1 METHODS OF TREATI NG HI 'V | NFECTI ON CROSS- REFERENCE

TO RELATED APPLI CATIONS 5 This application clains the

benefit of U. S. provisional application USSN

60/ 555, 767, filed March 24, 2004. BACKGROUND COF THE

I NVENTI ON 10 HI V-1 (human i mmunodefi ci ency virus -1)

i nfection remains a maj or mnedi CE| problem wth an
cte

estimated 42 mllion people inf d worl dwi de at the
end of 2002. f H DS
(acquired i mmnoﬁl@fq%%%e@ TQ@WMWS h

!rafldlly I'n 2002, approximately 5 mllion new - od
from Al DS, GFROSSKERRRAETO Kpr bt aPbRERRId o1
of H'V 15 include ten nucl eoside reverse transcri pt ase

(RT) inhibitors or approved_single pil|l |nat
A dovu@hﬁ@PﬂFcaWW%‘?m‘iq §)PT°Y3‘F18% %%ﬁ

(or %@‘6‘7 or DAT (or Zerlto)

Iam%/dd i he or 3TC(or %g?wr(r)) zal ci tabi ne or DDC
(or Hivid(r)), abacavir succinate (or Ziagen(r)),
tenof ovir di soproxE dl&.ﬁ?(? pgad(r)),
entricitabine (or #tnva?@ Co IVII‘%OHtaInS 3TC
and AZT) Trizivir(r) 20 (contains abacavir, 3TC and

t hr n-NUG e0oS| 1.8V,
h| bi tor@% ﬂ@’v T o rsg%rrﬁ%ep@fg %Zrﬁ'%n\ﬂn amaéormedwal

(or jHeblem] Witb Bl e@nmaaaﬁauzeﬁlmﬂnrpenple anectetﬁum{dmd‘( at)tyw; end of 2002.

felo? o do%ﬂg@é?ﬂ{g @i@éﬁwtmwg oBRBY Yhafhme) has

For tgaasahidly. IO sappfoxiradtel@sinllicariew)hfections rpemeporfedrand 3.1

(Ng:vl;,(é r)y), neIf| naV|r éobwﬂégce%gfg%ﬂgﬁa{? gu%e\l/nn%ntofHIV

{50S appLEORY hﬁclé&{de lr8oekséansciptasd (FOX)iAHiBIRRE & dpproved single pill

[opinavir and ritonavir 2 and one fusion inhibitor
I

enf mnmbunaﬁens( gidoudier @ @eBﬁ(rm)ly , Gidesmsiae ox HRLor Videx®),
dr u?éaec A héT ?r_li%a/ b en e l?rg ez& (Xr' Igéﬁ{'n%gje&tl&&ﬁﬂlk 8F'DDC (or

t h esgivill®y, %M@u@mmﬁ:pmgeﬁb ftaﬁifomms@eom foatate sattdor
di sease B}ogressn on. In fa%i significant reductions

in déisead am@scltabm @rﬁmsvm Gomlyriir hispataizs dhCrand é?fTDnymW
A5 i, ST PR PGSR e

I npriakibitore: ﬂe@ﬁ‘ﬂhﬁ&(or Siratané)Idelsvirdine ﬁa’tReea:rimor@) and efavirenz (or
ultimately fail conbination dru therarpl es.

I ns Lﬁlﬁm gy PeRICBITRSHS ProtRES IbiIAR PrAmEved formplationsy
ti 546 B t<§ ﬂvﬂ&@%Pﬁox@J\}d&@?Bﬁ&hﬁth@r @Mvaﬁ@)oaeanm (or

W|th cell types (€. nucl egsi d

anal NgsirBpneifihavie(op Nisg@pth ydnapwmvu rﬁorr!egememge%@tazst)am
may account for the inconplete suppression of

2ensReyater Vi fosasepsenapiy (erlexive), Kaletme(containg fopmapir adiitopsyin,
e ARG UR e G Yorb S BABLReY! v th the

fre

o

Bach of these drugs can only transiently restrain viral replication if used
alone. However, when used in combination, these drugs have a profound effect on
30 viremia and disease progression. In fact, significant reductions in death rates among
AIDS patients have been recently documented as a consequence of the widespread

application of combination therapy. Despite these impressive results, 30 to 50% of
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20 Compound 1 acts by selectively preventing attachment of the exterior viral
envelope protein gpl20 to its cellular receptor CD4. Binding of gp120 to CD4 is the
first step in viral entry and is distinct from the subsequent interaction with a
chemokine receptor (CCRS or CXCR4) or virus-cell fusion event. By inhibiting this
interaction, Compound 1 blocks viral entrance into cells.
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micleoside HIV reverse transcriptase inhibitor.

Another aspect of the invention is a method wherein the non-nucleoside HIV
reverse transcriptase inhibitor is selected from the group consisting of delavirdine,
30 efavirenz, and nevirapine, or a pharmaceutically acceptable salt or solvate thereof.

