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WD 2006/ 121713 PCT/ US2006/ 016860 DELI VERY OF
TI GECYCLI NE I N THE PRESENCE OF HEPARI N

w@eosmi7N STRATI ON OF Tl GECYCLI NE AND HEPARI N PCIT/O8206/016860

enbodi nent, the present disclosure is directed to

conbi nation therapies 5 of tigecycline and heparin

and nethods of adm nistration of tigecycline and

heparin. Tigecycline,

(9- (t - bubELMHRN @F aNGEC) Obd Mo 8Y ¢ HErRRESEBRE FMONOHEPARIN

(4S, 4aS, 5aR, 1

2aS)-9-[2-(tert-butyl am no)acetam do] -4, 7- bi s(di net hyl

am no) -

COHADMIBITRAT ION, QP 31 @@ ¥eliNASD HERARIN a- t et r ahydr ox

y-1, i _ ,
Hon?ér‘%gd|g1epgw;5rjé§§rﬁgi%“c%9r@ﬁ?mr§i&?d ’ci cﬁ'ri%natlon therapies

I ne ant ot c and an anal og O

ylcyc
Qéi{@@ydtrﬁ@mddwenoeﬂm aoy oletheds ofrpgrwinadiatioreof tiiegrdipe land deparin.

is a cline,
for mul §° Bg? jiné, LAV R Eing PR
(43S, 5eB.( 23 SHO R tertdiHanion JartamTidaderbis(digethylamino)-

n t fo_
sl 5886 L SERBN LA PE ML S PRl B,
bab@ga@q&@@arfogmraﬁm Ib@cglmylcachn&@tnrubtptuyarmbarm anaiog of the

I a S |

tgg{t#lr ch‘é lél fé‘tra%]éﬁﬁ% rg%/llﬁl(::)}scﬂﬁ% C'Flb%ﬁg) l% L 9 1 dﬁ?ylg%lycylamldo derivative
of mmcmlnn@nforrnulaéat eria. Tigecycli ne | s act i ve agai nst
many antibiotic-resistant grgoy paesitivecpattegenic
bacteria, such as methicillin-rgsistant Hsgaphyl ococcus
aureus, penicillin-resistant & =8
pneunoni ae, and vapgo @&@ focgi
(Eliopoulos, G M e nuT\JI\I . =0y ﬁ%‘zs
Chenot her 38: 534- 4% g ai se AOFP Oet C&I
Journal of Antimcrobial Chenot hghapy 35: 877- 81.

[erratum appears in J Antimcrob enot her 1996 May;
37(5) TiespilineGadaveloped M raspoase db. thz00®rid@idenitbrgat of emerging

| - 12- 22" i . ) o
KRSt drpifesiacepantl B8 sBeotim hifiadia sl both in viro
ROg in &vo. @B/cwcy@ne @ntibiptics2 Betetratyictinerariibiaties, 704 by Intiibiting protein

1995. Journal of Antim crobial
%héé’m n\é}ﬁg‘écteﬁ% 225 30. Tigecycline is also active
agai né’tgebm@m@rls activa padingt any phtiotictrasistenb gramp-oesitive pathogenic
f of t ,ac I ib ract
grggtt@g% X Isg%ﬁ 'ﬁ?r éé‘éat-ll\l& n! rv\%ét‘%fa gﬁaqggd%c% andelid, PRRARMRIn-resistant
ﬁ@epmsgmﬁlmﬁewma@t ard varppoycinAasistanteniproagesit(kliopoulos, G. M. et

gpel@gh h&hti él%bé&%«%‘t@éh%l%fh%g '535) g%@%gakrals’legg\gP %?Hf qg%5 Journal of

Vol ‘ecul o) an
Pimamrm@mlh@lﬂquthmpu@@mgi& [ermatuse @@ge@m in2h&ntipiggb Chemother

i\l 1
?A@gé‘gg ]’8‘7&8{/1043%5G%@g0g\g M"S\}(\)/n%'ﬂ ;I %ﬁﬁ’ye fé%'l Vrg% 5efbfeutlcs 27:12-22;
mq&ﬁlﬁ,r%wgﬁg@htwgﬁqémlﬁ@blal ggarzta&@hgnqthgrapy 38:2218-20; Postier,
R esevsl F@@Af yasy Tkh%r 85964 |7r|14 t\N@lsg r\ﬁa.? r‘g@gt 1@55 M¥¥hal of Antimicrobial

bacterral Tnfections, such conpli cated

iGhemethenenidRa25r 34 e?Ellie@y%nQ @I Apg actvenpgainsithegtesial pirains carrying
Bl o rarl s o SRR ghe (RBETHALprtection (Hiata, T
Pneunoni a (HAP) indications, which may be caused by

gram negative and gram positive pathogens, anaerobes,

and both nethicillin-susceptible and

methicillin-resistant 10 strains of Staphyl ococcus

aureus (MSSA and MRSA). Additionally, tigecycline may

be wused to treat or control bacterial infections in

war m bl ooded ani mal s caused by bacteria having the

TetM and TetK resistant determ nants. Al so,

tigecycline may be used to treat
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bone and joint infections, catheter-related
bact erem a, Neutropenia, obstetrics and gynecol ogi cal

WO njoeazizehs, or to treat other resistant pat hoBENES2006/016860

such as VRE, ESBL, 15 enterics, rapid grow ng

mycobacteria, and the |ike. H avaka, et al., U S

Pat ent No. 5,529,990 discloses a nethod of treating or
controlling bacterial infections in warm bl ooded
&hahnR084.cantipnicrob iigeatinChémoiber. dd:24 798da Onhc 61 efalc 4B9Y. Journal of

' 7 t ut 95 [ } .
zﬁrél%";%r\é-@@gg% ) Afg56§1de%xté? é{ér a‘}éy |Dng‘,91 gﬁﬁ&\%ﬁge@%&g 20:2195-2238;
disgussj@ 2248-228% Sabnbepingdr, Dhand dMudillere sI®6 badhives 8 Microbiology

t of
2192 gtélé %@ S&lﬂe)éas @%??19%%5%&[% Qﬂo%‘%lg%ﬁ e@epﬁ%hé‘r‘??%‘%47-249.)
war m Erigmm@u::eanayr’ae SJSediustm matrh)anit @‘rman)h badtarpl tilfections, such as
ot e .
Tek ARt Thtouft et ST SAL by e s
gpfect@nbs(pssat ed;‘C@nrOsrmbfsﬂpqmltedd Pneumonia (CAP and Hospital Acquired
t |
ﬁ%g@é%’? ﬂgﬂ%s,?@crargo e%%‘#r?‘:ﬁ%%‘é n%d;ﬁ g ﬁgérﬁ Iﬂegf\tge and gram-
Pasityft PNDOgEBIS5 20aegoies, aind Dbt metbqutm—amapme @nd nthicillin-resistant
t . i . : :
CEAE S b R UL IR AL A fgpoine oy o
Rethisl tegat of oapioel inaetgrinininfentortsds marrmbkpm@drmmyalsfceused by bacteria
Eﬁﬁgﬂé Té’c%ﬁﬂi PSR BsibUnBALttihifAhts TA@&‘%%QSEWWR% rﬁ’%yl de used to treat
ent

req e adm ni stered sinu
@Pm@éﬂdsmﬁdmﬁﬁmg@s, Sitheser-tetated thagtersroiai ri\éelmnaemlae obstetrlcs and

% at ‘eda. ﬁ'?%(gllog% g:f HPedf $t’h8 &rﬂs\tﬁ% é 5@% tEuch as VRE, ESBL,
&El =58 é@m@grmn@wcwa%ﬁw and thedikewo sol utions to be

m xeddaRet Bek, pE'SJrPéthtul% n%SQQ ngldseé ZaaW of treating or
access polnt on 'the patient. Thus, in one

oUsing1 badenatTinlesiomsin Me@Bhloasied oanimels: compgsing administering a
bh&%@é@io@ﬁﬁllﬁ@@éﬁtﬁe Qﬁwoﬁﬁf"ﬁ:‘i *ti\%gﬁsst?fq:tég Lot BEL LIS ammg )-6-demethyl-

| uentsor utions are

@&@@M@ﬁracypl@mrq anQ'Gm]é'SQWOHHE) is gnmammbet Gadhe menus ideseribed. U.S.

PalcAt MUS NS BYS, 98h O4lky Qflsc%sreé'g athbal & tr ngln'of: controlling bacterial
mucopol ysacchar i des, eﬁiycosam nogl ycans aV| 9g

ByiRqtiens du | vwaim- blsocéﬁdoaelmal%§aua bmtmteélahé@mg ghe TetM and TetkK
%é‘i’ét%defé?ﬁrnr%ﬁ%n@pnsﬁr@ écﬁ%ngl@hﬁéj %Q%rrﬁéﬁdl&g@%w le®BLtive amount of

therag Fg axi s and treathe veno
Bhr &1 §tit'é.t9819d spbgfiteed e nantsn)-6idgmethybli-degugetraeyglingen of  which

tigscyBirRY @Nl AHenMerPOS (iRPEALd \HesEfRB. VaNaUPAEKONBOS 59 090 is

and pul monary enbolismin patients undergoi ng naj or
KeamRraied PW@fna@f refesemepdpyts ghtifghvo f or ot her reasons

are atrigebydiin®maieye hiRufRetutdy &W@Bsmtlbﬁ a%?@l"i‘ﬁﬁated for example,

prophyl axi s and 'treat nment of pul nonary enbol i
S‘PrFP%LI'”dFF dp ithe Besrial mqrmaémfe{ r%ﬂ$t5wlonda8agwé% |S§Iuam| Tigecycline

Willerpd ﬂﬂy Bé adﬁﬁ#ﬂt@re@%GlW@BUQ %H%ﬁﬁ’@?tdllgéhts and drugs. Since the
5)%% opat i es (di ssem nated intravascul ar

Ging: peghthe gty efivpnls &f diepsiare Ritenrcontaiegd i) sapaiate infusion

Rkt theiNgsitas; o P BYnihdtatian det biiGATSRMe Qo solutlons to be mixed
Ferl pheral arterial enbolism and as an anti coagzu ant

99eKien BHCR tP s 10 FYRION iRfraveRRus 35EERPOIRY prt theapatigpt. Thus, in one
and di al ysis procedures and |q%blood sanpl es for

| aboratory 15 purposes. The t®tracycline class (e.qg.,
tetracycline, chlortetracycline, deneclocycline,

m nocycl i ne, oxytetracycline, nethacycline, and
doxycycline) is a wdely used antibiotic class. Sone
antibiotics in this class are known to be inconpatible
with the adm nistration of heparin. Msgen, R
Anerican Journal of Hospital Pharmacy (1965), 22(2),
92-4; 20 Monnier, H et al. ASHP M dyear dinica
Meeting, (Dec 1990) Vol. 25, p. P-186E. This
inconpatibility results in drawbacks in the
adn1n|strat|on of tetracycllnes and heparln such as,

o, . o, " o o s a o o
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inconpatibility with heparin. See M nocin Prescribing
I nformation, p. 14, 25

whrdop/12¥7aew. wy et h. cont cont ent / ShowLabel i ng. aspPCTESH86/016860

revised May 5, 2005, (stating that "M nocin IV shoul d
not be m xed before or during adm ni stration wi th any
solutions containing.. .heparin sodium..") The

i nconpatibility bet ween heparl n and sone pr evi ously

lemindintesttr the igpeyedre shovld becempyidlle wih dha othar diluests e drugs when
Qﬁé%éﬁﬂioﬁg%}'veeﬁméa té’ge‘fhérua| inconmpatibility indicated
by preci pi tati on of solids. For exanple, when sone
tetr aﬁﬁﬂarnﬁ ébeparin”h epanticoaghiant.iiele hetesogrneoH$ Stape saight-chain
n [
tgh?grﬁzsgﬁu@@lﬁ'aééﬂ V\%bgoo%;ﬁ%% 19 I 6&%&%0@9&%@?0 hé\ém% anticoagulant
iPFRRSARSE | dNertedleuBerariny spdium; rfes exasplei e indicajedder anticoagulant
fhdtghy B prbPSy IS8 bREIBBL triH: @F vér%b%r Pr%frﬁﬁ lsaand“i?soéftbﬁ‘slon in a low-
dose ‘or requires a separate sit m ni stration
tdree jegimentor mrtevwﬁ@nsquqsmpﬁ&nwe lsleen VEBOUd thiemleosis and pulmonary
REWMRY&H - int ffents QIW&J)Ih@%é]BN aB@omlﬁgghﬂééiEesru?&rl;g"Jrhwho for other
heparin. For exanple; tigecycline an eparin
SRRFORS Sfepldipk of d?Vﬁ'@FQI@% tfﬁo@gﬁa@ﬂ@"&@ﬁaﬂﬁgm p@ﬂﬂhﬂﬁmg iapd treatment of
?)Uﬁ;ﬁbnéﬁ thiRMeh; atribr SibifatiBh Xio efdoRzatidht B%ghoﬁs Saﬁ‘lld' fi&atment of
l'ush. I n one enbodi nent tigecycline and arin
R6YtehadRd atChrig C@n@Jrawthnhecoaqwaﬁma b.(qilts%qr@gaf@ﬂ intravascular

tcehdAsioR): PRYeRtiort O FAGHSY iR Cariteil \dAli Hé‘ért L&jg%et??p%de‘ﬂylaXIs and
Disclosed I's a conposition conprising a

éqe9@9ﬁfrg)9§ Pefipheral @@ﬁng{sequh@@C?@g agan gxﬁ’acq@gf;@m ip blood transfusions,
RARARREorANGELER, Akl @a{FyQQJﬁUré&HUF?ﬂ% éﬁa&m&%&%m% ¥8taboratory
10 adm ni stration of at least one glycylcycline and

REPREEH. A further enbodiment is the coadninistration

of at Theasdiraep@ing! }élé){é Cecd. | ﬂ@tré’d?@hrﬁeepé{ld)r'ﬂatraw&ﬁnaerdemeclocyclme
enbodi nent is a Gﬁ'l‘ ar maceut i cal nposi tion conp

Jinpcygline, Qﬁ)étegqa sz’eepthﬁ@/cgnﬁj qqgﬁgxywcm i@ Wnglé(é{seg antibiotic

Ql’a@s F&tﬁh@aﬁlﬂiﬁtlc@% this @l§§se@*e@<hb\®n @d(% FHCSHﬁ)atIBIé‘ \Aﬁ’tﬂ €he administration
odi rent, tigecycline, used her.ei

OB BPBR JMISEBiRnARlicaR Joural obHgenit %ﬁh@rm@@/ (1863 22(2), 924
dﬂlcﬁmle@s}@det@l e Asuiv Wﬁi)’@@fj@hrﬂ&al lMéelﬂﬁg a(bebaegb) Vhe25, b P 186E. This

ne and heparin. di nent of
%}%E%@E%P% rpgulty 'ﬁ&fﬁwa?ckédaéP%@egﬂwr?ﬁ'Pnsqfﬁ@tr%qycvr@&s%nd heparin,
fsugh é@@aﬁmuﬁramﬁmrﬁe@rﬁwmtevm@r;ﬁnenta first conpartnent
conprises at |east one cline and a second
conpafphﬁmmréenﬁmogxé%mﬁe%ﬁh % idaculcRRds 8N AnpRE: Fas  demonstrated
admpssisingd wmnmfebamt Sséé € Wﬁ@él@CtFaﬁséﬂblrfg I Ilrﬂermdﬁgh p. 14,
secon rtnents may

f
R Tlnby el coRistelsU ANt Aalog a8y AT LB Fafect W) 5. 2005, (stating

mt“ﬁlﬁb‘@mﬁ/ dd@ld hatrst maed bease e daeg adrmimkitaomith BRy solutions
r| or to adm nigtration. By further exanple,

tcﬂ')ét MeRFAEPAHse? may contain a Y-site where the
cont ermhs |ﬁéorh;t‘sﬂ|bfhtyf BétweBeA hep@FORAd CHMAPIRIEE RHdvn tetracycllnes

m rior oamnlstratlon BRI EF DESCRI

P o Rl vEINES et RS v PR mdicated by

prddipitation of ydligs e Fohexadplex@fer sg?ﬁy@tkat@c{]yenneg e}rﬂ hdtdaﬂn chloride are
e o0 er ]I uen

