult for arentera |ntravenou
theeftﬂ*?ﬁ%ﬁ‘ﬂﬁ?@'ﬂq eRMPATDR e AreceebDErA i an gd@lrﬁﬁi@ﬁlﬁm@utﬁo& gkample,

theoﬁ}@p% Sb&hdCMprihdids lay l%"%&nr@%?ech %! A b@r%mns‘”t‘rtatlon set

| east one warfarin and at "I east one phar maceut| ca

anchdbe pttgrds exXfcthsi &t . andoseeanshsp@pattimentsa Pfaxr P mmdbenor to
adMﬁTsftr%ﬁbrﬂ w%ﬂn@r dBnOtthe %dﬁfﬂ?é}%ltﬁﬁ et hR§ ARSI 58 where

abl é for parenteral, specifi cale&y I'ntravenous,
thea‘iﬂ’ﬁﬁﬁ’it%‘?fr”é\? ftsh SN AReACHE COBPRBTIPREIRTe Troves Rrii pdmiNiration.

t heAﬁ@Meﬁ@rﬁBbdlﬁieﬂglsaadrﬂbfP\bﬁtféreédn‘ﬂﬁ sféf'm@tat Ie‘éﬁ%né@?cylcychne and
I cyI cycline and at | east one warfarin eith

at %%memq ¥ar{arigr  GEREISHEX ANt d appatient He need thereof a

the%eﬁﬁédll? éh‘%&tl\}%eaﬁﬁ&ﬁrft@f tHe SOehdt 'Ehe%}y }/Fé{/éliﬁ@r afX 88fInktering to a
arin dose may remmin substan the sane as

patienk indoRssl eresH @ theiabewivelvateciine emavahgt 2l lppsigpe e Tann.  For
xS dhiE Hettidie al® Biieh ahétAbdd BRE @Bkpbsitishd HRBloSed Phay allow the

wa grﬁnegcgseertglrem%ﬁ\esculbfs{a%’ﬁéllly%he same as the dose before administration with at
least one glycylcycline. For example, the warfarin may be warfarin sodium. In another
embodiment the composition is suitable for parenteral, specifically intravenous,
administration. By further example, the at least one glycylcycline and the at least one
warfarin are administered at substantially the same time or are administered between
twelve hours before and twelve hours after the at least one warfarin is administered,
such as for example 10, 8, 6, 4 or 2 hours. For example, the warfarin may be
administered at the substantially the same time as tigecycline, with subsequent
administration of tigecycline at, for example, 6, 12, 24 or 48 hour intervals thereafter for
at least one dosing interval after initial administration. Further, for example, the warfarin
may be administered at substantially the same time as tigecycline, with subsequent
administration of tigecycline at 12 hour intervals thereafter for 4 days after the initial
administration.

A further embodiment is a method of administering an antibiotic comprising
administering to a patient in need thereof a therapeutically effective amount of at least
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i ntravenous, administration. By further exanple, the
at |l east one glycylcycline and the at | east one
wornobaeions ar e adm ni stered at substantial |y t hRCHEAE06/016542
time or are administered, between twelve hours before
and twel ve hours after the at |east one warfarin is
adm ni stered, such as for exanple 10, 8, 6, 4 or 2
hours. For exanple, the warfarin nay be adm ni stered
ongt glyeydcyslimgs t ard iagiministetieg dare paliens s need)dogrebi aetherapeutlcally
St ] f c
e%tyé §Hﬂ%ﬁﬂ%inét %@1 'Bn% \r/va%f%rﬁpllﬁ efpgg% %%%hﬁeaf be at r&ast one
Qlwlcb/@'ﬁ@tar@n’@eoﬁislﬁmj anet wanjern aret astministeredalat substantlally the same
tm?echFal?'é shfide d:ét'\%aﬁﬁ/vel\feq{ouﬁ(@é?? eeandtth,lv oL?sréf[%We at least
adm ni st er at substantia
Onﬁl\’g?éf?ylﬁllﬁi adminigtereds ab@eaﬁj&ntexammem(‘at& @t |4cn1r Zblﬁours For example,
0
108 PAREIHE o) eharkpishll of B Sk R DIAT Rub sl fliPife, i
supsequeet gdrsinishatiere of §gecyniing @afor sppapk: 6s 1202 i 48 Mguaintervals
thdrB&idr forOatSRRBEY dhe 5&'@ rftéWQIt Stter a?'éqn%mfs}rét%n Furtger, for
es

conmpartnment conpris east one ine an
exgiEe nﬂ‘ed/bﬁff?éintfﬁ%)hbe admjsvidtered aﬁsut)séamraﬂsotme aameffane as tigecycline,

wﬂﬂ%b‘é&ﬁle%’t Bakiistfd iBﬁth pgcy%ﬁﬁéj QWQ%@E@H&%‘IE %E\Q’ngt%r for 4 days

COnNeci 6a 1o an admm SEr aon sof oPoieyd
aftey the initigd @dgdrdgiraiiogonpar t ment s may be connect ed to the

Sam?\n@f—l"lé\’ nérﬁBcScﬁHeﬁf" iSef n?é’iﬁioc{)hﬁ t‘féﬁ?@snﬁac'ct&ﬁal RfectiblsStsuch as

and second conpartments
CO%H@%@%W@{'@WWW iptectionsr E/Cé%éhﬁf)qi @Ontle@atadl rekini and skinosiructure

mfé&bnmsmmc%bge@by gfarh %é@%ﬁ\yeeaﬁchﬁra?r? Bﬁmegpélﬁ d?€, anaerobes,
i

first and second corpartnents are
ang dAthi @?Wﬂ'hlrbnsusmetl% rar@nﬂ@ml%h‘ﬂefrl%’fa&t ﬁ’@@lhéobff Staphylococcus

aurRdg W%@rdnﬂgMP{tSA)%ﬁpr@mﬁ Snfifitern |ﬂon§ ﬁﬁg”taﬁ“ h@é'bsihereof a

one vvarfarln conpri si ng dm ni ster patlen
therapeyticallyr effctive Emequab ofi &t é%asﬁ ym@fglwqyol@eammdnadrorhlstameg to a

paﬁént'n‘i‘%bd Wbt ¥ QMér‘éMéutlcQﬁy ety dM dine bR Lt st Bné?1 warfarin. By
i n need thereof therapeutically effectiv

U"Eﬁbﬁ’éﬁmﬂf“’ githe €1¥§fﬂ°d§r%9°\9€§ﬁﬂatﬁp @t lepsk Owﬁml@lchmma@ the at least

onéﬁhé‘rféﬂlnaﬁﬁé @Hhﬁ’ﬂst@?ﬁdh adSuBdshteMRAS | LN Sinfll $F! é?? ehiministered

allow the warfarin dose to remai n substanti all
be?"f‘?@” Sa80HgebEfgEe: apdt Wielveahnirai aiterathieont Veash qne  warfarin is

adhﬁﬁﬁére@ Nuchl 360t ExPhPI8 G0, & @ 4 X 2MRLR, #&%Xﬁﬁ’@fe?f%%%ln may

be warfar n sodium I n another enbodi nent

be Aimipisiereb At itee subsapialys 6 samefimer as | tigepxaling.i with |ubsequent
adﬂnl’ﬂﬁsftr@ﬂ@rﬂ@ﬂﬁgeo?@lme%tsioﬁ’ @kérﬂﬁle @yuf %tcn%s r%@'méﬁalsttl?@reaﬁer for
at Ieast onesc}os%geln Irxyal aftgr lgltlélna%ma}rrlllgtr;tlo% aFurthglc?1 ?‘or gxgﬁnple the warfarin
may be administered at substantially the same time as tigecycline, with subsequent
administration of tigecycline at 12 hour intervals thereafter for 4 days after the initial
administration.

