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NOVEL USES OF PORPHYRI N COVPOUNDS Fi el d The present

invention relates to new uses of porphyrin conpounds
wa@eas/odms2parti cul ar, the use of such conpoundsPCTIGBR@®S/002540

curative or prophylactic treatnment of mcrobia

col onisation and infection. Background The resistance

to antibiotics devel oped by an increasing number of

m croorgani sms is recognised to be-a worldw de health
METHOBOK MANIBFACTURE OFOEOECTRONIC ORFUNOTIOMAE DEVICES

15:13 1-135; Jorgensen et al, 2000, din. Infect. Ds.

30: 799-808). As a consequence, the devel opnment of new

appr

e edvepgh ieles BT nARASARM o Bectfort BEfRinfonal
d@hcémdynan1c t her apy (PEW) represents a val uabl e

| v ol 58 SR AR AR o SHEh SR eBn I DR Pt el

stihfatd, Yedntetim&Y infRs ford bf RiflgkibfeSprinted SircbPloard drAcsbus in
on the use of a phot osensi ti sing nol ecul e that, once

funetion tn adcasyrentignal’ parise cicul boridy bHt eAEtMes | i fasgisaahere
d

Bl Phor s ol eied A AR FurRloR P U e

Examptes of Wik ifrne bf ahbstrai@@ﬁa plﬂastlﬁmredrt Icerds atrbipabenlike’B

Bi | . 81-293:.. Bertoloni, et al., 1992, M crobi os
?’@gs i’é’ ets | ARG APERIPHMEMS: phot osensitising acti vity
of MR RAYs eh@é@aﬁtﬁ@é\wﬁop&eaﬁé ud8 ddhmiquerBRFdwed Fomahe field of
npai r ed e resistance toanti biotics but. instead

m@;s Sratngd WRDS(btrfeglﬁ?élﬁ of eraiarialdn the formatier of ﬁ)&PtfR"'étdeV'CéS

1o o0 ST 0L Py, 8P4t o concuctr
trptks; alastit insatagalagpenite depdsitedt lthap raiﬂmm&renroposed to form
t oXxi G_act, vit. itive
R pues i apion e EitEl Pt B Rt o B Fepimple — of
p@l@ﬁfeﬁ@lc@ha@ct@w MPsémicdhtusiory 1IRgas BFhn§EMBh) BgRlépssited
bacteria unless the perneability of the outer nmenbrane

materigl cap bg digleciricasemiconduetar. @lqwnb endueiaf aean etchant or
I
s4FbAeR 35 B s PRIt Rl hiRg 3 Baeh) pleRiomen,
referente $2dirétted e Wen20PN S8BT ovhictb Beggibes)in deta:htschmques

ot 5l B o L 8 SR S ovr

sabstfatedn posi tive bacteria, prevents an efficient

bi ndi ng_of the photosensitising_agent or interce
and eéﬂ‘éwltyaﬁ@@cw@teaﬁi waszw@epéérg‘ﬂ@t\m'né'aaé?@' feso form

e%%ﬁ?ﬁ@%@fc@%% fféklﬂl@%gg&?ét% GUhekd trd |H%r§8tﬁm of the deposited

enberg et Phot ochem Phot obi o
liquic 42th-thg Substeatd d@@dseto chianges Hothe gienfionmfitbersubstrate which
Phot B B y,
i B4 aldhBnEyishied ulibrybesugRt AdiseRiRbiY Hione
eRahpley hidepositet it mapexay aeabstrte wBWemehusimwever just

i nactivation of Gram negative ?gq%erla W t hout the
apexampls. apg diffigultigs frh@hgm%tawl Iexible subgiratggan arise from a

tochem
BRI pPRKFingl Byl Bemitel ShemekhBioafoftpiS! g
J. Phbesscdiicultiesaaodead to Borasised cogpand comelexity in mamtammg

pear.s |t|v i_ndi ng

R i Bbisulef BE s BT PRI ose R o
nél\mm%tafrﬂﬁfg chzges Ga frpededtition  obipersabbpatel, Ahtamamaél?sor
the loss of cell viability (Merchat et al, 1996, J.
Phot ochem Photobiol. B. Biol. 35:149-157). Thus, it
has been reported that Escherichia coli is efficiently
i nactivated by visible lightTafter incubation mnth t he
cationic 5,10, 15, 20-tetraki s-(4-
N- et hyl pyri dyl ) - por phi ne (T4MPyP) (Val duga et al .,
1999, Biochem Bi ophys. Res. Commun. 256:84-88). The
phototoxic activity of this porphyrin is minly
nedlated by the |npa|rnent of the enzyn1c and