Another aspect of the invention is a method wherein the agent is an HIV
protease inhibitor.
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25 Another aspect of the invention is a method wherein the CXCR4 inhibitor is
AMD-3100, or a pharmaceutically acceptable salt or solvate thereof.

Another aspect of the invention is a method wherein the agent is an HIV
budding or maturation inhibitor.
30

Another aspect of the invention is a method wherein the budding or

maturation inhibitor is PA~457, or a pharmacentically acceptable salt or solvate
thereof.
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20 Another aspect of the invention is the composition wherein the agent is a

nucleoside HIV reverse transcriptase inhibitor.

Another aspect of the invention is the composition wherein the nucleoside
HIV transcriptas-e inhibitor is selected from the group consisting of abacavir,
25  didanosine, emtricitabine, lamivudine, stavudine, tenofovir, zalcitabine, and
zidovudine, or a pharmaceutically acceptable salt or solvate thereof.

Another aspect of the invention is the composition wherein the agent is a non-
nucleoside HIV reverse transcriptase inhibitor.
30
Another aspect of the invention is the composition wherein the non-

nucleoside HIV reverse transcriptase inhibitor is selected from the gronp consisting
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25 Another aspect of the invention is the composition wherein the CCRS
inhibitor is selected from the group consisting of Sch-C, Sch-D, TAK-220, PRO-140,
and UK-427,857, or a pharmaceutically acceptable salt or solvate thereof.

Another aspect of the invention is & method wherein the agent is a CXCR4
30  inhibitor.

Another aspect of the invention is a method wherein the CXCR4 inhibitor is
AMD-3100, or a pharmaceutically acceptable salt or solvate thereof.
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“Patient” means a person infected with the HIV virus and suitable for therapy
as understood by practitioners in the field of AIDS and HIV infection.
30
“Treatment,” “therapy,” “regimen,” “HIV infection,” “ARC,” “AIDS” and
related terms are used as understood by practitioners in the field of AIDS and HIV
infection.
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On day-five post-infection, 20 | from each well was harvested and quantitated by a

reverse transcriptase (RT) assay, or in samples involving non-nucleoside RT

25  inhibitors, an MTS assay. The PM-1 cells infected with HIV-1 Bal and used for
studying the combinations with CCRS inhibitors were incubated for six days. On
day-six post-infectioﬁ, 20 ul from each well was harvested, 20- and 50-fold diluted
and quantitated by p24 assay. Cytotoxicity assays were performed using uninfected
cells, exposed to the same drug combinations, and incubated for six days. Cell

30  viability was determined by an MTS assay. The CCsq values were calculated by

using the exponential form of the median effect equation as mentioned below for

calculation of ECsp.
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5  curves were estimated for each individual drug and every corbination using the
median-effect equation. The equation was fit using a nonlinear regression routine
(Proc Nlin) in PC SAS version 8.01 (SAS Institute Inc., SAS Version 8.01, Cary,
NC: SAS Institute Inc., 1990).

10 ECsg values for each drug were determined from the single drug experiments,

using the median effect equation, Fa = 1/[1+ (ED,/drug concentration)™]. In this
equation, Fa stands for “fraction affected,” and represents the fraction of the viral
load that has been inactivated. For example, Fa of 0.75 indicates that viral replication
had been inhibited by 75%, relative to the no-drug controls. EDjsy is drug

15 concentration that is expected to reduce the amount of virus by 50%, and m is a

parameter that reflects the slope of the concentration-response curve.

To assess antiviral effects of different drug combination treatments,
combination indices (Cls) were calculated according to Chou and Rideout. The

20  combination index was computed as
CIL= [D]1 pm)1 + P2 pm)2

Tn: this equation [Dm]1 and [Dim]2 are the concentrations of drugs that would
25  individnally produce a specific level of effect, while [D]1 and [D]2 are the
concentrations of drugs in combination that would produce the same level of effect.

Theoretically, additivity is implied if the CI is equal to one, synergy if the CI
is less than one, and antagonism if the CI is greater than one. However, extensive
30 experience with combination studies indicates that there are inherent laboratory
variables that must be taken into account in interpreting the ClIs. At best, we can
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0. 30( 0. 08,
ranscriptase Inhr)bztors Nucleoside RT inhibitors were combined with Compound

1 at arange of concentrations near the ECso value of each compound, so that

5  equivalent antiviral activities could be compared. All estimates were computed using
SAS Proc NLIN, and a two-parameter logistic. Data is presented in Table 2 as the
combination indices and the asymptotic confidence intervals for RT inhibitors at
different molar ratios (see Materials and Methods). Nucleoside RT inhibitors show
synergistic to additive-synergistic antiviral effects in combination with Compound 1.

