
PHARMACEUTICAL FORMULATIONS OF A HIF HYDROXYLASE INHIBITOR 

CROSS REFERENCE TO RELATED APPLICATIONS 

[0001] This application claims the benefit under 35 U.S.C. § 119(e) of United States Provisional 

Application 61/831,909 filed June 6, 2013 and is hereby incorporated by reference in its entirety. 

BACKGROUND 

[0002] The present invention relates generally to pharmaceutical formulations of [(4-hydroxy-l-methyl-7-

phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid. 

[0003] [(4-Hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid (alternatively 

referred to herein as Compound A) is a potent inhibitor of hypoxia inducible factor (HIF) prolyl 

hydroxylase, as described in U.S. Patent No. 7,323,475. HIF prolyl hydroxylase inhibitors are useful for 

increasing the stability and/or activity of HIF, and useful for, inter alia, treating and preventing disorders 

associated with HIF, including anemia, and ischemia- and hypoxia-related disorders. 

[0004] It has recently been discovered that Compound A undergoes decomposition after exposure to 

light. Heretofore, pharmaceutical formulations of Compound A which provide the necessary photostability 

of the compound have not yet been taught. 

SUMMARY 

[0005] The present disclosure fulfills the need of providing photostability of Compound A and others by 

providing a pharmaceutical formulation comprising [(4-hydroxy-l-methyl-7-phenoxy-isoquinoline-3-

carbonyl)-amino]-acetic acid, a pharmaceutically acceptable excipient and an effective amount of a 

photostabilizing agent. In one embodiment, the pharmaceutical formulation comprises less than about 0.2% 

w/w (based on the amount of active pharmaceutical ingredient ("API")) photodegradation product of [(4-

hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid. In another embodiment, the 

photostabilizing agent blocks light at a wavelength range of between about 200 and about 550 nm. 
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[0006] In one embodiment, the photostabilizing agent comprises titanium dioxide and at least one 

additional dye. In one embodiment, the photostabilizing agent blocks light at a wavelength range of 

la 



between about 200 and about 550 nm. In one embodiment, the dye is selected from the group consisting of 

a black dye, a blue dye, a green dye, a red dye, an orange dye, a yellow dye, and combinations thereof. In 

another embodiment, the dye is selected from the group consisting of a red dye, an orange dye, a yellow 

dye, and combinations thereof. 

10007] In one embodiment, the dye is selected from the group consisting of Allura Red AC, Allura Red 

AC aluminum lake, iron oxide red, iron oxide yellow, Sunset Yellow FCF, Sunset Yellow FCF aluminum 

lake, Indigotine, Indigotine aluminum lake, and combinations thereof. 

[0008] In one embodiment, the pharmaceutical formulation comprises from about 20 mg to about 200 

mg of [(4-hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid. In another 

embodiment, the pharmaceutical formulation comprises about 20 mg, about 50 mg, or about 100 mg of 

[(4-hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid. 

[0009] In one embodiment, a solid dosage form comprises the pharmaceutical formulation and the solid 

dosage form is selected from a capsule, tablet, bead, granule, pellet, lozenge, pill, or gum. In another 

embodiment, the solid dosage form is a tablet. In another embodiment, the solid dosage form is a capsule. 
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[0010] In aaefeep-asgeetan em bodi rnent, there is provided a tablet comprising [(4-hydroxy-1 -methyl-7-

phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid, a pharmaceutically acceptable excipient and an 

effective amount of a photostabilizing agent. In one embodiment, the tablet comprises a tablet core and a 

coating. In some embodiments, the photostabilizing agent is blended into the tablet or the tablet core. In 

other embodiments, the tablet core comprises [(4-hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-

amino]-acetic acid and the pharmaceutically acceptable excipient, and the coating comprises the 

photostabilizing agent. 

fOOlOal In. an aspect, there is provided a tablet comprising f(4-hvdroxv-1 -methyl-7-phenoxv-isoqumoline-
3-carbony})-amino1-acetie acid, at least one pharmaceutically acceptable excipient, and an effective 
amount of at least one photostabilizing agent, wherein the photostabilizing agent comprises titanium 
dioxide and at least one additional dve selected from the group consisting of Allura Red AC, Allura Red 
AC aluminum lake, iron oxide red, iron oxide yellow. Sunset Yellow FCF. Sunset Yellow FCF aluminum 
lake, Indigotine, and Indigotine aluminum lake, or any combination thereof 
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[0011] In one embodiment, the coating is present in the tablet in an amount that is from about 3% to 

about 8% w/w based on the weight of the tablet core. In another embodiment, the tablet core comprises 

from about 22% to about 28% w/w [(4-hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-

acetic acid (based on the weight of the tablet core). In yet another embodiment, the pharmaceutically 

acceptable excipient comprises lactose monohydrate, microcrystalline cellulose, povidone, croscarmellose 

sodium, and magnesium stearate. 