10

15

20

25

30

In a further preferred enbodi mrent of the first and

second aspects of the invention, the conmpound is
w@aipsvoaset ed on one or nore of its constituentPEHGBRI08/002540

rings. Thus, Yi, Y2 Y3 and Y4 may be absent or

i ndependently represent aryl, lower alkyl, |ower

al kenyl or |ower al kynyl, the latter three of which

are optionally substituted by one or nore substituents

adfliGrIgdnkse @ﬁfhéMﬁ’és ﬁh'alyﬁﬁlacé beo%[raﬁitéﬁ Bh %ﬁ@nét@fﬁ bbthaldupstrate

Interrupted w ary OR5, C(ORe, C(O OR7
me(an)amate@an KR wlpngdhwtm&mmmherﬁnt xibpility of the
@@?ﬁﬂg |(13 hg?og%ﬁg | Egg Y1, Y2 Y and/or Y4

I'C groups, nay be saturated or
ar Oﬂats &n obbject ﬁxaaprecseno ireveatiomby providet eheewymethbd of

mnafhoys oy slechnniiesiar § 5abRsikavele VRER eRE”

ambliSratds $¥mhé Br b6Vl sbcvetAfieamiesmy be cyclic. In an
alternative preferred enbodi mrent of the first and

- secoherandipglyt theqiresent inyrmdion; eamsisialin one aspechivelegirepie or

T30 P g S b B GG Sovigs o2

flexiblg Gubbtnate, i:tbmbhsmg e Steps exd pemmnhdg raargld stibsthase fhiavistg a
OBPSeSAca B s Slelkhee LERh 13 o Bbs T Sl RE 8begiing
a pld?&llﬁ ok | 'réglﬁ‘ié @Matéﬁ%l bR the! Ail9edBY 1Blbe® BN iaRGrfay of devices;
partition coefficient between |-77-octanol and water

relegsing thecarsay ofsipvicestirain e depesition surfacg; bonding a flexuble

o [
s RBIE I e Rl BioFerer . WK OBs o 6] said plyrlty o
reglmspofoﬁaﬂeqahmbadepo(sﬁ}&)as@qﬂw droplats. equi vaI ent
al ky| ene .grou fo - ((CH,) P- ee'n.‘p' LS
o T AfusbsuRACIne SR Polsating e 2y PE St Raighieridhs rom
th%%efdﬁsﬁfoﬁrsiﬂa}te oc@ursla‘fteb@id\@lég of b@ﬁdmlgffa flaxiple substrate to the
preferably between and 16 etween 4 and 16, between
sgdan@y18, between 8 and 16 or between 4 and 12. Most

woor BTt e e PRgSAGndufafcdbsit i ool cr ineona

apparaus es/indeé phedlitplob ekectrahicar fam@mnabd@vlc&en a plastlcs

SR o s LS gt Eh o  deposton

sy dePBsiting Brophts ¥ liqid tXFordmdt ¥4si in parl arpaply bf devices;
noi ety. Advant ageously, the conpounds used in the

bendigg aamﬁs'f%dsé'ﬁétf%@ﬁ@ S said aTFR) AL EHPFoRHeRtt &b s heding of
s&if p‘f‘?&fﬂ%& subsEie 3 e/ arré\?1 erefé%%l?@”tﬂg %n’%ﬁr&?ﬁ el &%%éﬂfdh
inwater to 0

a concentration 5 ny/ 1,
safaoepl e at | east 10 rTg/l 15 ng/1 or 20 ny/1. l\/bre

R Connihatos RvERSBre Rithel S iarlply 8 bl HFhSe,”

”Q%d@&rﬂa ubly, Mst’éﬁ/o‘f b/ﬁ@&g@édbstﬂat@@bﬁipnsés tha step of
or

appHingrA @uhat@ate maéer@é mu“ﬁ dermy 3ed C?Hs'fn‘g &aid fjuld to,pejidify to form

