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VEDI UM CHAI N LENGTH FATTY ACI DS AND GLYCERI DES AS

NEPHROPROTECTI ON AGENTS CROSS- REFERENCE TO RELATED
WORBROSATI ON This application clainms priority PEneAR108/001930

of provisional Application No. 60/985,094, filed

Novenber 2, 2007. FIELD OF THE | NVENTI ON The present

invention relates to protection against renal failure

prAEEEM SFHAN JENGITH RATIS) AGIDSAND. GENERIES 4SS

t he treat nent &%ﬁﬁ?pgﬁd&ﬁg%i gﬁﬁﬁ*@ted\Mth

nephr ect ony, renal rosis, glonerul'ar sclerosis, and
end-stage renal disease. This al so includes protection

of the kidne ' t oxj c en i
chermt e A SREAERENAR IO o boAEEenprLIEATION
trangp! spjighddan -claTRkspribﬁt&h%Enéﬂ"tc lopdeDvishial r £F8IMEAGN No.
of renal "failure progression associated wth
60/98p¢t BlediNnvembarf 2r2007. t unor, di abetes nel it us,

autoi munity, or inflammtion. The present invention
also relates to reducing drug toxicity (e.g.,

anti biotic, anal ggeL0)OFTHIBENYENTR®N | n particul ar,
the present invention relates to the use of

medihgnpreseat invieatign Felates toypratiction dgeinstasnalalpilvig Riegrgssion in
chréifP Hﬁlnlﬁ:)? d%gzis?s. TRis ig:@fu'dig‘s ik eEfn%nY %?9 T(ldqag d{sEa?s%? s08hted with

nono- O I'gl'yceri des or other anal ogue ereof as a
nepheplotrop tariabfibiovie, ggmeiularBACKSRONDekFstdgdrehMN\ASeaEONhis also

. The kidney is a structurally conplex organ that has
includgs| protechipn ;92 r%? ngy RGPSt CBPthifp%qnésngsegu‘ﬁc‘f egipiherapy or

autdmhune & §a&ls Wtrﬁ'rspfaﬁ%timsfﬁis RLAAUCTS | REs TRt ABAMESTHL renal

regulation of body water and salt, maintenance of .
failarppprogressive aasicthtdshivathc bypatedsisnc indaict ntupfor a disketee tyellitus,

of hornones and autocoi ds. D seasges of the kidney are
o] B @ B T B Ome oGty Poedudihg arue
toxitAg I(é.g.t, ah@Bioly, dHaleSicN® tHEKMAAL OntpaasRldrhie @édeacinvention

four basic norphologic conmponents: i.e., glonmeruli, |
relajag e Meesuseiofneadsrn chaimlengile falycrsadsysash @s saprircid, caprylic acid,

or s%rlgsﬁflgpf t‘giigﬁ}é?%i%eﬁgg%?ﬁc& nkc?nol:I %?Eif‘éllyc%ﬁﬁgsugreotf\gedngl%rghé/s thereof as a

nephroprotective agent.

BACKGROUND OF THE INVENTION

The kidney is a structurally complex organ that has evolved to perform a
number of important functions: e.g., excretion of the waste products of metabolism,
regulation of body water and salt, maintenance of appropriate acid balance, and
secretion of a variety of hormones and autocoids. Diseases of the kidney are as
complex as its structure, but their study is facilitated by dividing them into those that
affect four basic morphologic components: i.e., glomeruli, tubules, interstitium, and
blood vessels. This traditional approach is useful because the early manifestations of
diseases that affect each of these components tend to be distinctive. Further, some
components appear to be more vulnerable to specific forms of renal injury. For
example, glomerular diseases are often immunologically mediated, whereas tubular and

interstitial disorders are more likely to be caused by toxic or infectious agents.
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di seases that affect each of these conponents tend to

be distinctive. Further, sone conponents appear to be

wOoe0e/059Bner abl e to specific fornms of renal i nPCT/gA2(66/001930
exanpl e, gl omerul ar diseasgs are often inmmunol ogically
nmedi at ed, whereas tubular and interstitial disorders

are nore likely to be caused by toxic or infectious
ts. Never.t hel es sone |sord rs.affec :
Nevedﬁlgp S5 rsag{euc}:\%orgffrﬁ ag?a(al ?rs aq ﬂ%e gtﬁuaﬁt%m 121 z}dd% t}{eha%ltomlc

interdéfeatéiRpTdN€ERredfin She kh@h@bf Bplid’ thitedakiags ey oherplmas always
that damage to one al nost al ways secondarily .affect

secondpsilpeffeets heTRtsTs. Javerevyr chneiy BEEEEmPHFallPY through
the E)L:RWbBﬁF OV&@*IIB{; iy@t%fn' ULy 2R fYlaR" d&YrRE&IN, by increasing

rsely, ar destructp%n by i ncreasi ng
intraglobhteagho prssurar mpy ésbige gjomaylar raaduphay ngmmwhhtaver the origin,

Rl 3y PSR 1] D LICESEAS, By a o

comﬁéﬂehﬁ%@ ke ki@néle Séu'hﬁ%aﬁﬁ% if QUFork@ %}Qt'[‘ g8l fre Gndt WEat has been
cul m natin ronic renal failure and what

callelda@ldb&;m cmttaettdehdn%ytsa@e)t@orﬂtr alct Berid iPatteyegy( Gitth aﬁfiltlon
199 t al., Basic Pathology, Sixth Edition, 1997).

enDtherapy and i nmunosuppr essi ve therapy refers to
the use of cytotoxic or inmunosuppressive agents such
as, but not limted to, cyclophospham de, doxorubicin,
daGhematiceapy angii MBIUAGSUPRESSSIVE HRGTARY effaS ‘Oo‘lhéé‘ﬁ?QF fytotoxic or

immgﬁ%%géllegsq% B%g%t sﬁlg?ﬁs Hu( hoOkfGa o tc?@ig;%}ﬁ)rsﬁharﬁl@é Yoxorubicin,

rour ac dtrexate, genti cisplatin,
daunauthaip| atinblastioe, ehctstiiedudédmyand empoklde;pmpprecm, irinotecan,
tacrolimus, rapamycin, or corticosteroids . to

taxolsin @ROp o TIBHOG R FEUHAKEI SGRATEDIPE] SRRIPGN fefooplatin, or
chlofmﬁl an4 cﬁ/otr(])kﬁﬂfnsA (RS Blith6s,t ABhhySh bi;%@hﬁ:%steltd'&stb treat

agents’ are speci fic an partlcularly at 8
cancdn gasients haety tariehibox gmfit oejmimntahn dredhsplapi @hijends. v G$m‘g their

e S S bt i SR LA By are v

norrd &A@ SHPRNLESSidRg cOBP FuRheXiosE, their GRE Ghhat BX ligiited by inherent
neur ot oxi city, gastr0|ntest|nal bl adder, and

untowrdmﬁf&ﬁsi OEXViER asstermycinpiRpEessioa: iNeRRroBI Y Bmeatligpxicity.
neuralp Xicd e?gstp %{ite?ﬁgﬁg, t{lﬂiéﬁﬁlt %Hgﬂg&gn@yst%&%s%gg v@ﬁsen patient

re prine tar
outcphkfoREr lohg Siue ghaiodge or | esions. Three inportant
| esions are encountered: (1)

In autoimmune diseases such as diabetes mellitus, the kidneys are prime targets
to suffer tissue damage or lesions. Three important lesions are encountered: (1)
glomerular lesions; (2) renal vascular lesions, principally arteriolosclerosis; and (3)
pyelonephritis, including necrotizing papillitis. Nephrectomy, or kidney removal, can
also lead to renal dysfunction. Nephrectomy is performed on patients with cancer of the
kidney (i.e., renal cell carcinoma); polycystic kidney disease in which sac-like
structures displace healthy tissue; and serious infection of the kidney. It is also used to
remove a healthy kidney from a donor for the purpose of kidney transplantation.
Because the kidney is responsible for filtering wastes and fluid from the bloodstream,

kidney function is critical to life. Nephrectomy candidates suffering from serious
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gl onerul ar |l esions; (2) renal vascul ar |esions,
principally arteriolosclerosis; and (3)
w@y@bostophritis, including necrotizing papilliPCHCA2008/001930
Nephr ect ony, or ki dney rengval, can also lead to rena
dysfuncti on. hbphrectony is perforned on patients with

cancer of the kidney (i.e., renal cell carcinona)
I t
aoBP KRR Lokl IRt cleR 00 0 ARl BBl b s

the ;krbdﬂ(daye But if ﬁnﬂhsxolsuB)etdmtthe renmividgakithes, Itl{'eypakiednwyll require
froa] donor for the purpose of kidn é
chropicg ’é‘gISéfnfrﬁi‘tm?HtS Pl drgDghlanigfiony Pﬁﬁebeql yr KidpBhdp plugtaipfife.
Therfefdré efh'efbge%étf%e@dq%lf th d vtfl'El'Pry (?ﬁi Qit@tg ?&ﬁ?@mhlch can be
dney function is criti a to I hr ect ony
admmm«ﬂm wxestsfvfne‘r kidgeyf disrass whiabuskipdrieyg Kidsexake)th or protect
n ection,usually have few treat nent
it g gtrafion 4 B GiBln e ki Sta ERes BN PR unct i on
is lost in the remaining kidney, the patient will
require chronic dialysis treatnents or transplantation

of a heal thy klséIIMMAIbYQFSTHEﬂI\WEI‘éTIOMer efore, there
ex e 0 I
}Fﬁ% %r%s ¢ ﬁng {on gsiﬁggdm t?\lg gaet% g%t ?%&nﬁrbﬁroﬁ{cggé yf?gents by
provﬁdxﬁga%vmhmfhodafbr ﬂ’feojlnﬁfwmkrl dﬁebe kidatyt h amgmimaledichiding a
fromdeterioration to the extent that the kidney can

humgp, Pptigigap TTeadh OF SR reabiRMRYhoRrepeRt INKRALRITIAER PrARides a novel
metIR)rdeI%? ﬂEatIﬂéVt‘ﬁQtn'e@ﬂ'gt;oZId éﬁég?ssoftéh% | ngaﬂg@ﬁmmuposng{)rhegsdve, and

nephr oprotectiv nts by provi nove
cortitasterbiies therepies tndanybdththetuatidméy whichathegmatettion of the kidney
%£ a human patient, in need of such treatnent.
Cm’#h tB?@B ¥ @ H¥enti on al so provi des a novel nethod for
treating the nephrotoxic effects of chenotherapy,
I nmmunosuppressi ve, and corticosteroids therapi es and
anin egchedanse withtthismethodatai C@mnowéwp reompeisingrangifectiee amount

of O{whgrn ?r}/ore? %213%&1955 su h@ & t 15"1'%0' %%%2 qp%(llc g Cl%?rglec%]l‘as%r%étglhc

an e

saltsa@1gu Ndodivim qfws@mmmalelm rmagmesiams e hn gl cértdes itiieresti &, mono-
caprylic acid, lauric acid or netallic salts

or dighvfietifgs Bisrend dn inpharmeequting!agssablnyarger is ad(mi'n?s'te’red to a
man{rﬁélgﬁ&?ﬁ&fl%@eﬁ hhGh Q?ylgﬂfﬁcgwg{crgw Hé‘b%t'e&% $MRL BQheys or

ceuti cal accept-abl'e carrier
sdeadﬂﬂwdsm&ned to a mammual, particularly a hunan, to
significantly increase t he protection of the kidneys
or