Another embodiment is a method of administering an antibiotic to a patient
receiving warfarin comprising administering to a patient in need thereof a therapeutically

effective amount of at least one glycylcycline. Another embodiment is a method of
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warfarin are adm ni stered at substantially the sane

time or are adm ni stered between twel ve hours before
wap@etizmwhe/e hours after the at | east one warf aPCTUBR06/016542

adm ni stered, such as for exanple 10, 8, 6, 4 or 2

hours. For exanple, the warfarin may be adm ni stered

at the substantially the sane tine as tigecycline,

wi t h subsequent adm nistration of tigecycline at, for
admirisipiing ab,least, ok ghycyltgclineuto anpatiendl receivieg eabtfarin fcomprising
adﬁﬁclmlétgﬁgt_:{ g a%‘:f)gﬁéﬁ ﬂ?\teh‘gttﬁér%éﬁj ﬁ']‘e'f%u'tlgél@/ eq‘}ectlvc% SWOHntrﬂft least
onpglysdayatinet ered at substantially the same tinme as

t ig b f Q

| qocuier Mnadirhehils 8 AUAGY AU 31 (94t Shel ooyl in the

treammt Of adatterial infectiemisnrl Be #idse misclysed hereim cembosingrpratviding a
palicht it @g{éﬁ%t.&@eﬁb@ "o 0r ARAP LRE f cfiBYARhL 2hE htorming
thq h@tte@béud/pb admlsjemrm:med@ahmmnabﬂhatthda sasfadnalose may remain

{
LRI L, 5290 8 BSL AL ot 6 B
one ARgieaemRodigent isra mp@i@mﬂomprlshg ahteasborst glgcwcychne such

as % Whﬁ&@uh@ﬁ @d?'ﬁipc% tondlor! yEorﬂE@sﬁYﬁr EFEfOQe@rt%reln comprising

adm ni stered at su stant | a
Paglging tee oawopiionadth infarnstionhibat thelrifleast candlyapslyolime, such as

‘ug&@/@fn% a:ﬁfe éd?ﬁni%feréc?gzﬁﬁ gﬁﬁgrlr‘("aﬁéraéxéﬂwge{i rtr‘?’éjﬁ%&'aﬁjﬁsrn% explain

such or exa
thaéxtaﬁpwerfammedqmr mayi Femaly pestaniily dbersamaitag Hee dose before

adSiHRH88s With!f dhe o?n@a@ycglc% 8s AIé&@EFIBEéJ‘E} ‘%étnod of supplying

subsequent adm nistr ecycline
SUELRYTROSItDN tpmedical gersepalins @rpa‘uﬁmtem vaedtherenfeaf t er for

at hgadbr @Hﬁ)ogﬂ%rﬁ‘gs 'ant‘h@fh‘é@loraé&%;hl@ht%&!losed herem thaty further
d

adm ni stration. Further or exa e warfar
COpRrise§ A ¢AntAiagred camparimentwith rint éllw@l&lng@awe at least one

gly&&lé&%ﬁﬂ&'éd&ﬁ aé""h%@bﬁhmes%éﬂﬁ% &%ﬂh@ erdd %th%ar?érm F8r example,

gecy cline at hour | nterval ereafter
ad\éﬁ%ﬁhacf Hiae warferinydosel may remeit smtamﬁw ﬁ@rsmadlthmdose before

adﬂnhﬁlsf&aﬂ&{ m’cﬂ AfeddieMe d@gcﬂ:%ﬁr%r | Bbr éﬂn@&% Cf’% p%ngg'n ?F method

icated intra-abdom'™nal 1 nfections
d'SE'B?ni% ergine ey ihemeroyide rnfefrpationuthat whee @ tf@ﬁ@eutlcaﬂy effective

am()Qlﬁ%'i'a) loaSEAHESly EYcydlird s a@ﬁ%té?é@ \ﬁﬂﬂN?f’fﬁ'm RSWAIMR dose may

at ogens, anaer obes and met hi ci
renagie SyBstRRiallY JhE sasRe a5 Ithe r@ﬂﬁ@éqeﬁqrarﬁdn@msﬁaw with at least one

glySHGRME. OBPRFHST BXHRYIE, 4 MRty oS nemodﬂgp&éd Rétein may further

dmnlsterlngttoapatlent ereo
provide information “that when a therapeutically effective amount of at least one

glycylcycline is administered with warfarin, the glycylcycline dose may remain
substantially the same as the dose before administration with at least one warfarin.

One embodiment is packaging a composition comprising at least one
glycyleycline with information at the at least one glycylcycline may be administered with
warfarin, wherein, for example, the warfarin dose may remain substantially the same as
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t herapeutically effective anmount of at |east one

gl ycyl cycline, and admnistering to a patient in need
wo b@safee@ t her apeutically effective anpbunt of PET/UB®ac016542

one warfarin. By further exanple, in the nethods

di scl osed, the at |east one glycylcycline and the at

| east one warfarin are adm ni stered at substantially

the sanme tinme or are adm ni stered between twelve hours
theridgser kefaiedadmisisiiation Wits alf'east aneeglieyieyshirg. agemethods of using
Sud{\pgé@ﬁb&lﬂoﬁ adm ni stered, such as for exanple 10, 8,

0, or 2 hours. For exanple, the warfarin may be

adnirhﬁa@teere@r@pdmﬁé\tsabéqaéhtqna| glycvayslinga mravt berepravided in kits,

opﬂdngl%mh%luul?@ chﬁdﬁeﬁPPé@éWm%%a@@B‘a@béhb%ﬁ'f@F‘uQé For example, at
I gecycline at, for exanple 24

leafstn@r@r ghrdcxdies dnfophilizest fosm a@%gtswﬁbled@lypnb mambﬁ pegvided as
se;ﬁafrétsa doftiglohahts aenbahﬁ.hé@éd Bhor foutidden kif %ayemaﬁeéea y plurality of

he warfarin may be adm nistered at substanti al

corg;gﬁfgnqqtﬁeeg@ crgwaterenhaoldiga Bt deass e nnit dose o\y at least one

gly@Adicine t raid @eweértﬁqlea@cw 'thQel%blylngb@éH for Ry idbifed mode of
thereafter for 4 days after the initi

adrgigistrafiant riagliding. fﬂh6¥%nvleeﬁ+ﬁo@bl%rﬁap§§'eap%@¢foaeb@r gel capsule,

sustsiRddifeidREl dps@B, BNERD RihCah@olcdAbihSibns BERLY i M the like for
warfarin CO{%‘J sing adm nistering to a patient in

ed
oraj femstration iAepabRipdvetsl Pre-Tlled SinGes. AMBANESofialat Nchierie for

pareRRrd| adiih@istidr) and patches, ﬁ]@’@i@gdﬁeéﬂeahé anfefhBofke for topical
of adm.ni stering at |east one glycylcycline to a

adrginistrafi@n.r ecei ving warfarin conpri sing admini steri ng to

a IOEéri &FHmpI& aleledrrrap%ﬁfpfns@ (é)fmrlam%b%sbﬁe ebheef bivVRast one
of at | east one cline. Anot

gly@@lﬁy@m%m atjlgast qqgtqqg@a%]meaénn high a} legsk or@n@ycylcycllne is stored;
and)imyegy hisy Q:lohfﬂﬂsé(@:) Tahﬁaékfagétlﬁﬁﬁ cO&hpAsiRRACHH Gifbfthation regardlng the

i nfection, H hose di scl osed herein co

dosgesAmAURY ay ':al'ﬁ“@'f‘lp fKRIFUER PfrepagRgstPEarf ot 'éggté?ﬂei gigeyleycline

ancﬂdeDlu)’ltpr@\f'ldlﬁ ih@ﬁzche Odik%angbYHnCMfJ'dt nlléaéln@né n@|9<:smy¢mqé hfay be
adm ni.sterin ca er spnne

acrRRIt<TED MR e RES SR et TG AsE J¥Rl TSI RSt e same
as ﬂwb&jodéﬁéfob@é&hmus@r@ﬂbﬂﬂmh éﬂl’eh@trbnwl gwty@s/clln@ast one

gI yc cli n 0

r5q¥ gg%qt 6 WW??tWQ m n&na@seaa compartment
holcﬁlhgrftaléegtt Iﬁﬁé| glgz@m@md IerrborrfbiinaﬁBN Wlﬂmﬁtetdl @ibeling instructions
di.scl ose ere in | the co sitjion

ProfiKPh € ARGHTRRT Bt IR BemOE T o iy e B flosst one
gly@ltfybhrths fén @@mﬂé Iarsseopdmyd hﬁoﬁéﬂléﬂﬁaﬁ?@meﬁ Wlhbhabehng instructions
may Ee conSIsten ' grx aer;gmple (?h p{?]c %gétﬁgdsnao)f t?égtment as described
hereinbefore. The labeling may be associated with the compartment by any means that
maintain a physical proximity of the two, by way of non-limiting example, they may both
be contained in a packaging material such as a box or plastic shrink wrap or may be
associated with the instructions being bonded to the compartment such as with glue that
does not obscure the labeling instructions or other bonding or holding means.
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that the warfarin dose may remain substantially the
sane as the dose before adm nistration with at | east
woer@eglysey| cycl i ne. Al so disclosed in a net hodP@f/US2006/016542
suppl ying such a conposition to nedical personal or a
patient in need thereof. Another enbodinent is a
nethod or conposition disclosed herein that further
rises a conta%Fer or conpart nent MAth£5ri ted

| abia HETRRA 1 ANt MPAWRAGHTS By CUpRIIsG(E) 3 desRas faem of at

Iea% el g’!@cyldy@lﬁfey @b)r@ padkaye seftchr piinfddelaBsling grbviviag fiiadti andosage
or _exa

that the rfarln
forrh Qe AR BRoER DI R e i Caba T B VB N BR & wherein the

warfhi cnjsetnh@t tema:N\rsmhst@inaIl)emetsameasgihwdds@mkdre %drrﬁ%tratlon with
osition or %ethod dlsclo§ed ere

at leqﬁttqqgrgl%qy&yp@%, iane SEhak 1east ANsatorpafnent in which he arﬁgast one
glydyh;@bl&f@,ﬂgtstdﬁ@dj ly effective anount of at I east one