[0011a] In another aspect, there is provided a tablet comprising a tablet core and a coating, wherein the 

tablet core comprises [(4-hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid and a 

pharmaceutically acceptable excipient, and the coating comprises an effective amount of a 

photostabilizing agent, wherein the coating is present in an amount from about 3% to about 8% w/w 

(based on the weight of the tablet core), wherein, the photostabilizing agent comprises titanium dioxide 

and at least one additional dve selected from the group consisting of Allura. Red AC, Allura Red AC 

aluminum lake, iron oxide red, iron, oxide yellow. Sunset Yellow FCF, Sunset Yellow FCF aluminum 

lake, Indigotine. and indigotine aluminum lake, or any combination thereof. 

100121 In one embodiment, the coating comprises from about 0.1% to about 50% w/w photostabilizing 

agent (based on coating weight). In some embodiments, the photostabilizing agent 
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comprises titanium dioxide and at least one additional dye selected from the group consisting of Allura 

Red AC, Allura Red AC aluminum lake, iron oxide red, iron oxide yellow, Sunset Yellow FCF, Sunset 

Yellow FCF aluminum lake, Indigotine, Indigotine aluminum lake, and combinations thereof. In another 

embodiment, the photostabilizing agent comprises titanium dioxide and Allura Red AC aluminum lake. 

[0013] In aaeiw-espeefan embodiment, there is provided a capsule comprising [(4-hydroxy-1-methyl -

7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid, a pharmaceutically acceptable excipient and an 

effective amount of a photostabilizing agent. In one embodiment, the capsule comprises a capsule fill and 

a capsule shell. In one embodiment, the capsule fill comprises [(4-hydroxy-l-methyl-7-phenoxy-

isoquinoline-3-carbonyl)-amino]-acetic acid and the pharmaceutically acceptable excipient, and the 

capsule shell comprises the photostabilizing agent. 

[00131 In an aspect, there .is provided a capsule comprising [(4-tivdroxv-l-m.etlwl-7-phen.ox-v- • 
isoqutnoline-3-carbonvU-amino'l-acetic acid, a. pharmaceutically acceptable excipient and an effective 
amount of a photostabilizing agent, wherein the photostabilizing agent comprises titanium dioxide and at 
least one additional dye selected from the group consisting of Allura Red AC, iron oxide red, and iron 
oxide vellow.. or any combination thereof 

[0014] In one embodiment, the capsule fill comprises from about 12% to about 15% w/w [(4-hydroxy-1-

methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid (based on the weight of the capsule fill). 

In another embodiment, the pharmaceutically acceptable excipient comprises lactose monohydrate, 

microcrystalline cellulose, povidone, croscarmellose sodium, and magnesium stearate. 

[0014a] In another aspect, there is provided a capsule comprising a capsule fill and a capsule shell, 

wherein the capsule fill comprises from about 12% to about 15% w/w [(4-hydroxy-1-methyl-7-phenoxy-

isoquinoline-3-carbonyl)-amino]-acetic acid (based on the weight of the capsule fill) and a 

pharmaceutically acceptable excipient, and wherein the capsule shell comprises an effective amount of a 

photostabilizing agent, wherein the photostabilizing agent com.t3.ri.ses titanium dioxide and at least one 

additional dye selected from the group consisting of Allura. Red AC, Iron oxide red, and iron oxide 

yellow, or any combination thereof. 

[0015] In one embodiment, the capsule shell comprises the photostabilizing agent in an amount of from 

about 1.8% to about 6% w/w (based on the weight of the capsule shell). In some embodiments, the 
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photostabilizing agent comprises titanium dioxide and at least one additional dye selected from the group 
consisting of Allura Red AC, iron oxide red, iron oxide yellow, and combinations thereof. 

[0016] In a separate embodiment, a method of inhibiting the photodegradation of [(4-hydroxy-1 -methyl -

7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid is provided. The method comprises formulating 

[(4-hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid with an effective amount 

of a photostabilizing agent. In another embodiment, the photostabilizing agent comprises titanium dioxide 
and at least one additional dye. 

[0016oj In another aopcct there is provided a method of inhibiting the photodffgradation of [(1 hvirory 

1-methyl 7 phs.no?;.y isoquinoline 3c«rbonyl) amine] acetic acid sskl method coinprisiny fotnrolatirxg 

[0017| In yet another embodiment, a method for treating, pretreating, or delaying onset or progression 

of a condition mediated at least in part by hypoxia inducible factor (HIF) is provided. The method 

comprises administering to a patient in need thereof, a pharmaceutical formulation, a tablet, or a capsule 

as described herein. 

[0017a] In another aspect, there is provided the use of a-pk>iimceutieal formulation as defined above; a 

tablet as defined above, or a capsule as defined above in the manufacture of a medicament for treating, 

pretreating, or delaying onset or progression of a condition mediated at least4i>--part-by'hypejEta iadtocible 

feetoF-tfflR selected from the group consisting of acute ischemia, myocardial infarction, pulmonary 

embolism, intestinal, infarction, ischemic stroke, renal, ischeniic-reperfiision injury, chronic ischemia, 

cardiac cirrhosis, macular degeneration, pulmonary embolism., acute respiratory failure, neonatal 

respiratory distress syndrome, congestive heart failure, trauma, injury, hypertension., diabetes, occlusive 

arterial disease, chronic venous insufficiency, Raynaud's disease, chronic skin ulcers, cirrhosis, 

congestive heart failure, systemic sclerosis, development of tissue damage associated with ischemiaor 

hypoxia, inflammatory bowel, disease, colitis, ulcera.ti.ye colitis, and Crohn's disease. 
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[0018] In still yet another embodiment, a method for treating, pretreating, or delaying onset or 

progression of anemia is provided. The method comprises administering to a patient in need thereof, a 

pharmaceutical formulation, a tablet, or a capsule as described herein. 