Accordingly, it is an object of the present invention to provide compositions
using an effective amount of one or more compounds such as capric acid, caprylic acid,
lauric acid or metallic salts (sodium, potassium, calcium, magnesium) or triglycerides
thereof, or mono- or diglycerides thereof for the production of chemoprotective or
immunosuppressive or anti-inflammatory or antibiotic or analgesic pharmaceutical
compositions as a single agent or as a combination of two or more agents with and/or

without drugs which induce nephrotoxicity.

Another object of the present invention relates to the use of capric acid, caprylic

acid, lauric acid or sodium salts or triglycerides thereof or mono- or diglycerides
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sol e heal thy kidney. Accordingly, it is an object of

the present invention to provide conpositions using an
we@Rdoensiose anount of one or nore conpounds SUcCPCEEA2008/001930

capric acid, caprylic acid, lauric acid or netallic

salts (sodium potassium éalcrunr magnesi um or

triglycerides t hereof, or nono- or diglycerides

theréct}ear %8 génq "Fort JBS PJV%Q%@% o;{tot?e{;tll mrgé %cﬁl%ga Yo?ucg{y such as but

press or an
not (Imtm&ﬁabg@wmtoﬁl’baﬂyﬁaaﬁutdxib&\ﬂy, gmﬁbitirﬂDSﬂﬁtﬁieﬁ a&idng.llﬁronary
.agent or as a conbination of two or nore agents wth
to“&%ﬁ%or wi t hout drugs which induce nephrotoxicity.
Anot her object of the present invention relates to the
use of capric acid, caprylic acid, lauric acid or
sodi snarsabjest of ther prghent émiedden th eraode arprmcmze ar preventive

ceri st ereof as a ent for the eventi on
metfg D MET s O T R P9 AT eI nE s Human
patiédti ted to cardiotoxicity, neurotoxicity,
gastrointestinal, bladder, and pul nonary toxicities.
It is an object of the present invention to provide a
pr ot tive ne ff Ly -
or %/n:%)g&er 0 g:e%é r?g g oﬁpes rltt olﬁver‘& o %‘?\”ldfi %C{nggrloﬂgefgecnve for
incréasimgnthp afﬂ oy of élﬂmﬁchﬁéragb hrﬁi?iadiﬁtloh hBerpp e en nahtiva Ninclading
is to provide a nethod effective for increasing the
a hugpnipelien) of chenot herapy and radiation therapy in a
manmal , i ncluding a human patient. Yet another object
of the invention is to provide nethods for using nore
us it adathersobject e elre invemtaasis g ptdvédadmsthod$ for using more usual
chenot her apeuti c_co osr i.,0ns Fecessar to achieve

dosg5eth E¥CT HSFERSEL I ﬁe‘f EhemGiRFTAPSG; CHTRRPSIHOST é}&geaary to

achréb@@ beftéragbm P&Hﬁhbéﬁ%ﬁp%hlleoivoidlﬂé iRFeds€d side effects such as but
nephr ot oxi ci cardi otoxicity, and neurotoxicity.

not Finged twnephmwelry,eque@oxxomy,tahé npwrelEigityi nvention is to
provide a nmethod that causes mnimal or no adverse
effects to the recipient. The mammal, including a

hurainlpakh@htr obeyt e itrepresdnednamtion inaedrofidé nemknedtthat
prior, to such treatnent.
causes minimal or no adverse effects to the recipient. The mammal, including a human

patient, may be selected as in need of treatment prior to such treatment.

These and other objects, features and advantages of the present invention will
become apparent after a review of the following detailed description of the disclosed

embodiment and the appended claims.

BRIEF DESCRIPTION OF DRAWINGS
Figure 1 shows the effect of sodium caprate on concentration of serum
creatinine in nephrectomized (Nx) rats.
Figure 2 shows the nephroprotective effect of sodium caprate on concentration
of serum creatinine in sodium caprate-treated nephrectomized (Nx) rats.
Figure 3 shows the Nephroprotective effect of sodium caprate on GFR

(creatinine clearance) in sodium caprate-treated nephrectomized (Nx) rats.
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These and ot her objects, features and advant ages of
the present invention will becone apparent after a
wo ewpessoed the followi ng detailed description BET/CAB08/001930
di scl osed enbodi nent and the appended cl ai ms. BRI EF
DESCRI PTI ON OF DRAW NGS Fi §ure 1 shows the effect of
SOdI um caprate on concentration of serum cr eatinine in

hrec ized (Nx) rats. Fi shows t
E égn‘é ﬂ\?ene@%fogeqtecawe%bﬁz g)gﬂfrgtcgpraw on concentration
of uﬁx%‘&‘@ﬁrﬁ@é 1'nC§BdR1fm ﬁﬁ@t&ﬁ@@%bﬂﬁ@&ohﬁ‘zeﬁmxy Mts. P value of urine

caprate-treated rectomzed (Nx) rats. Figure 3
creaéiriowsortchatra@p\mfdﬁay dReompueded flac? | cbdsodiapmte aprGf@2on

'ﬁ(,l S 8h‘!P e(Cl %tpgd ti-yegegﬁ Odf” gogi]&g{g%%%tge otnr 0606}‘106{1 ration
of sd?@xﬁ%?é&ﬁhﬁk@@ Ed)dd@m&faf)ﬁ%—tréﬁtecﬁﬁéiih%&&ﬁﬁé@mx)Orﬁts
concentration of urine creatinine in sod
capiearetshews bistdlegnelanicenerandy ((RK) of @nr&rol Pnd/ apdiumgraprate-
LLgi concentration of day 42 conpared to
treatgﬁne re.LCtgn% a(lqlrjér{ngcapr ate p = 0.0002. Figure 5 shows the

ne Btg”u@@V eh@ed hi¥wl®fié£ aticrofraphe (4001X) af catiteol@nd sodium caprate-
concentratjon of serum creatinine in sodium
treatgd BERiveeiZaE 831S-nephr ect oni zed (Nx) rats. Figure 6

sheys, g Shol 9 ﬂiecékdlgfg%{e@g&capﬁéct G#3% Hlf c gpﬁé bR |b1cfi‘>ﬁq)re ssure

sodi'um capr at et reat ed nephrectom Jed rats Fi gure 7
in s@hﬂm&amat@ttrﬂa&glrmphremounmgir(a{xhsate 400X) of cont r ol and

Lum capratetreated ne hrect
I R Pt o Ry PO S SR apteB) o ergoed
cond2h@AhrSraS Rt @rehtﬁhxﬁ@%dﬂ&@cﬂ%ﬁcﬁ&@u&&ﬁ@b@ﬁ() in mice.
nephrect om zed rats ure 9 shows

neﬁm&@sms tshe nephirepltot@flvcs cfcfcqjmf sednmt C@pmﬁe P eenegaiagion
ofsconcent xr S gég%l ni ne i nduced by

C&B‘%(}Fiﬁgﬁn El?kﬁg?) T‘ﬁ”cfﬁ’ ”@fﬂ’e 10 shows the

nephguepn Otsﬁ@\tvs we gfphesroteétivesitasinot apdiainecaprate on histological

concentration of serumurea induced by doxorubicin

kidnep(ipbulpn legiens. indycgd by dexoryhisiis(RAX) HePHeopr ot ect i ve
ef fF?ngtre 01f2 EI%{W rﬂxﬁéﬁrgﬁtafs n%grofé}a?pthgl @@bf@l of control and sodium

caprate-treated mice in doxorubicin-induced nephrotoxicity model..

Figure 13 shows the nephroprotective effect of tricaprin on histological kidney
(tubular) lesions induced by doxorubicin (DOX) in mice.

Figure 14 shows histological micrographs (400X) of control and tricaprin-

treated mice in doxorubicin-induced nephrotoxicity model.