&Sﬁ%ﬁsqgl}%rgypﬂl¥ﬁgg Iﬁcapwstrp%? d&?ﬁpﬁr preSipitation is o served This
Definitions 30 Throughout the,specification and

claims, including the detail ed description below, the
followi ng definitions apply. 4 WD 2006/ 121713

PCT/ US2006/ 016860 It should be noted that, as used in

this specification and the appended clains, the

singular forns "a," "an," and "the" include plural

referents unless the content clearly
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di ctates otherw se. Thus, for exanple, reference to a
conposition containing "a conpound” includes a

worRoobu2Eg1df two or nore conpounds. It shoul d aPEDURE06/016860

noted 5 that the term”or" is generally enployed in

its sense including "and/or" unless the content

clearly dictates otherwi se. "d ycylcycline" as used

herein refers to any glycyl derivative of any

irepmpeijioility neuallyrrdqiires| aisiline an ptheaflusH ofrths eqeipotentigriary or after a

St ; s [ ._and
RS TP @ik BERRIAP M Gl SEARH 8 B o0,
37 184 188. s@yaiydlyyidamepundlthers, Usaevarr dial, tigaoyclive may be
AaC n 0 . a -

I BERSIA S R el RS BBy s, pminseren
ﬁhrgwl‘bas@g[emmlalﬁtﬂats:ml dgite, sushras, througihn aassignyixing site, without a saline
rﬂpéﬁm?ﬁ%lﬁb' &ﬂbcjx}{ 8ht qi@%?@liﬁe Sé\ﬂ!jthe ggﬁ%’ R&Eﬁacﬂleagtd‘?ast one of the
st ereol somers. *lgéc cli'ne, "as ioe herein, may be
freompitibititiesaf teiragicliges or tebabymiige Heriwativésanckemarin, By

f I i [ :
oo, oDk B b SR, b X 088 BRY Sfiycine, sucn as
faesyestie and dwpatin.acsegherb bebedioiept énescorabidatinmy theeapy comprising
admiT tl%ﬁlSﬁgﬂi RNéHsk b Pé @a&mﬁgclmraoe[nﬁsh nhabA ‘?Ltlrﬁ"ler embodiment is the
capsu es I spersible ranul es,
sg@qmln§trem gobat keiaat are gfyoylcycémrapridweparlmmﬁmﬂnﬁr @uigsliment is a
Eﬂa%c@htlc%??gﬁnﬁg%@%% %grgﬁﬁsm@% A)‘I’é%%t %ﬂ@;c_fj\/c?llcggr Q{d heparin and at
&,Et‘s'ifit anﬁmhgrma@utl@adlamceptablemcmtmﬁt Iamrteoersbedlment tlgecyclme as

g%(.l—élfﬁ?rlg : ﬁ{égct Jeple 'a'cg@ For teélrgtﬁgédéglﬁggﬁ'{eré a/'cﬂ )?l@iﬁeg oAb Wsclosed are

ml‘msmfngflrfq@m@@@m gycyleydine 894 Bepgsiendi ng agent in

an is

oy oo efpOLH{Ent of HE aisPRALIEAE Sh AR BB SR ERGIng o loast

IO tSeparaie | CpEHaREIeatH, emerein aofifst saEPERMENt Isorpeses at least one

@%\Plby‘f;‘cﬂme TRES LAkl donReiHRAR ¢ H§es %ﬂﬁd ﬁp\ﬁh@ém the first and
G her fornul ations are scus

Pa@qmit C%@aﬁraerﬁg@rgwnn%m@ﬂ by 52 dinegofornexaitpler thehlrseppd second

bGﬁl?ér@rﬁéﬁ‘t‘é%We ESHRERAGS the2§amé'|§mm|§i‘ratlé‘t§ SSISER tP@ Is8hBnts of the

|nc udes heparin and its derivatives, including

firsd angl seeRNdogPTHBAEBENtE r MAkibghMbkRSp RFPME0 @dministration. By further

BRANPBC AL ddrRhi ¥ atRPCRR ) @nkil b Sr-siftiiherdShe e&hteﬁﬂsraﬁ the first and
and sodium salts. Heparin may also be formula

SEEMSORpa et 38 dRixed priRkio pAMinifdragien.
"Phar maceut i cal conposition as used herein refers to
a _medici nal _conposition. 30 "Pharmaceutically

5&%95&@'8%@%9@&“5 BRAVBDESherein refers to

phar ”Ff@lﬂltll'ldé@fjetescaaédrhlﬂbﬁ c@ﬁncé(l%hh&ﬂicﬁ\s\nlﬁléifettﬂ@a%nﬁ)@d ti \%Dcyclme is in
adm ni stration of the conpounds rowd d herein

ﬂ@o‘@efmdﬁm 'N@Pﬂ»ﬂ@azfomﬁ @mge@ Otheﬁéllqm‘itﬁw@" HHgs §[ﬁ:ﬁ the “Primary” IV
Fg@(hgntknomm to those skilled in the art to be

sw able for the particular node of adm nistration.

P§finiEnspl e, sol utions or suspensions used for

par entrfqigholitithé agkedifmlion §h’d)§lldﬁ1%n%Hfﬁmgothefd@@llééhescnptlon below,
\W%Ilcatlon can include a sterile diluent (e.qg.,

fellowipg detjiiQnSiaPRY- sal i ne sol ution, fixed oil, and
the like); a naturally occurrlfg 5 vegetable (o]
(e.g., sesane oil, coconut oil, peanut oil, cottonseed
oil, and the like); a synthetlc fatty vehicle (e.qg.,
et hyl ol eate, polyethylene glycol, glycerine,
propyl ene glycol, and the |ike, including other
synthetic solvents); antimcrobial agents (e.g.,
benzyl al cohol, nmethyl parabens, and the |ike);
antioxidants (e.g., ascorbic acid, sodium bisulfite,
and the like); chelating agents (e.g.,
et hyl enedi am netetraacetic acid (EDTA) 10 and the
like); buffers (e.g., acetates, citrates, phosphates,
and the like); and/or agents for the adjustnent of
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t hi ckeni ng and sol ubilizing agents such as gl ucose,
pol yet hyl ene gl ycol, 15 pol ypropyl eneglycol, and the

woO 2é0oe/121m3l m xtures thereof. "Adm nistrati on sSPCT/USZ06/016860

used herein refers to a device used to adm ni ster

fluids froma conpartnent to a patient's vascul ar
systemthrough a needle or catheter inserted into a

vein. The device may include a needle or catheter, '
por t ( 4)shogld belnpisdstheh@sdiseddn this spedifigation ang the lappended claims,
HATRGular BFhEBS, ’/“ar?né*"ud ﬁﬁ&’%&f@d Yplu}aYréflerlé'n% unless the content clearly
conmpaftnents or 20 contai ners, Injection sites

digkpeer aherdsml e ToBs &oit |ee5ﬁm@@ntr@feﬁ%mceoﬁo v@neerspesiiass containing
Sé E@mp&fhda iR&idetrd m&tiﬁ*é' &QWOfdr%r%%‘Mrﬁ‘fuﬂE§ ltd:fHo'a éi also be noted

nmbers, in-line filters, |V set stopcoc

ét@t ’fhﬁeﬁeynt“%iw;nerawlﬁnmﬁvesurhﬁs sereﬁqen@@!wn@ “ansfareuniess the content
RREHY dRfatdd\&héflise. Si de tube with a cap to serve as an
i njection site, hoI | ow spi kes to penetrate and connect
the t (BIVRYCHNg"\as Heagkheseingefass to ARYISIveY derivative of any tetracycline
SRIMRIUSEE 2h§ sa@%rm% sidrEas &% Wﬂa@&fti@él@ é&%ﬁ{aﬁlet Kitdenantiomers

mX|ng site of an adm nistration set.

SR T T E R Ovacs SUM IES ot ol asae B8PSR 186 LSS hoyioyciine,

Beustdnh&Rie hfayihR fHHﬁlHét‘éé*éb&drHM%ft@ﬁweﬂw%%s%O\R/M"‘Hw feugs or
di luents to et her because of em cal or other

physi cHEeGyRiRG a2t iused hergio dalidasstigepyrlng: inafegfiage form and salt
ReFR Qudei‘E@raﬁytp“haﬁﬁ'é@e‘ihh%ll?%b@&a&fe s(éTtUGné}nt%Fne‘ifé“éné &FBeoisomers.

30t|rreas %ﬁqg rior fto or | owm n
Eﬂﬂ?ﬂ’ﬁ iggyag 'Eﬁ?rekﬂ‘r ngye fPH“'dJﬁ*@d&%‘éféllnﬂetﬁtmeth@dwown in the art.

Jlgﬂﬁéﬁ-hﬁﬁ_ﬂg@%@ﬂﬁé Otefe30dlink hﬁayﬁg@ cﬂdtl%hélﬁft bé?ﬁblhéd with one or

at el rior or follow ng. nmbodi nment
mée PhowrAGeuK cally raggentapls qm@@é%mnﬁéﬂahaeoﬁ%n@mster%d orally in such
ReRRIdsnalsed éti'ﬁsule@odf@;bé}@lble%ﬂd@ﬁsr ARAUIAS oS RPA]ER dbntaining, for

referstoa herapy that utilizes co- admi nistration
gragp! fig r%(“a’ﬁ"RfPUHP 18, 5% 1of gHSRANBWI 3889t YFURSHeontaining, for example,

'frBNﬁIHolquO €y 510/, o | b arParld AREY ebtARINg N Qf(aﬂﬁplg fréim about 20 to 50%
%parln sodi um "Adm nistration" as used herein refer

eBapPlo\an; g ﬁk% offpBaentesalyo fraths, formy &F sterile dFJIe9taPl\?| aolutlons or
s PJeAYiBAS USnthiMINRCFArN Ab6UE\).05 108% %Ubﬁéﬁéikz;; ek RC4r BBtonic medium.

subcut aneous i nj ection
gag?éﬁé@"ﬁ)a%w' @%&%fﬁgpnsl Ray &ﬁaégn o @ ,af[r?ra%bout 2p to about

90%fc§1ttih€§@tlvbyn re@ehcialdobhbirtion @&h #d darrier, more usually between about

TSI by Caeég% B ForTtRae g%;qlﬁ(?%s%@ghltl &7 Patent Nos. 5,494,903

ad@srﬂzslgeoe@hub@ afe herein ihcorpdrary tfyfreﬂéféﬁ(:@nt a condition
treatagpl e l%g%]adm(ﬂlstjratlo of QSiti

descr i HEBATT #HESSVRRBrUCeRiePaRB ARk t SorVRivasrRfiyding low and

slaflowi @blectiar mdg,mmecpranh@&ﬁerpr@tmb@aﬁnbalgmaccseprweo&bwi such as
e_dise se being, treated, or uce o deI

t 15 r

Shodte BhA crodlen e ?r?%ncgnavrﬂwgﬁ P e GEdt to methods
kh\@mdinstaasﬂ The ternms "pharmaceuti cal | y accept abI e

salt" and "salts there refer, to.acid .addit

ool t s PETpaSScl fom oot <USH Hepelh ffRisd RSy iAnakgompositon.
prese Mhaﬂmscém&aﬂﬁacoéptabtﬁﬂémﬂ’t asasdy h@r@mer@feﬁb k€ pharmaceutical

B 5 ik auIARE dobeoRiSiaigs o e, cotbpgtds Bryided herein

or undesirable effect on the s$bject to 20 mhon1|t IS
adm nistered and in the context in whichit is

adm ni stered. Pharnmaceutically acceptable salts

i nclude salts of both inorganic and organi c acids.
Pharmaceutically acceptable salts include acid salts
such as acetic, aspartic, axetil, benzenesul fonic,
benzoi c, bicarbonic, bisulfuric, bitartaric, butyric,
cal cium edetate, cansylic, carbonic, chlorobenzoic,
cilexetil, citric, edetic, edisylic, estolic, esyl,
esylic, formc, fumaric, 25 gluceptic, gluconic,
glutamc, glycolylarsanilic, hexamc

hexyl resor ci noi ¢, hydrabam c, hydrobrom c,
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mal eic, malic, malonic, nandelic, methanesul fonic,
methylnitric, nmethylsulfuric, nmucic, nuconic,

woapsskizes nitric, oxalic, p-nitromethanesul f oPCT/US2006/016860

panoi ¢, pantothenic, phosphoric, nonohydrogen

phosphoric, di hydrogen phosphoric, phthalic, 30

pol ygal act ouronic, propionic, salicylic, stearic,

succinic, sulfamc, sulfanilic, sulfonic, sulfuric,

troludiing atwarsuah i cariere dobwo, tot tbbsre skitled fiorihe artated be asiitable for the

e, AR5 Bt ML i one e o

aprenteralaintadenmal csubcSaneays, pr topisat am@catfs@l eetingdunde arsterile diluent

[ Yoy San
5@ gé Mt!?'ﬁ?brrn\(ﬁg%ﬂoé %glﬁ% 1f;'lélre éﬂ'ggfgﬁ YSi ca?'ke)) gndétura Iy, oceurring
uﬁgetsblgmﬂt(gtg esepameyeil, tcaﬁ:wd@siag@@ut@dchotmmseed oil, and the like); a

e
@ndl elbe . likepringledieg aftherasirthalicus@yents)mediticidrokiplp agentsige!y., benzyl
%%holrﬁﬁétﬁgsggfapgr;ﬂ%ranc?sthé‘qﬁ?(g HloRidBnise (& Ere%fs és%orbéc acid, sodium

nmat er revent1dn or treat

pistifige angl e like); ahe y&bng nagea’qsd(ekgg,pgﬂf\ylﬁnecgam}metﬁraacetlc acid (EDTA)
n I b a

SPATRE WIS o, e, TR DA 85T 2 r s

fq*fdh@: @idwgtmefrts of &o0igity| (e.9. tSediunpchleriss, dﬁntyossae aoﬁ theh hzke) or mixtures

YIRS HEOHh oxahRId, 3Rt ?@Mn%?erb@ .&t#é%e@&ﬁﬁ%h?ﬁ ?Qﬁers include

a package insert. Suita ar t ment

@hmp@calblsalmeer Phospkate Mffﬁﬂeés saliegdPB).alegd solutions containing
S, st a e €.551h ar

Wékeﬂ% o?ﬁtg sotrdgﬁ?@gvaé‘élkerﬁg‘ Pbﬁ‘ ~as ?Igﬁ@é%’ucﬁdm%ne glycol,
@pég@pylﬁe@@ivcol pnddhe ke, uauéwtureééip@ﬁof and the |ike.