[0018a] In another aspect, there is provided the use of a pharmaceutical formulation as defined above, a 

tablet as defined above, or a capsule as defined above in the manufacture of a medicament for treating, 

pretreating, or delaying onset or progression of anemia. 

BRIEF DESCRIPTION OF THE DRAWINGS 

[0019] FIG. 1 illustrates the HPLC chromatograms of Compound A powders before and after exposure 

to sunlight. See Example 1 for details. 

(00201 FIG. 2A and 2B illustrates the amount of photodegradation product in tablets containing either 

20 mg (FIG. 2A) or 100 mg (FIG. 2B) of Compound A upon light exposure. The tablets are coated with a 

coating formula containing Allura Red AC/Indigotine /titanium dioxide (labeled as Allura Red 

AC/Indigotine in figures), Allura Red AC/titanium dioxide (labeled as Allura Red AC in figures), or red 

iron oxide/titanium dioxide (labeled as Red Iron Oxide in figures). See Example 2 for details. 

[0021] FIG. 3A and 3B illustrates the amount of photodegradation product in tablets containing either 

20 mg (FIG. 3A) or 100 mg (FIG. 3B) of Compound A upon light exposure. The tablets are coated with a 

variety of pink/peach coating formulas. See Example 2 for details. 

[0022] FIG. 4 demonstrates the amount of photodegradation product in capsules covered with gelatin 

films containing various photostabilizing agents upon light exposure. See Example 3 for details. 

DETAILED DESCRIPTION 

Definitions 

100231 As used herein, the following terms have the following meanings. 

.4. 



u/Ti A/r ic m A iycn ie • 

1 A *-tVi >•> (-«•>-» o «1 s 1 fif -i £l£ytT3t>yi.£i.1 '}."> T //i l-i •'.•• ••: • 1 tiyygsf K n ?1 /"? fYy I7 '» 'Y>n t -j ? s-t <-t1 irs '"•? <•-» <'i ^4-">/"T.>-» > i-l \ 

TryytTTt j, i ̂  £>1"t r"* rw-,-i/-~1 ..p i-»T-« <-i f-.oi if-s f'^'i 11 A / /-> •'-•<••* l>1 p* fNty^ j j--^nf' } x'pmf if> f *i k CLi^Txix.Ty"xx\^'z^i\y croTCT^ 5? pToxrii^TCtXTOxiiTrv^Trnry rcvy "v^o^pnrcxT"/w A \y i j J rv»- i I c •} ixi i c-rrvvix v v itrrKTtxnrwi %x 

• pi--»«-\t()>;tahiii71Pta^cnt Vvdi^'c-'n tiiw ph^rniaceutieai f4wss tli.cin o.l30i.it Q 2^4 w^"'' 

Q|-^'| -i}•%0 |^Y:^~xi.ycli*OXy:::: I. 1^1.^t.hyl '"7 |'^l^$:I'10'^y'::""1^:S0C|"liI'xIl:x'^j^^x^x'I^v^^•^,^' ""OaFl/OT&V'l^,''aiTllITO j':,::'0'0t^t?i0 

a'AA\ ^\r\fc\d^i^AoAi^i rvi^rln^t r>f !Y/t h^fh-^Y\r 1 ir}f^h\A ....n ..r\h^^\:' ^:nnvnnr\linf> ^ ory;io^:i t3^ra^-^rnt7tx/CTC^|^tt3TttrtOi^~^ricrowOT^-7T™|j\^™~rr7XiTtT?ty i n^otrixj r ,< pi;FOXi\7/t" j'^rr5™/\^ crri"i\:jj;.i-.i io~7 w«rir/Tjr!r^i^pxn rxxxroj-

fi s"*a.i'i.er* cusyi.s'i 
^ f-« 

O A y*"U 5VrH"! ft !"* Pi ''4'-"!:'V*1 Pfv»~ryvt 11 '">f •;,<"> ;;j.. _ £ *- "j '.'\ 'O. VI e1 1 'H O f f /M.- .1.. ....tl'l^f I'i'vl '~1 Til""! Pf! f'Y "'-/• l^fXCV) -Mil A11 t"t P-»./ i piifcil i «n\TOT1xrGiSri iTl/li'llxoTtTt^tvO"j""t>t./i:I:'x|:/ini!> Ai.rawtITj i t p ciX-ri\ ~7\ j n?r«crC|"v4iXi:OTTTis»/ ,J u,I- LJXJ X i j^i j 

fifvirnA] <-i <-» g\t-» P / v iA fwxai ifiAo I I r P.Pr>/.>»-> f rt jk I f,-y />i -*•-;• i oi-il' r;t-;r1 o.ia •"»-*"*-</-yj tysf ,-\-? o t:n!"tlTix/j^:i\yCtr iX\yi\}z {I:'1 |:7t1ro"rl'ii:att^,f"tsn>^vj:n~^nx^t7C'|Jt<ii.:»:iC^/toii.:/i:c trnt 