2 30B0RScaspect s of the invention exh| bit selective

toxrcity to mcrobial agents. By 'selective' we nean

t he Brefprabhy thesfiguille @r phastias isybstoate ds aperturedde peonig access
cro ani sis .(such as bacteria, nmycopl asmas, 3easts,

tc?f‘,ﬁiﬂl %{ﬂ@f‘&ﬁ’q}?ﬂ es) conpared to mamualian e.g. human

host cells. Preferably the toxicity of the conmpound to

a target mcroorganismis at |east two-fold greater

than the toxicity of that conpound to mammal i an cells,

nore preferably at |least three-fold, at | east

four-fold, at least five-fol#, at |east six-fold, at

| east eight-fold, at |east ten-fold, at I|east

fifteen-fold or at least twenty fold. Mst preferably,

t he conpound of the invention is substantially

non-toxic to manmmalian cells. In this way, when the

conpounds are used to treat bacterl al |nf ect| ons, for
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di stal areas through the inoculation of other wound
fromscratching. Site of bacteria Nonbullous inpetigo

w0 g00a/0808per fi ci al streptococcal or staphyl ocock@l/GB2005/002540
i nfection which is localised to the subcorneal (just
beneath the stratum corneun) |ayer of the skin (see
Figure 1). More particularly, infection in inpetigo is
confined histopathogically to highly differentiated,
UpPeAsisiislsr thglp r@rﬁ‘ih\)@?ﬁbntpﬁiéwdé)g?&e%g %eaé\éﬁcﬁfs' Partlcularly
i nvade a break in the skin egin to nulti

batet mxgmwatwf@r Wep§8ttwatof¢ﬁat§ﬁa@>wa wﬁmtywblgbéwmr&lﬁm

t the funnel - shaped upper portion of
SQ%&W&%@Q@%&% follicles. A subcorneal
vesi ladpuns uf thel prefentrimebntionns aemsaiie stablersustratesiseshosen,
cci ether wi.th de s of | yno ucl ear
oeTBaR o) p Ao er@ingF MAtale retehal, KTl oae Iayes & Fhplied to one

sitlé. Phiginhighi pd b 3818BEO BYfehERd hidferial IR Cahdle didrabRioved by as
oedema, and infiltratron of pol ynorphonucl ear

eﬂcblmlgobyafm Paslting(mechaniealseisother materigkremovalprecessp

Ap&li‘t?atnéé 6)f| K Eei%ﬁséggggeﬂ rﬁ@rﬁ Pg%gwaeplé’t r@@g@ﬂdga iR ous

dépasiton @omnemproaesm Swmedhe peleéee tayex ioap@iedie therntire
ApAts SUptAsE U5 BRIy (B, SR RER g sanand SHould be

eﬂﬂbﬁiyeh Omeg.@hé Bf ﬁéj@a FatefibsBdoRY pisles BRRELNIRS RRYRES are then
infiltrate with pol ynorphonucl ear | eucocytes

dencgaitaduq«itgo ther top g theheclegneadleyed. §Ireﬁﬁjth§§@@ﬁtﬁaf@t iB figid, multiple
t

S 76 SR o BBl Y P ol s

amd alidmraent systenesri@naescorfplatad, dhé)déﬂ)cmtedrm#unturet:an be

r osi ans th surroyndi eryt he ake har.ac
e TEoTe i SYARLEAS Tt BATypient SpisAton i TR Sibstiate.
Aﬁ@r‘ﬂiﬁﬁﬂél? aHd EsHcINgGh e taR @h6reSHe ran@tumbm%pbsm Riyers are
presentation. The sSeparation of the epiderms is due

delisaie aflertilieisHbpiraigdavar g be @tbaﬁheéd@élﬁ@d&mfé'ﬂ% structure
oSy i AP EyELb A8 EBSL b S i i
sltestiadé.h t he stratum cor neum (see figure 1). Bull ous