DETAILED DESCRIPTION OF SPECIFIC EMDODIMENTS
Renal kidney disease associated with one or more of nephrectomy, renal
fibrosis, glomerular sclerosis, and end-stage renal disease are observed in hypertension,
infarct, tumor, diabetes mellitus, and autoimmune or inflammatory diseases. Cytotoxic
drugs used in chemotherapy, immunosuppressive or anti-inflammatory (e.g., steroidal
and non-steroidal) drugs used in transplantation or autoimmune diseases, antibiotic, or
analgesic drugs also induce nephrotoxicity. Subsequently, the patient can be severely

affected.
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ki dney (tubular) |esions induced by doxorubicin (DOX)
in mce. Figure 12 shows histol ogi cal m crographs

w@ 200835985 control and sodi um caprat e-treat ed PAT/EARNNS/001930

doxor ubi ci n-i nduced nephrotoxicity nodel.. Figure 13
shows the nephroprotective’ effect of tricaprin on

hi st ol ogi cal ki dney (tubular) |esions induced by
doxorubicin (DOX) in mce. Figure 14 shows

hi st ol ogi cal m crographs (400X) of control and

t rTigapedent meahtath ilate tb A rkaker bbprotedtihgditheeeth! system and can
nephrot oxi city nodel. DETAI LED DESCRI PTI ON OF SPECI FI C
be extppdebitaeTerdan and RETREY SHlERaSe PAREG Y 2 ghippicrdigiiee can

shov@i’h'df‘?%?rrf%fxy %gﬁ%ﬁg %gt&g}ﬁ 1d; GaRtiedd WHIP Sthne GLOMEY MEMtus needs
scle osl s,  and en -stage fénal di sease are observed in
nephivppae¢teresneasyres rgainst the tromablesioh, abetiggomelivd messuresnidr the
.aut ol mmune or inflammatory di seases. .Cyt at pxi ¢c_drugs
cardifis &G A UIGRETEG e PRIFS P Araairiih ogrine nervous Hstem.
CurréHi hethdis leATPIVe@'oY trefintents DhSis0hA3harRpidtdeae Hepdpy! okl as
drugs used'in transplantation or autoi mune di séases,

protegiivd bneasirss that aaral giwsddc adlr eysecting omutighle eorgan  dysfunctions
nephrotoxi ci ty. Subsequently,.the patient ,can he

concglait y Oxgaralpioglive, BTt of fy i ifors EIf ap ity Sugh as

nephfoprdiedive! edr@lopftdotigetl her radprotestiem medbusdan Héme organ-

extended to the cardi ac and nervous systens. A patient
protegiiyhmgasgrasorhibidireeatiee actions RBwWihagjorgans 460. Ml IRlbiis for
: Cont W Catine d by
xRV BCEAL! Rl SRS R 65 pIEL LA
cerebraisprorcti waadionpriatthictoase onpasproestifometsueescansh iae the field

| esi on, and neuroprotective neasures. for any.lesion of
of mﬁ@%@rsﬁau@r HRIEAN QIPEEHEN: nEih &84S &ift 8%%“%% the “common

featubds@AtHBRHSe S HoHraih, Hd @F 988 & Q{p@cﬁﬁ k¥eSsit &Y RBYns @8t impose
wel | a d at

as profective’ nmeasures that are aimed ¢ '
comroon rteatpautic mrbtectne neagaes. Bes f exaotplo iyypedersom tenvpmytantly

Organ- protectiye. sures focus ap.a single orga
aftecl ek hish PO SRR oL b, ofc A ki bistTs dpff Jagiofgnsin I receptor
bloclt@d MANT 128 CldnYReATBRPMOE ScardiO B a ] GheMdbRIt&SVE VilTects. Lesions
measures exhibit protective actions on other organs
secondsay toa@theronsledsinrs wellors inflamiatory isgeses, widhigve an effect on

the gés?él?iggén\gﬁt&%ﬁarinpnfheblﬁtse a(gf ts%%ngavr\rlﬁl tiinHEe&cgeyheallifﬁi Qﬁx\éﬁﬂy
cholesterol) profile and consequently the effect of the latter on coronary, renal, and
cerebral blood flow. Likewise, sulodexide exerts a protective effect on the vascular
endothelium by correcting glycosaminoglycans. Glucose metabolism changes will also
influence lipid metabolism. Low protein intake will also influence the protection of the
kidney (J. Vet. Med. Sci. 69: 247-253, 2007). Inhibitors of cyclooxygenase-2 are also
associated with modest nephroprotection in uninephrectomized diabetic rats; these
effects are independent of metabolic control and blood pressure (Clin. Exp. Pharmacol.
Physiol. 34: 36-41, 2007). Antagonists of endothelin A receptors seems also to affect
progressive renal dysfunction (Hypertension 31: 995-1001, 1998) by decreasing
expression of growth factors and collagen, and improving metalloprotieinase-2 activity
in the kidneys (J. Cardiovasc. Pharmacol. 39: 892-900, 2002). Prophylactic

administration of theophylline as an intravenous loading dose and oral maintenance
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cerebral protective actions. In this case,
organ-protective neasures cross into the field of
woredopopdoas or gan or mul ti-organ protection. ThePCHEA2008/601930
to establish the comon features of the kidney, the
brain, and the heart to explain the simlar |esions
that inpose common therapeutic protective neasures.

regmif@f me¥ FARERe KiHRS TR an tGARCSIPISAHlY Ak dtRMHlBte in patients
ki dney, heart, and brain. The use of ACE inhibitors

with awelaﬁngh@s@@h@; Am. ISoeeldeptrol 161 4B%&rE 2003 Shriseflavmsh.eech

hro rdio ur o rotectlve ef fert es
as edFHBRCare AREhRis of BEEMEHBRET SRR fil finigio R Hove
nephﬁﬂp‘i@t@&% ptentialnavRdRAl &iyRatesRN 6Eh910“9§51ql1‘ha'2006) Gamma-
endot hel i um The use of statins will influence the

aminppyygc @i (FABAK @I%ésqt@nmtys pnet dy%fummnc‘aﬁsegm@mm gf blood
e f h I cor.on a
press? o AR ety ol ¥ b PP LR syl P prPingucea by

nephpcairee t(J.v Bhahd, eRfaricdlh 68y as i1 825, eRaish.h &lybbiia b&econdary to
correcting glycosam noglycans. d ucose netabolism
aneny, Aha] AECoRPaNis) adyaneed) haprie Midnsy olisksen s%mqogmanwwfﬂwts the

pr ei nt I fl
LA R R o
nephmpmtbcti\@r meadurasywhisbhxopgentase irdnaf@icadcsd asisawtfab;&detin will
h wi t h nodest nephroptptection in uni nephrecto 9 .
ave JeQBEAIIC S &1 WRenY | BY 1 SMBT e JBpeFAURE offoduction o

eryth‘i'iﬁi(ﬁ’@m dn@ iBA0AIRN, Eﬁfj{h@ﬂ/ Wﬂ@ alBB %gé{ft ehe(felattiby iRpPoving cardiac
Phar macol . Physi ol . Ant agoni sts of

diseasp desomaianied Ay rreesd pnd wsfeb@é mpzam;@ntt Eh@n‘: fargcalso limitations such

o o GBI T pyOiE WAL Rl PILLRE R ogbiip oo

the ultfhte meedRohalodis@ge ProgdéidionMAEY I0Mg term is still pending. Because
net al | oprotiei nase-2 activity in the kidneys, (J.
of thepphipanstie coppigxitnebkidngy disgase, oidrpg gygrvention with the least

side gﬁ'&@%}oﬁfat ks’&tPo (';Boﬂbts E%e‘ R &E tt{'?tﬁgﬁydn% H%e?s% ression.

i ntravenou ose and |nte ancer & n
nmay preserve kidney functlon |n terms of glonerular

oS ey nghl) 9B i vmomade Gy e AvimuLiic

fatty 2628 haSing! %Qib%hec'hﬁm l@ﬁ@h@BF 890RI sdigndE adi¥or ApiSlieRdid) B8 10
i n nmesangi al [1s whi may have nephroprotective

(ClOpéW@noucailmd(WMpualacﬂy ;MCﬂ‘es usualy: a mpggrelofigivcerdopys of C8
and G TR B oY v o Ta oo PO BB BBEAHS Cari BT Of
glycef?énlc%gééﬁofbgé‘ thekhndi 8Qd BFBArOIcALRH ahd € 19XisRLAYSR: 8difl 88 Rauric
acid). Long-chain triglyceride(s) (LCT), on the other hand, consist of glycerol esterified
with fatty acids with carbon chain lengths of greater than 12. Typical fatty acids present
in LCT include palmitic (C16) and stearic (C18) acids. Unlike MCT, LCT is the
primary component of dietary fats. Indeed, MCT and LCT have significantly different
biological properties. Some of the physiological differences between MCT and LCT are
described in Harrison's Principles of Internal Medicine, gt Edition, 1520-1521 (1977);
15" Edition, 1668-1669 (2001). For example, MCT, in contrast to LCT, do not require

hydrolysis by pancreatic lipase, since they can be absorbed by intestinal epithelial cells.
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nephrectony (J. Pharm Pharmacol. 58: 151 5-1525,
2006). Hypoxi a secondary to anem a that acconpani es
w@eaans®ad chr oni ¢ ki dney di sease concomit ant | yP@f/€A2w8/001930
the heart and brain. Corregtion of anemia of chronic
ki dney di sease through nephroprotective neasures which
consi st of iron, folic acid, and erythropoi etin wll

Mﬁ:ﬁ%ﬂ&%&d?%&&n@&% ‘ﬁ%%% 'msoxeen&rp&ac majerials

reduced production o rop0|et n and its functi
whicButre tukedy invHel foall sadi phaamtcehh@l Hadustridsy Fon’pxamvplngl“raul et al.

(Foofl RSO B2 0 I P MR M GR o Freasuiized in an

mcreﬁé’lﬁg |n@91bl:i by foddoéﬂdcx'ldtl‘.v{tlot?Q}gplfcfaflb&agééaM' t@l@ et hirinber of
the use of erythropoietin. However the ul tlnate need

advapiggérapyer dp%BaMéJTpar@gai%sssed rprimariljieas| cmng&ﬁens rm |\9rlgus hpman

and e:‘laedr Ia yyg%h Be %@e&%cmre{qa&% Wg)at hc? e{}%ﬁ{e o[ng¥ ﬁe?%%r té alréug%t%er of
toxicdlogirabhtheiet svhsdhodbbglort Vet sféwﬂ}? ol ML, Fdh@xhifleN@%y nsleaRat the

to stop ki dney di sease praogression. Medi umchaln

safety rqfghymet idigdey) coppmmptionn el dCriad® by leslsepf fly Bfg, has been
t

cont B s S A R Ry Sl

exanmpée; am Ghe Meetidindex, dABrHditianc 26d (1 Wcamylusatﬂdi isyreported to have

o e ) P e 2 e

184 &AL 0AE ogté’c%?a[l Qiegﬁl%hgﬁs?(ggglgc@)e(@ SXPOR &’ld%ll Administration

caproi ¢ acid canoi ¢ acl d uric
(FDAa)chaS)gramqhgamﬂm avid niGRAS €Gembedlsy) R@d:.(@ﬁ)z,edcms $dte) ajtitmeation.