-s-^lt /->, f.o t?f » I •; '? s j-i /V O\xr 1-v^V»-gAt->-i /-Xt Ki 1 i / t- nftant /-v/1 t t->i i •} t->-> <"1 (/> x/t r-|/.-> otT/-| ,ot \ ,£* r\ (•?+• / v p i i tiiw' jj..>.iJ \sC\TtytCtVjTtTT7tTT^ Ci^ i Iv«o rv/Ilv 

M 

•3 TS,. nKf;rrnnrp;,t;„f,i fi^rn,»,lnj-;,-vn nfr-,li ,-v- t „4,prn;n t11P n.yprtt "t Z7i .i.; Il.w^ r.ATtTtlTlT£SC'WC|rCTOt!tt—f:'tTl"TtiCr1"oTtC/viiSl I.il ruTTp/viivi Oxlx^rri^ |7iiOvOTnxlTroT>lTlITg ttgJw.uLi- UlvOTCTIpartliri 

n-')^jAltan A-fli <»<"> n/ViOi rt-f 1-\g>j-f\-roart oU/Mif^AA ,nri/-1 /-. < ff' °>^.A -HrTll r £tt?t7tr£r^> -- cnintT 

A:;J?|^1^0.,:|^|^Q|Ltoa£|.00:^|^|0t^i1 0^l0|,Q:|,:|.^|.....^. -.xyj..l^.0g0.||-^,...i^^I.y0 | ^..„g^|.00.|:.0rl,..£g0|:m.~,t.|.?|.0.„..o:.p0.,^|^...00;|^.«.;|.^|::|:|^..0.....i.: 

l^icloi'C C'jVv^ (I- ^FSCJTI'"Ciy^ "H""F0Cl""Cly':'s_ 0|j 0<"r<ti'•'C dye? 0 ysiI.OW" ^ a.f-|0 00|y''I|";Qt;-|f)|"l'^. 

-', 1 syi i.,. /-yp r> \ f\ ±y\'*-. A i'V\.a> r\%..'a to sie:\l.{;».fyA: .<:.>-r~l .fa" ^X'vV"E^itiI WTtCT ̂ Txri^X.iATvxyTC- ri.Tv7 vavvTiX-^TTi. 

XiiiSI.i"', 'to. „/:l:s.,r1Sf. ft r/--, f I <-\ yy; /4..t.r<ai.. ..« I-T /-I /ir:'i.-i-,vi:i,s.if'gj"i<"• i-.!^ i:-i-jve:^/'\ j-' eiJ'xvT' civfx.artTxtitxXiXTriir^Tv^v:%j\.r£\. 

-.1 rA,^n1f,f;A„ /t ^1-.^ ^1,,^ 4f- r.^L-,^„A £• 
U'»"i ilv"'|!7T5.s.tA £TCXXy\j^XZTi^r^r:'ZX}TxTI'XXY 

Allure, Red AC Allura Red AC aluminum. lake, Iron oxlde-fedrife^---e^id-e---ye!lo'vv, Sun^et'-Yellow-FGF; 

Suiiast Ycllov/ FCF clumlirjm kdee, Indi-¥otine Indigotine aluminum lakt% and c-otnbj.ii.ations thereof 

""j pFarrnaceuldOii' 1 v^rnaulat^i011 of any on$f o ̂ ' OlaiTTis 1 - ^ fi''0"n'iy'Slr)0;U-f: 20'jyii^""jrO"""Cibot^t. 
ex- r\ 'P r / A Pfiyv.7 1 . *7 ....-n'H F*1"! f>. y.y 1 llf\ j'l HP1 •'• C" °.\ 'rH -''? !lr"''.l H Pf'-t i C' P.:'"' 1 f'\ TTT^TXTI |0^T^TTTvXl xT/t-'J "".'i""""lT"lx7tXiy~i r £0 i HO^wTlTvTTiXXO'' ..r"*^to OATtrjTrj^Xxi.ili ,i\./ j " . 

.s.......r.|.!.is.^..|.^.i^0|~|rv^^.0.0|.|.|:..|.0.ai.....jv'\|-^^^|i 0i:t./.^:|^:;;,.0'f Q.iQ.|y0 ci;cyrri|3 j''"i f3aft* iil30:U'1r""^Q' ni 160 i,'i:ig.j.."""0:i: 

f/A lixrsJrrjwti .1 n-tail-st.'! *7 ;-».k r.^.n .' i > nn f\l -i ^-i ^5 1 o./arkA.pt r I \ o rv-;; i-« /-\.l. .r>- f r:\ >:> /••• •; A i^Yt* iijy y T ^TTi^ro0t~^/" |"?T"t^TttiTfr^ Ttix?0cri.iit7orjit^ :.> CTti. D^^xy^^^ s^i. rtn 

O ' I ^ l"i j-.i -t^i, ifi r~. o 1 |-°'.~.,-f^-y\ i! S rsl' r%(: ,--'-lo -i yyi *"? itt/r o |—^ /-•• •; if /rAf -s f i I \[/\ y<~v x>i r 1 "°"r*x^'i^ lyTrcrrrrixitToirJTTCTtl ic?xTTxtxiiTrrvn!T''t:Ti~t^iTriTT? ^-• • •--••••-^-^>j;^.>x•'xoxix^^ t ^v/" «.ig t/i <7i!^Tii j co;v//'s,0"" x ' 