'd red. d t .
or oahedi=lin SERE <Bafud BTel ol b8 b olabrbdr sopting,
sihhidgWNGHTIERitEbIeabtiiniqiéHpi ¢ dermatitis (AD) At OD' c
dermatitis, also naned atopic eczema, iS a ch

i nf | AfrggitioRalgmbegimert i Qra%whﬂ%thq{leaﬁlble ﬁHH?‘rﬁtﬁéﬁaﬂaChed

PRRTEIER st b SRch: o] Ll 3 8!
pieférably with séme ierm afsteleaseclewm rAdvantegenuslyshisutedtde

oA R M B SSA BL BP FB  b  ving

it Medufdtiire due tothapidling aall skdrage bp@fat@ﬁd 8% |b)rk§|y to produce
ears. Onset of atopic dermatitis in adol escence or

ajhighar yielding SERASE: aﬂﬂe@natﬂr@lspar@ﬁbﬁn depasites-on tappfdhis
] [
VGRF Bkl BRASISTn SPIRRARCoNBIL 35 ) MRZeliBidhil nctional
deviogs.i Gptlenalky anotherdiehibie lyer sowlfl haladdeddphipé stroctorssprior to
ureus col oni ses the skin of 90% of AD patients
‘% nic eczematous | esions) and only 5% of non-atopic
patients. The 1 col onisation density of Staphyl ococcus
aureus can reach up to 10 colony formng units cm 2
W thout clinical signs of infection in patients with
AD. In addition, the apparently normal non-Iesiona
skin of atopic patients contdins increased nunbers of
St aphyl ococcus aureus. The reason for the overgrowth
of Staphyl ococcus aureus in atopic dermatitis, though
much | ess severely or not at all in diseases such as
psoriasis, is not known. Protein A elicits a much |ess
V|gorous response |n atoples than |n nornals or

o, - T o
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DMF (75 mL), a solution of 1-bronmoundecane (0.1 ni,

0.45 mmol) in DM (10 nL) is added dropw se at 500C
wa@leosneps30 nmins and the mxture is stirred at PECEGB21S/002540

tenperature for 1.5 h. After renoval by filtration of

K2CO3 and renoval under reduced pressure of DMF, the

resi due obtained is dissolved in dichloronmethane (200

m), washed with water (3x150 ni) and the solution

dri efofiipdSidily orfd'Rosiel tiRkiof iaSsubsBaRY RF 8cttdfRY or functional

reduced pressure and the residue obtained is dissolved
devicesossibeing dialectriolanddhis might well be gaprefieyred gmaadiment.

oL B ST AaEl T il naos
totfon %@A%ldltlé;]yemm?siblma mhrpegﬁ gnlt é\?dncat::/girrm:ambs(cﬁ: groviging a
he,‘%‘iﬂpfs &l psmaie) saitierine feging HOSIER B9 T pemetalis anshs
dépo S‘F{EP ‘5? ésl’%tﬁﬁf orBl8Rrolass @cm% h‘fétﬁéd&j %E:uuﬁa rAéthads eiﬁkj@ﬁ

a vio 1d.1H NVR d 6-acetone): 0.9
deposit@n ar. ghepwise H), 1. 25- 1 55 m 14 H, 1.58 (qU| nt

575 Bty e Sty b wo

ref&enBe?o&eFﬁccoﬁlddhylr@ di@wehgksn @whici8- H), 8.80-9.10 (m
8 H). COVPOUND 3
5,10, 15-tris-[4-(3-Trimet hyl anmoni o- propyl 0x3' ) - phenyl
- 2Q=|g&reswgr$&2|é?é%e&ﬁtﬁiwWev@qn@éibéruh@ s‘té;ié?lh'é)ﬁie%d'ro a
vigorously-stirred suspension of Conpound 2 (10
ageotdingnio the piegeriaeent{arB0 ny, 1.7 nmol) in DW (30
m.), a solution of (1- bronopropyl)-trimnmethyl anmoni um
brom de (0.3 g, 16.6 mmol) in DVF (10 nl.) is added at
5Q0Figork 3 ixea simitaniseciionad view iHdsteatinga madéigaéioat ur e
for 12 h . After renoval of the DVF under reduced
pressure, the residue obtained is dissolved in
met r'ﬁé‘l‘é'rrlr(g's‘to"ﬂdle d?é\ﬂmbk' & §0§§rét@ MOU8BniplRRd &ffa Ahidiraaterial.
gel (depth % ported on a steel frit (tdlarreter
The sul@styate mamb glﬁ?idrﬂj dl#sSh CREAME. 96 me(telac matgrialiang pay be
c
ardpdit ol M 3oe The SuBErAte Tl B8 384G aNFSEbIC Snd bl inHhany
amilm:atlensmelﬁat rAdan@npmsa'e,rtmwem czcnﬂerdpkatexbinawhleu as
ur.i fied chromat o ol um . 5.X 40
ofifatcs)Riale@re STRET Renable SoiBubIR rfapingr bRy fnode
mafUfhctrindg Procddsegol ., upper phase). After renoval of
the solvent fromappropriate fractions of the elu