| cycl adm ni st th
S AL OB Eng e Bl SEECEAPUt o sk Sgges figm 0.5
mg/d sa)ebb@y %@hawﬁcm' @hfgmgl &frhodly wéug'm foeegmmasrom 0.5 to 15 mg/kg

of ShaVr HBOhE bl Suteh PPl e g et TG eebody heidht, may be
admlﬁ'&@réfatfPBm ddleatto vilventiraed h)evacmut IRIfﬂ byarmplé emge@yeune may be
nt, o ea e i s adm nis
adnifBlEees At a0ion ¢ ol iotp Xibwei BvishBet et gy B of 50 mg
botls abisiiragteteal toythé tpetuerama mﬁjstdfneov@o%eB(be(ﬁ ofigute penod In the above
adm n# st t| on Wth a{p& east on

exagify gihie dI“§ Aa 2 8% SiposP tPrSRa”égnB}‘u%qe%g dyo vials of

recorestifiiied tige gty |t@YIODImE Noriral iSafiny wetdegtioset 59 amter (‘D5W”)

i EPpus PR e RS S SPTRaP R (7L whegpas the

subseqmarm dusbsoaboi rabl may hie 1sa§mre&isbheadﬂlrgp obef vialeof recons’ututed
n| st

iocB TR 3 5P DNl g S RBE et R uting n 5
fina_Emhrménh‘a’ﬁrin ofam 5InegsiL. dhmllgjeymdecgtoéd reWeRST, lﬂmtmne)szpe‘lﬁttb dose
leveg gnggﬁtezq}{sp %qfaslalgé éornd Udléggglll%lpg ie emn%\yé af taﬁe% éw(l:lfa{i]epend
on @Ivyn@tywcdotme inatudingade, Ibode diefght, peapchl Aeslth, tsak)| diet, the severity
or Rl B L0 e, ePor ahed, comanents T

pl utrs netpnsiﬁqtmrqﬁageayehnwowdibh uuderpamdrm'rnnemkilldd g thatart, for
oxa 55y D 33P0 bl 5030 PR BLURH B R g FY5 iro
commooie noddicad mrocesiurest, ivdtich arec ingtlisivg, off using >amiyp b esterie |dcceptable
reC&‘?S?ll[U%Bh rﬁ&:%rHla%d SQGCH\QS&min%%JaﬁgI{ C%Larﬁﬂg&gla‘g’deecribed herein and
in the tigecycline product lebel, to reconstitute and administer the lyophilized tigecycline
free base supplied by the manufacturer.

The dosage and administration of warfarin are related to the patient’s response
to the drug as measured by PT/INR. The prothrombin time (PT) reflects the depression
of vitamin K dependent clotting Factors VII, X and |l and represents the degree of
anticoagulation . A system of standardizing the PT in oral anticoagulant control was
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sust ai ned-rel ease capsule, or elixir form and/or
conbi nations thereof, and the |like for oral
w@dimon2 e at i on, depot products, pre-filled syPCTys®06/016542
anmpoul es, vials, and the |ike for parenteral
adm ni stration, and patches, nedi pads, creans, and the
| i ke for topical admnistration. For exanple, a kit
| east one dosage form of at | east

mtr@:ﬂ@eé fﬁyngrgé i\&glﬁ, I-iﬁalth Qsyanization ix 1 985 &V erishidesg!thrfdiganization

Tedﬁhicﬁmé“’éorigé\*ﬁets QQ&S gwerephgycline is stored; and may
so conpri se( package i nsert conﬁr si ng

It i r‘Pﬁé?WPBﬁh? é’@éﬁrm"waore afdstegRatioRaly Pr%@ealﬁ%@ @MR) which

proﬂ&e@@@é%%rpfbaﬁsdﬂﬁ%ﬁwrﬁlﬂf éﬁtl@ﬁ &t Ph‘eﬂa%hltép%d interpretations of
gl ycyl cycline and/or ii) provid g)t hat the dosage

thePpPWicorges. |E@5W%ﬁ@t@w€wmg lfebasgy amea g fynae eslalipnship

betWbdhthaesf aerﬁog o‘ﬂ'ﬂ%rt@étrbrfdh@fe‘f@fc% rbFhrSRse TRBYNRES®HPT ratio that
substanti al | he sane as ose before

wouddiip pDSReE 1476 IaaUn BeteronsRrapyayor JBP)ehich hes an ! of

1 oawgé hheéd mee%menﬁe et Bary 8linfeaPstudRiaub@sial BRtidBAYulants, which
rise conmpartnment hol'di ng at | east _one

fo"@GFCi/ | l?f’&?@ foR éeqqmreaiﬁ?ﬂﬁaeme@ptw reRa§st 9int-8do Rebimps gontrol mean

non'nBSPTUﬁééo%@wsﬁﬁ/@\ﬁuﬁia'hgoraln%ﬁﬁhtﬁ)‘bla%ﬂn had |Nm@aﬁ BbaBIduleed as:
conpatibilit warfarin andthe at | east

INFG Ry Eghseiert RY, Pl cubirpl e 58 pgetond cogtigity Index) is the

corfieetidr eaetdri Aee @Létlbrﬁlﬂ%{t|r€|§tdsn‘éﬁbffﬂlﬂraﬁﬁlﬁ>f PRy 12l reagent to the
consi stent, for exanple, h the nethods of tr

refej@NGeRIEPARIAN RBA S 3 P%?Uée e PEENthG ﬁa@i"%thmmgeaast'“ to
red@&RACHR LRSI Ktuépbﬁdmmghm@ﬁ f@Mor%ﬂ)théTH@n& tHeats!, the more

mai ntain a ph I‘OXI m
"selra TR roregnLa oy fpeaoNR wl Bunre KBteden BT rato
Thmegtawmrgommmriebn mnégea@‘ @e@pwhwcnmmoccp)&apméﬁ INR is 2.0-

3.0 5RRE Wor I ok s PAER 1 S SHUOs: RPraelee i AL D8 Chest

12&&5836&7!31@0&1@%! abe J agd IGISIV LGibdroN300. mdm| d¥tREi Arferican

cofn a BCERERS Rl UATE) T ASEAE Uil orprpmpeptherey

30:wmw-gl ycyl cycline, (b) a package insert or print ed

oncD Y BAPD b REATRRIS e e AT G a BTl AR Hoed i

the 8pedifidation Aad \m@nrﬁearerto@esmdef_emddemahmﬁedmtﬂnmstahde; biyhiee term
a3 oA B SR Ol sl SR oo
fortihinc thig Nepeaificatas bnd nettaghed Yoiahyis | dree approgintdtieds that may vary
depending upon the desired properties sought to be obtained by the present disclosure.
At the very least, and not as an attempt to limit the application of the doctrine of
equivalents to the scope of the claims, each numerical parameter should be construed in
light of the number of significant digits and ordinary rounding approaches.
Notwithstanding that the numerical ranges and parameters setting forth the broad
scope of the disclosure are approximations, the numerical values set forth in the specific
examples are reported as precisely as possible. Any numerical value, however,
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As a non-limting exanple, an effective anmount of
tigecycline ranges fromO0.5 ng/ kg of body weight to
wae®s02wee kg of body wei ght, for exanple, fronmPOI/5S1006/016542
15 nmg/ kg of body weight, by further exanple, fromO0.5
1 ng/ kg of body weight, may be admi nistered from
one to five tines per day. For exarrpl e, tigecycline

may be adm ni stered as a 100 | oadi ng dose foll owed
|nh§r>¢n§¥, BRHAne SEMNAIR Ao Recess iy Eﬁsu@og ,ff@nb’@pwtandard deviation found

in taétméépéét%e@sthg rﬁéﬁ%u?@ﬁér@@t vi a Inf usi on over a 30-60
m nut e peri od. e above exanple, the | oadi ng dose

th
f 1o fofwing eb@“B‘@e‘ﬁdF@ad% "%dl‘%sﬂ@tett}v@ wgmt@nom a non-limiting

mah@@onstltut ed ti gecycl | ne to 100 nmL Normal Saline or

dextrose 5% i ntravenous conpartnents
EXqrari PH@rma?OE.mf%%tudM 85@@ OF%[F'?b'H”{Sf'”tﬁﬁ@qt'ﬁf‘ betwgeatiggeycline
and WerfsiHpsequent dose of 50 ng may be prepared by adding-

one vial of reconstituted tigecycline to 100 niL Nor nal

Sal ine or D5Wintravenous conpartnments resulting in a

fi n@his 6EE @lﬁé:ﬁ-@étieomoﬂfan@oﬁlz@ﬂ/ ifbatidnt/oWpktiede2-period, 2-treatment
ver at the specific dose |evel and