•t-y« /:%f I-i t.il l"~Z xr v r 4 r< i < » f\r% I 6 t'\ c.t- "1 /-• <'-< . n/y.ptf fi/rsi-fi I'i.i.vitii ji 7 ^TSlX7rr^TTi y^ l TJ^ CtillToTTjTOTIX/^t::sXI' Ciwrvf i 

1. /~| fH p> y* Hflf T*'-' •-'>! ? -j-i r~: <-t f •(• V-tyryi! i I n i s /•» -ys r\4^ /'v |- 1 /-, I O ~T~KT; irox'iixufeit'nxiOTx tTS1'' iXtry cnxo \>x ^xo'xi'i:TLT i 

CrOI'Sl^f ~l"SwiT""B"t£B":iJ'o:iYT':Ci:E'0zCr'id/0"""i:i^ l:'v.©clrr^A^C^~aJ""IJT1'TliTlXfll^ 

44. 



/-•> rifi-jytM.ti.aii. i.r/t n «--\ v:.t.<rj a -i*i.%/\ o.-trv^ . I tl'fin<iXLVYI ...jf.l1 /•-» •*>••! A r.: ^C^t^HTxlWriD^v/Ai vi-v1 1 

_ Q ,^-s rt-s t-j f l"8 fa -ys 1". { /"t ryf r% I 

TlX'XTiTXXiT 

t ") '"Pl-i <•:> i-tii orr^n A/->I ifi/'nl I I oti'-vr-! /"i-P 'w~t\r OffO /">•£ />)offyv 1 ,Q TTrKy» . 1.1:y<a ok; i jyinO' Ofr^^f E"2". 1 1 XIX/ |.)! iitQ TXTCXOC'tTtJ -^tTi ITTi 11 ixrTTTOT7Tr\Tl £il:»: V^TrOvi' v/TwI tt i. i A .t.~>X_7Tvyii\«/i vnTTITv |XITt7 CtTT..TCXTtXFTX? .>i I i Tt ^ wlTT-

AA<y''^>1* -S i"< <•.*.*•• A 1 I j j t-.o _lj .^<4 A / " 1 • ... ... t™trn opi^Tr1^tT r^ixtts O i^'\v'«-inrT^£Cv~ rtvo.i. o^irrCJO jvnvrn j tvnu 

! ^ 'I'Kt,-j. IT-I mi o/^iitiAQ 1 - {xy<-r>Yf'! ot rvf o 1"1 ? /"YH r\\~ />1 f* img- 1......Q. vyl^ ^*yv». t--v f-l-t^ t>K/-\.f/-vol nKiln rxiyv ri?; iTTl^^7tict.i.Tiioc^7t?xTOtXi sr^i .riitoTixix?i r ciii^j "J.t.i\,s vi viuiiiia i / » vv ri wi^7i r™xTi^^r/riT/ir?TtTtsxt7Tt r27i:ii: 

eornprk;c°. iron oxide- red Allura Red AC, iron oxide yellow., and titanium dioxide 

I /j '' PI->/.:» r*K f; t /if> .1 'f'/\rrn " 1 *-! t < ?% f>~f fVHy ^ *">f C* I 1 1 fT* *•'_ •! Q \T?k.arft<n f hi fs, -i",}-» r<f cyi.-TV rTT" .l,.',Txw",T7rHyi'lT"I?XO,wvt't"i.,5i>cTl .LiJi v>'X SO. V XITTTZJ vW. OTTCt rn.uj s. ./V sv .Li.vivnTuiv TTrttr^Or^iAttT./I r.l.Z.VTI.T 

lVr :JLv„; o-^j f-H-r rCu, I'i \5Tir^)7i:XOX' y'wxxO~y¥^'~«TiC1. 

'I'u ,-v ^nirulatlcr,. of any one of clainir; 1 S\ wherein the photoetabili 
%^vyixxOxl'ov>'S" r}:'\:?ii'''\.>70XrC: TCTJ\TVV TXTrCC'XTCCTt mm 

• fU^ ,vUn 

W 

A <-lr>fr»i'Yc> .o>4 /-»1 >"•• -t <rv> 1 A tf; l-t at'oi ti.. i'kt i.n n <•> 1 i /"1 /I Aff ftrta /I-/--. '\T^trr<7v5n^~j"*?!TrTiT^\Tir^"Tc.iTT3i rtT^ wxtcn^^ix^iix^iatTrix;!'UOTUSV ro 

TUa o^iwi ,^-pi g -yvher^^"o/>ia-'s TXTTTCrxlXt 

WHAT IS CLAIMED IS: 

4-9T1. A tablet comprising [(4-hydroxy-1 -methyl-7-phenoxy-isoquinoline-3 -carbonyl)-amino]-acetic 
acid, at least one pharmaceutically acceptable excipient, and an effective amount of at least one 
photostabilizing agent, wherein the photostabilizing agent comprises titanium dioxide and at least one 
add itional dve selected from the group consisting of Allura Red AC. Allura Red AC aluminum lake, 
iron oxide red, iron oxide yellow. Sunset Yellow FCF. Sunset Yellow FCF aluminum lake. Indigotine. 
and Indigotine aluminum lake, or any combination thereof. 