undeh relgase tyer 42 isprpliadde & deasiionoiriacea the Substrate. This

SIS e OB 4Ry i

swotchargplatiegj spigringer linkje deRasition,to domoailayer vdvieh) mairiains

f [ .. b h hi d
therstapi il putitrale 0 A Wi Gy oo iRl i PSRy
et‘(&ﬁlr@ 3Mb§ﬂ|r? os6thbfrendvaN clééEjSTI%)QMfﬁse I@?Bﬂﬁ)ay téke%he form
of aknown pglease agerthibe (f®|§a8% laypes n@yzﬂiscstaks tb%éomaz?f ﬁfurf ace

oo vty okl cShofud it o

tdrl)por_ﬁryﬁéﬁlﬁsﬁm ¢fdepo8itéd maﬂﬂiﬂ&lh@tamﬁo(asy adhesion bemg
suFiePE aitaih g Seblithof PEIEherABn s rid fbsfayent refease

ﬁ!ﬁ@'dedo@nté’dl sfilgtu@ret hane (5 nl) is added

5- di met hoxybenzal dehyde (0.35 g, 2.1 mmol ) and
dodecanal (0.464 g, 2.52 mmol) in degassed
di chl oronmet hane (IL). TFA (0.07 nm., 3.0 nmol) is added
dropwi se. The solution is st4rred at room tenperature
in the dark for 17 h under argon. After addition of
DDQ (2.7 g, 12 mmol ), the mxture is stirred at room
tenperature for a further hour. Purification of
material recovered after renoval of solvent under
reduced pressure by chromat ography on a columm (400 g)
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14 H, 1.35 (m 2 H), 1.80 (quint, 3J 7.5 Hz, 2 H)

4.05 (t, 3J 7.5 Hz, 2 H), 6.85-6.90, 7.20-7.25,
wQ286/000826, 7.50-7.65, 7.75-7.80 (5 x m 8 H),PG&Ir/882005/002540

8.95, 9.10, 9.20 (4 x d, 3/4.9 Hz, 4 x 2 H), 10.15 (s,

2 H. COWOUND 18 5, 10,

15-tris-(3-Hydroxy-phenyl)-20-(3

- dodecyl oxy- phenyl ) - por phyri n 3-Hydr oxybenzal dehyde

(1. 8Agshdvin Gereal at 34 elgluralRpdf Regions of material are deposrted in
dodecyl oxybenzal dehyde (1. 35 4.9 mol vV.) are

1
myitiple [ayees forfodn wlealignic dviseSe The Riesise (\@frse of G hpvices and
o SRS it B850 ok o st ot 308
fetures @ﬁtl’mpreseet investtioneandsthetskilleddnan wilpleve éwailable to him a
wienried P ate sos BT Beigenie s durift dorgramle.
toolvoepadpgse®hy on a col um (500 g) of silica using
tol uene as eluent. The desired product i s obtained as

t he Tlrlfﬂtflg nowia FigHe 2 opnaenbiedpuliipte layer 14sare complete, a

pér‘?n géﬁﬁ&ﬁﬂet‘l%pggeéoﬁﬁi 'T?rfs @%g Qal&%th%g%)grﬁ %fg solid
swbstnadaé tayersbd)mdnbchifottbe uppapsudideoof tbé ndilgpledayeratid. Preferably,

thﬁzrje’ﬁ%ng%ﬁ riérrlgr etm_qr’féewer % fggneg gy (lI}é gﬁpg%tr%‘%of %Lgd (\ghrch
m'd)j b&gé&oﬁbsparﬁcdﬁte & | rcﬁ wHich mes%dd)eﬁtly sOiftifleH& (M