nder. st ood,
StURY BefTRIFEY %?ﬂz%@a@autﬂ%qts aha/s'ﬁa'ﬁth@a igationatsient may be
varied and wll depend on a variety of factors
i_nc i R _meight, general health, sex, diet,
D ondition being treated, and the
| i ksteriBhigyecpamasIiowider | Ichﬂn eétiohi igeaysiledne 5uaL) finbgiass Vlals each

skille art, .for exa
coingyRTERY (BEch Sk R B B8 PhusSRHeaa addves or
predervhtiveaUTIos coitelity oflfengals Qﬂ@’f@ﬁon’mmté‘cﬂwtlﬁ) EREIRMMUASI saline (0.9%
sive of . usin a sterile a tabl e

h i.ncl
et Ll S P BRI SR S Fuied o i GpumraPRCfiEma 2nd 5-mo
tabletgypart ment s as descri bed herein and in the
t I |_abel t t t ut
R EE IS RN AT ot ook 8 BRI Phatiiaday 1 of period 1.
Th@/uatd dsdhabgedl hmmmmwfsmymeron Ehﬂyddxiﬁgao%ébln a 5-day washout
nlstra rin.are relate

hj to t .
el Qo el doneat B Wik drcs il daled Bipueta RRperiod 2
subJduts meelvbd @n‘tﬂmrggl loadiidddser eff tigecying) hf\?ll@i@@il XB?SEQJ@S@sf ofd 50 mg
endent ng, Factaors . an .and . .
of W PREnes T EREFFEGVCE Bt RBEEIE Mhisiors S8 pepinistaed in =
volghamf a0l il nfgndrhel E’éhnlerbvlerd ab nanldlt'ﬁs gagob anﬂl/? ®&i2nén fifusion pump.
nt.r . t he. Wor za

on 233k Mel Gy MR £ Bieta SRl B AT hiH P b §rafh immediately
befGer thes ad&ﬁﬂﬁratiﬁﬁ?oﬂ{i@&?clme. All subjects consume a medium-fat meal
approximately 1 hour before administration of the test item(s).

PHARMACOKINETIC, PHARMACODYNAMIC, AND STATISTICAL METHODS:

Blood samples are collecied on day 1 of period 2 before tigecycline infusion and
on days 4 and 5 at time O (predose), 0.5 (end of infusion), 1, 1.5, 2, 3, 4, 6, 8, and 12
hours after the start of the tigecycline infusion for determination of tigecycline serum

concentrations. Additionally, blood samples are collected at time 0 (predose), 0.5, 1, 2,
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It is based upon the determ nation of an International
Normali zed Ratio (I NR) which provides a conmopn basis

wo orocazresaini cati on of PT results and interpretPCT/ORNEH16542
t herapeutic ranges. The INR system of reporting is
based on a logarithm c rel ationship between the PT
rati os of the test and reference preparation. The INR

is the PT ratio that would be obtained if th
3, 4 8 & Nat 2Dn2f: 4Reflér 8ecB20prléfiapnd (163 h@PﬁP?fterMF @dmipjgtration of

war%ﬂn'o%' def)f 1 &f Qertdbaﬁ ak§ %QY BOIRRFbS Qﬂ‘bﬁ B&eﬁrﬁiﬁétnorf@ﬁ R)Warfarm and
clinical studies of oral anticoagulants,

S-warfarin glasgier eanceaikions W dor Hetespation: of arf@fé@n‘@rn ims (FE ) and

mte%a%oﬁélmﬁmgl%ti o (IRRN BRhEBd dhcompaEimERAsPKIMEthbds &8 used
brai n thronbopl astin.” The I NR can be cal cul ated as

to angkwze- “(Q)B%%WQ‘&? spsrumaqqngsantreglpnmg ang the Rgyarfarin and. S-warfarin

plasmEsHcepirathalate AL bb(alilé@@%)arl'aﬁcé {KN@VAI i%QIsle@Eb compare
factor in the equation that relates t PT ratio

of
the tigevcineapertBagpaRentfaionfe R Meriara fed SpW@ﬁ%ﬁ‘fhP'@aWaaCRaC?fEfatlons

andPKpaftde@ibehisers®RShohothdripP Bn@ camBRAatIGH iHRSP bAs bl Dfactor
to reduction of vitam n K-dependent c

anajygist @fr OVafiRRea GirOVAe 19 gped {4 gomprig 1 BB HVRR ppureen the

warfzfiAgRsHot R prﬁikﬂj@\b%ﬁiblr{alﬂén gRraped INR will be to the
observed PT ratio. The nost commonly Anerican Coll ege

of Chest Physicians (ACCP)-reported INRis 2.0- 3.0.
BLABBISAMPIW CGLLECTaj)N ADAROCESHING?6: 338S- 400S;

Monagle, P. et al 04. t, 126: 6455 6875S;. Rockson
s \ghoud iioed Sapleeier SL) JoActeTaRt SbivarRen ATEE S Gizon i
ser@aldr@g@ne@fedcaf stu@y agys #&ir8dgh 8of pefio 1 dnd Mudgtdagd 5 through 12
Annal s o@o Phar nacoth

.ap : 139Q- 5. .her than
of perche katp Blows e UG pbriAe HeE.SPUUR ypratn dose
adniibisB&ich, uae &t hbulsh®s sva;la‘ |4c at Bom2,am 36| a8 1B2,a062 120, &4, and
ersélood nodi f| Q@@gn i nstances by the term

u
168.aigE gediu 'Bldﬁb?ﬁ indicated to the
Ver@Q@tUkﬁ:rdysarﬁ;hes nmml)lfcrahngclmﬁemerdetaminaftnom tifh serunt brescollected

outd RSP, 88 SR ANEIESE T 845, P B St

houg® Ughdre t igdegcliviet atimektizyiotheatphasgen? (Hiefeé obar evervlktg dose of
not as to Jdimit t

. the :
tock e SRS RSk, 25 L Py i bedie momig
adrmmewatmfartdm 0c3, ai, s, 2e3eh Gn&rmtdl 1Qaioqmam&h@8mm doded

o OSSR S a4t i RS TR LARRRE o by o

venlpuncture. If a catheter is used for blood collection, then approximately 0.5 mL of

blood is to be discarded before collecting the sample in a tube that did not contain any
anticoagulant.

The total amount of blood collected from each subject is approximately 640 mL.

Blood for warfarin analysis is gently mixed with the warfarin in the collection tube and the
tube is placed on ice immediately. The tubes are centrifuged within 15 minutes of
collection at approximately 1000g for about 10 minutes. The separated plasma is then
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Not wi t hst andi ng that the nunerical ranges and

paraneters setting forth the broad scope of the
Wel@el1o866 € are approxi mati ons, the nunerical Rel/USH06/016542

set forth in the specific exanples are reported as

preci sely as possible. Any nunerical val ue,

however, |nherently contains certain errors necessar|ly

su tlng fro e, st rd devi t|on found in th
e EEi58 i, et goied SaPBineNELe Mo SIS Gk T wprant
positidn a0l @PEeH cbRet Mﬂl@lﬁl@éﬂe the invention in a
non-1limting manne Phar macoki netic Stud

of Blped heesnior dpedyeing PR placeg ieeriately opyiee juRdl a clot

forn?d"'dTH’éafJb@é'é‘reTéé'nﬁlfu%da&t QWBXIH)@R#}L A OD@?W@anUtZﬂﬁmmutes in a
i npat i ent/ out pati en -period, 2-treatnment st

refns@ﬁt%ﬁ r@tW% HO8I SRRy ua j eellest e&*t apdsitiggpierred into a labeled
pol)}chYp?ﬁédegt@Bé QH@lsto?éJ lﬁ an PR NYLHORM MoSERMELIGBE ureh Shi nE;':&i
tigecycline powder for injection is supplied in 5-

flint glass vials, each containing |yophilized free
SAMBEE A8fiiveakent to 50 ng of tigecycline w thout

additives or preservatives. The contents of the vials

ar Consephstiansueleligegyaine 4f serune i aeteanined| byngensdivgoand specific
Ilquwrohgi g%dh‘? %eth&@ WItrWHnE%' MasOsHdétbindtet %Rich@r@ (BIms/ms),

tabl'ets. Al subjects

andy @@aeoarat@sze? R@)cwaafaﬂao@"@ g? -)WaFfeER iim RiFemaa Lﬁwe@ﬂvmfd by a

sepQFat@ECVI\Qﬁ/I\@S pFJ&@bfur@r?héjbé%?ﬁfaﬁé‘éi of fh@ﬁ?gbby‘thﬁé BAY wakbBn assays
day 8 to begin a 5-day washout I nterval,

durigg rthcﬁgnawéwa i S50 i h sTe s3mgles diom s siugdyys shapmarized in

Tabidy Puh8z.0f period 2, subjects received a 100-ng
| oadi ng dose of tigecycline, followed by 15 doses of

50 ng of 1V tigesyehi PesaylREMSEarRYSENsithdy hours. Al
tigecycline infusions are adm nistered in a vol une of

\1”02 %ﬁ Ugr gﬁ‘n%e%%fngge%( erR-ﬁBgﬁhH/ﬁfa%fn alg. %/98 @fﬁl’%s
subj@evs recei ve na (R oral adB@hﬂﬁ marfanamngﬁmJ

I mediately before the admnistration of tigecycline-
Al | Lingar ertge cond0fe 200fedi um b&t- 1008l appr &0 nHi08l y 1
hour before admi nistration of the test iten(s).