•2QT2. The tablet of claim +91, comprising a tablet core and a coating. 

34T3. The tablet of claim 44M_or 202, wherein the photostabilizing agent is blended into the tablet or the 
tablet core. 

22T4. The tablet of claim 2Q2, wherein the tablet core comprises [(4-hydroxy-1-methyl-7-phenoxy-
isoquinoline-3-carbonyl)-amino]-acetic acid and the pharmaceutically acceptable excipient, and the 
coating comprises the photostabilizing agent. 

\) CI ' I" l^| \ <ip\t rs.t f\ 4; rA ft i -i.y\ *") 1 /;\f ' 1">;" j*. >:>, v\ l~> ('><("'t j'\ i'x"\i~ c* rvyyi "I'tfi f; c>. f; j jy-y\ /'|j f\ V; tctOiTXX7xlTg~1^gw3Atvlw^;/iTl|;/riXS;&^;; 

g,,g. ac;^jticnal dye seiccted frori the "Toup eoiiGictin"' of Allura lied AC Allura Red AC 
FCF'ti-l-U-l-YHRHHl 

24~,5. The tablet of claim 231 or 4. wherein the photostabilizing agent comprises titanium dioxide and 
Allura Red AC aluminum lake. 
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2§T6. The tablet of claim 254, wherein the photostabilizing agent comprises at least about 0.1 mg/cm2 

titanium dioxide and at least one additional dye selected from the group consisting of: 

at least about 0,1 mg/cm2 Allura Red AC; 
at least about 0.1 mg/cm2 Allura Red AC in aluminum lake; 
at least about 0.004 mg/cm2 iron oxide red; 
at least about 0.009 mg/cm2 iron oxide yellow; 
at least about 0.01 mg/cm2 Sunset Yellow FCF; and 
at least about 0.01 mg/cm2 Sunset Yellow FCF in aluminum lake; 
wherein the amount of photostabilizing agent is based on surface area of the tablet core. 

2627. The tablet of claim 234, wherein the photostabilizing agent comprises, from about 0.1 to about 2 
mg/cm2 titanium dioxide and at least one additional dye selected from the group consisting of: 

from about 0.1 to about 0.4 mg/cm2 Allura Red AC; 
from about 0.1 to about 0.4 mg/cm2 Allura Red AC in aluminum lake; 
from about 0.004 to about 0.4 mg/cm2 iron oxide red; 
from about 0.009 to about 0.2 mg/cm2 iron oxide yellow; 
from about 0.01 to 0.03 mg/cm2 Sunset Yellow FCF; and 
from about 0.01 to 0.03 mg/cm2 Sunset Yellow FCF in aluminum lake; 
wherein the amount of photostabilizing agent is based on surface area of the tablet core. 

27T8. A tablet comprising a tablet .core and a coating, wherein the tablet core comprises [(4-hydroxy-1-
methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid and a pharmaceutically acceptable 
excipient, and the coating comprises an effective amount of a photostabilizing agent, wherein the 
coating is present in an amount from about 3% to about 8% w/w (based on the weight of the tablet 
core), wherein the photostabilizing agent comprises titanium, dioxide and at least one additional dve 
selected from the group consisting of Allura Red AC. Allura. Red AC aluminum lake, iron oxide red, 
iron oxide yellow. Sunset Yellow FCF. Sunset Yellow FCF aluminum lake. Indigotine. and Indigotine 
aluminum lake, or any combination thereof. 

28T9. The tablet of claim 278, wherein the tablet core comprises from about 22% to about 28% w/w [(4-
hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid (based on the weight of the 
tablet core) and a pharmaceutically acceptable excipient. 

29T10. The tablet of claim 28-9, wherein the pharmaceutically acceptable excipient comprises lactose 
monohydrate, microcrystalline cellulose, povidone, croscarmellose sodium, and magnesium stearate. 

3&-11. The tablet of claim 2S-9_or 2910. wherein the tablet core comprises from about 20 mg to about 
200 mg [(4-hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid. 
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34T12. The tablet of claim MIL wherein the tablet core comprises about 20 mg, about 50 mg or about 
100 mg [(4-hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid. 

32, The tablet of claim 27,; wherein the photoctabilizing agent comprise''; titanium dioxide and at least 
fWvT! + h ,-\vr\ i 3 /y,nfnH- /vP A 1 ITWI T> AT A 1 li.w D ,:A AC* XJOX- sToxTTcrrcTTiTrr^nrjxy ITv'Tv;it;*ci o. «cnrrr^rrv?^g.roCijp^'OTAaikfi.ing vi fnittiu txctrTf.'Cj / 1j.icti'CT'TwU""): ciiXklziitlXiii't 

it,Vp> •;r,™ ^r-i v^rb-,^ rrnc 'nm:; i,m,v xcn^T^ rrx/i i. v?/".rciX/ t rrvAO.o/vxo'v-jp v/riv/vv ^ 1.J1 w-s.i..u3V>t- i vi ir\> vv i v.,;i"", CTriTyvTt" i™»& w"'T""tr~".t TixtxroxxxTtirrl^.,ct'jv©'« 