. _.han e er fi d ith . fatty. . aci .
similgf e RBEn RLr HH KGDHEeocRlg b 5 ey gy Saorfy ol
metaflRtdalts afel 1@@0 iR4@Fkafe '&d&l@%d i ludéler RRU ”Ats n6tell B3 Dindffevic

stearic acids. Unlike MCT, LCT is the prinmary

et al.c@nBbarant h@ﬂn@pthéer ldtds 209 Hde@mw mir(mdwna@ﬁh)hla\aeproved
|
for hii@hd Bbant il S GleR ol P G BROE 1B ¢ Pl

U.S. ratenr #)662,040 (H86) destibessthPrusof METE aoh ﬁhatrmceadlcal excipient.
Medicine, 8th Edition, 1520-1 521 (1977);
Morqzaeqentik, M@eBUI66Y detstbys thforuS@Mwmeémmv@uam fﬁtty acids, in

artl&ﬂﬁ}lcra Lctaﬂfi lcg)l;lc AusNQL ol Utlorofal Qé’%{e 10l ysi s by

pancr tic si nce t ey can absor bed by
i ntestinal eplthellal cells. MCT and their constituent
nt oxi.c mater.i a

ar G ELE Fieesnircs Hoden b hsditel Mourvimdiar e of
mediTRLcHKATHRy SicidE BN as%ap@ﬂc -acid, caprylic acid or metallic salts or mono-,
di- or triglycerides (MCT) thereof for nephroprotection was unknown. As described
herein, MCT may comprise triglycerides of C8 (caprylic), C10 (capric) and C12
(lauric) fatty acids which constitute the activity pertaining to the nephroprotection.
Indeed, this discovery was completely unexpected since very little has been reported in
the literature with regard to the controversial effect of unsaturated long chain fatty acids
or triglycerides on nephroprotection. Furthermore, influences of essential fatty acids
and triglycerides as reasons for the progression of chronic renal failure are still in
debate. The efficiency of fatty acid or diet in the treatment of chronic renal disease is

controversial. The outcome of four diets containing different concentrations of
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(Food Chem Toxicol. 38:79-98, 2000) state that MCT

have been utilized in an increasing nunber of food and
woeaopiosioan appl i cati ons because they of fer a neeeA208/001930

advant ages over LCT. MCT are also used primarily as

emul sifiers in various hunfin and veterinary

phar maceut i cal preparatl ons and in cosnetics. They

rigH R % et By i To PO EIRRGFS o1 AR e feant
diffekdi@es$ afle'é\yrvﬁzfal md{@arbrgieﬁ;u?iﬁ)’ &Qﬁ%ﬁpkfegﬁmﬁé Mdls P dd as

| evels of 1 %ﬁ has been confirmed in clinical
histolqgieg! sﬁn@agé‘ann{ Oilffatelny groups (Wogdsen s3&i 233-237, sH8&y The

com@iat5ee e AORE T M AR PLRAT oot e mae of

induegdl ﬂeail(lilédalééiin ratsa@sdstaglalﬁuﬁ&zg/zkg-zwl DI36t 8. Aaﬁls s6d. lN’éﬂtMol
nontoxic. In fact, accordi ng art 184 of t

1: 136 Fode 401 Pdefabalismofis ldasy Psod 2@ 541 987).
d
In sc BB r3lor Shudlts (Froeifding) ?r%ﬁ RN SRR S 1

13433356 dP9D, tetparstpdeBent@ids) withga = a) PWFacwds né}ﬂu@)rotectlve
rlc, sajts

nows GO Ea e bliah aaPErves ToR: (rdnload: THsTHbUSH)

PUFRY s@ thénth®H QR addbeiated - wihahBtseiAg" El%ﬁfélrulosclerosw and/or
53: 149- 154, 2001), capric acid (sodiumsalt)

decr%immedglf)wrtﬁmnﬁhran@e fate. JRgsailts aofd st8dizd ein hlsmarn beings are

B4 0, SOUANSE e 550, M B1 TSy g o

effech Repone eKidneR InteXat P5-8BL 19930r1a Jubmedy, the pH&r 1 A8SRA teach
descri bes the use of nedi um chain fatty acids, in

that madiproehasn fastyseids os triglycesidey orcmatellisssalta gossessinepbioptsitegtive
actwﬂz ents. Until the unexpected findings discl osed
rein, however, the effectiveness of medi um chain
fatty aci ds such as caprlc acid, caprylic acid or

metallic salts or di- or trjiglycerides (
t h RS AnVEaH AR 56356% @cthF §5F daRednkhbhan faly %@mrﬁfé@hc

| r e,
salts ?ig gg?{/}ncleljé@ ﬂg@ﬁéofi ggggdln? d@%&’é}ﬁfe gfj«?rlegl; asfcgtnteghrggrotectlve

agenWﬁ@hndﬂogml thcjtrr@dudaé newts) mled;hyarrpeha‘lmlfatttyngclda)om metallic salts or

Rr opr ot ction. | nd s, dis
v BEARECBERY Gl BRI R LBt v, e
and/drepef tedrdatinddin bideioairbieet the kiine® @abthet @rgﬁﬁ@or to delay renal
controversial effect of unsaturated |long chain fatty
dysfugetigm. Furthermore, it is possible to use a combination of medium- cham fatty
acids along with their metallic salts or triglycerides thereof or mono- or diglycerides
thereof at multiple points relative to treatment with other nephroprotective agents.
Alternatively, it is possible to administer the compounds for nephroprotection before,

during and/or after treatment with chemotherapy, radiotherapy, immunosuppressive

drugs, antibiotics, analgesics, and pathologies associated with kidney diseases.

A “therapeutically effective amount” of the compound(s) is used. Such an
effective amount may be determined by varying its dose to achieve the desired
therapeutic affect(s) such as, for example, providing nephroprotection, suppressing

deleterious effects on kidney morphology, reducing the number and/or severity of
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or triglycerides on nephroprotection. Furthernore,

i nfl uences of essential fatty acids and triglycerides
w@goopes®ans for the progression of chronic rene€CT/CA2008/001930
failure are still in debate. The efficiency of fatty
acid or diet in the treatnént of chronic renal disease
is controversial. The outcone of four diets containing

ifferent copcentrations poftriglycerides and essenti al
symibes $ Kibngd 8L P o RiraBobio? Lnereek, ORE pEfeet FERRORR o
the attprRi phamiicedtidal SingRARA(E)N cBMT ¥d VBImIRIeE, iPrOtghhitdcedical

urea and creatinine |evels as well as histol ogica
compgsHEINAYEh ¢ pharmaceticrldy aseepigblsesErierNephr on 38:  233- 237,

1984). The conposition of dietary pol yunsaturated

fatty acids (PUFA) nodifies the course of induced

r eAal usdd deasie, ihe teatns “fHarmsdeagtalydacieptiBle 2arlide2ders to a
subsFBES 5] s, B 1o i he 510l a1 51l e aty
acids’@feh 69 apri981d or ézg)r}ﬂf&rﬁ%ld SDQLAL A&y of TEHIBS salts or triglycerides

(Prostagl andins 32:" 2 11-219, 1986; J . Am Soc.
therem ot imraslo: ot :diglger3ides B reof 9394 )thatdis stoatyxis tip phasmeals andleding
hmnX%th (n = 3) PUFA was nephroprotective; however, in
others (Metabolism4 1: 382-389, 1992; Kidney Intl.
32: 700-709, 1987), PUFA suppl enentation was
associ ated with worsening gl omerul oscl erosis and/or
derirERResutigal fosmaesitionmay be fermudtied asiag cRBE@ O sapsplic or

_ i . _ ; e siuilar Flictive,
i pelflof Sasfhe BHETDREreE BFeof P! b o SRR GEATYE MCT and
pharth88Ajicaly nccepfabkctarrieoby @tktlfddsdkeyw mé [thosd4skilled- B6the art
1993). su y,.the prjor_art does not t{each that
(Mergie e St & Lt Raftrags N Thesgicprpppigens belide b grg not
limit@hd,SsdHIS S B FidSCHMY, %%Eéi&?st,' 6fs, Aetdsylst Ym}?ﬂ?@s, %?ﬁﬁé&& pills,
P nvention relates to the Use of medrum chaln fa ty
patchegsiand suppositdrads! i ¢ salts or triglycerides thereof or

nmono- or diglycerides thereof as a nephroprotective
agent. Dependi ng on the nedi cal needs, nedi umchain

f afMedhods it produce®f phirhfac&richls cOhpddifié YieRided@sndife t@Rther
or nono- or diglycerides thereof is adm nistered
one pefire ackyd ingjedienis dntoadsseniatidne withea tphemmaceviiagtyeaccensable

cari§) B LIRS R QLRSI GANGLAL (0 del 2y rena

unc ernore; 1 0SsSi’'ble to use a
conbi nation of nmediumchain fatty acids along with
their allic salts or trigl¥cQ[ides t hereof or nono-
or aiuéqr@ HEing dhe term “nephroprotection” refers to a process by which the
rate of disease progression in the kidney is delayed or stopped and so the kidney is

subsequently protected.

When the method of this invention is applied to drug-induced nephrotoxicity,
capric or caprylic or lauric acid or salts or triglycerides thereof or mono- or diglycerides
thereof can be administered prior to, during, or subsequent to the drug (i.e., prior to,
during, or subsequent to the administration of a cytotoxic agent or anti-inflammatory or

immunosuppressive drugs).