The arAdRin&t@fion g@tméfs%teHrf%réWYef%@qfoaé '?Je@\lﬂ'é lElsed to admlnlster fluids

uantities or less of tigecycline. 15

g'ggb% Femeartiestio atme@@f@g@mlth@&Wrwma a@edle or catheter inserted
S bl vt ITPRSIdVREe hB@indRRBe Y nééc@@ﬁ?/ Eéth@t%r rt?é?%r"‘%hﬁ&%atlon set,
for the dosage anount and for the

Sl®r nF'ampatslien ¢laepsdi rpfgnar&or?mt i %ﬁqon@%'w Vh fl€p gpmAartments - or

EB@taﬁh%Fé G’Llﬁje@fnorf@!é'df Adpirs, SERYDId Bbllbedn EHIRRESS venous access site
multiple conpartnents, also referred to herein as

l@nta Pqt'lenhé‘&b"ﬁgjerOWerPQP'ﬁtqr%djé'pcﬁhﬁﬁ\be%tf‘emeaﬁ”%ﬂrs d¥$et agp@cks fluid
dicH ptﬂﬂ@' déﬁﬁéctér*s%ﬂ/@één arts'dﬂ‘ﬂllé@étngdé’hrb@rwnh a cap

buffers i [ uents, lters, needl es, %rln ges,
hagoe %éfkﬁg%c“ioﬂssét?t goligw ﬁp'k??sfor B%"!ﬁt@lt% ap@ coprest 'the tubing to IV
b&Y¥br othér iffugiohliRid@nffarthitintd. nj ection.  "NS' is nornal

saline. Detailed Description of the Inventlon )
Ti gecy%1slt‘ﬁe35i usethhergin 1sfese ite atRxth oy Yearuaninisiyationeset. A non-

hm&m?w&aﬁmgﬁsgnaunpﬁqceflaI 25 infections such as
conplicated intra-abdom nal infections

conpl i BSRBRRILIG 2 HSed RE®INS FSerst (G 'énﬁuﬂﬁfé'l&tv |f)8hé'se of two drugs or
dmPR bogeﬁ@rramutsa of\6ifEMhiEAGr Bm%u il (rEékB&nonand

Hospi t Acqui red Pneunpni a i ndi.cations,

oy bebead tatloa”r%wsf%ig*ﬁr@oéefsmto e BN GG A At the same

Bfeha0eig . B, 0Re te® BEfolloring theBmivRéthtioh | df idfuds BS A8 ¥nedrivodiment,
and nethicillin- resistant strains of St aphyl ococcus

aureus (MSSA and MRSA). Additionally, tigecycline 30
may be used to treat or controg bacterial infections
i n warm bl ooded ani mal s caused by bacteria having the
Tet M and TetK resistant determ nants. Al so,

ti gecycline may be used 8 WD 2006/121713

PCT/ US2006/ 016860 to treat bone and joint infections,
catheter-rel ated bacterem a, Neutropenia, obstetrics
and gynecol ogi cal infections, or to treat other

resi stant pathogens, such as VRE, ESBL, enterics,
rapid grow ng nycobacteria, and the |like. Oher

gl ycylcycline antibiotics may be used in place of
tigecycline or in
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5 conmbination with tigecycline in the practice of the
di scl osure. Exanples of other glycylcyclines include

w@ 2062113l et hyl gl ycyl ami do) - 6- denet hyl - 6- deORGT/E52086/§16860

cline), (9- (N, N-dinethylglycylam do)-m nocycline),

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

which is herein incorporated by reference. In addition

to tigecycline, patients may be receiving other

tha adrpinistrgtiory psuggneﬁlatglﬁ@noqgr ollawing; tla agfembodiment of the invention

Ay msSttgreeyénﬁe anE'd@g 2id Hlelpléﬁh %8&@.% a conmon, clinical
situation, where adm xed tigecycline vvould be in

the " Seenbiaalign th'eva n%wtsﬁénfﬂerelan@f@rﬁet%@hther%nw thatwilizes co-

@Bmﬁféiﬁa‘ﬁoﬁrcﬁ! drlg thend Rirlges.Yin &y eﬁm%émtthewh%dﬁgn drug A is
the two fluids occurs at the Y- site, and th

ﬁ%‘?qyéw‘etmdryﬂ@'F\RSPEFWWQ%J"%re together is rel at ed to
a nunmber of variables (e.g. flow rates of each fluid,

| ocation of Y-site, and fluid volune in adm nistration
set Adinisirations essused theraimerefaipoles Psevidiag aj eempositin orally,

Qal%nﬁ!?@@ﬂ VB Nintra®érides H’&El@h NRY), biitramE s ijédtivh Qf\/l depo -IM,
m ni stratlon and _th us m Xxi ng of tltgec ycl i nhe and

av GHRECHF IMigien dPCRrug): torﬁ@eaws@énfu rlgwugmérﬁa@ﬁaay &l@halatlom

GRrpRichiBl, oprdif, drirégsnc! i ne. It has been di scovered
t hat 1; r%‘écgcl ine is conpatible with the adm nistration

of tigallyapiéect 'f’%rar@{%i‘ltrpﬁ% U@ epeinai®ifhi Ot &t @gnount of a
tr@r@pe@ﬂbla@@ht aimmisterenaas apﬁbﬁttooﬁeatQﬂ"ﬁr@béfttra?lbbﬁ)d’itxod freatable by

5@ grp 8fa qqq}qggglﬁxgeé?rﬁ)&ggg éhe r| 0 ma hebgmount is the amount

@dﬁbl@hﬁtb”@ﬁhéﬁloﬁle%%n StiRBstasnd Wn%t@r'ﬁ & ’Me Sdlée%sglbéinﬁgcreated or to
saline flush. |In one enbodi nent,

t hout
Filye s ¥ A 367 et e el RS <VBRAMS Ghiae gisease.
t he | maerp@id bprdrrhla@é‘uh@éllyt @éde@fé}bﬁsl !s%lﬁ'sarﬁf “dofth rtﬁ@rlé?f’ IrBfer to acid
vat e sclosed is a osi
SO Sy Oh bar BGUGR 520 GE Y1 GoTPAUIEHISBR MPoRRtieciosure. A
pb@’?ﬁggggtbdaﬂy tfigg%%c@blmiéaﬂ €] é/?@ Eélﬂﬁ/ﬂiolﬁlﬁeléns the actlwty of the parent
AP ot RECIRY 5aR 378 Celgteae orakepFRde G D e sublect to
@RIMAt |353d&n|dst|@i°éﬂ amriauhé cclﬁﬂltbyc nﬁdmflﬁjhtlﬁl@a@nﬁrﬁbfe%d Pharmaceutically
t
LIS 0l SRSTR: 0k YO HPShd SR A% b DonShaceutcaly
atdeptdbie safid irmludacacid dattdisueh d3lateatics akpartiedakdtihnbenzenesulfonic,
E dro(g%l%ﬁﬁ%rgrtig %%ﬂ@p bﬁ;rangRgp%gé @]R‘é é%ﬁ/elftqqtgpﬁ\éérhsylic, carbonic,
mﬁblfmjbbmzcﬁct hM|e,xetl|n-CﬂfIQE¢ﬁetlcl emlﬁyhtw ﬁétb%’do edyt, bedyit, formic, fumaric,
net.h net ropyl.. an . .

uEeraRieg Rt By Eae Y EAUE g FRp R epesereinoie, hydrabarmic,
hmrdbrog"ﬁm hyﬁ?ochn:eibhhydro@tihy|hydr'0xp’fa©ml‘i0|c lsaimibhiy) Rictiy | lactobionic,
Ma elilcgyl alic, mm%onlcv, | r%gr?géilc methanege(l}orr)n Oweth)ﬂnltnc methylsulfuric, mucic,
muconic, napsylic, nitric, oxalic, p-nitromethanesulfonic, pamoic, pantothenic,
phosphoric, monohydrogen  phosphoric, dihydrogen  phosphoric,  phthalic,
polygalactouronic, propionic, salicylic, stearic, succinic, sulfamic, sulfanilic, sulfonic,

sulfuric, tannic, tartaric, teoclic, toluenesulfonic, and the like. Other acceptable salts may

7
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1, 1-di et hyl ethyl; and when R1 =nethyl or ethyl, R2
=net hyl, ethyl, n-propyl, 1-nethylethyl, n-butyl,

wa2emetibyipr opyl or 2-net hyl propyl; and when RRCT/US2006/016860

=n-propyl, 15 R2 =n-propyl, 1-nethylethyl, n-butyl,

1- net hyl propyl or 2-nethyl propyl; and when R1
=1l-nmethylethyl, R2 =n-butyl, 1-nethyl propyl or

2-met hyl propyl; and when RL =n-butyl, R2 =n-butyl,

be rieuridy fgrrexpyripleprin Stahkehgll, hapybceutigal Sals: vifreperiigs, Selection, and

Tikz /{ ; 52- opyl; Ris selected

P%S?%%W%?#%&B%AF‘E'M&%P@;n S2-: and n=0-4: 10

WO 20081t 20Fdge @/ Luse@ar@mmefecs tmnblyamém dfecrete ((@HB) suitable as
e : . . .

m)norg'lgo %?thg Haﬁnnﬁoéoggefﬁﬁ rom rPeéil &H?ntg}/ of active material

salawleteddo praduce ¢@) ddsirgd mrmutlcyﬁe@pr opyl ami no,

cycl ob ha 0 yl am . "

& subst i B P REREY, S dRaPbnpdP ey ol Mbicel product” es used

bewimyblers o, mategalsy bisqfal farepieyertidny by draatoent using, for example,

?B%aégéiﬂgﬁﬁgp%lﬂﬂg‘rspgl a@' Qeéd(qddgﬁﬁjéentt 'rmghglélol b?V' 'The label can be

asgoriatediwith thezastige pf rr@ngfabtyfe inut eatietyGH- wa&ﬁ)lraghmlramlfmxample the

%’b@P j"b@rbnstHQ%Bhwhgginlgﬂt "c'rqthSEp’Bg%Bg?@ o Lﬁd‘ﬂnﬂﬁh t 95 a package

919681 | Quiteblercasenasimants nclidehier @xample, bster mky, bottles, bags, vials,
|
R ek bR e TR B gomeg (o, varey o

mai%{fﬁquguqrcascgiy%g @etab@l@élpewubﬁbnp@w nangitihg llike.. The article of
Y cakheX
??dﬁhfé%ﬁﬁf@ rta¥ g&ﬁﬁmgg[kgg%%n&mgsr < or’ I@gémngotg&é(c%/élme I'TEQ 4¥bel on, or
aaSﬁCmﬁ%wm theaeqrapasiment gnayn Bisvislsi ibalrectians dorathe ttsﬁeeof tigecycline,
i(H%ErU@tf‘Hns h?@ﬁ@%séé@%ﬁ%ﬁnt Gfhd 1SR ﬁ4e§¥dd?”bm9dmlnlstratl?n including

C4) al koxycar bonyl am no substitute

@@r@g@t{blly[s withZ Wl@xy'(l@a(t@)eapkmangf@p@m ARV fU@tmer comprise multiple

Bbfrﬁb%@ﬁ% h¥|§® referrBY 46 ®EVedh B¥la RE 1t may further include other materials
roxy thyl et hyl or -hydroxypropyl;. -nmercapto
g@sma@ge) gprﬂﬂ coggpgépb@pq wssmstandpeig tr@mr}gycpther buffers, diluents, filters,
nE&dIER %%/ﬁ’rﬁjé%}’énd/or M&@&ﬁw@éﬂs‘ \W/ﬁ‘i W{r@étﬁ)ﬁg f&Huse.
rrercgg F C3) al kyl group; a
het er ceW/€ &%@F'l@d’l’%@”ﬁf'@fﬁcﬁ% group consisting of a

five megheneana'sa i c or saturated ring with one N,
0, S or. Se heteroatom 20 optionally having a benzo or

Pﬁq”l%qeﬁ?f{:?“m@éﬁ‘et'ﬂ\é‘?@% a five menbered aromatic

ring VMg‘eB)é W€ iNen %nh@oh@fhaﬁﬁwa‘?%eeﬁé@t iARe %b‘m@é?ﬁ'df Ynany bacterial
havi ng a benzo or pyrido ring  fused thereto

%?%'@P%&U&P&%QQWIF?WQ oAb danelgniesties (Al commbpated skin and
Bigth %E@é&%fec%n@(c%%lﬁ@ﬁﬁﬁﬁ&ﬁty%q%@& @@Leuﬂneelawcv\b) O4HYl Hospital

het er oat oms and an ad j acent

%%;ﬂeanwwl%ﬁﬁé{?gmdl@gws orhigthImsyche cey%b:@gram negative and

tgféln;i’—Fbﬁiﬂvéc b&tfb }’dnaeﬂibégl any |botrpmeﬂﬂ<9ﬁm%hé!éeptlble and methicillin-
ri

uor oacet C6) cycl oa car bon
(astsiant rﬁF‘é;ﬂf)ééaé%hé!@F%‘éPuﬁr%'FﬁLﬁe(N%%yﬁ t Hilgitionglly, §gecycline

iy d ideoed t(e@@oﬁc&)tﬂil g¥éteridl @%e@f%s% kel anfthals caused by
car bon the heterocycle as defined

éheterogﬁclﬁe yr

arigiia apdne e etManyy e&%ﬁﬁ@éﬁ"ﬁ@ﬁiﬂmg@ﬂ@cm figesifline may be used
nmet hoxycar bonyl , et hoxycarbony), straight or 30

branched propoxylcarbonyl, str ight or branched

but oxycar bonyl or allyloxycarbonyl; a substituted

vinyl group with substitution selected from
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11 WO 2006/ 121713 PCT/ US2006/ 016860 hal ogen
hal o( C1- C3) al kyl, or a substituted (C6-Cl0)aryl group

wowdale/1subst i tuti on  sel ected from hal o, (Cl- CAPECHUKIING016860

trihal o(Cl-C3)al kyl, nitro, am no, cyano, (Cil-

C4) al koxycar bonyl, (Cl1-C3)al kyl am no or carboxy;

(C1-4) al koxy group; Co6-aryl oxy sel ected from phenoxy

or substituted phenoxy with 5 substitution selected

o ephberse ap@olmmfe&pq@q camefqrﬁelat@glatpﬁpter@mlemNelﬁr@pﬁr@a obstetrics
il Ké(cologiiéeﬁ frfaidha! drd %@bt“&he(@&sta%%tﬂf@éﬂ@’ s@4Y as VRE, ESBL,
Vi ny or a substituted vinyloxy group Wt
§0t@§@$,traﬁlp@ﬁ0\@eg@reytce%ﬁq‘terwoft )9a| kyl , cyano
CarbowherO@y%Q@y&AQ) %tbﬂlotlc§eﬂn§§3tt§‘@ Js(e@”]rprﬂ)@e@él of tigecycline or in
-naght hyl or,  -napht hyl am no( Cl1- \é

&GP b‘at'o’\‘/\h’@%ﬂ&e%m ins the ﬁﬁcél%hqf (2 @ﬁ@lﬁ%ﬁ@d xamples of other

%@%yl@ﬁdlﬁégmclu%@' (§QNQ@idfnﬁé?ﬁ5}I§f¥éy#%|do)eé B¥|lneth]yp6fdle8iﬁé’()’aloyclme (9-

éN%@"mﬂtwgiwiaWO)ﬁn@ow%n?)s an(i@cmnﬁunﬁf:zn@udqs# in( B Batent No.
Y407 H03; wﬁeh@, ﬁ\er%uﬁc N&érﬁféﬁ réfefdRce N( C1-

C3)al kyl, O is sel ected from

hydr odaAd Qjﬁor( ’@ﬂlg@gycélng,yppatlems masled ressivingkgtheyr dilypnts or drugs at the
whekeeaditd dfeddmihistrationt rIaI'GEJhIt |IIQ§traﬁ’é§‘B%ﬁﬁn&rpjdl%ilaéli!&ﬁﬁon where the

sel ect ed frommeth I ropyl 1- et hyl et hyl',
RIBYe(| tigeqyclipe MU r@p‘f)lthe 1%02091@}/}] Wmer@rand the other diluents
br drudisnepé v et *WlhaW’ IR dniRakmiedt. ( (g tHE 28 fluRE occurs at the Y-

rein Wis selected from

&ﬁ@ﬂdd@?aaekw that, t@e twwiﬂv' s REptogshen s telatedte @t uinker givariables
|(lé’ rﬂkﬁﬁﬁat@é of Chek3ual fodatior Bl YWieNalF Réid(feilahd iCeumfidration set

R4 is selected from am no; a substituted
(r@g‘ %)chtﬂteéh%wnog@@eﬁe%q B)-substitution sel ected

from ¢yane enﬂi@dmﬁ?erﬁrsm@trﬁe@ mfa)RCH lcomnon point of administration and

i*yg%%ﬁtq? %ﬁ%gn%%n %ﬁ %ﬂ[r;;rea IWI tgorsdurgg t‘clhfa létllllJent or drug should be
bbmbaﬂlb(l’éc(lﬁtl& él fh% nltro am ?:2 & al kvl

cyano al koxyc a anm no

car bolynas a%?ﬁ?%?i‘ﬁc%rxer?fgﬁﬁ’ég%cdﬁwegFo‘i?ﬁ"paaé'g@c‘ﬁ’% ”Ter 6?1‘?“”'3”3’“0“ of
aepdnd, ,andpﬁ@pémmble e Qeoadfihitered itd Cé"EQf i6He Qit)’é ,common point of