¥ «•> fl-i <•|•Af^ t •»•» £x I-i't /'I > / ; n-v>-< I;'-, ! <A.re C\ r\ AW 1--.. i -t~, t"\T% o jr l~i Q^QA XTTOxg^OTTrn^j 0TwTg\70TXw it^QTIliltItOXI rfiKv5M,uTi»",Vv/.1.i'i<y'JTxClXTt>IiCr^lTCT1Cv/TT 

»M3. The tablet of claim 358, wherein the photostabilizing agent comprises titanium dioxide and Allura 
Red AC aluminum lake. 

j-4~. 1 4. The tablet of claim 3^8, wherein the coating comprises from about 0.1 to about 0.4 mg/cm2 

titanium dioxide and from about 0.1 to about 0.4 mg/cm2 Allura Red AC in aluminum lake wherein the 
amount of titanium dioxide and Allura Red AC in aluminum lake is based on surface area of the tablet 
core. 

3#rl5. The tablet of claim 3?8, wherein the tablet core comprises about 20 mg, about 50 mg or about 100 
mg of [(4-hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid, lactose 
monohydrate, microcrystalline cellulose, povidone, croscarmellose sodium, and magnesium stearate; 
and wherein the photostabilizing agent comprises 0.1 to about 0.4 mg/cm2 titanium dioxide and from 
about 0.1 to about 0.4 mg/cm2 Allura Red AC in aluminum lake wherein the amount of titanium 
dioxide and Allura Red AC in aluminum lake is based on surface area of the tablet core. 

3#rl6. A capsule comprising [(4-hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic 
acid, a pharmaceutically acceptable excipient and an effective amount of a photostabilizing agent, 
wherein the photostabilizing agent comprises titanium dioxide and at least one additional dye selected 
from the group consisting of Allura Red AC, iron oxide red, and iron oxide yellow, or any combination 
thereof. 

Vh\l. The capsule of claim 3416, comprising a capsule fill and a capsule shell, wherein the capsule fill 
comprises [(4-hydroxy-1 -methyl-7'-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid and the 
pharmaceutically acceptable excipient, and the capsule shell comprises the photostabilizing agent. 

IQ Tt.,„ .-J^.1,-.:,^ in +u- j 77XTv~~ l'xx^~xnx^7S''fcTTv'' v¥j'xfe^i 

least one additional dye^'sclected the ^^ronp of ^dlnrri i^sd ./VCf iron oxide red iron 
s\ ~y •; /i r^\'\ o C tT7s:T!Circ^jc^JTt!rw^*^covi^c"cnTxtrriTiTtxTcn'iri?r~txrc-i^,yO'T7 

3#T!8. The capsule of claim 3-817, wherein the photostabilizing agent comprises iron oxide red and 
titanium dioxide. 
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40rl9. The capsule of claim jS&17. wherein the photostabilizing agent comprises Allura Red AC, iron 

oxide yellow, and titanium dioxide. 

44-20. The capsule of claim 3-817. wherein the photostabilizing agent comprises iron oxide red, Allura 
Red AC, iron oxide yellow, and titanium dioxide. 

43T21. The capsule of claim Ml 7. wherein the photostabilizing agent comprises iron oxide red, iron 
oxide yellow, and titanium dioxide. 

43-^22. The capsule of claim 3£17. wherein the photostabilizing agent comprises iron oxide yellow and 
titanium dioxide. 

44r23. The capsule of claim 37-17. wherein the capsule shell comprises from about 1.8% to about 6% 
w/w photostabilizing agent (based on the weight of the capsule shell). 

4#T24. The capsule of claim 3?17. wherein the capsule shell comprises from about 2% to about 3.5% 
w/w photostabilizing agent (based on the weight of the capsule shell). 

44r25. The capsule of claim 3^17. wherein the capsule shell is a gelatin shell. 

47T26. A capsule comprising a capsule fill and a capsule shell, wherein the capsule fill comprises from 
about 12% to about 15% w/w [(4-hydroxy-1 -methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-
acetic acid (based on the weight of the capsule fill) and a pharmaceutically acceptable excipient, and 
wherein the capsule shell comprises an effective amount of a photostabilizing agent, wherein the 
photostabilizing agent, comprises titanium dioxide and at least one additional dye selected from the 
group consisting of Allura Red AC. iron oxide red, and iron oxide yellow, or any combination thereof. 

4&27. The capsule of claim 4726. wherein the pharmaceutically acceptable excipient comprises lactose 
monohydrate, microcrystalline cellulose, povidone, croscarmellose sodium, and magnesium stearate. 

49r28. The capsule of claim 47-26 or 48-27, wherein the capsule fill comprises about 20 mg or about 50 
mg [(4-hydroxy-l -methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid. 

ji#.29. The capsule of claim 4726, wherein the capsule shell comprises from about 2% w/w to about 
3.5% w/w photostabilizing agent (based on the weight of the capsule shell). 