8 H), 51-8.70 4 H) COVPOUND
agy 3931{93 tP 6<Pr§1 ?ﬂﬂ&rlq Wsé'iﬁt%o“@ ‘P?}ff'?t %ﬂﬁ%ﬁ@éﬁ‘ gay, for example,

b%oern%p%gYSQar_&%tlégoﬁmmﬁﬁo?{é [ s ssol vizdp\?\nrmyrl\ll RI

- STTurNing nay takighye d; ibwillybeseen irwtiadditiohal gorggomends$ uch

and.th ure,s, stjirred, at r.oom
a3 M asbaed SeuBRiptldfe ? . th ol Band spaRg of the muit
laget steutturet fethaeRasibeen seldassbirv@cthe epoidry suséthae.
20m.) and the solution is washed wwth water (5 x 30

Ao Ao B8P HMes SUBh 2520 Ganpe IMERHD 9y peRanent substrate, to
p&ARFEShp&h&iHs %P&? bs meﬁl%hﬁ%%ﬁbmgﬁﬁalw A R éconnnclt(ed to

purl ed by co hr omat ogr ap l1ca ge
th@cr)ppelsmgmgfametdﬁtmmmwcyeesmwtumm ate (5:1, by vol.)

o LR R85 A B EHBD T B B wey o
etdrapleismdsa aavibty efmaalification® bepdssitsld evithoatldepatting from the

S GRS i B Bty nop ke hos nd "
eié’fﬁr@l%as@ﬁgﬂ%ken Qf &chrémc%‘ev%eé vrrflﬁch i A@t mcﬂrl.r%e éér\n/l7 3%

cmucﬂverpr cheo srvqehlng desmes;som@ eiemlqd%cwwqh as gdigplay

oy b g oS sty STy

is MSie-brodfly apphicable tdtheforihalioBof fudiciomdl ddvides whlch are not
ne{)‘elsg@qo 9@1? ogncgargd [Zr%h{césgp%gﬂpt@ BBW}%%}]le(r)mcal and m%chanrcal
dé\hé&)’& CPa]e'l_’é bfn&lRg eSrRidy tHaeadosItRAr SRy iLFaity 6F Rgions of
stirred solution o f dipyrrolenethane (0.31 g, 2.1
mataria),, prafe(raalwbumﬁprebpnomg techeigugbdehyde (0.27 g , 1.1
mmol ) and 4- dodecyl oxybenzal dehyde (0.32 g , 1.1 mmol)

i n degassed di chl oronet hane (500 nL). TFA (0.035 ni,

1.5 mol) is added dropwi se. The solution i s stirred

at roomtenperature in the dark for 17 h under argon.
After addition of DDQ (1.38 g, 6 mml), the m xture i

s stirred at roomtenperature for a further hour.
Purification by colum chrorfatography using silica gel
(Merck 60, 400 g) with toluene a s eluent affords the
product (2 nd fraction) together with Conpound 7 (3rd
fraction). 1H NVR dH (300Mz, CDCl 3) : -3.15 (2 H,
s), 0.90 (t, 3 75Hz53H, 1.20-1.40 (m 16 H),
1.55 (quint SJ 7 5 Hz 2 H) 1.90 (qumt SJ 7.5

~1 N = ~

Hz,



7.80-7.90 (4 x nb 16H)5 8.70-9.00 (bs, 8 H. COVPOUND
34 5,15-bis-(3 -Hydroxy-pheriyl)-porphyrin This is
w@e@pasmsell as descri bed by Wehe, A, SinonenkoPCEGBIN05/002540
Senge, M O and Roeder, B. Journal of Porphyrins and
Pht hal ocyani nes 5, 758-761 (2001). COMPOUND 35 5, 10,
15-tris-(4-Hydroxy-phen3d)-20-(4-tetradecyl oxy-phenyl)
- rof hyrin
ChALAS15, 20-t et r aki s- (4- Hydr oxy- phenyl ) - por phyrin (170
ng, 0.25 mmol) is dissolved and K2CO33 (0.65 g, nmol)
is suspended in DM (30 nL). To the vigorously stirred