RO ET0y | TooMhaaeRGyPh. SFS/Rbae beedih |

eRy N may ge administered
¢rﬁ5ug31@)smgréwomrﬁ@1pcﬂﬁt domiaiskationesita ostlch aBrthrough a Y-site mixing point,

aRe 2 be T 6 AT piRbag etk Yar et ad ettt pepave at east

pheobthg |M0n%jd@5ﬁltléwf&drdﬂyelﬁ@§br VétitalyliHB Sletivatéd @ih heparin.

selec d fr

thiol | ?sgIIﬁSﬁ is @a%?\% oalc&ﬁ)n&@%)ai g%gpgw%ﬁcxc&iye chosen from a
cﬁiﬁb@ﬂﬁmmyéaxmum(C1 C3)al kyl thi o group selected from
30 nethylthio, ethylthio, propylthio or allythio;
Co-arylthio group selected from phenylthio or
substituted phenylthio with substitution selected from
hal o, (Cl- 12 WO 2006/121713 PCT/ US2006/ 016860
4) al kyl, nitro, cyano, thiol, am no, carboxy,

di (Cl1-C3) al kyl ami no; C6-aryl sul fonyl group sel ected
from phenyl sul fonyl or substituted phenyl sul fonyl wth
substitution selected from hal o, (Cl-C4)alkoxy,

trihal o(Cl-C3)al kyl, nitro, r? cyano, (d -

C4) al koxycar bonyl , (G C3) al ky am no or car boxy; (C7
-C8)aral kylthio group; a 5 heterocycle as defined

her ei nabove; hydroxy; nercapto; nono- or di-straight
or branched chain (C-C6)- alkylamno with the al kyl
selected fromnethyl, ethyl, n-propyl, 1-nethylethyl,
n-butyl, 1-nethyl propyl, 2-nethyl propyl,

1, 1-dinmethyl ethyl, 2-nethylbutyl, 1,1-dinethyl propyl,
2, 2-di net hyl propyl, 3-nethyl butyl, n-hexyl,

1- met hyl pentyl, 1,1-dinethylbutyl, 2,2-dinmethyl butyl,
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10 2-net hyl pentyl, 1, 2-dinethyl butyl,
1,3-dinethyl butyl or 1 -nethyl- 1 -ethyl propyl;

W@ aed)7axacycl oal kyl group; a carboxy(C2- C4) aPRy/US20061016860

group with the carboxy alkyl selected from
am noacetic acid, -am nopropionic acid,. -am nobutyric
acid and the optical isoners thereof; .
- hydroxy(C, - C3) al kyl selected from hydroxynethyl,
- hydroxyet hyl or. -hygroxy-1-methyl et hylgQr
- hydr oxypropyl ; 15 han(Cﬂ C3) al kyl grnup,
hal oacyl selected f pon
chl or oacet yl , trlfIPoroa
(C3- 06) cycl oal kyl ca QoD
from benzoyl or f y
(C6-Clo)aroyl; (C, - C4P§Iky|%enzo@ﬁ or0
(heterocycl e)carbonyl, the heterocycle as defined
her ei nabove; (CI-C4)aIkoxycarbmnylanino, gr oup
sel ected fromtert-butoxycarbonyl am no, 20
al | yl oxycar bonyl am no, net hoxycarbonyl am no,
et hoxycar bonyl am noxor propoxycarbqammgnlno
(Cl- 4) al koxycar bonyl group selecteq rom.
nmet hoxycar bonyl , €t N5x ‘ kgt or br ghched
propoxycarbonyl t./or
branched but o oJolz S q%g%gkgoxy
group wher ei s a g raig t o [pranched RE
(Cl-C4)al kyl sel ect @4 25‘?ron1ﬁ§thyﬁ’ ethyl, n-propyl,
| -met hyl et hyl, n-butyl, 1-nethylpropyl, or
angreharaseslisally apcartablesaltsitereaiyheigiz- 6 or - ( CH2) 2

g}g@ e iNGR RS I Ve
W e?cted"'ﬂSﬁw él‘ﬁmg}a r\ﬁ?BRI g&@gls(;%ne ér‘?e?hal%&n lgg,%bgﬂﬁﬁo¢om bromine,
c C3)36|I0R'9€P AlugpneaRedig; Rob@;ﬁe@acéﬂﬂofrommfi@gﬁnm%yi sthyl, n-propyl,
st alygnﬁetﬁﬂethpransmﬂaﬁ@h ty%ln%%/\ ﬁellse%%eétefdrﬁa?n methyl, ethyl,
1- et ﬁ;ﬂr@?)@pyﬂ mg{?w\@?m/w p POl or1 -rafiRyiPrapyl; cr@)rnqethylpmpyl and
m=2- 64 1Q L L / 016860
G 2] 2 o A N PO ky
8 smetiyd, ethvbpn-rrapyB 1-gethyiatiadt eduivt, ohﬂ@}*m*mgleﬂ aﬂ’nethylpmpyl or
(C, - C31@hh%ﬁpk§@ﬂ dWKﬂhéﬁ?@'4naﬁQHgkﬂw$C2 and n=0 R4’

|§ sel ected from am nmonosubsti t ut'ed ami no sel ect ed

R Gresv. Sttt n-aropryk aﬁﬂﬁeﬂethylcmbee'jd| rethyareRy! or 2-methylpropyl; and

cycl opheR ! amL O[ﬂ,gl@ylcyclobutylamno benzylam no or 5
g?en yl am no; substituted anino sel ected from

FRRORYANT-Methyistal. HyPuikh frenetiaiprppyl et 2-methylpropyl;
aﬁ@hﬁgh@fhﬁhﬁ@ﬂwggw|nnnonethylbenzylan1no
% peri di nyl , 1-imdazoyl, 1-pyrrolyl,
C-bpityd- 'ﬂeg’é’!ﬂrwyj Ob? ”lﬁ-”Mperﬂ»t riazolyl): a
§H@§héﬁu¥eﬁ[ﬁ@§ CB)cycIoaIkyI group with substitution
gl ected fromcyano, am no or (Cl-C3)acyl;

FB(béiy' ds%th&/iﬂm@/ﬂ Bﬁ%‘meéh)ﬂﬁ,f? ocycle as defined

BRd @hBR RO e mdflyipriphl, am no (Cl- C4) al koxy group,
erein RaRb is a stralght or branched (Cl-C4)-al kyl

ReFevpeidyIPtopmh met hyl , et hyl, n-propyl, 1-nethyl - et hyl,
R iDWémbted frorERhiCHY), OCD(Y)J—orRl" (c H;)rBbby! a}{oomd-wr RaRb is
(CH2)m m=2-6, or -(C}Q C}&) -"wherein Wis
sel ected from - N(Cl-C3) aIkyI1 0, S -NH, -NOB and B
is selected from hydrogen PCl C3)-al kyl ; or RaRb
am noxy group, wherein RaRb is a straight or branched
15 (C1-4)al kyl selected fromnethyl, ethyl, n-propyl,
1-met hyl ethyl, n-butyl, 1-nethyl-propyl, or
2-met hyl -propyl or RaRb is (CH2)m me2-6, or -(CH2)2
WCH2)2 - wherein Wis selected from-N(C1l-C3) alkyl,
0, S -NY, -NOB and B.. is selected from hydrogen or
(C1-C3) alkyl; and when R=R 4' (CH2)n S02- and n=1-4,
20 R4 ' is selected from Cl-C4)carboxyal kyl; a
substituted (C3-C6)cyclal kyl group with substitution
selected fron1cyano anino or (C1-C3)-acyl;

~A ~ A

acyl or
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sel ected from phenoxy or substituted phenoxy with
substitution selected from halo, (Cl-C3)alkyl, nitro,

w@yaan217thi ol , ami no, carboxy, di (Cl-C3) al kylp@i/ns2006/016860

(C7- C10)aral kyl oxy; RaRb am no (Cl-C4) al koxy,
wherein Ra R b is a straight or branched 25
(Cl-A4)-al kyl selected fromnethyl, ethyl, n-propyl,

1- et hyl et hyl , n-butyl 1- net hyl propyl or
Enﬁﬂhﬁyl%'%&(}ﬁz@pwf?g (CH2) m me2-6, or-(CH2)2

W‘%@él@cted% %‘rrﬁné‘v d@no%@b@cﬁlﬁt@&' afn’ﬁnﬁ’énsel'e'(:@a m akrs¥ht or branched
NOB a is selected from R/ro gen~or

(01 cé§a| k@d alkﬂamPaQRb Cﬁﬁvmesaxlar@rr@up cyglalytyiaminga REPEngylamino - or

strai ?hényla%m@r %ﬁﬁbﬁﬁutéénangma) %éfé@teos%ﬁpﬁﬁ]‘i’etﬁyg%no diethylamino,

nmet hy 1-meth , 30 n

1- met ﬁ%ymwwletbvbazmnet HYPHIess ylb@“rzylamp,u @lqeoﬁwyh\ morpholinyl,
NF2- 6. nﬁufdazéégm}p%/rrow( qﬂg)z?ytné/ﬁa%%rm W2, a-tﬁﬁio%t %dsubsntuted (Cs-

¢
2582) %)fyqealh@w%mwm@fmew S@eqﬁe@fre@ cfynaasan fﬂplap@gé% -Coacyl; a

C
?nret gy%ltlﬁl}@édétm%e*do%}g%Upﬁj\"lﬂyéwé:hﬂlt@ﬁIS@%%@Q frforn?Hélo (C4-Cy)alkoxy,

sel ecfre@qccorﬁabﬁu;‘ﬁ’yﬂ'ltrﬁr Inke, Cﬁtﬁ‘@s@ﬂ%%@)ﬁyﬁ £9P¥' K oCs)alkylamino
Wi th spbgdrbbut i odmmelestedikr OéBlé'lﬁ’écP fréifr -rAhGth&ill, | -aminoethyl,

nitro, cyano, thiol, am no, carb

di (C @'}‘alPVIQQ}"aﬂr no -anp@p wl aqaquw {G#-Ga)-afkyamino  selected from

het er afidages adigf |-élﬂﬂob@cgt% %@laoareradﬁmg%@ﬁ%mc”?él@ HdOthe optical
or di-straj ranch

g r o u p iSOy tneqeofs GQ%Q%alf(ylgmr}%t (§y1C4 aélfqafypargonylammg osubstl’tu’ced
n- pr opg1l-c4)]amyegﬁambet hyl, n-butyl, 1-nethyl propyl,

. 2hy%e &fé}a\?&%ylopwselégglgnglt r@épﬁt hyIy '5c§2)1yrrrn%t h¥| but K}l/droxyethyl or

3- et tyd W-mefhyléﬂ?!'or -Ayd¥e Vdp@/ﬁnhiélrcagto (C4-Cs)alkyl selected from

11d|rre | bu 2d|rrethylbut3/
2- met Hlﬁr??é%‘?r? I3 -mefrapioetiyt. hiipsTFarte-Tangihyetiy 19 areaptopropyl;
or 1 hﬁl@t(by-lcs)a]kyf gtdnml aPhdtéd¥Vcle sBI@bt@dRréﬁS)th@'glﬁdUp consisting of a

! or Bl BB Rl osiRAL Tacklibge K, 81 br Se heteroatom

cycl Oabﬂ@Haﬂﬁh@\ﬂlﬁg’ b beﬁﬁ@o@ﬂaﬂbo&m )fhseﬁ:ﬁﬂw@@t@@ fﬁ\feQ’ﬁembered aromatic

benzoy, h bst |t C6- Clo
O e S PR BA s o S5 Pelastalse oty b5y g SHeheg s brco g
het er fusyédltﬁeraﬁa daeélknﬁdnb@’éelem@hawcﬁrmg with one to three N, O, S or Se

(C1- koxycar bonyl 15 sel ec
ot noRB BT O R EH Ry RHP S At el oI GPe Y AR b S or Se
pr opokgtessdiamny |and arl adueaemabbeméd théiél’bato@’ﬂtadyr or haloacyl group

branched byt oxycar bon R5 I.s se
hydr of %ﬁ te éjt ﬁ% ?ﬁE¥ r arrCPRIGND é?%?%ﬂty'seltgﬂtﬂ%ﬁacetyl (Cs-
from n:e)t;m{d)alcylceétrhcyrlyl NERFOPRoyd rselecterit hymebbr)‘ioyl or naphthoyl; halo

oo ne e IEES o8P LTl @lloen=Rar Bt Hstefdevge)-carbonyl, the

degl nbdtei'mjyelleraamegeed h)eremagov(eCHZ)n COO??hvvhere n=0- 4

R7 is selecte ai,ght  or .
Brarorlsadceeot) aPesd ot SaraedroRHon Heprgton. straight o
et hyl bramcped)p)ﬁromxylcﬂzrbmylhylﬁrtai’ghk cﬂr bahchdd) ao“uyéxycarbonyl or

o1 SaEpEEe Bl SRRl haL Siot o sPRRlst stiected from

(C, -C3)al kyl group sel ected Eg im methyl, ethyl,

n- propyl or 1-nethylethyl; Clo) aryl group sel ect ed
from phenyl, 25 -naphthyl or , - nhaphthyl;
(C7-C9)-aral kyl group; a heterocycle as defined

her ei nabove; or -CH2)n (COOR7' where n=0-4 and R7, is
sel ected from hydrogen; straight or branched
(Ad-C3)al kyl selected fromnethyl, ethyl, n-propyl or
1-met hyl ethyl; or (C6-C,0)aryl selected from phenyl,
-napht hyl or. -naphthyl; with the proviso that R5 and
R6 cannot both be hydrogen; or R5 and R6 taken
together 30 are -(CH2)2 VVC}Q)Z -, Wherein Wis
selected fron1(CH2)q and q= O -NH, - N(C1-C3)-al kyl,

W ~A 7~ AN\ o I T T Y 1
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WD 2006/ 121713 PCT/ US2006/ 016860 selected from (L or
D) proline, ethyl (L or D) prolinate, norpholine,

w@oeaRizds ne or piperidine; or conmpounds i nclEdBEUS2006/016860

U.S. Patent No. 5,494,903 which is herein incorporated

by reference and at | east one heparin. 5 In one

enbodi nent of the disclosure, the at |east one

glycylcycline is tigecycline. For exanple, a

conpodiatogen, balnfi-Gd)allylacr hesubstitoied (FeyCiy)acy rowe with substitution

rc, N e P R AR RO BAeR(Es R afE gigp.yene. (C+
O—D—DQB)HQHO)W@THOMG(EMEUMGOHM 9r cecloapt abl e salts
ﬁe_ kaoxf'%;%ngg} % ng?%@le@%‘aaﬁbrﬂ plfé?{oxﬁ)@nmb%titute]do phenoxy with

eparl arin sodi um
enbodﬁﬁbﬁttutmesedﬁﬂﬁsb@@mlf@b i(S+-Cu)i allghl ritro.f @yano, thiol, amino, carboxy,

oo RCAREE G S L ARG Ol O BB o orus
conpr i \A@ﬂﬂngulmtltutléaswl@m@d fg:nfyd@h@;)ﬂlhyhecya@p lcagtzixy,oe (Ce-Cio)aryl
h b

e)e(gla;):sglﬁ?@q':ﬁém e&%ﬁ%l Qi r?gag%*%ﬁyﬁgﬁ Rt Qﬁﬁ%géaé )Slkoxy group,
Sodi utherdin B fren St?ﬁﬁbtj@rnl@rﬁncheﬂs(%%)dbﬁp@@p’taddrom nethyl, ethyl,
sui tablgobar 19%@2%@%9% bt e§| ?iply%bﬁ g QYﬁé{ﬂyﬁr’ogyl or R°R® is

admi ni stration a conbi na

t her apyHEWmpm=a-ag Cﬁdfﬁ?hln)zstWé@Hmeremt W| éastelasias from —N(Cy-
gl yCy'C%)é‘Prly! Bes angHalNbBARd BNE é%?é?:?erd Rofel ﬂ);b%%en or (C-Cg)alkyl; or
sequential’l'y’or as’a mxture. ~For exanple

conbi FaR| 6rﬁ"rtq>%gaw wherejsy R dea sBaio Hcerrhsanehsd (Ci-F.)akky! selected
det er goRed that  digAst n%‘@p)ﬁ est1 rﬁé’tﬂ?l@{hgf r Ombﬁ or 1 methylpropyl