10

20

25

30

thereof at nultiple points relative to treatnent wth
ot her nephroprotective agents. Alternatively, it is

w@omgisioas t o adm ni ster the conpounds for PCT/CA2008/001930

nephroprotection before, ﬁ ring and/or after treatnent
wi t h chenot her apy, radi ot herapy, inmunosuppressive
drugs, antibiotics, anal gesics, and pathol ogi es

asgsoci at ed. W t h..Kj l.S €S 1A 1 in: .
erPeceb@ sl Gy Sh3BRRCThish iy HEARCHN ok cots
e.g., BIM@S télsevirabuintecraycells, didemnripoitic eyl Expinplys iof 8 ciogwic
to achieve the desired therapeutic qffeq&éz% such. asa
agent phichx garpbe uspd 4 iRIFGHGE HBH AYSHHER dBEPdn, bW (#EHMES JHigY 1o
cycloﬂv‘ﬁhﬁathgﬁﬁ&usdﬂofnﬁﬁéiﬁ, QRurREH, MARPAKIRIYVindrRHHET BRomYEin,
uner and/or severity of synpfons of kidney disease,
etopasideanyopotarbi,naitinotecam e n@wfere,On@xoly  Fefhwrowapbumaghefsexate,
t.he, act.ive.pharmaceutic i ngredi ent (s) canbe
cemaiBing RGO B BRI T B B R ATk of he ebove
comPRAREBE BHbiok Rl do¥nPGheNoAR! B bk Irhielgeni\s. gUSEAIT (18 8'Fdxido-3"-
the term "pharmaceutically acceptable carrier” refers
deoxythymidinpsri€elanimdigoes. hiagytidinchere with the
physi ol ogi cal effects of nediumchain fatty acids such
as capric acid or caprylic acid or lauric acid or
meNaphrbproseatibs réferd td gloyetivh gesvidbeneef mamnmabricom ahe toxic

di gl ycerides thereof and that is not toxjc to mamal
§ntb 34051;

effeqtarising dipnh tisarment & thamareal Vith|a eRFRRIRGTERGHC

ofteﬂ; gllﬁéT}élttglt &4 Uﬁi}f&gicc ht th%e ﬂi@i%‘bg\!rlti(:cef‘?&t |a§§€rsi BorAGisthbAlty to

ts or triglycerides thereo nono- o
inter€tirg | witle rar di@bibithesreefaspect METDAAI rpplacatras.e RN A drdngeription, or

o5 e PR EicSonf bR ERRES nPRA o Rk DI 8 any

comé&ﬁ@?d‘ﬁgm@fé%dt {00 $nantthAl UL ch RiBul@beot@@tihd nfihires, biofacilitate
olids, l'iquids, oils, emulsions, gels, aerosols,

the fendradrantfsthe capsall dm phe Itexic shfcekessuiing JimdEsatragnt &, the

Met hods to produce .a pharnmaceutical conposition
man}'W’c!I"Ugba ﬂ}ef’ﬁ@]?%%pef‘%&gﬂ‘ T one or nore active

ingredients into association with a pharmaceutically
acceptabl e carrier which constitutes one or @Dre :
ac Reralofysfinsgion drsspeiated A¥ith syeh ey epatholpgigs 1&gy, autormmune

diseasdFRAY OPEQLESEA ORd itf SERER LA Bt RIARRRG BY o Wobs6h skifl€d in the

art. The term “renal dysfunction” may refer to that condition which exists when several
parameters are observed such as but not limited to proteinurea, serum urea nitrogen,
creatinine, creatinine clearance, uremia, glomerular filtration rate, and tubulointerstitial
fibrosis. Without limitation, renal dysfunction may result in renal failure and death.
Efficacy of treatment can also be determined by a person skilled in the art. It may also

provide a palliative effect.

In one preferred embodiment of this invention, the pharmaceutical composition
is in the form of any suitable composition for oral, sublingual, rectal, topical
administration or inhalation (e.g., nasal spray), intramuscular, intradermal,
intraperitoneal, subcutaneous, or intravenous administration for use in nephroprotection

or the treatment of renal disease.
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rate of disease progression in the kidney is del ayed
or stopped and so the kidney is subsequently

w@ewbesoezl. Wien the nmethod of this invention PGI/CA2008/001930

applied to drug-induced neghrotoxicity, capric or
caprylic or lauric acid or“salts or triglycerides

t hereof or nono- or diglycerides thereof can be
admi ni stered prior to, during, or subsequent to the
drug (i.e., prior to, during, or subsequent to the
adhiwillster aptpremated that a]yq @mgmtcofazgeamp@und requxred for use in the

anti-infla nasu SIV
eeat i g VS e FORE SR SR WAE e A PO ghigne
treatd, Phd 4RI AL ddEdRieh loF th€pdient, bHABHIE L@hhiSly b dtahé &hscretlon of
infected cells, or hemat opoi etic cells. Exanples of a

the %tytl@nmhw@zg@n?hw«Fsewd RA° PRy EONVENISREY Prasentehén a single
dose'orl1 %rHlklggd Q?esggl?e uag)Ip?c{? 1a{éo}nt :ﬂktl%g e&gmﬁle as two, three or
cyc opho

I cin, auﬁorub I Cl
moreV idokdsagéri ﬂ@}q agl neessatyt ne, effi:lcEOJTmeig %bmtptmehtd&nt. The term
t opof ecan, irinotecan, taxotere

“wealT L GF ofeaing’ IR BRb ReRY @Ems{%%as cPsppngtitign and
prop{?ﬂ&g?pdfafh'endl%as@m O&&m%‘ gt%a'}gnﬂrm%@&') sh é)fmﬁfﬁ‘MaIOfThls

e above COﬁpOUﬂ Cyt Xl ¢ agent can al so be an
included {ay lprtﬂlenta@mb d1£a@ Qr CA}ﬂEﬁtl@n feam Btcwmingl o 8patient which may

in TC |
be prsaiATREYR sty R I Opi s B ShetsrEp it gL EPigHne
or arRisANg ﬂﬁ%eb&oé‘m@ﬁrﬂmhe fisa% bheotdixdrcaef (cpedlievinigithd Bigease or
fromtreatnent of the manmal with a chenot herapeutic

condifiparhy. canging itefageessionies theaanpalioratipnapfone OF BIFLSYARRIAMS.
whose therapeutic effect arises fromits ability to
interfere with or inhibit some aspect of DNA
r eplhileat i @OssitRMat, rfansserih perapy, medivsnoban datytacids or metallic
trans) atjon of proteln Therefore, a nephrogro ective

salts g driglypaidep sharep!arymensimes ely edisien rhareal dpet be Admard as
the rAR! HBmpRY i Plsoé]efegﬁthe tt(FSreE%mﬁé acte HHH é éuﬁt:ﬁ ihPRdient as a

recovery omthe toxic e fects
pharmasauﬂtxtalrfgnﬁulamrt peabmpositicof. A hentnammhmmsmbn as formed by the

chenpt h tic naI sfunctlon 33s9cC
incofiPEROBRGEY 6F USdthDR D PEBRPES §XV BGTH HHaAS 16 SHEgLS b nol
limite@"o hﬁargilﬁg NeS6s, %@ﬂalb§e§ sRPME hdghieSiaM @&arﬂ@t Qlduhi)eelliyse,
a person skilled in the art. The term"rena

carb@wsﬁaﬁlubdtcredinlbscsaglup@ﬂee rgetaging Badrosso raiyesrgn magnepumxeasbenate,

sodium cﬂra%e socilum acetate, sodium chloride, sodium phosphate, and glycine.

In another embodiment, the pharmaceutical composition is in a form suitable for
enteral, mucosal (including sublingual, pulmonary and rectal) or parenteral (including
intramuscular, intradermal, intraperitoneal, subcutaneous, and intravenous)
administration. The formulations may, where appropriate, be conveniently presented in
discrete dosage units and may be prepared by any of the methods well known in the art
of pharmacy. All methods include the step of bringing into association the active
pharmaceutical ingredient with liquid carriers or finely divided solid carriers or both
and then, if necessary, shaping the product into the desired form. When desired, the

above-described formulations adapted to give sustained release of the active
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paraneters are observed such as but not Iimted to
protei nurea, serumurea nitrogen, creatinine,
w@e@ansisne cl earance, urem a, glonerular fil tPEL/CAzN08/001930
rate, and tubulointerstitial fibrosis. Wthout
limtation, renal dysfuncti'on may result in rena
failure and death. Efficacy of treatnent can al so be
n S d I l.s
phar[gm‘r%g@{tggl gr%rgq(flﬁa{?ﬁg e&ne feﬁglweﬁl r?ugtﬁyaﬁrtgetase fb iRt Hs SRell
knovemrtso dthereant um‘luctehttg um/eﬁthpommd:shebmdwpmbbupohymlers a bolus
ition is.i.n.the formof any suitable conposition
“UagﬁP(%?ﬁpnngﬁB?P?Eﬁﬁﬂ rectal, topical administration
or inhalation (e.g., nasal spray), i ntranmuscul ar,
intradermal , intraperitoneal, subcutaneous, or
i nMesisrrehain aftynpeits aen oalts or  trigdydenidefegheret oF e@pnon o
- I dIS
dlgl)% rlg(gsc hg{egggﬁgg ?% %ﬂ%’u n(%m tho%c\:sv th %ﬂﬁa tl?eg qpeutlcaalyf active

agentsS 8ue¢t a heytbtogiat Btdanddr! br \aatibiovitd h)rt e ts@pprssive drugs
adm nistration, the nature of the condition being
(inclpdipgrapl-inflaramaiosy dn@sk Jhaiipdividuak CW“&%‘? joé gch %ﬂ%bmatlons

may e lerHJnHtéT@ﬁr%hX c}l; qﬁ&%¥a® & SRR %ven gaﬁ?c{/ 6P dbRBined

physi ci an. sire se may be co
pharmaeem’maleﬂnhnlaaom ﬁ@b eotbietion ra&rrdd vo desvedosesortvakiently be

at ro |nt for anpl e, as t three or.
presciie R gsew oy ﬁrg@@ggtgﬂﬁ)f(qral@m@pda Usghapgaceutical
formPRidhs E&rﬁﬁ‘x‘isﬂﬁ%"& corEBi%aﬁ&{ Rfirfel @BLIERLethey with %%Bﬂrﬁk&eutlcally
i ncl udes an herapy of existing disease or condition

acceafﬁulemaumnyhfamfgompnsm@ futthseaspecionf thomdentiaom (e. g.
renal diseases) in a mammual. This includes (a)
preventing the di sease or condition fromoccurring in
a patient which may beEmA@dPEQgsed to the di sease but
has not yet been di agnosed as havi [

t b
i nAhefellonanpexammessiurthey itlngrageths| Iﬁf)f 611(18 %‘M@“E’i“sbé‘%ré
not ififen W%U@ﬁnﬂgﬁwkﬁk relieving the disease or
y

condition using its regression or the
anel i oration of one or nore synptons. Wile it is