11 o Ve b af Ry g I orfly A GER L BREPAR Riing =

phﬂralﬁmf:eléutmrmg osmmtlpeahdmllmdseomaibmme smmme ,amniising the

é Aft r eva i sol v t he si d

PSS P{RITTA By BT ertes e RanDE 3 deposily syiface! oimig g glease

ua@/@ﬂoﬁ thd démshitioh SifauentegoSmhy a phiralty df @ﬁ@omat@r%ﬁon the
cm of silica gel (Merck 60) which is was

reledseelayer taffoan anaray Qftdeyiress ralersing the arsay efa@w@ﬁﬁsfrom the

cBpShTIEIBEhAHGS HOLS Bkt il Bl e e (01

sol vent evaporated and the residue dried under hlgh
,vacu to, affor.d a viglet solid. 1k
2( SooMRC ARG S FIHIGT pandtein16as Sie’er saje Plraiy o
relgidi®s &f. rhbtetian a%éﬁo@téd‘b@hﬂ)ﬂlﬂ drople®s) 7.5 Hz, 2 H),
1 75 (quint, 3J 7. .10 (t, 33 7.5 Hz, 2

H, 7.20 (d, J 8.5 Hz, 2 ,725(d 3J 8.5 Hz, 6 H

8. 00
35 10M%g§'o'§ir (ﬁ %ﬂ% %ﬁiﬁg{ gllépaaﬁ?oﬁodg%lgpy 0X b; pr%geasmg the
arrasbo( devices irametby |depysitibe syfage pocyrk after thet step loff bondieg a

e on - anal ogue of Compound 2, prepared
flgxﬁ\el éﬂ&)lsgya%dtoglﬁggp L Yabove for Conmpound 2 but using
1 br onot et radecane i n place of 1-bronoundecane, (50

0. 057 mol ), and I -brorm%dill ) - trimethyl anmonj um
4br onM&H’O(dZQQFO ing o @ 3ol Pr & wrgisdha sten@idegnding a
c{&"ﬁ?é [
o el e QR B BAD SMEPel o bl ke heledtlayer on
theetgrositionrstirfage. 18 h. After renoval of DWVF under
reduced pressure the residue obtained is dissolved in
nmet hanol (5 mL) and filtered through a pad of silica
5gel Kepidofinamifastupipg eledropit o faheidnal Bppaltisan®iing a
oy B ek S TP e sl AOpSrath g e
I r 0
el émﬁ“ﬁ’%“*ff Rrdy stbdhite ﬁ"é‘%ﬁrﬁﬂ%%%‘?" e iuRiing

desiplets 0 tauid te fort a@easiyn dlariaranay abdgm@ﬁs &opdingrmplastics

{31t ¢ theliia Alray BRA 6B eplle Ao bplindl dr3aiq piastics

spbsiggs td the areparelbasing thearbh opxihesdepokitivnrsuniage) sal t
and ot her contam nating materials. After elution and
renoval of the solvent from appropriate fractions, the

6! esi ﬁlgﬁwdabécﬁ,“oﬂﬁﬁg &éaﬁj{ aﬁelov% p@caﬁhawhs( %Hite}n fisldevices
passed throu short col um . 20 cni of ani on

awf@lmag@ubet@nhaltyﬁofumlyme@c ITRﬁerlBJ)O chI oride form.

Sol vent isrenoved under reduced pressure and the

resi due obtained is dried under high vacuumto afford
the product as a violet solid. 1HNVR dH (300MHz,
Cb3oD): 0.75 (t, 33 7.5 Hz, 3 H, 0.95-1.25 (m 22 H),
1.50-1.65 (bs, 2 H, 2.20-2.40 (bs, 6 H 3.05-3.15
(bs, 27 H), 3.45-3.60 (bs, 6 H, 3.60-3.80 (bs, 2 H),
4.05-4.25 (bs, 6 H, 6.80-7.®5, 7.65-8.05, (2 x m 16
H) 8.45-8.95 (bs, 8 H. COWPOUND 37
5-(4-{3-[2,4,6-tris-(D nethyl am nonet hyl ) - phenyl oxy] -p
ropyl oxy}- phenyl)-15-(4-dodecyl oxy-phenyl ) - porphyrin
Compound 20 (50 ng, 0.063 mmol) is dissolved in DV
(20 nL) |n the presence of

T Y I T 1 Va A a2 P —



dried at high vacuumto give the product as a violet

solid. 1HNWVR dH (300Miz 5CD30OD): 0.78 (bs, 3H)
wQa2@8/000836 (m 10H), 1.45-1.59 (m 6H)5 1.63- 1POBGBR905/002540