PHARMASUKEINETI C, PHARMACODYNAM C5.AND STATI STISGAL
VETHODS:-
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Bl ood sanples are collected on day 1 of period 2
before tigecycline infusion and on days 4 and 5 at

wao 2ove/10166¢r edose), 0.5 (end of infusion), 1, 1PGI/UR008016542
4, 6, 8, and 12 hours after the start of the
tigecycline infusion for determ nation of tigecycline
serum concentrations. Additionally, blood sanples are
collected at time O (predose), 0.5, 1, 2,3, 4, 6, 8,
12, 24ple 36 .Subfnar)df AQ8ay HeHbrmiAde for MigebfdtinB Ferim Akt Bs

the adm nistration of warfarin on day 1 of period 1

and S-warfarin plasma concentrations an
det er ni natlicwhQEf(2pnetmdonbi n ti AE/MIPF) and ng/mL)--

| pternatignal n | Kz rajio (I .Sk ar o/  DBimeo
Analéfgencorrpar Heht a{a{/gi ﬁ@%%’odi\% ﬁe useé’ to%t'a:s[anjgl vl\?%aq heCV/" Bias%

and day 5 of period Z for del—%iﬂhl@@d:‘(’ébdd’; I?—vva[_ﬁ@,r@z@ (1500
or

Tigddy@meycl i pe {ser gecongayst r aipan daua and.2he15856 1.62 +5.71
Rwarfarin and S-warfarin plasm concentration data A

2-factor analysis of variance (ANOVA) is used to
conpare the tigecycline serumconcentrati ons,
R-warfarin and S-warfarin plasma concentrations, and
PK paraneters between the nonot herapy and conbi nation
t herapy, and a 2-factor analysis of covariance

( ANCCR&Ble Bs Susenhry of AssgydtesfotrhandeTfoaWhraNRPlasheokssayh e
war farin nonot herapy and the conbination therapy.

BLOOD SAMRIdw QOLHECTIgEhL)AND PROEHSIAIANEO.VenouikighlQd® B00 ug/mL.)-
sanples (3 nL) for determ nation ?f war farin
concentration in~serum are col | #8fBd~on st udy days I

Anahyid ough 8yiehn peeleg BiRBY My devs S Biddopuaed? ofve Bias%

period 2 at the followmng tinmes: within 2 hours hefore
R-waddiium waidf7d i n 2difse -adli ni B.6ati 826 and.€& hd@rs 0287 -0.33

1, 2, 3, 4, 6, 8, 12, 24, 36, 48, 72, 96, 120, 144,
S-waHarnes afte® sddiZum s ar (hddos@Bdm ¥ r at’PBn. 332 -0.19

Venous—blrood—sanptes—(7t)—for—tigecyctinmePK
determnation in serumare collected during period 2
of the study at the following tines: study day 1

PHARRERINETREANAEL B our *12° (bef or 6 the sveni ng dose
of THegeeualyistay , tigsegcline sdrugty cdageirdtion difa i forresticht sibject is
arsf A5 ST SHEIIRE TR LRI Bpe o Trus, e
peall AR cerfirgion (Chinant ltho dneatsppezk coreenivdtioactted dredekamdirectly
vor a0 ST EL o BRI vl P 1 cosege
inteARIPr @XICRL Bl iy EalCulated oby using the log-trapezoidal rule for decreasing
concentrations and the linear-trapezoidal rule for increasing concentrations. Systemic
clearance (Cl) is calculated as dose/AUC, and it is presented both corrected and
uncorrected for body weight.
The single-dose R-warfarin and S-warfarin plasma concentration data for each
subject also are analyzed by using empirical, model-independent pharmacokinetic

methods. The apparent terminal-phase disposition rate constant (1,) is estimated by a
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bl ood is to be discarded before collecting the sanple
in a tube that did not contain any anticoagul ant. The
wo oaoali2meount of bl ood coll ected from each subPErUS1086/016542

approximately 640 nL. Blood for warfarin analysis is
gently mxed with the warfarin in the collection tube

and the tube is placed on ice immediately. The tubes

are centri fuge(%l ithin 15 minutes of collection at

0

log-4{pRs o Keres Ty last 248 5.Rbseyeri §eUAY copggntrations that are

det&RdRlotst il tas NBy-lirfeat Bﬁﬁrﬁhéﬁd%f)ﬁésfe%i/ Visua IN@fe@f dri g'l‘ﬁe apparent
| abel ed pol yprop Xlene ube and stored frozen

termiparRiiEe BEFPR TN NBITiTe b Goakulaied 48 6 KU shTipaga under the

conBb& |OEJ¥|FI%SCJr9é (AU@?F%Cﬂhbrl&stad'b%leWéb% HrReRkAFRACy) at time T is
imediately on ice until a clot forns. The tubes are

calgidaied by ugjed the logriiarexeiael trdlpyoridsgrgasingr copseiifatipps and the linear-

trad@zGIHéler%le' far ﬁfmcFéaafsrdggﬁ'néérﬁpatIBﬁQte{n'dftHQ @otalﬂ‘@CS@ égﬁﬁwétéd by AUC =
'ected and transferred into a | abel ed @8 /gij ene

AU@utreCa(Pm shher exgl-peseasleamncg HC/pb s paléwa&d ay C, and the

app%fér??érrgﬂ{é ?:Pb%szé\(&nmﬁgeiﬁj E@nét:}/gbtg)rﬁ rr?f %tlbny AL \72 g‘ﬂgz'

speci f| c liquid chromatography methods with tandem
t LG MS/ MS d
PH%%&%en rat'f‘@gkoﬁ%%ﬁ§cwla??agl n and S% )?\r/]varfari nin
pl abmevalgatdetherdiinicedraigvancs op angtpoterdalVsfiaet girtigesyhline.on the
plas 5 c&%e% FQ(NaFfQ?n %h@QWﬁdrlﬂetr%rﬁPWr£ﬁﬁ'tlpnﬁa%§ﬁr3é§sed in

ﬁeana SIS O e serum a
SeCDntdmamdwN?)% uwﬁsurgdﬁhmoseedd ah0.-Pamb) 2353 4, 628,a‘r2d2€k 36, 48, 72,

96, ﬁ%' 44 an@S ) hol %%ﬂera éichsﬁﬂ@{etd'ogé g)éréh ré@iﬂﬁrﬁﬁragign. The peak

ecycl1 ne/ ari n/ Pl asm ar|n
INR:UNRsaXharod@enﬂ_me & pagl INB areatakeg ditegtlyl frene e pbsrjeedidate. The
areg ugggro R- lgll'\’ JHR g?.xr\(? over i 1§ b 'olﬂéér)éal?&r tervd is calculated
ummry o Assay or mance for
using @ecbgz@antra@ea@dalrfuhssays -Mddle QC (200 -H gh C
(1500 -Low QC (25 ng/nmL)- ng/nmL)- ng/nL)- Analyte Mean
CV% Bi as% Mean CV% Bi as% Mean CV% Bi as%
PHARMACOKINETICS RESULTS:

The following table summarizes the PK profile of tigecycline.
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Ti gecycline 27.1 8.56 +8.55 210.4 2.47 +5.23 1585.6
1.62 +5.71 Table 3: Summary of Assay Performance for
wa\arobazions Pl asma Assays -Low QC (10.0 ng/ nlL) - POA/ts1066/016542
QC (80.0 -H gh QC (800 ng/mL.)- nmy/mM )~ Anal yte Mean
CV% Bi as% Mean CV% Bi as% Mean CV% Bi as% R-warfarin
9.73 2.86 -2.75 78.6 2.26 - 1.69 797 2.87 -0.33
S-warfarin 9.69 3.12 -3.08 78.4 2.02 - 1.94 798 3.32
-0. 19 PHARMACCKI NETI C ANALYSI S The steady-state
t gecvgéézyﬁfﬁwes%HW -Sefe Pﬂﬁfn@édoﬁlﬂeﬁépé#aﬁ@ter@ AoBasrEm)ECt
I.S_ana ed by using eﬂnl rical, nodel-independent.
phar macoki net i @naset hodstmeThus, Ehe pealAQQm@tent rati 6h
gﬂgm) and th to ak co rat X r
Tre{aa en_directl v ro the bser v@gﬁﬂ'é)t a rj%’%/ﬁrg_?j:a) ug’/ﬁ/kg
Tigebglinencent r a886:12021 n@5et1.0@ o0VRe:28 dodRRYeSilht erGs310+£0.072