OSSI Ie that, for_use in ther medi,um chain fatty
Exargp eo‘s Y’Vﬂﬁgﬁqt jof godiuncapigie QW‘PB%C%‘P fegdan t"nﬂ?eof or

nepHiQohnized rfdndlg¢gceri des thereof may be adm nistered as
the raw chemcal, it is preferable to present the

ac ﬂewnﬁimluonwfélﬁzn valo pmtgcteom aifitct afsaliyh anpraicevasiwndertaken
in thf:% %ﬁ*&%{ﬁ; ({nrwgéd &?{Sprats modé] using tge ?olf)())\(z\lngg }%roon.gc?ﬁc’rletMafg Feek-
old Wistar rats were subjected to 5/6 nephrectomy or sham operations. Under ketamine
anesthesia (60 to 100 mg/kg, i.p.), renal ablation was achieved by removing two-thirds
of the left kidney followed by a right unilateral nephrectomy 7 days later. Sham rats
underwent exposition of the kidneys and removal of the perirenal fat. Twenty-one days
after the first operation, rats were assigned in the study if the serum creatinine was
greater than 125 pmol/L indicating a dysfunction of the kidney. Animals that
underwent the sham operation were given vehicle (saline) and were used as controls.
Nx animals were divided in groups receiving the vehicle or sodium caprate. Saline or

sodium caprate was given by gastric gavage once daily for 35 days. Serum creatinine
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i ncorporation of any of the normally enpl oyed
exci pients such as, for exanple but not limted to,
worepios9B3 | act ose, trehal ose, starch, nagnesiBOT/CA2008/001930
stearate, tal cum ceIIquqg, car boxynet hyl cel | ul ose,
gl ucose, gelatin, sucrose, glycerol, nmagnesi um
carbonate, sodiumcitrate, sodium acetate, sodium
was %{élag.[rb&i @veeﬁ@dinudﬁ’d&hﬂﬁﬁ’sﬂ@skethe aR ety Vo1 thR: erld0st AROLAR discase
nbodi nent, "t he pharmaceutical conposition is in a
mOdﬂoRﬂﬁéﬂﬁQs@h@cﬂbﬁcbmﬁéral, mucosal (i ncl udi ng
subl i ngual , pul nonary and rectal) or parenteral
(i ncluding intranuscul ar, intradermal,
| NFigapel irémeRals, ths UBdh@ARMUSE, cragtthihdin’ RVEAORINKX and sodium
adm ni stration. The fornul ati ons may, where

capraip el ik 1ats. bewwrﬂ}@m%w(? uM/éé @ﬁﬁ@emu Feaingerwaseobserved
in sa@v\@?ﬁ'&EteH Nk §'at§nﬁe ar 1% @leWoP%eﬁBn@Sagﬁ Zvas

nown int I'nc
obsetved i1 s@purafcajmaicntgdandg Nmans assom ation the active
phar maceutical ingredient with liquid carriers or
finely divided solid carriers or both and then, if

NELRHS ath¥se NARKRY d0Be AT U Ghirh At Ok gy dRR r%ufn‘?r&prate
When desired, the above-described fornul ati ons adapt ed

demanstrgiedea suetmaiohaeductibr asfe 30f e efc thieite pritalmegremt cesatinine

coneh PR FRsHI ol BIERn R dhG RdTR PR iie npsertsetior

obseNeQGhSﬂfé%&hnditr@&étlmﬂtrdltbtlﬁgpm ymers, a bolus injection
or a continuous infusion. Mediumchain fatty acids or

salts or triglycerides thereof or nono- or

\?v: tﬁ{%}(lg‘ete%ll%géﬁEyﬁgg&fdllﬁﬁP?ﬁgt%q DfedUS S thid @erﬁﬂgﬁbfgaat §1Q‘Hﬁcant

er -t herapeutical 1y active agen S's
(p =cyt@Moxincrease i€ aomeininer ckatanbé ofGlomenlari Filumen Rate; GFR)

suppressi ve dru i pcl udi n ti-inflanmmtory drugs).
compgg Yorﬁﬂ*PVP]dNélratgg"ﬁéb%é(r?ﬁsto yggch combi nati ons nay be
adm ni stered either sequentially or sinultaneously in

separate or conbined pharnaceutical formulations. The
cohtitheamoren 7 etgnificadt t(p ab0VE0DRYNCceeasveini srind \crépginine was

obseRsF T Fron Kt 18 hSrhEteber e AT R BbaRD). Tois vas

refle€lOAR b Si gﬂﬁio@n@?mbd) 0@@069 me&@ﬁsena%eﬁmv@aﬁmgeﬁmﬁdlm tehprate-
phar maceut i cal acce | e carrier thereof conprise a

treatgd Nk et corapared t<b¢0nttlﬁb Ma/té Rk igBre, S)EXAMPLES

Figures 6 and 7 represent the histological micrographs of control and sodium
caprate-treated Nx rats. At 40X (Figure 6), kidney structure (density, glomerulus and
tubular structure) is more conserved in sodium caprate-treated Nx rats compared to
control. In control Nx rats, sclerosis is well installed (Figure 6) at the tubule level.
Furthermore, at the glomerulus level (Figure 7, 400X), fibrosis as shown by hyalin
deposition is well implanted in the kidney of control Nx rats. In addition, necrosis of
the mesangial tissue is observed. Treatment with sodium caprate reduces fibrosis and

necrosis of the kidney tissue.
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The follow ng exanples further illustrate the practice
of this invention but are not intended to be limting

W b@pesf33 Exanple 1. In vivo effect of sodi umPEpPCAL@®S/001930

on ki dney protection in 5/1§ nephrectom zed rat nodel .

Denonstration of the in vivo protection effect of

sodi um caprate was undertaken in the 5/6
ExariSIEN: @41,001e2@et dMN6divhPlantRESh Heg Potbdfon iRls/ O M Gectomized
Xarglrﬂocedur e. eI\/tal e 6 m}élgﬁoafpgRWst ar ?)g?s wélrle suﬁ%ﬂg%%ce%mlze
rat models/ 6 nephrect omy or sham operations. Under ketanine

angst hesi 6 0,100 kg, i .p.),.repal ablati.on. was
o ORRROREBigh i et Bt s i of Fili, o Ry Ras

undefi@kdroietle BY Rephrd@fimidéd (at)ahAnoB8PRIRCHhe Procéd@dRscribed in
| ater. Sham rats underwent exposition of the kidneys

exampi) 1y Brigfhalheart praseurpaves resqededtwith a Rt y0Mn&egh§eentific) in
5/6 n%angEto fedLIJa{sStB dORGh &t Ot LG %%r?itea&%hg Qﬁ%t&?ﬁfgfb‘? heart
stuay | t ne was r an

e serum creatini eat er
in senerely dffecnei 8/atrephreatoehisdduact inosigniffichitalekiedsein. bldod prksure
that ynderwent the sham operation \/é/ere gi ven vehicle
was ?lésﬁf"ieHé‘}S Hm\%pr@teug%edﬁx EGhHBHE )Nk ani mal s were
di vided in groups receiving the vehicle or sodium
caprate. Saline or sodiumcaprate was given by gastric
Examyple dgé& one effetaiofl sodign c8FradayskidBarprmecti @adridnihameastection

. measur.ed ekly.in order to assess the severity of

in doxqy _‘%B’@@ES\%@%&% lch glé?ggle nodel . Rats were
sapembh&RfioAlof @Y inb3vo Ploietien Lrfe@RsfsTfINddihRBation of sodium
concentration of creatinine in serumin Nx and sodi um

capraig rast endertekeneén fbe Aexcsubipinviedicedi mAPAIAIPORAILY Gradk] Linafthe
S LPSEAR (CISRCIRIBNEAR A G T corar
prophyleaidiyifiven Wag -0lhwedayetd ion tR@cidutheppputadatlyt fr@at &y Nxo 10.

rats, Fromthese Nx rats, 80% of the anima|s t{reated .
Nephm&ow%dvqwé%ﬁsgé’c*/eande%‘ﬁgw%mﬂan REAN ng&?k% @é@@fqrwm at

day ® fSel?im:]- cfEMiﬁ‘ianané iclRNe!r@nithi%reé af &12['9 £ rﬁﬁ]'ﬂi N i. ne

concentration indicating a strong protection of the
ki dney conpared to no protection observed in the

saline-treate rats (Fig. 2).. Figure.3 illustrates

¢ natPEYar frireppiout sosbi il bR droten B S
creatfili8indLERANy doxorubicin to a similar level observed in control mice (normal,
no doxorubicin). Therapeutic treatment with sodium caprate reduces the serum

creatinine level induced by doxorubicin (Figure 9).

Furthermore, prophylactic and therapeutic treatment with sodium caprate
inhibits the increase of serum urea induced by doxorubicin to a similar level observed

in control mice (normal, no doxorubicin; Fig. 10).

Doxorubicin is well known to induce nephro- and cardiotoxicity. Figure 11
represents the histological kidney lesions score as determined by histochemistry in the
doxorubicin-induced nephrotoxicity model. As shown in Figure 11, doxorubicin

induces significant kidney lesions at day 7 and 11. Prophylactic (pre-doxorubicin) and
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(p = 0.004) increase in creatinine clearance
(Aonerular Filtration Rate; GFR) conpared to
w@ewhosd93Nx rats fromday 2 1 to day 42. Furt hECTOAZ)08/801930
significant (p = 0.0002) impcrease in urine creatinine
was observed fromday 2 1 to day 42 in sodium
caprate-treated Nx rats (Figure 4). This was refl ected
therdpButic Sp@didokembicif)PureatReMIONGh SRENRASHrAD B8EUMhe kidney
,creatinine in sodiumcapratetreated Nx rats conpared
lesiopg atthe fybylar Asvet tdgeqdrygloxerwjcinFi gures 6 and 7
represent the histological mcrographs of control and
sodium caprate-treated Nx rats. At 40X (Figure 6),
ki Boeyrubiciruotduces {allgnissibys pgmarisr s the @bheart HeWnaMoxicity is
f rthSt ructarcg) |t§ ggre conserved in sodi um caprate-treated
urthep extendeq: deamtaf eglomerietntareund day chintosrdayerybigia). Figure 12
repre3€nt§ KRS hiltol it Inhics | = tel; U
P ol Rt hic! Ry R Aot BT Pflod chiB bt QUL and
sodiup @ rateftrdatasisipsorhylasio weattngnf) yaice. nD cbepolsitini indudes kisaky cell

. npl d i he Ki . | Nx, . .
oon 0 A0S, 00, SRSt Som LN 8L Bt reions.