§4T30. The capsule of claim 4726. wherein the capsule fill comprises about 20 mg or about 50 mg [(4-
hydroxy-1-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid, and pharmaceutically 
acceptable excipients comprising lactose monohydrate, microcrystalline cellulose, povidone, 

croscarmellose sodium, and magnesium stearate; and wherein the capsule shell is a gelatin shell 
comprising about 2% w/w iron oxide red and about 0.9% w/w titanium dioxide (based on the weight of 
the capsule shell). 
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53-3L_The capsule of claim 4726, wherein the capsule fill comprises about 20 mg or about 50 mg [(4-

hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid, and pharmaceutically 

acceptable excipients comprising lactose monohydrate, microcrystalline cellulose, povidone, 

croscarmellose sodium, and magnesium stearate; and wherein the capsule shell is a gelatin shell 

comprising about 0.3% w/w Allura Red AC, about 1% w/w iron oxide yellow, and about 1% w/w 

titanium dioxide (based on the weight of the capsule shell). 

jj-r32. The capsule of claim 4726. wherein the capsule fill comprises about 20 mg or about 50 mg [(4-

hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid, and pharmaceutically 

acceptable excipients comprising lactose monohydrate, microcrystalline cellulose, povidone, 

croscarmellose sodium, and magnesium stearate; and wherein the capsule shell is a gelatin shell 

comprising about 0.7% w/w iron oxide red, about 0.3% w/w Allura-Red AC, about 1% w/w iron oxide 

yellow, and about 1% w/w titanium dioxide (based on the weight of the capsule shell). 

#4r33. The capsule of claim 4726, wherein the capsule fill comprises about 20 mg or about 50 mg [(4-

hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid, and pharmaceutically 

acceptable excipients comprising lactose monohydrate, microcrystalline cellulose, povidone, 

croscarmellose sodium, and magnesium stearate; and wherein the capsule shell is a gelatin shell 

comprising about 1% w/w iron oxide red, about 1% w/w iron oxide yellow, and about 1% w/w 

titanium dioxide (based on the weight of the capsule shell). 

#§-.-34. The capsule of claim 4726, wherein the capsule fill comprises about 20 mg or about 50 mg [(4-

hydroxy-l-methyl-7-phenoxy~isoquinoline-3-carbonyl)-amino]-acetic acid, and pharmaceutically 

acceptable excipients comprising lactose monohydrate, microcrystalline cellulose, povidone, 

croscarmellose sodium, and magnesium stearate; and wherein the capsule shell is a gelatin shell 

comprising about 1% w/w Allura Red AC, about 1% w/w iron oxide yellow, and about 1% w/w 

titanium dioxide (based on the weight of the capsule shell). 

#fe35. The capsule of claim 4726, wherein the capsule fill comprises about 20 mg or about 50 mg [(4-

hydroxy-l-methyl-7-phenoxy-isoquinoline-3~carbonyl)-amino]-acetic acid, and pharmaceutically 

acceptable excipients comprising lactose monohydrate, microcrystalline cellulose, povidone, 

croscarmellose sodium, and magnesium stearate; and wherein the capsule shell is a gelatin shell 

comprising about 2% w/w iron oxide red, and about 1% w/w titanium dioxide (based on the weight of 

the capsule shell). 

-§-7T36. The capsule of claim 4726, wherein the capsule fill comprises about 20 mg or about 50 mg [(4-

hydroxy-l-methyl-7-phenoxy-isoquinoline-3-carbonyl)-amino]-acetic acid, and pharmaceutically 
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acceptable excipients comprising lactose monohydrate, microcrystalline cellulose, povidone, 

croscarmellose sodium, and magnesium stearate; and wherein the capsule shell is a gelatin shell 

comprising about 2% w/w iron oxide yellow, and about 1% w/w titanium dioxide (based on the weight 

of the capsule shell). 
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60T37. Use of * :1S08-Id1rl" ra tablet of any one of claims 4#~ ""poLj.tu. iii« w v-crox7ctr~x\.Aii kiwiiarcxc?xr 0i::' £'il^rV™0LR:v 

341-12 or 13-15. or a capsule of any one of claims ^6-#? 16-17 or 1.8-36 in the manufacture of a 

medicament for treating, pretreating, or delaying onset or progression of a condition-i«e4iatol-at4<* 
t'% < yi' 1 -% % t ft re% i~s •%.* •; •prn-r~i!7j rrypTTTo ^4^,- /rum selected from the group consisting of acute ischemia. 

myocardial infarction, pulmonary embolism, intestinal infarction, ischemic stroke, renal ischemic-

reperfusion injury, chronic ischemia, cardiac cirrhosis, macular degeneration, pulmonary embolism, 

acute respiratory failure, neonatal respiratory distress syndrome, congestive heart failure, trauma, 

injury, hypertension, diabetes, occlusive arterial disease, chronic venous insufficiency. Raynaud's 

disease, chronic skin ulcers, cirrhosis, congestive heart failure, systemic sclerosis, development of 

tissue damage associated with ischemia or hypoxia, inflammatory bowel disease, colitis, ulcerative 

colitis^ and Crohn's disease. 

<64r38.Use ofa- ailtik 4~4~>r-a tablet of any one of claims 4-9-

341-12 or 13-15. or a capsule of any one of claims 34-4716-17 or 18-36 in the manufacture of a 

medicament for treating, pretreating, or delaying onset or progression of anemia. 
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