change, gas formation, visib particu

20 t uPHNeihYipropwl @us, 1v¢!§iemy@tfpyérqn BiRaise (@U?Hﬁt m:nz 6 or ~(CHy).
For exw@p, mﬁwe%lm%ﬁ%féébdf@yfr&ﬁ hge ?b's)‘élk yE@IBUNHI DINOB and B is

anot her. enhodi nent  t he conbi nation { har apy 1's suitable

f or p&elepiedfam hydipgan 91 (€alCelplvhit r avenous,
@Hmteﬁtﬁﬁ“l(@%) @O-f éHcI mels, RX A Rlited #F&n%ﬁmh&aSt one

ycyl c¥cl i ne he at [east one heparin are

é‘d?HtﬁP*é‘ ek Ko %et)cssc!ﬂ@él%atqum Wigh sulstiltien saleptedfrogy eyano, amino or
admi n'(@{;ég)gélyI@EM\@sQlfhtémeJ@%ﬂa?yl @?&gf Wit 8GhdiwRioR %er%ted from halo,

after the at |east one %}tlnls adm ni stered

such &srEoralkRngiala@narlivbs Nty FmiRaL cyana,(Grokwalispxycarbonyl,
2 hOU'(QT-Cg)QIkyIaﬁWW @rbé@ea&ﬂ%ﬁ?rdr rhal@l?ﬁyl@ﬁy éﬁ@ﬁb @b%ﬁﬁeﬁ@%m acetyl,

at the substantially the sane {ine cline,

W th Qtﬂf’é‘&h’beﬁ'ﬂ O%Paﬁ?tm stiehlpiasatybf (er%aéwlﬂaikfx agﬁonylg olCe-Cro)aroy!
exanpkelected ¥dm AerRbyl43r ASnMIyRO0GEILL ZLpdRuted (CG-Cm)aroyl (Cs-
PCT/ US2006/ 016860 hour interval's thereafter fo

| cast CoRUYIRSERR) | A ofPAFTORFARKCATIANYS aline heterocycle as  defined

adm nhgtdiibooe. Further, for exan‘pl e, the heparl n may

?5 égn’%nl stered at subst antl ally the sane

GeeFEPIH CoaRyIPH m%h@ﬁtphamﬁyrﬂrsw%&twsﬂ ppnoxy with substitution _

ti gecﬁéélbbtﬁﬂ ﬁlbmlﬂalBOlQCrCQtéﬂ(W abﬁroﬁ h:‘?é@@‘;flfﬁﬂn afrﬁﬁo 4carboxy, di(Cq-
stration ot

days the ini
errbodl%ﬁ%ﬁ'[( 'am'rtohe(éa RS a(%aka&w'th@pp%rpawu§elected from
conpr nwtngthiy, ét@tio, brePylaRPadrablytsio MBI Sgroup selected from

wher ei j rst co ar rj ses at

ol vy PRSIt o6 sHOH de R i it ke ety PE egdgtom halo, (C:
| east one heparin, and wher e| the first and second
conpartments are connected to gn adm ni stration set.

For exanple, the first and second conpartnents nmay be
connected to the sane
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10 adm ni stration set and the contents of the first
and second conpartnents may be m xed prior to

wa@eaosen2sits ati on. Optionally each conpartnment nBgT/D82006/016860

separate |V bags. 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 nistration. In another enbodi nen

t he flfﬁaﬂwhgﬂlm QYRBO.ARiR, rﬁrelma,a@arewysét(CoPa)aikylaﬁgn?)o@mrylsulfonyl

i's nmgrdd?ﬂéélé&éﬁ frdm pﬁ@ﬁ}tllglﬁfon?r@%gbé‘fﬁﬁéd 'pﬁelﬁllé‘[ﬁfohﬂ% fhosrubstltutlon

adnm ni'sterin | east one g cline and | east

one héplgeted, %rﬁﬁl‘q SCm& < 2o fé%élp kY, D@Pb @mmq reyano, (Cs-
need i) I@Q?ca@boﬂy'ﬂe(@%%lkﬂ@hw &f éé?Sé)lyVG(C?W?éraR Ithlo group; a

t he at eas one %: | cycline, and ad n1n|ster|ng
pat i eReteropyaleess ¢ e\eedfer%ln@bweabmywyc anergarter Bene-ver i stralght or

am)unbré?fché& chﬁxﬁs(‘C#lﬂ;ﬁi Qﬁﬁ%lnﬁ wifiPfhe §W<9In§ﬂl&3te<§ h@nfnethyl, ethyl,
| east one | ine and the heparin’ may

adni mnsftremg-d thT‘Blﬁ’HW'th 20 "shyd., si tér@ﬁthylpropyl 2-methylpropyl,

adni n'1sltd§|ﬁfe‘t®ibthﬁ°r SXAMmisutylt hi §, 1%8@9@6@ ot hﬁf dimethylpropyl,
met hods and nposi tions di'scl osed 15%@ uce
1 €

i nconﬁe[’f‘?tBV'thykr &sh%'t er ineiBdPHYlat 1 thythatyl.t e?sif -dimethylbutyl,

chosen-h&BpheyOr 1, s@natyibags { Qfdﬂﬁéthﬂﬁutyb”o'?' JPjn%thyl 1-ethylpropyl;
part|culateforrmt|on turbi di t'y _and ub vi si bl
par t i 6o-GYEZaFIRAKYISTOUR R cesbamﬂper%aﬂwl%a%@rwwvh fee carboxy

hepar alkys 86lbstay flom afieidestic Qﬂi‘eo‘jdnﬁiﬁéﬁroblbﬁlc%’@%hﬁhdb‘ﬁtync acid
Is suitable for parenteral, specifically intravenou

25 adAlhi dh¢ at‘?pé'ﬁal B OMEFs hgﬁr%fanﬂ'n@mﬁy(% %ﬂalk\é'as%e'ec"ed from
one ghydskgisthyne- r@aﬁbxﬁlélﬁylator' Wo@“lemewamymoar fhydroxypropyl;

admnlst&:ed at su stantlaIIP/ he sane tine or ar )
i ni8IoKr e BKYWSERP 1 36 hBlirelRRe brelegian (ign nagaty. propiony!,

af t er chlb&;a@étyl e&ﬁmo@ﬁeetple p@rsleg)éﬁloantmbawb@hﬁr e@:e-c;werbyl selected
as rexanp

hour s! rO&bﬁler@%ﬁﬂr@p%ﬁQ H@ngpﬂltlﬁgQ (g@-Cmgﬁjﬁyl (%f%y%l[gylbenzoyl or

at theqaeabamé)tarebhw mbehee%@ctelermjeﬂﬁe& heemesbidle,
e

V\% 8 gbseg ent 30 adnini stration % ecycl.ine at

gl rbogylafno, 24 gpuP4g seERted nt BPlal Llertrhuparpnylamino,
fgr am{ld))@taéﬂboﬁylgrrﬂ%t hl n%dthﬁ)@&é’r@bnﬁémmtbhl nﬁﬂhbﬁ}carbonylammo or
admi ni stration rther e heparin

T D OBEPPRATE A0 AOHKITONEIN o oBRDA] 5 sieed  from
at Suhﬁimﬁ@b@’bbfyylt hethejeartiohiie  saifhtgesry ChranéhedM prBpoxycarbonyl,

subse m.nistrati ti cline at 12 r .
b or OGN eABERU by St jorg bynciEd Mo Eadiantiy AR - amino(cr
adni niCs)atikaky @roupAwherdim &P RE nd adstragHt ¢erranmﬁd1(El1 Ofjalkyl selected

adm nisterin ibiotic c
admi ni"8ter MR ﬁ’yﬁ o0& :'yat'? “BIOPY ?ﬁg%thﬁ?ﬁ‘glr effbuiyl, 1-methylpropyl, or
t her apenéthgipidpyl ef fRERPi iy &(Gyp UnE2-8f oﬁL(¢H§)§1\/V(Cﬂ-H129‘Q -wherein W is

gl ycyl c clln d e t ent
t her eé?lgg fe?"ﬂ ﬂ {;1])13!}( ' éf gt |'§'3 ang %t's “Wected from
| east hymegé\eparo ¥C3)aFH0y1 @XRIAYI a"n\mbkw‘g@iu)bp%émi RIR® &snéi stralght or

acim nPETEATY o el R ERBr ot o Do SRy T, ohgrethiethy

gl ycyhayutfli menathylpiobel, @tmethgiptopgher IRERANS NCARE, m=2-6, or —(CH.),
adm ni stered at substantially the 10 sane tinme or are
adm ni stered between two hours before and two hours
after the at |east one hepari;g is adm ni stered, such
as for exanple 15 minutes, 30 mnutes, 1 hour or 2
hours. For exanple, the heparin may be adm nistered at
the substantially the sane tinme as tigecycline, wth
subsequent adm nistration of tigecycline at, for
exanple, 6, 12, 24 or 48 hour intervals thereafter
for at |least one dosing interval after initial 15

adm ni stration. Further, for exanple, the heparin may
be adm ni stered at substantially the sane tine as
tigecycline, with subsequent adm nistration of
tigecycline at 12 hour intervals thereafter for 4
days after the |n|t|al adn1n|strat|on Amother

o, o N, = I
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and both nmethicillin- susceptible and
nmethicillin-resistant strains of Staphyl ococcus

w@eoeas173VESA and MRSA) conpri sing adm ni st er i PQI/US2086/016860

patient in need thereof a therapeutically effective
anount of at |east one glycylcycline, and
admnistering to a patient in need thereof a

therapeutically effective amount of at |east one
hepar VWCH3)e -28hefreintVi ég seleciegiren N{Ci-Be)-atketl hO®; —NH, -NOB and B is

di scl n

eoct SRl Ao AR 12 B KHEVAER RE 2G| Myhtana oo
Rids §§|¢@tqd| fm@ncﬁmlaqa,emaamumtﬁu@ﬂeaimn@@elﬁsm framo dtraight or branched
bef or r I ak

e mCEC bR S o ftolding! | GEShARAIEPShbfoliinne o
m nut @senylaminar dJﬁUbitithf@dr@anofFe|@t%dﬂﬂ10m dirhethylaesnes idiethylamino,

may b%ﬂ@ﬂﬁnrﬁﬁtﬁﬁ%ﬁlﬁlﬂ@8 ﬁém&h Béﬁzglalrﬁ{‘ ind h?) a;?e?ﬁﬁy t | BRrpholinyl,

as ti cline se ue m ni St

ti gecgdwd?@}dt 1- m/crplybx1aﬁp2 &trlaaolyl.l)zar L@l 2é-tdgzohbia substltuted (Cs
i nter I (0) r

L7 or CGlogoBRA a0 By bk SRR 5hAg k8 1 o
2006/ 1alofGECREKYIERIDE/EiBeacle asdafied hetdirabesgar i n

b t agb j

Fos ORI 60 U0 sy SaRBIGR R, W MIBGREUP o . 0l
ti gecyelerted feam ﬁzeth\duethvlnﬂwwl,s1-me&véaﬁvbrn -udyl, 4-nailpgpropyl, or
after ZIrHchS/IBh%p‘y%r REEM DI EHBR | AD2- GABgt @ﬁ-‘ %G\Wb@‘ij-lﬂe Dlyherein W is

is a nmeth amnlsterln an anti

pat i efielectsdioperNiGidCdhaliu DnSch'drTl‘é@ﬁ@ndcﬁwmebptadu frgn hydrogen
to a paptbesay)- dllﬂ/l QS?Q@'BR“’ Wlﬁ&f Goli Ql?}%?&ﬁtRﬂallé ¥ straight or branched

effectlve anount east one 81 i ne.
Anot hé-enplsyl r?@lﬂc’fqu f@mremﬁ&wl ofthy, dmnﬁo@ﬂeﬂ. mgtl"ytethyl n-butyl,
| east 10ABhPLHFEMIC YS! 2- ertﬁ;ﬂlgﬁapplabk EFRHROT %C?d:NQW Qr —~(CH,)»

conpri sin adm ni steri nlg atient in need

O DGRt D eI i GEIepedThrt aN(of Caralhbeaat S, NG -NOB and B
gl yeylcyakéBe frokd nfnebiebr @@10@9 AR al P wheFEEY (@), SO, - and
using at |east one glycylcycline i'n the treatnent 0

a bacf&iifal infecti on, such as those di scl osed herein

KONPI §él€9te§rfPHdeM:‘;)%arbBﬁ}t/dll%m a%dd&tu@téd‘?@?@?)ﬁ%lé&kyl group with
anount of, Ieast one gl ycylcycline an ormn

o DSBSt T SN O a1 Ca B R el Bty Co-aryloxy

t he akelbeRatfréiHHBhYRY bE ¥GhdtiRed %h@@é@a\hlﬂb's@bs’cﬂbﬁcﬁ selected from
heparin, for exanple the glycylcycliné wll

pr odu@@'oaﬁ 19@avfﬂaﬂitr@r va i@lhaming, |gapPexY. ndlé% Ge) alkylamino; (Cr-
COMDIT, NHalkyloRy; RERTafiIsd (Cﬁ,t¢49 BikoRY) YHReLiN WPDQ'J‘QF&gHt%r branched

a conposition conprising at |east one gly

such (GsCa-givAr prieded i tan Switpbsiethvbn n- RprlényymethWe"hyl n-butyl,

conposirhétapppst bogmthﬁﬁr@bﬂ o PRF IsS(UP«@)mpm&&® 'oF‘g(CHz)z W(CH,),
W th |nLorrmt|on that the at | east one ¢

such a¥nhereyeldyis seisstedfiam —NCHemli P er e‘BPQWPE N B and B is selected
hepar frém Iﬁ@?og@hadmb(?-&fah@l @ﬁRkﬁ'gérﬂﬂoﬂSHMroﬁép\bvﬁér@ﬁ &P is a straight

t here | 2 onmon poi nt of
adni npg hsa Cm%%/ﬁ §€|96t§’€dfr‘?rﬁ raeﬁwh H%‘EV‘OF propy' 1-methylethyl,

suppl wibugyl SM’(@’[I@I;&@W 0§ri Qmw&omﬂ @r FeR° F)ﬁ(@qmg,l MeD-62 or ~(CHa),
pat i eg\g(&m need t e\/(\{ g nbodi ment i s
met ho ko %%r?i“ S 8?'%8"? g@ﬂ‘ TMﬁ%l%)%'WétoﬁJrNﬁbrNOB and B is

conpri ses a contalner or conpgyt ment with printed

| abel i ng advising that the at ['east one

gl ycyl cycline, such as tigecycline, may be
adm ni stered with heparin. For exanple, 25 advising
that there is inconpatibility at a common point of
adm nistration or that a conposition disclosed herein
can be adm nistered with heparin, for exanple, at a
common point of adm nistration. For exanple, a
conposition or nethod disclosed here my further
provide information that the admi nistration of a
therapeutically effective anmount of at |east one
glycylcycllne mnth heparin does not produce an