Prophyla&fcv efl -th&g}ﬁtﬁﬁiﬂeﬁéat%ﬂthwﬁﬂﬁo@mrﬁ%&bﬁft@ prQBUE &S3dney against
fibrosis and necrosis of the kidney tissue. Exanpl é 2g ;

doxorybigipexigtt ect of sodi um caprate on heart protection
in 5/6 nephrectom zed rat nodel. Denonstration of the
heart protective effect of sodiumcaprate in vivo was

Exampider t/akemw effiedt e tBéfprineph kriptopraeeidoNnd ERmdpéehtion in

d ﬁg}lng "tﬂf{]e ‘Ero&ledur,e,descri bed in exanple 1. Briefly,

OXORAG-1mguced peRIrgiaxicity @ndged with a RTBP 2000 (Kent
SChembhithtibn o i/ 4 AR HLFEY of ?fa? adRineAR0S bF BfcGprin
t hat sodium caprate exXerts a protection of heart 'In

was wialedpkdnyinatht elok enibisféindephir wapthestb zietly maddel uding the procedure

descr%eg%fi canlt decrease in bl ood pressure was observed in
SO iuﬁf%ﬁ%?:}te-treated Nx rats (Figure 8). Exanple 3 :
In vivo effect of sodium caprate on ki dney protection

and chenoprotection in doxorubicin-induced _
ndpBYIst bk renresgnisodie| histpegisak kiduey desiofis sévec jan defeymined by
: : ton .eff - of . | . admini stration of spdium ..
nisoBle AL e RS R e FRB- Dokl Gu B haSBEH™ rigure
13, deephubddioxindiudey sipaifitarisskidgeyt Nésions at day 12. Prophylactic (pre-
doxorubicin) and therapeutic (post-doxorubicin) treatments with tricaprin reduces the

kidney lesions at the tubular level induced by doxorubicin.

Figure 14 represents the histological micrographs of doxorubicin-induced
lesions in control and tricaprin-treated (prophylactic treatment) mice. Doxorubicin
induces kidney cell apoptosis, fibrosis, sclerosis and accumulation of proteins in
affected tubular regions. Prophylactic or therapeutic treatments with tricaprin protects

kidney against doxorubicin toxicity.

Patents, patent applications, and other publications cited herein are incorporated

by reference in their entirety.
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foll owi ng procedure. C57B1/6 mice (6-10 week-old) were
treated with sodi um caprate prophylacticly fromday -3
W 200d@55930D or treated therapeutically from dayPdTr/Ca2ae/001930

Nephrotoxicity was induceﬂ by an i ntravenous injection
of 10 ng/ kg of doxorubicin'at day 0. Serum creatinine
and urea were nonitored at day 4, 7 and 11.
Pr anhyddgéationt hER IR utivhS thafOSthd Witg}?rpfh tfeanHY i thé claims
the increase of serum creatinine induce y

and tHe xanga loif their kegalzequivalentsraré avied embseed ithimtheinstamel A claim

. m norml . no .doxorubicin)., Therapeutic treatnent . .
wsing eS0T comBRsPE Bt B i 08 ARTE: elemdile Peyiin
the dcopttioedhdlhdX ahel h@ntiod it Gisoe d&krib&H by QIO Sms using the

prophylactic and therapeutic treatment wth sodi um
transytignpla plrase, hesisiseing rrssantighle ofe (o¢.. slewingutheainchsioneef e
LG i Ajl.ar, I i r .
clem @RS BN AT hscBoZ Pl Rt ey 23361 Kl SR oBhrgionyor
the imvehtiorruadnhd oransidierc&consipliigd-(i. andllewingi odl e Gldryents listed in
represents the histoloqicaj ki dney | esi ons

Fi.gure 11 | s
the clg Qﬁ’ﬁg tb@f _éW?PﬂE?:F BY ROSPEIRRE sRGHyIHes yhish are ord?narlly
assoCHAEP N HeNin BAHES AnfieRD Bpttl%X*‘@dx{lyriﬁ??’ekerm.A%@hQMé fhree

Figure 11, doxorubicin induces signifTcant ney
transitiegs eansbeatsed syclainathg idventiPn.ophyl acti ¢

(pre-doxorubi cin) andtherapeutic (post-doxorubicin)

treatnments with sodi um caprate reduce the kidney

| gsiskasd ak undersidéluh@ran Qu@knt NAVEERM BYthAONREMRAEIMshould
Doxor ubi ci n_induces early lesions primarily at the

not be genred podligvtatiToef bierclaiped inyeotier ugtsehigedpliatly Freited in

the cﬁhﬁWh%Hﬁe Q%Hﬂﬁ% tﬂ?%as}}f %%{e'rr%%géuﬁl s%logg of fé'ggluﬂ'rgteg@on
represents the histol ogi cal mcrographs o

grante kteab iof iarimitalioneflohebé spesificaticomhia isatstl Boslthenolaims. In

capr at.e-treat.ed rophyl actic treatnent) m.ce.
COH“@%&PHB&&F% PRk g%eﬂ%h)éﬁwxel@ri?d gfﬁspn@sg%ﬁsepﬂpm it Gsjegtent of
specifi€ bRbOGihntsanst VAfY %kc@;%dt@ﬁle Qiaiﬂl%@ﬁlﬂeﬂﬁoﬂ B @sfi6- h&ity .

tubul ar regions. Prophylactic or therapeutic treatnent
wi th sodi um caprate protects kidney agai nst
dq%orubicin t oxi

tri

Bl E A e P BR E B o2 "BRBA B GUBRY PO clem i
inten @A @150 isGéNrel AHOHERH i XPREIAY Pedildtiy tHERIG (e.g., the arrangement
of components in a product claim or order of steps in a method claim is not a limitation
of the claim unless explicitly stated to be so). All possible combinations and
permutations of the individual elements disclosed herein are considered to be aspects of

the invention; similarly, generalizations of the invention’s description are considered to

be part of the invention,

From the foregoing, it would be apparent to a person of skill in this art that the
invention can be embodied in other specific forms without departing from its spirit or
essential characteristics. The described embodiments should be considered only as
illustrative, not restrictive, because the scope of the legal protection provided for the

invention will be indicated by the appended claims rather than by this specification.



Denonstration of the in vivo protection effect of oral
admnistration of tricaprin was undertaken in the

W@ eo0ensiIBEi n-i nduced nephrotoxicity nodel usi nRCT/&2008/001930
procedure described in exanple 3. Figure 13 represents
the histol ogi cal kidney |esions score as determ ned by
hi st ochem stry in the doonyb|C|n i nduced
nephr ot oxi city nodel . own in Figure 13,
doxor ubi ci n i nduces significant kidney |esions at day

WHAT Rropapiepis:.c ( predoxor ubi cin) and therapeutic
(post-doxorubicin) treatnents with tricaprin reduces
the kidney lesions at the tubular |evel induced by

1.doxog Hkih%ﬂ Bf n fphﬁblrbfd’f@ecli@m [@Pﬁaﬁ'ﬁ%ﬁﬂ%& be@mﬂi 184RY PeHcBdh and

m crograp doxor ubi ci n-i nduced I'esions in contro
theyigtpre mu n@%b@ﬁ snclt restmeny, saishragihgd qomprising pdmmipEAton tRised
P e b R R ¢ D KonE el SRR A% roun] o108 fore
ccxlnmunchrdewe@mbbnsformul@éhybrsecqruncortuqcomnwn@pi@@mbed by formula I
oﬁ@hﬂ@&k% Lyeh tricaprin protects kidney against
oxorubrcin toxicity. Patents, patent applications,
and ot her publications cited herein are i ncor por at ed
by reference in theig entirety. Al nodifications and
substitutions that donme within the neaning of the
clainms and the rarfhyé®f their |egal equivalents are to
be enbraced within thejr scope. A claimusing the
transition "conpri§¥%g' all ows tke inclusion of other
el ements to be withj he scopg f khe clainm the
invention is al so cri bed by diich cl ai ns usi ng the
transitional phrasd "consisting dfsentially of (i.e.,
Ilomnng the inclusion of other elenents to be within
VPHE scope of the claimif they do not materially
Rafsfagthighfphbiatd orbradchéd) eaturaree of indauratsddC -0l dlk@sovpt on
"consisting" (i.e o allowing only the elenents |isted
in the clain1othe£ than inpurities or inconsequentia
r

activitjes which e ordinarily soci.at ed Mﬁth 1 he
AjaRd Erirg Moaeﬂgf Baly H1d 4 ot E%ﬁﬁfwa’g %gﬁlcat i B and s 3¢

hfdigkyl Bio8s, a0’ 8hibh Q/'ftﬁ aGidal EmbSL Gr tiRatfdn@ dBuAtBEoON, or an
i nvention, It should be understood that an el enent

Al PRIt # Stghs %@é.or preaghed & btk moiety.

2. The method according to Claim 1, wherein said composition comprises a
mixture of at least two compounds described by formula I, which are Medium Chain
Triglycerides (MCT) wherein A = B = R; are straight chained or branched, saturated or
unsaturated C7 and C9 alkyl groups, respectively.