TRy, 7 TR LR BY 7 82! ol b 20l

watfamear - t r apezoi dal rule for increasing concentrations.
Systemc clear (A) .is cal ed ag e/ AUC, o ap4l
pvl‘%}ﬁ i S present eg %gth correct edcdjk uncor rgdgfed for
Gebolsﬂyam&agdif’t . Th@2%i ngl e-dose R-1K&F4 ari n 18R% S- war f &8%mn
SR conce n data for mo ub SO apB.gse
902 @T zed by ur%li ﬁtgllbzrml rical, nodé -/:Sndile%gg}jgh %
Abpn‘wratralwkl netic methods. The apparent term nal - phase
sl 4o Bferval 0 t
ASooh R Bfed 35 oERAR AR ity aEgh R REp Bonal 010
12$1em$m concentrations that are determned to be in the
on phase by visual inspection. The
C”a é’r“ént ?E{t‘é?rr%!tﬁl’a‘l‘l i%ﬁase di sposition half-life (ty2) is
Cme,&t pedkatopdertation2= 0. 693/1z. The area under the
co t time curve (AUCT) to the |ast observable
L oﬁ"ﬁ‘z'ﬁ%ﬁ%}'m& (C) at time T is calculated by using
Cl ehirdvegeus cigaraontadal rul e for decreasing concentrations
ap I idal rule for increasing
tmaéoﬁﬁgﬁglpa%lggﬁﬁséeﬁﬁgﬁﬁphe total AUC is estimted by AUC
a: Freatugaht-p-@lyd fzomﬁ%fa@mw\ﬂb\é%Oﬁlpﬁ‘cﬂ”ﬁaﬁf@@%@%tﬁ) i's
(W= B0 dehignigppar ent
b: &%&Bﬁrgl -gﬁwasgg\%g Srre opﬂg?hstrl ution (Vz/F) is
estimated as Vz/F = [ClI/F] /I z.

Following coadministration of warfarin, the mean steady-state tigecycline

systemic clearance and exposure (Cmax, Ci2n, and AUC) are within 10% of the mean
values for tigecycline monotherapy. Additionally, the 90% confidence limits of the
geometric mean parameter ratio are all within the strict bioequivalence interval criteria of
80% to 125%. Thus, coadministration of warfarin does not alter the PK profile of
tigecycline.

The following table summarizes the pharmacokinetic profile of R-warfarin and
S-warfarin.
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PHARMACODYNAM C ANALYSI'S To eval uate the clinical
rel evance of any potential effect of tigecycline on

wWo b@eplmssra concentrati ons of R-warfarin and PCT/US2006/016542
S-warfarin, the prothronbin tinme (expressed in seconds
and INR) is nmeasured at predose and at 0.5, 1, 2, 3,
4, 6, 8, 12, 24, 36, 48, 72, 96, 120, 144, and 168
hours after each single-dose warfarin adm nistrati

Thi s 2P (U AR O oS RN THEOR RS S A RIS (MPANSD)

takem diTectty_ T oM ®WigARgered._dat a. The _argq Hame -
the INR vs tinme curve over the 168-hour observation
interval is calculated &YSng t K&F i near trapeA¥Wdal CVF
rul e. PHARMACOK: NXETI CS(WH-T%L/_EVI@ f opl Qowi ng(pquqe (mL/h/kg
summari zes the PK profile of tigecycline.Tigecycline
Trestmgaly - St at e F(’h@(mﬂscoki nktic PaBhnet dngMiNeansH) )

-

teTt (U T 54T (FRARL) 2( g7 N7 &g 1.
w |a3@cycl i ne g@é%%éﬁglo 5%%8%041@(17%?28@&&?%4 #4918 7.0:1.9
TigecgdideOr 072 TI5pdegs9d i nd22+-082113D.50. $9663200 1958+82 S5.4+1.2
W%{l%@494 0. 296+0. 057 warfarin p-value a 0.646 0.255

.004. 0.004 Geo. Mean Ratio b 102% 108% 107% 93% 90%
p-Vahf294- 1 12% 96-0023% 108.0811% 00096% AbMtlevi atd-@Hs:  0.001

AUC 0-i_ 2h = ar under congentrati ti rve -,
GeuMeng Raltie” doséggb erva?éf{;?‘?to @/ﬁouré;‘ﬁ’ ZhHEIZB% 7%

concentrati onglidyeur 1350Cmex s4.peak ggncentrfd.on; 71-84%
CL = confidence 1| mts,; CP = intravenous cl earance,;

o0tnBK® = tinme to peak cont®ifbratidie a: THE8%t nent148% al ue

AobFRiHBnE ATE E8red WAL TR B Sohdamtralion Bde;data.
Cl/F = oral dose clearance;
Cmax = peak concentration.
a: Treatment p-value from a 2-factor ANOVA of log-transformed data.
b: Geometric mean ratio and 90% confidence limits.

Coadministration of the therapeutic regimen of tigecycline significantly decreased
the oral-dose clearance of both R-warfarin and S-warfarin, thereby increasing the Cpax
and AUC of both compounds.
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b: Geonetric nmean ratio and 90% confidence limts.

Fol | ow ng coadm ni stration of warfarin, the nean
wQot@adyress at e ti gecycline system c cl earance apdI/US2006/016542

exposure (Cmax, Ci 2h. d AUC) are within 10% of the

mean val ues for tigecycline nonotherapy. Additionally,

the 90% confidence limts of the geonetric nean

paranmeter ratio are all within the strict

bi oequi val ence interval criteria of 80%to 125% Thus,
PHATORACDDYNAMO Rpsof Tearfarin does not alter the PK

profiTe of tigecycline. The followi ng table summarizes

t he pharnmacokinetic profile of Rwarfarin and

The%lwﬁg?\fabré Fenaiz2E e INFIpariaeb@namichrogleeof Bestarin.
Phar macoki neti c_Paraneters (MeanSD) R-warfarin

S-warfarin ME:FtﬂarmﬂaMyn@*vCFP@ﬁﬁs@ OVEETRSIL h/ k max
(Mg~ h/ MR TT et R, (M7 AL (hT)_GAUC b )
Var f ar i_n 11581259t 73+18 4.3+0 8 i%(nz%g? 479%31:"

Ti gecychygiarih 1584+259 110+38 2.3948. 5 15?5§36459+17
5.41.2 Warfarin p-valuea 0.001 0,001 0.001 0,001 0.001
0. 001 Gg@ecxﬂ'ﬁﬁ *Rat i ob "&HHE 168%8%:8% 1439203884 77%
126- 151%dPin 54- 129- 119 71 84% 90% CLb 187% 67%
158% 140% Ablgr evi ations; = ar under .t ti rre
concent a‘f"’l‘éﬁ] curve; Pr93 raI (g%se cl egr%%c

= peak %@m@hm.@h ago% eat rrEIBB%p val ueofz%om a
2-factor ANOVA of | og f, 0 dat a. metric
nmean ratio and 90% con%‘ﬁ@ié’e A‘ts Cogaﬂﬁﬁ?st ration
of the wheyagpeutic regi nen of t|1ge%ycl i ne

signifi tlv decreased
g é'brevfatlons

AUC,.¢sn = area under the time concentration curve for the
interval 0 to 168 hours;

INR = international normalized ratio;

tmax = time to maximum INR value.

a: Treatment p-value from a 2-factor ANOVA of log-
transformed data.

b: Geometric mean ratio and 90% confidence limits.

Although the R-warfarin and S-warfarin plasma concentrations are higher
following tigecycline coadministration (See FIG 1: Mean (SE) R-Warfarin Concentrations
in Healthy Subjects Receiving a Single Oral Dose of Warfarin 25 mg Alone and With
Concurrent Multiple IV Doses of Tigecycline 50 mg Every 12 Hours and FIG 2. Mean
(SE) Plasma S-Warfarin Concentrations in Healthy Subjects Receiving a Single Oral
Dose of Warfarin 25 mg Alone and With Concurrent Multiple IV Doses of Tigecycline 50
mg Every 12 Hours), the mean INRqy. values are 10% lower following administration of
the combination treatment, and the mean INR AUCq.1esn Values are unchanged (See FIG
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the oral -dose cl earance of both R-warfarin and
S-warfarin, thereby increasing the C8x and AUC of
whodok/1zwepounds. PHARMACODYNAM C RESULTS: The fRCT/O82006016542
tabl e sunmari zes the I NR pharmacodynam c profil e of
warfarin. I NR Pharmacodynam ¢ Paraneters (Mean+SD)
Treatnment INR mac (h) AUCO-168h (h) Warfarin 1.8+0.3
30+9 21614 Tigecycline + 1 6+0.2 39+6 013 Warfarin
3: Meap B ProtearBon, Uos BIFsbisHEa RudC Rt H b, Sae8,Oral of
Warﬂgﬁué‘(’;éfﬁi@% AicHe 184 V\ﬂtgr Q;Qrt?c%én%ﬁf’/d\@li@lelm%o%bb reFVEigédyels: 50 mg
- = area_under e tinme _concent ion curyve .
Everyoi 2t Heuisnt er ¢EAitigN]lY, 18% WB‘J‘FXS ,an‘?l\@%g ’L\l["ﬂ{:@ﬁf‘rﬁa'fnﬁgﬁafhe strict
bicefGivaBhEZ @Btdriat jop; compaXisens betvebn HiBxiarkrin Nnvtlerabyaand the