. ~ N o o o



10

15

20

25

30

WD 2006/ 121713 PCT/ US2006/ 016860 One enbodi ment is
packagi ng a conposition conprising at |east one

w@bkyestoyEl i ne with information at the at | easPCDNB2006/016860

gl ycyl cycline may be administered with heparin at a
common poi nt of administration wthout flushing the

comon point of admnistration, and nethods of using
such a conposition. 5 In another enbodi nent, at | east

one glsglegledy dlammehydiggaie ¢ir dGi-Gealivh KE1+Ss) aﬂmthlcnaeleyted from
i ncl udh gy IGRITP, f’tﬂﬁﬂ'ﬁo Qﬁrﬁgr&p?%o‘:@n- @&h%%@f@e %dfrf)ﬁ’\r phenylthio or

use. For ‘exan st “one cycline

I yophlsllbsztéléfeﬁ dthenaitio awt@uwbabnugoruuspl@éw fiey ialo, (C1-Ca)alkyl nitro,
provi @?Qq@s thlélepa&ﬂ{oed csﬁBB}&Pn%Rwd )féiky%%lﬁé ”%@@b aralkylthio; a
prior to use. may 1 ncl ud

conpaleipspgysle @ﬁaéﬁf'rﬁér{ﬁ?'ﬂm{% hmraxmgn%rpawt@agpn@n@r di-straight or
unit desened @,-d e?é}%ﬂ %ﬂﬁné%r&u@f (%B(é Céﬂ%}l' ?ﬁectg@efrom methyl, ethyl,
conpartnents are preferably “adapt e de

node &fProRMm ni SMesvieiyl i nar- bléib’lng, ﬂﬂetb%awpvle petmethylpropyl,

tabl ety Slﬁfé‘ﬂ\vléhylpo"‘@%ethﬁﬁltylor qudn%@fP&l&c?pyl 2 ,2-dimethylpropyl,
sust ai ned- r el ’ease capsul e, or elixir

combi RAPeHMEUlhe XY, addnethdpente Mrdlm@mlbutyl 22 ~dimethylbutyl,

adm n'Z%étﬂﬂllb@ﬁ‘tyl de EQﬁm@tﬁﬂngﬁF 1, SQF rﬁethylbh@/[j ot Y i JnfR-1-ethylpropy!;
arrpoul es, vials par ent er al
adni nihalor &niCoh afké'm acy&r baleacyl ﬁé@ﬁ@éd‘@m @P@tﬁh@rowl {chlero-acetyl,

l'i ke ftrﬁfuo?d%iéé@ﬁ'(c é?) @@F@Sbmyl%ér'baﬁyloéte—(f War@%l;%’rﬁéc?ed ffom benzoy! or

ki t
| east “éﬂfétholdl 9%'9@%1'%?@ <C‘(6191o ai0y| égs@bﬁ@yléewr tcrfe(h@terocycle

i N whicefbopll, | #@Sthe®iBcytley C Codihb@e hbirtbeted; (C1-@ﬂ Ikoxycarbonyl
(c) a package i nsert conprising at |east one :

i nf or REEFSA rEBYAr d“ﬁ@‘OWFérQﬂ’é‘g'ag@thWﬁPn)é’ndS‘%ﬂ%JQ'att i @n branched

of  eXprspdipcRborfyl déll?l@ﬂﬁ:afr&frm of st?élgﬂltecﬁsdraﬁél%d butoxycarbonyl R® is
gly ylc%cllne a providin

t
R R LY L AR ¢ M MG AY I A ——",
with eh@fpﬂfﬂrﬁpﬁltoréﬂ ﬁf@fﬁ%@fhwgdalc ?Eryﬁ@@lbeﬂeatffcﬁﬁ'&r@nyﬂ Chaphthyl or

anot her an arti manuf act ure may
conpr- &P g%’g 4%&‘1& ASAIKY! 9THRii AgeiRrorwiRs @S ogfined hereinabove; or —
gl ycykemy) ic®ORN oiurei w4 GihdWRE hs Peelldtiersd fﬂoﬂbﬂydf@@en straight or

I nstrycti i ng a discussion that indicate
t he chﬁS‘ﬁ‘g?‘il I($t'§3)8 Yhe@aR nSelRetet ndrom  metay, o‘ﬁBVIZS” propyl  or
gl ycyHayethisgy; foa(cee@@rw gro@%em@wmﬁnbaemﬂ h-ﬂéphthyl or. -naphthyl:

t.rac n The | abelin tructi ans
B € Rl o, Mgy SRt A BHOGRER HBaC BN Seprssigcted fom
as demhweahy]eﬁ@mpyl blef-ﬂfe@nyleTh\ﬂ (als))ang grﬁup &,ﬂ?ected from phenyl,

asSocCl at onp nt b an mean
it AT PN BoRl oy A 18l Uo. & pjelgiyge @ defined
non- | heidinabgvexamute), (CODRTMRYeregi=0-4 &% RO sdl6&6d frimehydrogen;

packagj ng, mat eri al ox, oy plastic
Wr ap g{r aﬁy {’ 'é%ﬂ@dg %@ﬁyaﬁﬁc ffPHgtfP%fB{’]‘, o‘ﬂgy' n-propyl or
bei ng 1bﬁétdﬂdth§l@ drmes-c;%rymlr $d@diéd &Umhpfﬁﬁnyw baprahy&r LRaghthyl; with

does not obsc beI| n tions
Dorai T BPVRS Mt o g e Eanhe) b B0 hossm 25 - and K taken together
PCT/ US@O@WMOHBQr eneram 8V igBelastbd Glogn OEH,), and q= o 1, -NH, —

one. ol §eyFARneNEs e(aﬁé%via%%?f 6o 8L stneiuhRa® Congeners

| abel i ng providing that a dosa formof the at | east
one glycylcycline nay be co-adm nistered with heparin
wi thout flushing of a common admi nistration site; and
(c) at |east one conpartnment in which the 5 at |east
one glycylcycline is stored. Conpatibility of two or
nore conpounds or conpositions, such as tigecycline
and heparin, are tested using at |east one of color
change, gas formation, visible particle formation,
turbidity and sub-visible particle formation. For
exanpl e, col or change, gas formation, visible
particul ate formation, and 10 turbidity may be
measured using a Bl ack and White background |ight box
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fluorescent | anp capable of producing intensity of
illum nation between 2000 and 3750 | ux. Sub-visible

w@asbiizurhist e formati on may be neasured by | i ghPCT/US2006/016860

obscuration (HI AC) as per United States Pharnacopeia

USP Chapter 788 Particulate Matter in Injections. 15

As a non-limting exanple, an effective anount of

tigecycline ranges fromO0.5 ng/kg of body weight to

100. Osetgtied fmim bodryD)/\paiog'mﬁ, ety (L exBRjrptodinater mwrhobng, eyrrolidine or

15 mﬁ-@% iqRE. body weight, by further exanple, from0.5

to 1 f(g of body weight, nmay be admnistered from

oneompotindseintliuded inprS. d%@tentFNm. AP0 R whidhgiechareinriecorporated by
LSt er a 100 ng | oadi ng dose foll owed

g%?grs?ﬁge gﬁ‘%glnl?ésﬁ %e%% ?’?atl on of 50 ng 20 both

admi nilrsoreer embodimehéofrihe idésgtoswiiea therdt usa st nne gbycylay@ite &Dtigecycline.

gbp%ggmﬁger, :Té;?/cogy%l{rt gﬁa&qﬁ)\fgmg @I”ggs§ ontehglygﬁg%i(l)iﬁg H88& from a

cewpoiwd efdorstiia | gecycl ine to 100 m_ Nor mal Sal i ne or
dextrose 5% in water H(¢.Do¥,) imtLaywspous conpartnents
resulting in a final co centrHatmnNof 1 ng/ ., whereas
the subsequent doge o ey Pt epared by

addi ng onepyy alfj of Jrec [

nmL Nor mal Sézfl \ojk . G
resul ting e a&n, fi nal C@Hce@tra)t-lf”?m ob 0. Fyng/nL. It

wi |1 be understood, however, that the speC|f| c dose
P@@/@Pa@?ﬁfefl?@a&éﬁ@?gpt%?'e &a%sdﬁ@r%rawn@t Igastiang 1egarin. For example,

B hepatin W I&Bhé’ﬁrin%dﬁuﬁﬂ i ériotkﬁ# REHMAdintdht ﬂwé’@dm@dsyuoﬂfls suitable

factor u body wei general healt
i paraiargl, S ?Fé‘lcégﬁ(/@?r?i’%)“ouéfa%@%%mtl on being

t r eat @dothan@nibdeindrk 8s a%aﬁh@cétﬁl@@lnédmédﬁtloﬂncd?ﬁprlsmg at least one
Iygﬁc%:ﬁl i ne. woul d be under st ood b one skilled in th
greyic

e, @l deasit Oneyepaiin ARdngt |l rNG iPHAENRGRYf %ﬂi’édacceptab'e
BYCibiBEt. NPEHUERRIPIS, &he Mlep8ir rialy i epa@ih s@dldm?l H}gané’tﬂaer\/@nbodlment
06/121713 PCT, IS 006/0168 O n nmedi ¢
ccogaﬂﬂsglgn 'W'{@ le prepqrﬁtatp Is\pgmgcf &tﬁdeﬁ?ﬂsy agmlnlstratlon
st eri hpoter epibalingent f rf@omﬁbmaﬂohqnemp ld@ﬁhrﬁfsmgsécﬁﬁlhlsﬁatlon of at
ments as

ni stratio a
R0 i oh Qa s SaP Bl Tsrtre, fapafis Sften SOuLIATy G 80 gfgidure. For
a%mae,smercdrmétmanheﬁapy @tﬂaytprl@%éCM ﬁ@omfpéﬁlﬁllt a&sedetermined by at

I i e y.the nuf euti.c
BAPERes Sest bt SO0 oo diaearies (SFAIPS: VORE Rartuiate formation
hepiaity andised visible pémcume fortriaglor For dx@impteang heparfromay be heparin

P8 BrpPar BERGReR dit RORorBLPoIREIBY E SHiFHHe o arentera,
dpsdiflegloitra G o, éd)mﬁ@trﬁm. Br;z iflirter eXdmplepine dt featt &glycylcycline

At Phiese 0P JBPeH Aot PRYIRFEY. 5t suoSiantlt 1 i e or are

tb@intetéreddietviedoniow, hdune bdf@seagﬁd ofo heurarafter geoat! Idast®neeheparin is

PRI RETL 2o BB Rl oL BRI L ot 8 2ppours. For

emm;nleumls hepantramyobs ahdlﬁiuis_tabéd dt nthe camgtantitliyothd iseme time as
FAE i Lo TP AR R B B 5 12, 2 o

adninistered intermttently by intravenous injection,
coagul ation tests should be ﬁ rformed before each
injection during the early st ges of treatnment and at
appropriate 15 intervals thereafter. Dosage nmay be
consi dered adequate when the activated partia
thronboplastin tinme (APTT) is 1.5 to 2 tinmes normal or
when the whole blood clotting tinme is el evated
approximately 2.5 to 3 tines the control value. After
deep subcutaneous (intrafat) injections tests for
adequacy of dosage are best perforned on sanpl es drawn
four to six hours after the injections. 20 Ot her than
in the exanples, and where otherw se indicated, al
nunbers used |n the speC|f|cat|on and clalns are to

e . T .
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"about." Accordingly, unless indicated to the
contrary, the nunerical paraneters set forth in this

w@p@eil2izent i on and attached cl ai ns are appr oxi PEL/US2986/016860

that may vary dependi ng upon the desired properties
sought to be obtained by the present disclosure. 25 At
the very least, and not as an attenpt to limt the
application of the doctrine of equivalents to the

Seppntevalehibetgatierdor ahdanshoneriasiy pueaealier Einl agministration.
Wﬁﬁ&nﬂrre%gﬂplenthej thePBkin ?ﬁaytﬂ%dﬂﬁﬁﬁ%?e@ét SUSRINtARARE same time as

gits and ordi nary roundin roaches.
Mewcyrp%tvgwoqq%egm afjﬁ]@’llﬂqﬂ%@rﬂ ,og Higeqygingeal thbour intervals thereafter

Rt dRE e Er FRtibiAGdhMittatbAe broad scope of the
di scl osure are approxi mations, the nunerical val ues

set féonpHer ﬁ”lbﬁé'”‘s%'é@i the disclpgUiea rpnedical RparaRisr cOBPriging at least

S CepBite AonRePiditse . whsHinNHMBGE CBMpYAeRt BRPRYES at least
e S A G 0T e P er [ prves at least one

obRYIgyGhee @@ﬂtaaﬁwoeﬂrwaﬁfgwg§<amp'r'§ﬁ3r%sla¢%t.cwg hmﬁm ard wherein

HeANERIHhddS3doAl | @Infpiditthts lafe BRMdctd £ &P @t éd’rﬁm‘s@fﬁﬁéﬁ‘ @et.  For
neasur enents. The foll owi ng exanple is intended

PKRTRIEr 08 (e FNA REPEh SRR I 9% CoRaFRiEs . tos the same

E&l&hﬂ‘iﬁét%‘uén Aesintfiihel onfRtd GrtA@frst Bndl 8é &I d@)%daﬁﬁwents may be mixed
atl Ills[g’lvaEOf ti ecycllne solutions with hepari

PEghia Admigi Par SptiopaI: sAch QrRAf RNt JBgY Preseparate IV bags. By
ﬂjrth%ﬁbk@rﬁ le9tHéeéUrhlﬁlstrBﬁnrpéétKﬁé&Ecoﬁtéiﬁ% V—snt@h@nere the contents of the

onpa testi erfornmed using 'si mul at ed
GRIP S Nesbid; ERPABTRIS el B PrigE oL eAimEgeton. < I another
Ehibsaedergtthe ﬂushmgc‘éflm@bdrhlnhétrtayoméet%e ﬁﬁklﬁ@@@m WBRY tedufed.

with other Sinmul ated Y-sit

Admi nPSP pml?oglmelnt I$a g]opﬁorﬁfgw@lﬁ{epﬁg,aﬁ@@;,t ongglycylcycline and

60, 18- 8he REYIBin, Tdonfpsiting BEmindteringPhy Sa C@dtient in need thereof a
e dobulin Rabbi t)

S At P ack I et i
gﬁﬁv&ﬁ 16 heed a{lﬁ@of al ﬂFfe;rEﬁ@hcéeﬂly -effdbtive’ é?lﬂﬂl'f}ﬂgdfet |Iéa:sY one heparin. For
creenin j val irudin. dur i nul ated Y- s;

ﬂ%ﬁﬁ‘ﬂ'?sﬁhgﬁ? f SBR At A wevnem?g@ ﬁsﬂermrm?g@e@davmstsred through the
€@nﬁrpa§|td3lo|f | ddmiaistratidrer afdrl bxdmsieditnien methte &Ry PaRet Mdthods and

wih el ected dryigs, during of mulat ed XSl Le L LECHON oot one
tesit ohdseheffort kelolcisdrige, gsoionhauns viRbldpariclia@eretationeturbidity and

d 1:1 tio, dth . .
Oy ERD P oo Ot B0k £ QaPs: Mnena g 5k beparisysodium. I
Apgtaer embedimedt thaCcdpgeitioplid sultabie for paeneral, ‘s!pédlftﬂaﬁ!y mtravenous

PRIt B cPa fiie” epablel riecst 182 opnd FBBH g i T ieast one

heparin areoadrhialspsred tat sabgiatitiatig thel Barde ttintee or eeer bathinkasred between

PRSP Ts YsRng AaTeHBLAie B A sor e paiertdncamimisigred. such as

fwrexadmeletmﬂmtest BOndnutes, tiuadn? howtsr Bdr exanpéd, thelyeparin may be
n d s, ,prior tao enterjng the vepous
S B Saha ThecuBnte: LBl s3beLfren aspidaybires GG Sosequent

afitninistratizm ngtlgedybllrtefm foperdraplef €512, 24l artdisdiour iiriervals thereafter for

Bl B el ThEhEL RO LA g By ot e heparn

adm nistration set. The acce gance criteria of "no

i nconpatibility indicating change over the four hour
eval uation period is being applied to the Appearance
and Description assay as well 30 as the H AC
subvi si bl e particul ate assay. Thus, for instance,
formation of visible particulates or increase of
subvi si bl e particulates would indicate an
inconpatibility and 23 WO 2006/121713

PCT/ US2006/ 016860
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woul d result in a "Y-site inconpatible" classification
for that diluent or drug. In addition to the

wo\ppearimce and Description and H AC testing, PORUMHH0€16860

the solutions are nonitored "for information only."