3. The method according to Claim 2, wherein said mixture consists of two

triglycerides wherein a first MCT is described by formulaland A=B =R, =
CH3(CH,)¢—, and a second MCT is described by formulaland A=B =R, =
CH3(CHy)s—.



not be construed as a limtation of the clained
invention unless it is explicitly recited in the
W@ b@oNs3933Thus, the clains are the basis for deP€r/@AmioRgo1930
the scope of |egal protectign granted instead of a
limtation fromthe specifﬂ ation which is read into
the clains. In contradistinction the prior art is
ex on1th t
4, of pi;ljbeCE:tITth G @g&{gg o G aém chgﬁelj\ﬁD (y]A 3:0 S?[l glll}ﬁrtﬁﬁ‘ c%ﬂ'ltprlses
frorﬁloa]! ol 3Yoreacinbf ®thidrcoadgdundyesofivel byyforMhraeIcmdrA =M=R, =
articul ar relatlonshlp bet ween or anong linitations
CdeCH;)m 28 i fpwth epmapriad dgsaribed by demuael and ArsRiRI S
citly recited in the claim(e.g., the arrangenment
CH%?R%gﬁponents in a product claimor order of steps in
a method claimis not a limtation of the claimunless
explicitly stated to be so). Al possible conbinations
5. andlhemetipdaccordingfo ElamiZnwhereiusaid miertemossigh 9& fas ed
S t tion;
ecolfh HofbS o EaLIF OS2 B PR Ol St
description are considered to be part of the
invention. Fromthe foregoing, it would be apparent to
a person of skillQin this art that the invention can
be enbodi ed i htAgr specific forms without departing

fromits spirit essential characterisjicg. The
described e inents shoul d pe_cgnsigdergd gnly as
illustrative, rpiCoO i ctive, begauge tgie gcope of

t he | egal protecthn provi ded for cthe i nvengion will
be i ndi cat ed byKt pended %Ialns rat her than by
this speC|f|cat|o EV%MT IS CLAIMED I S: 1. A nethod of

nephroprotection in a patient with inpaired kidney
function and therefore in need of such treatnent, said

6. Mt RIMEABV hé@kdlfg afTh St %Eﬂe%séi@c&ﬂi)ﬁlmid&mns@sf T or
conposi tion conpr|5|ng a _therapeuti cal ef fective

motgravtnpounds deserited bydpenide ﬁb&m‘r?éi s Qs wthbe@I atyyediwpehaig fatty
r one or nore conpounds described by formula Il or

‘onbi nations thereof | Il wherein R is a straight

chai ned or branched, saturated or unsaturated C7-Cl 1

aci

alk¥ group;

7. he method according to Claim 1, wherein said composition comprises one or
more compounds described by formula II and X is an oxy anion with a metallic
counterion selected from the group consisting of calcium, magnesium, potassium, and

sodium.

8. The method according to Claim 6, wherein said one or more compounds is

caprylic acid or capric acid or lauric acid.

9. The method according to Claim 7, wherein said one or more compounds 1S

sodium caprylate or sodium caprate or sodium laurate.

10. The method according to Claim 7, wherein said one or more compounds is

calcium caprylate or calcium caprate or calcium laurate.



Oll A and B are hydrogen or R-C, and A is not
necessarily identical to B, and X is a hydroxyl group,

W@eoonss9ani on with a nmetallic nono- or dicati orCT/CA2008/001930
counterion, or an al koxy grgoup with a straight chai ned
or branched Cl1-C4 al kyl noiety. 2. The nethod
according to Caiml, wherein said conposition

1. coifpe redwdaceirdingrte Odimal, wheesh sdiidone ormotsd@snpounds is
%escr.' b&ﬁi b\éi formula I, whjch_ are Medium Chain

CaPTg iﬂ‘% Ygede prgepyic ifid teglycoride o laurg acid Gigdyqerifight
chai ned or branched, saturated or unsaturated C7 and
C9 al kyl groups, respectively. 3. The nethod according

12. t o Tl giethog acedidingiter Caiindl , mbetain ecatorest pesensd ort dedays the

j er..des wherein a first MCT is,described by
Onset éﬁlﬁé%{% (flsegne& a,&'s’:ng(é‘m'—m ?ﬁ’e@tgﬁgt)}d—’? 58 PAtiAl & second
MCT is described by formula | and A=B =R =
- .4. The nethod according to Caim 2,

CH3§i cro) _ , :
13. whéhemsthodiageqsding éa Claimn . mibeteie iregmept provents erotplays 106

: - 1 hi e i hed by formula I
onsel O PSR as Psind ey ERTRIUIO AR b ¥ compounc
described by formula | and A=B R = CH (CH2) 10- .
5. .The t.hod according to Caim?2, wherein said
14, v TRemeog Acrost 98 6 Clay - QdeTok Pramesbhvaranton: defpys theo
ki Gheydidedbdsdari@fnb Grdnf | bffSsi ' i_The
?nsemst ﬁodeyaécqr di.rrfg F or d %ﬁg&%&ﬂ@gﬁﬁ&@g% g’%glg%o%nt I on
inflaggiabery slesgsdn eaid patinte conpounds descri bed by fornul a
Il and Xis OH which is a nediumchain fatty acid. 7
The nmet hod according to Claim1l, wherein said

15, COTROFiktho@ Ac&RAME S EfiMNE wherciPBatiRAPSHENGSs Slartdys pgd
formula Il and X is an oxy anion with a netallic

by f n n_ o> on wth
onseteef ndray; dispascs|agising drom antibiots dpustin eishedtisnt ng of
cal cium mnmagnesi um potassium and sodi um
16.  The method according to Claim 1, wherein treatment prevents or delays renal

dysfunction arising from chronic kidney diseases.

17. The method according to Claim 1, wherein treatment prevents or delays renal

dysfunction arising from end-stage renal diseases.

18.  The method according to Claim 1, wherein treatment prevents or delays renal

dysfunction arising from autoimmune disease including diabetes.

19.  The method according to Claim 1, wherein treatment prevents or delays renal

dysfunction arising from nephrectomy.

20. The method according to Claim 1, wherein treatment prevents or delays renal

dysfunction arising from cardiac diseases.



8. The nmethod according to Claim®6, wherein said one
or nore conpounds is caprylic acid or capric acid or

wo 200085981 d. 9. The nmethod according to d ai nP@T/CA2008/001930
wherein said one or nore conmpounds is sodium capryl ate
or sodium caprate or sodi umh | aurate. 10. The net hod
according to Claim7, vvherei n said one or nor e

2. COMBHMAR 25000 SPGB AT P B o

dysfuineioni anisBwgi febro rengpltanmadiog. conpounds i s capryllc acid
triglyceride or capric acid triglyceride or lauric
acid triglyceride. 12. The nethod according to C aim
22. 1, THB{RidY &E&ﬁ?r?ﬁﬂtclﬁfne 'EMetei rtregt%L re'ifglﬁs 81“&@% Qb nal
ki dney di seases ari sing ron1c enot I'n cy
dysfpadtionrarising3ronT henaret hod according to G a|n11 mhereln
treatment prevents or del ays the onset of kidney
di seases arising fromradiotherapy in said patient.
23. 14Thd ettt Re6kdazae ((dhiRo tv%e@xﬁ'tr@ht%en‘l‘@ﬁ'i/@ﬂt@ of QAT
prevents or del ays the onset of Ki dney di seases
dyﬁhﬁqﬁmﬁ@wﬁﬁéﬁﬁmﬁﬁéﬁ@@ﬂ@ﬁﬁbﬁ@ﬁve drugs including anti
inflammatory drugs in said patient. 15 . The net hod
according to Claim1, wherein treatnment prevents or
24. delTay metlvel aosrdingab (RaithnEywitrsie3si@ paténta0GeduiRn
antibiotic drugs.in said patient. 16. The net hod
Card%?@&%?ﬁmgiu@éo onRaited PeafhHICHPM t r eat nent prevents or
del ays renal dysfunction arising fromchronic kidney
di seases. 17. The nethod according to Caim1l1, wherein
25.tréhenEﬂKMQRQMthSOQHmde]aﬂ&nﬁemﬁﬂ;ﬂﬁ&ﬁuﬁmnt@MNﬁrising
fro nd-.st a ge re di sease 18. The net hod
neur 8@8@%% §og© Bpﬁirf‘ﬁaie“rmglfé ‘?S'fn‘ﬁtl’@at ment prevents or
del ays renal dysfunction arising from autoi nmune
di sease i ncluding di abetes. 19. The method accordin
26. t oUsr af arfherapap Wﬁffﬁctéf&tammt of elweecmrsor@rwd@baw fprel%al
| rect nmet hod
mang%&gl?%&f;a r%{:dx% g’nt r}gr QFO ?‘ﬂ g;?%é%%al%ﬁpréevorﬁpgre or
comp@lnaly arer sé[ba{ed from the group consisting of compounds described by formula

[ or II and any combination thereof

T
R,CO
AO 0
BO Rlé—X
I 1l

wherein
R| is a straight chained or branched, saturated or unsaturated C7-C11 alkyl group;
O

A and B are hydrogen or R}-C, and A is not necessarily identical to B; and X is a
hydroxyl group, an oxy anion with a metallic mono- or dicationic counterion, or an

alkoxy group with a straight chained or branched C1-C4 alkyl moiety.



dysfunction arising fromcardi ac di seases.2 1. The
nmet hod according to Claim1, wherein treatnent

wEe@9est33 or del ays renal dysfunction arising PCDEA2008/001930
transpl antati on. 22. The met hod according to Caiml,
wherein treatnent prevents or del ays renal dysfunction
arising fromtunors. 23. The nethod according to Claim

27. 1, Adhhigiratidn efal tieapeudic Ve 1ot aphdlialysT arrﬁétabament as
dysfunction arising frominflammatory di seases.

defirglan AR Recsrmmagsuch tegt shaamounyeé paid ﬁ’eééiaﬂleb‘a‘b’l”et?ﬁ
r
presh R FERNh RSO BBRGARel e b RS faifRRbR vl
formsmi celll gradri semilaradnsghipaglgju g grs gatesur opr otection due to
I mpai red neurol ogi cal function. 26. Use of a
therapeutically effective anount of one or nore
28. COMPALIALS of AphtdiRol@BiH RGHARMAS with ARALGRTRIBAIL G¥ective
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wherein
R is a straight chained or branched, saturated or unsaturated C7-C11 alkyl group;
0]

A and B are hydrogen or R1-C, and A is not necessarily identical to B; and X is a
hydroxyl group, an oxy anion with a metallic mono- or dicationic counterion, or an

alkoxy group with a straight chained or branched C1-C4 alkyl moiety.

31.  The composition of Claim 30 which comprises a mixture of at least two
compounds described by formula I, which are Medium Chain Triglycerides (MCT)
wherein A = B = R, are straight chained or branched, saturated or unsaturated C7 and

C9 alkyl groups, respectively.
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35.  The composition of Claim 30 which comprises one or more compounds

described by formula II and X is OH, which is a medium-chain fatty acid.

36. The composition of Claim 30 which comprises one or more compounds
described by formula II and X is an oxy anion with a metallic counterion selected from

the group consisting of calcium, magnesium, potassium, and sodium.

37. The composition of Claim 35, wherein said one or more compounds is caprylic

acid or capric acid.

38. The composition of Claim 36, wherein said one or more compounds is sodium

caprylate or sodium caprate.
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