reat ment p-value froma 2-factor ANOVA of
warfpgiy plug igeeyaias compiaapn t&@ﬁ\‘étri c mean ratio and 90%

confidence limts. Al though the Rwarfarin and
S-warfarin plasm concentr . fol l.ow

t i JERARS SRAdERiFAtian éipﬁaﬁpg%"f{rg@%?’ﬁﬁeﬁgﬁ@h@@gﬁcw- However,
admitidvetibarof theGaBpBLticiegbms, dfnigEeitd inclidape tiiesexposure (AUC) of
e S ST 8 S o ot B AR Aucs
doe$ hobGsidnirsayitiyl Zitklo wasaamg drtiCojuldvie gnofliSEndasaredaby INR).  No
coeRe o e oo MY Bt s A SBS g of =
singRZh-Migt draluse st narfaridilohe prheltipl SDaag v dbsdl afdiggcyding and the
com?)l%ed multiple-dose administration of 50 mg IV tigecycline and a single 25-mg oral
dose of warfarin. Therefore, no dosage adjustment is warranted with coadministration of
tigecycline and warfarin. However, consistent with good medical practice, the proper
level of anticoagulant activity should be monitored whenever patient treatment is altered,
such as initiating treatment with another drug.

This study only evaluates the effect of a single dose of warfarin on the
pharmacokinetic profile of tigecycline. However, given tigecycline’s main elimination
pathways of biliary excretion of unchanged tigecycline, renal excretion of unchanged
tigecycline, and glucuronidaiion, repeat-dose administration of warfarin would not be
expected to produce a larger effect on the systemic clearance of tigecycline.

While the invention has been described by discussion of embodiments of the
invention and non-limiting examples thereof, one of ordinary skill in the art may, upon
reading the specification and claims, envision other embodiments and variations which
are also within the intended scope of the invention and therefore the scope of the
invention shall only be construed and defined by the scope of the appended claims.
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ng Every 12 Hours), the mean INR 1 x values are 10%
| ower follow ng adm nistration of the conbination
wo e@atizené , and t he nean | NR AUCO-i 68h val ues BECBUS2006/016542
unchanged (See FIG3: Mean (SE) Prothronmbin Tinme INR in
Heal t hy Subj ects Receiving a Single Oral of Warfarin
25 nmg Alone and Wth Concurrent Miltiple IV Doses of
Ti gecycline 50 ng Every 12 Hours.) Additionally, the
WHAT ANED IR AUCD- 168h neets the strict
bi oequi val ence criteria for conparisons between the
war farin nonot herapy and the warfarin plus tigecycline
1. corfbteraposition eemprfsing stdedsiona owrlaveline shepsen Bamdbegnpound of
fornﬂgé alter the PK profile .of tigecycline. However,
adm ni stration of the therapeutic reginmen of
5 tigecycline increased the exposure (AUC) of Rwarfarin
and S-warfarin by 68% and 2%%. raspect inve] ycubut this
i ncrease in AUCs does not signif
warfarin's anticoagul ant pyofi
safety-rel ated congerng arfe i
subj ects after thgﬁsabl@ﬁhi/slténg @ﬁ
oral dose of warfafincal one, mPti Pl e 0-1y | ¥ doses
of ti gec(y)cl ine, and the conbi ned nmul tipl e-dose
adm ni stration of 50 ng IV tigecycline and a single
andZfhangaceuticaltyoseeptblasmafta thereof, ndrat feasé pnenwadadage
adj 1S - A A T ' f
2. EORS B BTSN LSRRI Sl bo
10 3. gookl comgositibn prerding do claim Iperogaim Rewberesst the warfarin is warfarin
sodﬁ{ﬂrﬁi coagul ant activity should be nonitored whenever
patient treatnment is altered, such as initiating
4. tr emcompositvn heeondingiéo anyr oe offtiaimsst tady, whergindhe icampesition is
: f A .2 dose of warfarin on the
Su't%)lﬂgrf&rr{aé:ag%tﬁ@ F@rn%}%r%h?% of tigecycline. However, given
5. ti gecymbpsitiorns agearding ko amnhend einclaimshinveys, wierginl the cgmposition is
15 sutf¥ERE heA AbuyghAngeod] gecycl i ne, renal excretion of
unchanged tigecycline, and gl ucuronidaiion,
6. r epeahatioseeulidal ermnasiion ms Gaimear inaanyhonw @f ¢laiss Thto 5 further
t produce a larger effect on the systemc
cor@ff%@ﬁaaﬁgeeatsgf tigecycline. Wiile the invention has been
onelpaymiagedtidsjly dceapiae excipi¢éntenbodi nents of the
| NV A | - | i " . «
7- o df narheiRf, RSy BB RRISESidr B B loasp 3R Dyertycine
20 chosgrebpmiaeampeundrad falmaians, envi si on ot her enbodi nents
and vari ati ongcuwhieh) arei:@l soHa t hin the i ntended
scope of the inventiom ang;lgtherefore the scope of the

o
HBCXH\/”\

HsC CHy

Iz

o o oMo o

and pharmaceutically acceptable salts thereof, and at least one warfarin, wherein

administration is simultaneous, separate or sequential
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i nvention shall only be construed and defined by the
scope of the appended clains. WHAT IS CLAIMED IS 1. A
W@ ivp0sicbé on conprising at | east one gl ycyl cycP€TES2006/016542
chosen from a conpound of fornmula (D and
pharmaceutically acceptable salts thereof, and at
| east one warfarin . 2. A conposition according to
claim1, wherein the glycylcycling is a.free base. 3.
5. A AoRPEEAIGH RLERF GPRRIIDY (G SR 1 aPofhiaiti 25 i, Bish may
remhiR@&uBatahiRlly thd Sam@rdsahé Bosebkfom safll caisinatmstherapn.
according to any one of clains 1 to 3, wherein the
conposition is suitable for parenteral adm nistration.
9. g A\;\(‘chcfrﬁtﬁm ﬂﬁin}qthéﬂap@%@@rdir@gotcmiraﬁyormgfm, whexeimsthd gtyoylcycline
, erein t conposition is suita or _intrave
and S8R 364 BT ESRD RO e 508 b SHELE PO atter
the &l 184dTRMe Warany ioaemiafstetédi ms 1 to 5 further conprising

at | east one armaceut.i ca cceptabl.e excipient. /7, .
10. 3 AoBaisa TR e g on g es ORI PAPRATERE: wherein
first| @Astar@iht Poprpyibey ek gt anesgiycylayolinea chasgnofromt afcompound of

forpula | and pharmaceutically acceptable salts
forrqq?ﬂepgof’ and at | east one warfarin, wherein

adnmi ni stration is sinul'kanedtis, sBagaf'® or

sequential 8. A conbi nation| t herpy Hagcorgding to claim

7, wherein the warfard n ¢osy Y Al substantial ly

the same as tthe_dHse et d dabiAatinen t her apy.

9. A conbi natj o t hér apy 3 cllhim7 or claim

8, wherein thé gfecyl cycl i e warfarin ar®
andﬁ%@rﬂéc%ﬁﬁ&ﬁ@ %@é&@ﬁl@ LSRR NG 8 sREHR SorapttnheiR c¥@prising at

ours a the at |

ter _least one warfarin is adm nistered.
least One warfedn.cid vdasein deifrstanthyacens gompantagris afggonnected to at

Ieaﬁ%ﬂ@%&kﬁi&%@ﬁ%ﬁems’ wherein a first conpartnent
conprises at |east one glycylcycline chosen froma
11. confponedicalf apprarayb aageording to claim 10, wherein the first and second

compartments are connected to the same administration set and are mixed prior to
administration.

12. A medical apparatus according to claim 11, wherein the first and second
compartments are connected to the same administration set and are mixed at a Y-site
prior to administration.

13. A medical apparatus according to any one of claims 10 to 12, wherein the
warfarin dose may remain substantially the same as the dose before administration with
at least one glycylcycline.