Before m xing of the two test solutions together,

Appear ance and Description, H AC subvisible

particul ate testing, and pH are determ ned on each as

Bayolpe edirinistBredpalr aglistantielly tHeesares tiingobsttigengcline, with subsequent
J £ Ti n

ARG b Hopoy e o BbheR ncredlBl 10 dalle atter the inia

efimirtisdratipgecycl i ne, 0.9 % Sodi um Chl ori de I njection,

USP, A1 S - s S -

CP, L8P eS8y e sl % Migicic compring

edginisterinonte Satientvn aked dreced acterapeuticatly reffeetivevimount of at least
. e r

e e CL A A M S

efiectiye amountof3at le‘aaj oxe $epanin. Fof ex@nmnsthetgjuoylg:ycline and the heparin

%\Lelggg%ﬂlét%%d tﬁrotugﬁncﬁé %% sﬁe 0115] rt]wggramm Iﬁhh}{ther e(amﬁle the at

util on used for t recons utron
jeastent glycyicykzwe and tr@tﬁté@ast hromb@twuau arg adeinigbaredraisdbsidntially the

%%ﬁ%)stpigr Pg rét g&ﬁm%@%@&&gg«%ﬁé@ h?ﬁaé‘%&%@b\ﬁﬁhfﬁb hours after the at

Iviast o hepatinds eavinistdragi, shctPas foff iekaple omimuégmSatmiottes, 1 hour
B 21 i oo RS AL 50 RP B b st ind G5 RARY v same

lime\asdigecyling owilin stlsgesiuentcrdmiibieationsi dikeeydioe pk don example, 6, 12,
g@ oM Mgt 5?{081* mt%rva@ tﬂél%g © fERAN LAt Bnd h@oéﬂﬁ"zghtfrval after initial
osage uni t our cont 1 nuousl
@ﬁlmmt@ttlp@n Hugtheremfv@@rﬁnlemhg hepryinnaly &g aﬁmms@r% at substantially
0
0P i eChs Moyl sl e bt el el R R et 12 hour
iftervala thareaftan donfotaseatige tednitial agdminigifatius t o result in
100 Wﬂbfh%f NAmbotfabhing af nfead of Stre%@n% ba%%fa@)ﬁhﬁeﬁﬁs}’ such as

30 Ml of the tigecycline and of the heparin solution

sprapliqaegh itrarahsamingl dnfpations dchared somplicaigsidatang sigh structure
ﬁ\‘?&%@ﬁ@'&%iﬁ}"@augéd %%ﬂg etﬁg%la?h FPErERHSERRNG/ &Jfﬁc%@gs anaerobes,

Descri ption, subvis I cul ates by H AC and
gadthally Bethisiliin-t suscepliple taé‘§t mﬁﬂ"ﬂcll&m-é%clséaré pialesy of Staphylococcus

boget hfIssAR- ana_h@RBﬁWomﬂﬁgmyoédWﬁ&eﬁﬁg tthea tp\éﬁeﬂteﬁt need thereof a
articles are used i nmmedi ate Preparati on and

fhesanavcaly taeiveemosst of |ab|'%355 one %@\ylcﬁclgnc( 70§ afmigigtering to a

bhferePREE tﬁ@r’eHﬁ éQHeHaﬁeﬁtfcﬁﬂﬁEﬁécftﬁé’ a'iﬁbdnh%f Be Rl one heparin. By
contai ni n ppr oxi mat e he tigecyclin

&pther ?{(ﬁmaédﬁﬁ% wthc&ﬁdﬂ%ﬁc@éa the @é@@ﬁ‘i‘@‘et mcwcycmcacnd the at least
%ﬁé‘ﬂ%e%anﬁp&’éoédrﬂﬁﬁs@ér}éd 38 EﬂJbs@intlbmﬁ 1150 " hriee gm0 thdré’ Madministered

i mredi ately renoved for hour AE ear ance and
é

B@@‘@Pf‘ AP mur%keﬁa‘vresw fwo "p%\’f% pider the asleggt pnetsrang ipadministered,

t68t b Jor Eﬁﬁnﬁléa@rmm\dltb@ BB enih@ERI NiHdgr TP Uhb@e, FBr iekample, the
then recovered with Parafil mand the headspace fl ushed

\WFE‘?H M@y p@%ﬁ ministeied ataihs ?‘Wﬁtaﬁﬂ%l'yt gt 3amee dmesds digecycline, with
alibstd0bst AdmihRRERIESF Rfccfdlinene, PRExdmpe, 6PAUrSL or 48 hour intervals

thereafter for at least one dosing interval after initial administration. Further, for

18
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Testing Performed 15 The follow ng tests are perforned
i mredi ately after sanpling: 1. Appearance and

w®emen2ptd on for color, visible particul ates, PETUS2006/016860

turbidity nmeasured wusing a Black and White background
light box with a fluorescent | anp capabl e of

producing intensity of illum nation between 2000 and
3750 lux. 2. Sub visible particulates are nmeasured by

exgmpleothedapatin oray (e anyinigteresbat auhptaatiallytoe spaedisne as tigecycline,
mﬁrs'mgé’dlfén@ aH%%ué%’ﬁeﬁ of tlé@@clpr%r 5 p1habeinMN 1€ thdrBatter for 4 days

I'nj ecti ons. I's measured Using a potentiometric
ﬁﬁ?ﬁeﬂ*e@ﬁfﬂﬂﬁﬂ@mﬁtr%%url ng pH val ues reproducibly

Wi t hi \nBi{ae é?\'fbdt'ﬂhérﬁ @néj haMod B &l BahisRAR a?P'aﬁjB?J)tﬁ: to_a patient
for pH neter use. WD 2006/ 121713 PCT/ 82006 0168

BNy henﬂrlg)com@qng qgnmust@[lmg to 7 patient ippeqd th@re(qbajher@peutlcally

@ffectlvé an%tﬁ\t o? at Iéast%e’\glyalcﬁ%eoo (,gm?@eQAEe(r)n@gnﬁerﬁ E)a method of

ﬁdmlr@tgr)nga)at leaqu 0@ @lycylgycline\o: 85 pafient r@cqamngdwgpa@n comprising
%@mwﬁé%@rn@ toQal pgtlé\Ht% Ineed ﬂ'i"erébea %r&peg |cam%/%)ffe9we é’m@t)nt of at least
She SYHHIRE G '

Another embodiment is a method of using at least one glycylcycline in the
treatment of a bacterial infection, such as those disclosed herein comprising providing a
patient with a therapeutic amount of at least one glycylcycline and informing the patient
and/or administering medical personnel that the at least one glycylcycline is compatible
with heparin, for example the glycylcycline will not produce an incompatibility with
heparin at a common point of administration.

Another embodiment is a composition comprising at least one glycylcycline, such
as a pharmaceutical composition, or any composition disclosed herein comprising
packaging with information that the at least one glycylcycline, such as tigecycline, may
be administered with heparin. For example, the packaging may explain that there is no
incompatibility at a common point of administration. Also disclosed in a method of
supplying such a composition to medical personal or a patient in need thereof.

Another embodiment is a method or composition disclosed herein that further
comprises a container or compartment with printed labeling advising that the at least one
glycylcycline, such as tigecycline, may be administered with heparin. For example,
advising that there is incompatibility at a common point of administration or that a
composition disclosed herein can be administered with heparin, for example, at a
common point of administration. For example, a composition or method disclosed here
may further provide information that the administration of a therapeutically effective
amount of at least one glycylcycline with heparin does not produce an incompatibility at

a common point of administration.
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heparin at a common point of administration without flushing the common point of
administration, and methods of using such a composition.

In another embodiment, at least one glycylcycline may be provided in Kits,
optionally including component parts that can be assembled for use. For example, at
least one glycylcycline in lyophilized form and a suitable diluent may be provided as
separated components for combination prior to use. A kit may include a plurality of
compartments, each compartment holding at least one unit dose of at least one
glycyleycline.  The compartments are preferably adapted for the desired mode of
administration, including, for example, pill, tablet, capsule, powder, gel or gel capsule,
sustained-release capsule, or elixir form, and/or combinations thereof, and the like for
oral administration, depot products, pre-filled syringes, ampoules, vials, and the like for
parenteral administration, and patches, medipads, creams, and the like for topical
administration.

For example, a kit may comprise (a) at least one dosage form of at least one
glycylcycline; (b) at least one compartment in which at least one glycylcycline is stored,;
and (c) a package insert comprising at least one of: i) information regarding the dosage
amount and duration of exposure of a dosage form of at least one glycylcycline and ii)
providing that the dosage form of at least one glycylcycline may be administered with
heparin at a common point of administration.

In another embodiment, an article of manufacture may comprise a compartment
holding at least one glycylcycline in combination with printed labeling instructions
providing a discussion that indicates the compatibility of heparin and the at least one
glycylcycline, for example, as opposed to other tetracyclines. The labeling instructions
may be consistent, for example, with the methods of treatment as described herein
before. 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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flushing of a common administration site; and (c) at least one compartment in which the

Dlepst ong gl)g:ylcqpl ime may %e co-admlnlstered with heparin without

at least one glycylcycline is stored.

Compatibility of two or more compounds or compositions, such as tigecycline
and heparin, are tested using at least one of color change, gas formation, visible particle
formation, turbidity and sub-visible particle formation.

For example, color change, gas formation, visible particulate formation, and
turbidity may be measured using a Black and White background light box with a
fluorescent lamp capable of producing intensity of illumination between 2000 and 3750
lux.

Sub-visible particulate formation may be measured by light obscuration (HIAC)
as per United States Pharmacopeia USP Chapter 788 Particulate Matter in Injections.

As a non-limiting example, an effective amount of tigecycline ranges from 0.5
mg/kg of body weight to 100.0 mg/kg of body weight, for example, from 0.5 to 15 mg/kg
of body weight, by further example, from 0.5 to 1 mg/kg of body weight, may be
administered from one to five times per day. For example, tigecycline may be
administered as a 100 mg loading dose followed by subsequent administration of 50 mg
both administered to the patient via infusion over a 30-60 minute period. In the above
example, the loading dose of 100 mg may be prepared by adding two vials of
reconstituted tigecycline to 100 mL Normal Saline or dextrose 5% in water (“D5W”)
intravenous compartments resulting in a final concentration of 1mg/mL, whereas the
subsequent dose of 50 mg may be prepared by adding one vial of reconstituted
tigecycline to 100 mL Normal Saline or D5W intravenous compartments resulting in a
final concentration of 0.5 mg/mL. It will be understood, however, that the specific dose
level and frequency of dosage for any particular patient may be varied and will depend
on a variety of factors including age, body weight, general health, sex, diet, the severity
of the condition being treated, and the like.

The reconstitution of tigecycline would be understood by one skilled in the art, for

example, by following instructions included by the manufacturer or distributor or by using
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performed before each injection during the early stages of treatment and at appropriate
intervals thereafter. Dosage may be considered adequate when the activated partial
thromboplastin time (APTT) is 1.5 to 2 times normal or when the whole blood clotting
time is elevated approximately 2.5 to 3 times the control value. After deep subcutaneous
(intrafat) injections tests for adequacy of dosage are best performed on samples drawn
four to six hours after the injections.

Other than in the examples, and where otherwise indicated, all numbers used in
the specification and claims are to be understood as modified in all instances by the term
“about.” Accordingly, unless indicated to the contrary, the numerical parameters set
forth in this specification and attached claims are approximations 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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follows: 28 WD 2006/ 121713 PCT/ US2006/ 016860 (2 a)
a) a) Aa§tug)5 |sa9erfﬁrm@d fo ,dete@nmg the cpmypatipility @f @ge@l)clme s@utlons with
ﬂeﬁérma) Hélbarﬁx) |sag)repe9ed‘ fér tﬂstt@d)Qas er’ﬂNe(dlre@tléﬁs vén fa the package
ertQ) Tpe qym lb@tycte@jmg) "‘O p@rfeqﬁn u(s)':‘gcqx1 glm%eﬁ qsi&” technique
\deﬁbI&bd@i e @le@‘he@—') b@rlss@ &) ala)“C()ﬁﬂpéﬁblgfof Befididdgam Me8ylate with
%f]qr g)rtﬂgspdgl g@julatgda( %ljzeCA@néjustra |onC A aIt-}ealtﬁ-SysgemoPharmacy,
Vol. 60, 80-85, 2003; Trissel, et. al. “Physical Compatibility of Antithymocyte Globulin
(Rabbit) with Heparin Sodium and Hydrocortisone Sodium, Vol. 60, 1650-1652, 2003;
Trissel et. al. “Compatibility Screening of Bivalirudin during Simulated Y-site
Administration with Other Drugs, and Trissel et. al. “* Compatibility of piperacillin sodium
plus tazobactum with selected drugs during simulated Y-site injection, Am. J. Hosp.
Pharm., Vol. 51, 672-678, 1994,
To “simulate” the Y-site, solutions of both tigecycline and heparin are mixed in a
1:1 ratio, and the compatibility of the common solution is evaluated for Appearance and
Description (i.e. color, visible particulates or turbidity), subvisible particulates by light
obscuration (i.e. HIAC), and pH over a four hour, room temperature period. This time
period has become standard when performing these “simulated Y-site” studies, although
the actual residence time for the two solutions in the administration set may not exceed
eight minutes prior to entering the venous system. The tigecycline test solution, before
and after mixing with the counter test solution, is protected from atmospheric oxygen
using a nitrogen overlay which mimics the actual “closed” system of an administration
set.
The acceptance criteria of “no incompatibility indicating change” over the four
hour evaluation period is being applied to the Appearance and Description assay as well
as the HIAC subvisible particulate assay. Thus, for instance, formation of visible

particulates or increase of subvisible particulates would indicate an incompatibility and
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oznnﬁormaﬁon only.” Before mixing of the two test solutions together, Appearance and
Description, HIAC subvisible particulate testing, and pH are determined on each as
controls.

Preparation of the Test Solutions

Preparation of Tigecycline Solution, 1 mg/ mL, in Normal Saline (“NS”.) For
reconstitution and admixing of the tigecycline, 0.9 % Sodium Chloride Injection, USP,
100 ml, is used.

1. Two x 5.3 mL of NS is withdrawn from a 100 mL IV solution bag.

2. Two x tigecycline 50 mg vials are each reconstituted with 5.3 ml of NS. The
vials are mixed with gentle shaking, avoiding excessive or vigorous shaking
of the vial.

3. Two x 5.0 ml of reconstituted tigecycline is transferred to the 100 mL NS IV
solution bag used for the reconstitution. The solution is gently mixed to
obtain homogeneity.

4. One hundred (100) ml of the 1 mg/ml tigecycline solution is transferred to a
250 ml beaker, flushed with nitrogen, and covered with Parafilm®

Preparation of Heparin

1. To prepare heparin in the usual dosage of 10 unit bolus in 1 ml, 10 ml are
transferred from 10 vials of 10 units/ml to a clean beaker to result in 10
units/ml.

2. To prepare heparin in the usual dosage of 0.75 — 2 units/hour continuously,
10 ml of solution is removed from a 100 ml bag of 0.9 % Sodium Chloride
Injection, USP. 10 ml of heparin solution is transferred from one 1,000
units/ml x 10 ml vial to the volume depleted bag of NS to result in 100
units/ml.

Testing of Controls

1. Approximately 30 ml of the tigecycline and of the heparin solution are
transferred to separate beakers and evaluated for Appearance and
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creating the initial sample. Approximately 30 ml of the combined solution is
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immediately removed for O hour Appearance and Description, subvisible
particulates by HIAC and pH testing. The beaker with the remaining solution
is then recovered with Parafilm and the headspace flushed with nitrogen.

2. The sampling and testing of 30 ml aliquots is repeated after one and four
hours.

Testing Performed

The following tests are performed immediately after sampling:

1. Appearance and Description for color, visible particulates, and turbidity measured
using a Black and White background light box with a fluorescent lamp capable of
producing intensity of illumination between 2000 and 3750 lux.

2. Sub visible particulates are measured by light obscuration (HIAC) as per United
States Pharmacopeia USP Chapter 788 Particulate Matter in Injections.

pH is measured using a potentiometric meter capable of measuring pH values

reproducibly within 0.02 pH units and having electrodes suitable for pH meter use.
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A study is performed to determine the compatibility of tigecycline solutions with
various other diluents and drugs.

All drug products are prepared per package insert directions; some drugs having
wide therapeutic ranges are tested at multiple concentrations, and some drugs with
different formulations are tested. A simulation of the mixing which would occur at an
intravenous administration set Y-site is used, and the period for evaluation of
compatibility exaggerated the generally short time that the two agents would be together
prior to venous circulation. Test solutions before and after mixing are measured by
visual observation, by light obscuration for subvisible particulates (HIAC), and by
potentiometry over a four hour period.

The acceptance criteria of “no incompatibility indicating change” is used in
assessing the data. The results are categorized into the following four classifications, as

influenced by package insert statements:

1. “Compatible”, i.e. mixtures of tigecycline with diluents or
other drug show no incompatibility indicating changes.