14H)5 3.17-3.32 (m 6H5 3,31 (bs, 33H), 3.84 (bs,

2H)5 4.07 (bs, 6H)5 6.93 (bs, 2H) 7.09 (d, 2H5 3J 7.5

Hz) 5 7.74 (bs, 2H), 7.88 (d, 2H, J 7.5 Hz), 8.71 (bs,

8H) COVPOUND 50

75, 10|51bﬁwddacﬁ:o[rdmg %o Bhi BRGYF &mrpmbednpgruam@xwhemw.\d $tep of
20-(4- undec Ph%ﬂél) por hyri n trlghlon

b@@ﬁ’fﬁ@ @rfdlbﬁ r@éocq%p IRESIBe BN § %QFHIY"('@? B@w‘i"‘?ﬁ”—al in fluid

fdrf SHERAUIMPIALBIRy (&Foﬁlm@su&t%(t I Ceqy. )

are |sso d and pot assi um car bonate (124 ng, 0.9
15 eqv.) is suspended under argon in absolute

h tur is stirred, at 55
By 1#4%930?9? Ara0oink 5 gl 5bi oF in<CarBibting ive. gl T e nexivle
of plabliteesubstrdis BUpertired tpdriniit dcesB td1aaidl derivdsapp! i ed
to a pad (2 cmdeep) of silica. The unreacted amobni um
salts are washed off with nethanol (10001).
Theproduct is eluted with acetic acid: nethanol: water
(3 :2:1 by vol.). Solvents are renoved under reduced
pressure and the product further purified by
chromat ography on a colum (10Qg) of Sephadex LH 20
eluting with n-butanol :water:acetic acid (4:5:1 by
vol ., upper phase). Solvents are renoved under reduced
pressure, the residue re-dissolved in the m ni nrum of
nmet hanol and the sol ution passed through a short
col um of ani on exchange resin (Amberlite | RC 400)
wi th nmet hanol as eluent. The conplete purification
process is repeated if inpurities remain in the
product. After renoval of solvent, the residue is
dried at high vacuumto give the product as a violet
solid. 1HNWR dH (300M#z MeOD): 0.71-0,88 (m 13H)
0.91-1.38 (m 14H) 1.48- 1.81 (m 12H)5 signals for
-CH 2NCH2 and OCH2-1ong al kyl chain are part of the
mul tiplet together with the signals for solvent in the
area 2.8 -3.3, 3.91 (bs, 6H5 6.33 (bs5 2H)5 6.86 (bs,
6H) 5 7.35 (bs5 2H)5 7.70 (bs, 6H) 8.65 (bs, 8H)
COVPOUND 5 1 ,
5, 10, 15520-t etraki s- ( 3- Dodecyl oxy- phenyl ) - por phyri nPyr
role (0.7 nL. 10 mmol ) and 3- dodecyl oxybenzal derryde
(2.91 g. 10 mmmol ) are dissolved in degassed
di chl or onet hane (1000 nL) and TFA (0.77 nL, 10 mmol)
i s added dropwi se. The mixture is stirred for 17h at
roomtenperature in the dark. DDQ (6.81 g, 30 mmol ) is
added in one portion and the mxture is stirred for a
further Ih at roomtenperature. The m xture is
filtered through a colum (40Qg) of silica using
di chl oronet hane as el uent foll owed by dichl oronet hane
to which triethylamne is added to adjust the pH val ue
to 8. This purification process is repeated if
inmpurities remain in the product until the pure
product is obtained. 1HNVR dH (300 MHz5 d6-acetone):
0.80 (bs, 12H)5 1.03-1.45 (m 80H)5 1.78 (quint., 8H,
3 =7.5Hz), 4.05 (t, 845 3J = 7.5 Hz)5 7.24 (d, 4H5
3 = 7.5 Hz)5 7.49-7.55 (m 4H)5 7.68-7.71 (m 8H)5
8.80 (m 8 H)EXAVPLE B: | NNATE ANTI - BACTERI AL ACTI VI TY
OF COVMPOUND XO - DETERM NATI ONOF M NI MUM | NHI BI TORY
CONCENTRATI ON (M C) AND M NI MUM BACTERI OCI DAL
CONCENRATI ON (MBC) The m ni num i nhi bitory
concentration (MC) for an ahtinicrobi al agent agai nst
a specific mcroorganismis defined as the m ni num
concentration of an antibacterial agent where no
apparent visible growh of the organismis observed
(FDA definition of M nimum Inhibitory Concentration).
Nle are typically detern1ned u3|ng concentratlons
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