14. A method for administering at least one glycylcycline and at least one warfarin,
comprising administering to a patient in need thereof a therapeutically effective amount
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and pharmaceutically acceptable salts thereof and a
second conpartnent conprising at |east one warfarin,
wareemabwsei N the first and second conpart nment SPEr/ES2006/016542
connected to at |east one adm nistration set. 11. A
nmedi cal apparatus according to claim 10, wherein the
fi rst and second conpartnents are connected to the
me adm ni stration set and are m xed prior t
Of the eSS PRGN BHCYCIRE CRSRR dPRLA CABRSHNE SIOTA} di ng 1o
claim 11, wherein the fl¢g{-Cind sefepd’bonpart ments
are connect ed to the sane adm nit st r_H_a€| on,,set and are
m xed at a Y-S|te pr icor lon 13. A
medi cal apparat.usiacdor dling )\ of ngJainms 10 to
12, wherein th@(war arfin dose]nma ai Ml substantially
the sane as t'H& @ese befor® afni rﬂ"bt Patlcbn wik h at
I t V.
ana AR BR E T S5 S b BAITAORMnG 6 2 patient ip poed thereor
athenaeem@aﬂﬁeffeptlveenpnniswfﬂge aUﬁa‘iSiiOQEé\farfﬁﬁnto a patient in

ne d Fn%ﬁ{ §00r %y rggtﬁ{gap% IHIEALY Y iRl ;aragh}fﬁanarme&fo% (&iﬁl) and

eas yCy i'ne chosen m a corrpoun
con‘fpd)cateldi akiarahd skin pma:tmmemcn@m (opS&tk spusast by gaamsnegﬁﬁue and

grarﬁﬁn@sﬁ‘i\/g tp?{Hoggp e%fepcﬁate!segﬁd 'bBthnﬁ'l%gPéllhﬁr&?gce ible and methicillin-

erapeutr c ective anount east one
resistant stralma oflsiapwlmt:h@daweua MSSA rgd MRPA) eapritsing administering

o én%gt%g?w%éaa'théra&e%t h@?épem&{hg) ﬁ‘&;iuvéo%bhﬁ@b?datsiéb& one

n structure infections , caused by gram
glyayteyelinevabosertfrem ansoparsiunil vefopavkadgens, anaer obes, and

bot h net hi ci Irhscn _csgiscepid bledzand et hicil linresistant
strains of St aph IocogcusH gureus (MSSA and MRSA)
conpri si ng admni.r Fo~aPatient in need thereof
a ther apeutji cal i anmoynt of at | east one
gl ydgy 5b|/“\g chffsen A cO cn)?und of formula | and
i t stspharmacedti c&t | p ac@eﬁ‘loabl@ sal (l)s and
adm ni steri ng”to a

t in of a,. ..
A S TRERA AR, 6P P B S AL B A0 [ B4 UG need thereof
a th‘é@e{pfeat” ¢dg3é eﬂf@ctlvé alﬁﬁifdhodf Afiedst oad wadaonpl i cat ed
i ntra-abdom i pfections
6. and® s RISk 1 cltrﬁﬁténq nfELR ica%g ('%%S%?‘fom'% s','éf‘éc g?éﬁ’ﬁ and
conﬂﬁiGélbd\éﬁmaﬂﬁﬂ skin structure infections (cSSSI), caused by gram- negative and
gram-positive pathogens, anaerobes, and both methicillin- susceptible and methicillin-

resistant strains of Staphylococcus aureus (MSSA and MRSA) in a patient in need
thereof, which comprises providing to said patient an effective amount of a combination
comprising a glycylcycline of formula I or a pharmaceutically acceptable salt thereof and
a warfarin or pharmaceutically acceptable salt thereof.

17. A method of administering an antibiotic comprising administering to a patient in
need thereof a therapeutically effective amount of at least one glycylcycline chosen from
a compound of formula |
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gram positive pat hogens, anaerobes, and both
methicillin- susceptible and nethicillinresistant
wareai1zee®f St aphyl ococcus aureus (MSSA and NREAN/USW06016542

patient in need thereof, which conprises providing to
said patient an effective anmount of a conbi nation
conprising a glycylcycline of formula | or a
pharnaceut|0@% y_agceptabl e gglt thereof and a
warfarin or al nacqulcglﬂy acceptabl e salt thereof.
17. A methqd of ad-' t& goln anti biotic conprising
adguplsterlng need t hereof a
t het C é Hoof at | east one
gl yeyligycl i né chase oodi of formula I(l)
and its pharmaceutically acceptabl’e salts, and

and #dphainsacenticaiy eceptakie isalite, and administefied od patient in need thereof

a thé@?%&ﬁgw éi%%k by ar%tn&ﬁc%f'a\’%agtrgﬂé Nharpfrinat | east one

rticle o acture COﬂ'pI‘ISIﬂ
18. (a)inaadisteagé rﬂ@nufa@ﬂreathrre;a@tngofeé gl gespgey formn ef @ﬁd@éﬁ one

g|yc{g[;)2 ?ag?‘ggggwa%g gﬁg@[jgg{(m@gqj its pharmaceutically

e insert or printed
Iabel i ng provHFCdm'rﬁ 3chatH \dﬁsége form of the
gl ycyl cycline nely be $o<@dfi nbstered with warfarin
V\herel t hg waff an ¢y remain substantially the

isttati on with the
ﬁs cllne

¥ ong conpartment in
vvh| ch fie gl ycyl cyC| ne is stor edn(819 A kit

and¢t@'Zﬁﬁéirﬁéd@gtlcaﬂl?)ac@éptélﬂaséltsone dosage form of at | east
roma

) SRS AR FOBSR S 3 R TPRRMs R Y v

may RS tcotdinigierpsd twient warfarishivherdihethes vedrfariad dosandmeg ) remain

bl By Bt on e ima oo erminssetaS KR 20yr e s A

(c) dt gt 6ifie t:dnﬁp@w@rythmwbich tiee glyq/lctyc;mqmscswreld ng that the

dosa formof t i ne b Lni ster :
19, 1 o M PP Rar aF 165 & heideaps Mol e i eyicvatine
chosarbiséraatdodpopnd befosaote las t he dose before

adm ni strati q.chm tch, t hepgl ychl cycline.20. Use of a

gl ycyl cycline ofNf or nyl aHI —or a pharmaceutically

accept abl eosal t oreBi~zn eHpreparati on of a
medj cangnt [f or @ : |of corrpl i cated
i Nt rayab Re NH,

HoC” by, H o § on

=

©

I ()

and its pharmaceutically acceptable salts; (b) at least one compartment in which the is
stored; and (c) a package insert comprising: i) information regarding the dosage amount
and duration of exposure of a dosage form of the glycylcycline and ii) providing that the
dosage form of the glycylcycline may be administered with warfarin wherein the warfarin
dose may remain substantially the same as the dose before administration with the
glycyleycline.
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infections (clAl) and conplicated skin and skin
structure infections (cSSSlI), caused by gram negative
wa@ar@egewne posi ti ve pat hogens, anaerobes, and bptTUS2006/016542
methicillinsusceptible and nmethicillin-resistant
strains of Staphylococcus aureus (MSSA and MRSA) in a
pati ent in need thereof, which treatnent also
ri ses adm nj

st r a
S valid pPlorBadior bbfgrmagaisal, Scaepiat saltrereot
in th’rb pl‘@@mﬁtﬁfl é:@ﬂwéa&’caﬁixﬁmﬁﬂbr&bieetréaihknt bﬁb@ﬂblldalted Inera-abdominal

. repar.at.ion of I camen orte
mfeﬁmgﬂp@\btam s ER R A SKRSUUPEn ETCPR oSy caused by
grarOMldatvd eshds kgramapubitivsi pathof e, ueﬁaerbb@:t laAds both methicillin-
au ra negat i, v n am positi
susdsTRE RIS TR DB By T 1 Ao qer e urals fiissa and
MRSAJ)Sm%pbat@nEmamébdnmbi‘ﬁo@Ivl/HId:rnfréagtéhaaltso sbmarisss administration of a
P coccus SA and MRSA) in a patient in
Warfsggﬁ’rgl‘?g?@ﬁc,e“ 8ﬂ#ﬁ‘e£%’\{’?rrent al so conpri ses
21. ad ndsei of tarvedrfzpin avfa phagingcatlticsitl acseptablefsaltidraot indiie preparatlon
har.maceut. c t eof uct co
ot algiica et b FieeFemebl o Fwic R ineRariHtEbaL PERHR G () and
con*@ﬁ&&@d akiheargladiin binecienef infaotiors 6@8883)[ caused Iy gram- negative and
maceutically acc t abl fore as
orerf R e G P aR A PGPS 381 il Reindil- " BsdPufs agp metniciin-
resistengfusirdinslof Bi@pHytocbbaist awratisrd NS Séf an@ﬂqJRSA)aired patient in need
nfections n
therkfBieh TBTbel el ey 580 R oleda SOERRISH, 6 gR g 1 or e
phama@mm@eesalnmemc&m posit i ve pat hogens anaer obes, and
th methicillin- susce hi lin- r ' nt ..

2. o1 P GO T o AR (RS | PrivsRbicBlcaly
accﬂﬁablelsblt ithereafehdt dnameefin or a pharmaceutlcally acceptable salt therfore as
a combined preparation for simultaneous, separate or sequential use in the treatment of
complicated intra-abdominal infections (clAl) and complicated skin and skin structure
infections (cSSSI), caused by gram- negative and gram-positive pathogens, anaerobes,
and both methicillin-susceptible and methicillin-resistant strains of Staphylococcus
aureus (MSSA and MRSA) in a patient in need thereof.
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