2. “Compatible with manufacture’s restrictions”, i.e. mixtures of
tigecycline with drug B show no incompatibility indicating
changes, but the manufacturer of drug B indicates that Y-site
administration should not be performed with their drug.

3. “Incompatible”, i.e. mixtures of tigecycline with diluents or
other drug show incompatibility indicating changes.

4. “Incompatible with manufacture’s restrictions”, i.e. mixtures
of tigecycline with other drugs show incompatibility indicating
changes, and the manufacturer of other drugs indicates that
Y-site administration should not be performed with their

drug.

The compatibility results are listed in Table 3 and are summarized as follows:
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and non-limiting examples thereof, one of ordinary skill in the art may, upon reading the
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3

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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1. A composition comprising at least one glycylcycline chosen from a
compound of formula |

H,C., Oty HC., -CH,

(M

and pharmaceutically acceptable salts thereof, and at least one heparin .

2. A composition according to claim 1, wherein the glycyleycline is a free
base.

3. A composition according to claim 1 or claim 2, wherein the heparin is
heparin sodium.

4. A composition according to any one of claims 1 to 3, wherein the
composition is suitable for parenteral administration.

5. A composition according to any one of claims 1 to 3, wherein the
composition is suitable for intravenous administration.

6. A pharmaceutical composition as claimed in any one of claims 1 to 3,
further comprising at least one pharmaceutically acceptable excipient.

7. A combination therapy comprising administration of at least one
glycylcycline chosen from a compound of formula |
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and pharmaceutically acceptable salts thereof, and at least one heparin, wherein

administration is simultaneous, separate or sequential.

8. A combination therapy according to claim 7, wherein there is no

5 incompatibility as determined by at least one test chosen from color change, gas

formation, visible particulate formation, sub-visible particle formation and turbidity.

9. A combination therapy according to claim 7 or claim 8, wherein the

glycyleycline is administered between two hours before and two hours after the heparin

is administered.

10
10. A medical apparatus comprising at least two separate compartments,
wherein a first compartment comprises at least one glycylcycline chosen from a
compound of formula |
15 M

and pharmaceutically acceptable salts thereof and a second compartment comprising at

least one heparin, and wherein the first and second compartments are connected to at

least one administration set.
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g C(L)J dq?,\, U A(Qﬁga;iC%%PgéraguuSA%Cg@i:@é@gE@f?lg'hg#ehwl the)%irsLtJ)ang second
PATpLIBRONS /204 6@GRCted D e $amee hdrialstratioh iléfi%nﬁ%@élmixed prior to

. by di scussi on of enbodi nents of the
gg@@ﬁ {é@gn, and non-limting exanpl es thereof, one of

or di nd2y slAiredical epharatustaccandingup elzim dd gdivhgretr@e first and second

£ [ l,a envi si.on. ot her enhodi nents X
SBFLERS o oo M e RIrRleH 1 S pEmEe 2t a Y-t
pdoye adfministeationvent i on and therefore the scope of the
I nvenggon ihﬁééiical apparatus according to any one of claims 10 to 12, wherein

0O UH
wo2000RrBU UU CL OGC a] 0a (nQO )(a P(Sr/mzoaé/omsﬁo
C

-n C) a) O N O

flushing of an administration set is not required.

14. A method for administering at least one glycylcycline and at least one
heparin, comprising administering to a patient in need thereof a therapeutically effective
amount of the at least one glycylcycline chosen from a compound of formula |

(1)
and its pharmaceutically acceptable salts, and administering to a patient in need thereof
a therapeutically effective amount of the at least one heparin.
15. A method for administering glycylcycline and heparin, 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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5 only be construed and defined by the scope of the
appended clainms. 47 WD 2006/ 121713 PCT/ US2006/ 016860

WORWE/12831CLAIMED |S: 1. A conposition conpri siPOI/ES2006/016860

| east one glycylcycline chosen froma 5 conpound of
formula |l 1'f3C ,,CHL IV,..CH3 FT T 3 OH o HOHo (1)
and pharmaceutically acceptable salts thereof, and at

| east one heparin . 2. A conposition according to
claim1l1, wherein the glycylcycline is a free base. 10
3. A conposition accomdingedt,0 cl Bl ICHr claim 2,
wherein the heparin is feparin sgd’ﬁrum 4. A

corrp05|t| on accordl ng t ; € | goms | to 3,
wherein theec

admi ni str@,a_ggr RPO'S M.t o any one
of cl ains 3, V\,hgrel < rrp|t|on S

suitable for ﬁ“}ht ravenous édrﬂ ni Qf{r a‘i’l o 6. A
pharmaceutical conposition as clainmed in any ong, of

claims | to 3, further conprising at |east one
5%#%@%’Uﬁceﬁﬂqai}y a@@@tﬁb@)qs%tseaqm reinistering ta\a patient in need thereof

Q‘i’r‘f@é;ﬁ@hb@lﬂl éffé%ﬁ\?eoa‘(mﬁw b 5% o‘ﬁg LR, (r\:/\gltelré?ﬁ‘ ’[l’gaI %?éylcyclme and

| east qgne “glycyl cycline c osen a
therharedn ﬁr%@rmasmg@mmﬂee pame Ls@ ob@drom@aetbon 1J C~-

~C | ~16BC H rh&tRod bthredtR chmph oqﬁltrhJ agﬂioﬁmgxl i déctu?ﬁé“&w) and

Eharmaceutl cally acceptable salts thereo

Rlicaldeskineqng $4in SiiTainfocanroR S, ganesd bysgram- negative and
§lapbHRRQIEINO @aér%fe?oﬂé% WWHG%ICI"@ subs‘cgﬁtmpéngﬁé @%fhlcnhn—

t her apy accor to claim7, wherein

[esisih atrains rf §§?Pg§°%¥>é$ AvreEs (M§SAEnd éﬁ%%bmnnri@m administering
tbf'é)ﬁﬁﬁénf IhH8eaqh&eoCh REDHeut3Ry eff@étﬂ@tah%n Y %'Iéﬁs@one

a |culateforrrat|on sub-visible parti ormati on
eyIyGling ehasgn from acerppreinsafifgfmuinker apy accor ding to
claim7 or claima8, wherein the egcyI cycline is
adm ni stered between two hours ore_and two hours
after the heparin i§‘a%rqgn‘3i‘1‘nster édy-10°10. A nedi cal
apparatus conprising at | easthV\msaepar at e
conpartnents, whepein v P Y¥nt conpri ses
at | east oﬁ@ cy cyc onpound of

fornmul a Iﬂmfkr

"
and its pharmaceutically acceptable salts, and administering to a patient in need thereof
a therapeutically effective amount of at least one heparin.

17. A method of treating 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, which comprises providing to said patient an effective amount of a combination
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OHNH4 4CXO CH3 OH O OHHO O 15 (1) and

phar maceutically acceptable salts thereof and a second
w@ovpart’nent conprising at | east one hepari n, P@NtisS2006/016860

wherein the first and second conpartnents are

connected to at |east one admnistration set. 49 WO

2006/ 121713 PCT/ US2006/ 016860 11. A nedi cal apparatus

according to claim10, erein the first and
CEOMENY A& e i B PraBesa e A AP B g ifereof and
aRdpafiR dr ébﬂaﬂﬁé&dtlwlygbcépﬁab@ézmmemat| on. 12. A

ned|cal appar a ccordln wherein, t

T stiBand Ao uaet of S0ossPihe: Ap S bBYE HhRECEE] FmiiRerng to a

pRBER iAdHEeli théreat bQﬁer‘éQéut@@W affecting xxetbuat ofalrtesist ene glycylcycline
prior_to adm ni Strﬁ{g 13. A nedi cal apparatus

CHE%%}WFH@QOH‘%H‘Q 8 "B'f"aél aims 10 to 12, wherein

flushing of an administration set is not required. 14.

A net hod for adm ni st er| n‘g%at I g%st epe gl ycylcycline

and at |east one 10 Hé&pgr conpriv§i'ny adni ni stering

to a patient in need thereof L] ttlﬂerape&lgl cally

effective amount ®f tde g e gl ycyl cycline

chosen fr dita {Q ung | -13%¢, H3C, 14 H

011 143Gy, J 3 (1) and

its pharnmace ;cally acoapté ot s, oand

adm nistering to a patient in need thereof 15 a

ther apeutically effective anount of the at |eadl one
g@r{ih%rmééeutl@alﬁct&ggtafﬂ%rsaﬁg i RinsRikREnG kY 8 ati¥klih RBed thereof

eparin risin mnistering to a patient in

m@é@pﬁh@w@bﬁﬁ%tw@ﬂ@&ég@ﬁ%éﬁqsyo@ﬁf heifve anmpunt of at

! castig 9. ONEADIAEYE OF FhdrRfachOS 8smbr ga)cma@ag@ f6fm at least one

formula I 50 WO 2006/ 121713 PCI/ US2006/ 016860

alycyByCIiNeRtPrssn fras ¢onquopiof famaUiRg Y Ol D OH6HO o 3

() and its pharmaceutically acceptable salts, and

adm nistering to a patient in n thereof a

therapeutically effe&bive“Brount™ofy-at” | east one

heparin, wherein the gl cyI cym:l [ rHe zand _

(M

and its pharmaceutically acceptable salts,
(b) a package insert or printed labeling providing that a dosage form of the glycylcycline
may be co-administered with heparin without flushing of a common administration site;
and
(c) at least one compartment in which the glycylcycline is stored.

20. A kit comprising: (a) at least one dosage form of at least one glycylcycline
chosen from a compound of formula |
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25

the heparin are adm nistered through the sane site of
admnistration. 5 16. A nethod of treating conplicated

w0 niosa2Egbsiom nal i nfections (cl Al) and conpl i PEL/E82006/016860

skin and skin structure infections (cSSSI), caused by
gram negative and grampositive pathogens,

anaer obes, and both nethicillin- susceptible and
methicillin- resistant strains of Staphyl ococcus
aureus (MSSA and MRSA) conprising admnistering to a
patient in need therggf gcuheraﬂéuk»@élly effective
anount of at | east one ! gleylgycllne chosen from a
compound of fornula I E131H3c, N,,.CH3
H{SITO - and its

pharrraceqlég?lo Rghbie &a N2, 8 i ni stering
to a patiéntlin need théreof 3 k)larap

utically
effective anbnt of at PBas 3 hparl n. 17. A nethod

of treating conplicated intra-abdoni nal infectigpns

(cl Al') and 15 conplicated skin and skin structure

andf@cphajﬁ@cgwsgﬂy pecapiabie galky (B ahleapkgne pgg]pgﬁ@pent in which the

gﬁ{e?ﬁycﬂlﬂﬁ Ii ‘sfé?eooaalhac( %?acl@@é%s‘épt%mpi‘@ﬂ\gbgtnli\‘ormation regarding the
't n- suscep e and nethicillin- resist

dosags AROLRt @ndagwtn@@ @f: BXRPSHIF &g dpatssAlosRPf iR AjycylRyeine and i)

p%\}léldﬁ%%dt %é‘&@é@getfaﬁﬁ 8ethe g‘f%&ll@%llﬁ@ 'FM)) e adRMEdl N\@thtf%parm at

ati en fective "anount a conbi nati on 51
a/@nzn%pqmttqflasim(W@mooa/ 016860 con‘prl sing a

gl ycydqeycliidaeoios gny{/IE%hﬁe bf RrmalaPa %ﬁﬁr‘r‘ﬁée‘é@ﬁé&ﬂy acceptable salt
acceptabl e salt fhereof and a heparin

therapinitc 818 iPeeRarstioncefept @@ﬁl@a@amtt fO( Hoag etEﬁa’fm?z@t ofacamplifted intra-

DoRHE fHrsdRhb "Q&Aﬁ”ar%nédn%h%ﬂea kB §k|ﬁ9;tructure infections (cSSSI),
adm nistering t patient in need thereof a

qeHeeh pRUtIrast | 9e@¢wgc@nd/egramﬂﬂt'vsf Paihopenst agarrobes, and both
rgét)iE:WnCléG:lsde‘glﬁblefbn@hﬁ@tﬁﬁllIfnfr@%@nﬁﬁfﬁi’rwmmi)h)flélfd&blusﬂadreus (MSSA

T ra L A SR (D) e
RS phshk 6f 4 Bgartrﬁlacéuﬁb%'l k&ntheiddr,need thereof a

t her apeuti cal | effecti ve anpunt of | ea
R% H}G\b&‘s ﬁ'ﬁlb tf(eé?of in the

hepardZn. 145€ g&h 2abeR&EINeCoR F}’i‘éﬂ'ﬂ?%?é‘f‘ﬁ"?ﬁ'é!

frepafdtof é’ﬁf@diﬂarﬂeﬂﬂf—ﬂi’ tl@ﬁeat&n@n%ﬁd@)’ﬁnﬁyé’cbd ﬂﬁracbmﬁﬁrlﬂnal infections
froma conpound of fornula C.H3 |

(ALY R DOPIERISE 4 BN Sk Strigdire; TESH (aastlb bR by oram-

RGN akd Qra‘i’rabbéitlve( ;’S&th@gdﬁ@cmbeasaﬁd béth risthiatiidd susceptible and
| abel i ng provid g% hat a dosage for

BRTESpaistant SIHEY o SRy gRRcH St Mash AR NEFS/H in a patient in
NdcldhBereof, Whidhi tRehtraéntaalSosammtisas Btimirtdtiaiibh oha glyt@cycline of formula

| or a pharmaceutical salt thereof.

23. A product comprising a glycylcycline of formula | or a pharmaceutically
acceptable salt thereof and a heparin or a pharmaceutically acceptable salt thereof 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,
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15 and (c) at |east one conpartnent in which the
glycylcycline is stored. 20. A kit conprising: (a) at

wo e@sti2ione dosage form of at | east one gl ycyl cRCT/USm®06/016860
chosen froma conpound of fornula | 52 WO 2006/ 121713
PCT/ US2006/ 016860 1i C~ ,,GEi 3 BaCl.NsCHa H G| NH
CHa OH O OHIHO O (1) and its pharnaceutically

acce table % ? | east, one conpart nment

R cﬁ’?h@et%‘f b%;?P%‘;‘FE g eand aetpiclt-resis mtraaﬂsp@&k%@ehwococcus
b0%es (MSSARINIIVMIRGA) ina patledt tle@thdregar di ng t he

dosage anount and duration of exposure of a dosage
formof the glycylcycline and ii) 5 providing that the
dosage form of the glycylcycline may be adm ni stered
with Heparin at a common point of adm nistration. 21.
Use of a glycylcycline of formula | or a
pharmaceutically acceptable salt thereof in the
preparation of a nmedicanent for the treatnent of
conplicated intra- abdom nal infections (clA') and
conplicated skin and skin structure infections
(cSSSl), 10 caused by gram negative and gram positive
pat hogens, anaerobes, and both nethicillin-
susceptible and nethicillin-resistant strains of

St aphyl ococcus aureus (MSSA and MRSA) in a patient in
need thereof, which treatnent al so conprises

adm nistration of a heparin of a pharmaceutical salt
thereof. 22. Use of a heparin or a pharmaceutically
acceptable salt thereof in the 15 preparation of a
medi cament for the treatnment of conplicated

i ntra-abdom nal infections (clAl) and conplicated
skin and skin structure infections (cSSSI), caused by
gram negative and gram positive pathogens, anaerobes,
and both methicillin- susceptible and
methicillin-resistant strains of Staphyl ococcus aureus
(MSSA and MRSA) in a patient in need thereof, which
treatnent al so conprises adm nistration of a

gl ycylcycline of formula 20 | or a pharnaceutica

salt thereof. 23. A product conprising a glycylcycline
of formula | or a pharmaceutically acceptable salt
thereof and a heparin or a pharmaceutically acceptable
salt thereof as a conbined preparation for

si mul t aneous, separate or sequential use in the
treatnment of conplicated intra-abdom nal infections
(clAl) and conplicated skin and skin structure 25

i nfections (cSSSlI), caused by gram negative and

gram positive pat hogens, anaerobes, 53 WO 2006/121713
PCT/ US2006/ 016860 and both nmethicillin-susceptible and
methicillin-resistant strains of Staphyl ococcus

aureus (MSSA and MRSA) in a patient in need thereof.
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