10 No significant antagonism of anti-HIV activity is observed. No enhanced

cytotoxicity was encountered at the highest concentrations tested with any of the drug

combinations, as measured by MTS reduction assay.
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Two-Drug Combinations of Compound 1 with Non-Nucleoside Reverse
Transcriptase Inhibitors. The results presented in Table 3 show that the combined
effect of Compound 1 with efavirenz and delavirdine is synergistic while the effect
with nevapiradine is additive-synergystic. No enbanced cytotoxicity was observed at
10  the highest concentrations tested with any of the drug combinations.
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Table 4. Two-Drug Combination using Compound 1 and Protease Inthibitors.

Combination Indices at % HIV Inhibition®

Molar Ratio Overall
(ECsp Ratio)® 0% (Conﬁdc‘?sc;a Interval) 0% Result
Ritonavir - e . . -
1:33.3 (1:1) 0.60(0.49,0.72)  0.61(045,0.77)  0.70 (041, 0.99)
1:83.3 (1:2.5) 0.54 (0.45,0.63)  0.58(0.44,0.71)  0.73(0.46,1.00)  Synergistic
1:13.3 (2.5:1) 0.23(0.20,0.26)  020(0.17,024)  0.19 (0.14, 0.24)
1:33.3 (1:1) 031(028,033)  0.31(028,035)  0.32(0.26,0.38)
1:83.3 (1:2.5) 0.60(0.52,0.67)  0.67(0.56,0.79)  0.77(0.56,0.97)  Synergistic
1:13.3 (2.5:1) 0.39(0.33,045)  0.59(046,0.72)  0.50(0.58, 1.22)
1:1(1:1) 0.53 (0.46,0.60)  0.67(0.54.0.79)  0.90(0.64.1.17)  ,q4ic0e
12.5(1:2.5) 0.23(0.16.0.30)  0.49(0.29.0.69)  L17(0.38.1.95)  Synergistic

1:0.4 (2.5:1)

(.34 (0.26, 0.42)

0.56 {0.38, 0.74)

0.97 (0.46, 1.48)
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5

Two-Drug Combination of Compound 1 with Entry Inhibitors. The results
presented in Table 5 indicate that the combination of Compound 1 with AMD-3100
is strongly synergistic at the 50 and 75% inhibition levels, with tendency to additivity
at 90%. Therefore, it is classified as moderate synergistic. No significant

10 cytotoxicity was observed at the highest concentration of the combined drugs.

15



(ECSo Ratio) 50% 75% 90% BMs-538203 1:80 (1:1) O0.48
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highest concentration of the combined drugs.
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a liquid conmposition, Conmpound 1 and any
antiretroviral agent are present in dosage unit

ranges. Cenerally, Conmpound 1 will be in a unit dosage
range of 1-100 ng/nL. Sone exanples of dosages are 1
nmg/m., 10 nmg/m, 25 ng/nil,, 50 inglm, and 100

mg/ mL. General ly, other anti retﬁovi ral agents will be
present in a unit range simlar 10 to agents of that
class used clinically. Typically, this is 1-100 ng/ni.
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phy HAART atiéd bihgr mowicvtnbimation abmpgsitibyge astitherapi®s. Tabl e 7
lists some agents useful in treating AIDS and HW
infection, which are suitable for this invention. The
i nvent i oTontheWRYEwill gdherally bé givei avh planhivesticahganyiosition, and
Tabl e 7.. ANTI VI RALS DRUG NAMVE MANUFACTURER glngl CA'EII(%}I
1597 the agtive igredicnhof thy pasnpositiqp may b camprited of Lompgynd 1 alone or
Hoe 088y € and\RGedsl GRSk RECRE Ssekl Y thiatiy ATDS R BN@Ydction.
141 W4, d axo Wl lconme H Vinfection, AlDS, )
The compositions will generally be made with a pharmaceutically accepted carrier or

vehicle, and may contain conventional exipients. The compositions are made using

common formulation techniques. The invention encompasses all conventional forms.
20  Solid and liquid compositions are preferred. Some solid forms include powders,

tablets, capsules, and lozenges. Tablets include chewable, buffered, and extended

release. Capsules include enteric coated and extended release capsules. Powders are

for both oral use and reconstifution into solution. Powders include iyophilized and

flash-melt powders. In a solid composition, Compound 1 and any antiretroviral agent
25  are present in dosage unit ranges. Generally, Compound ! will be in a unit dosage

range of 1-1000 mg/unit. Some examples of dosages are 1 mg, 10 mg, 100 mg, 250



GW 141 ARC (Protease inhibitor) Abacavir (1592U99) HW
infection, AIDS, GW 1592 G axo Wellcone ARC T

i nhibitor) Acemannan Carrington Labs ARC (lrving, TX)
H V infection, AIDS, Acyclovir Burroughs Wellcone

ARC, in conmbination wth AZT AD-439 Tanox Bi osystens
HV infection, AIDS, ARC AD 319 Tanox Biosystens HV
i nfection, AIDS, ARC Adefovir "dipivoxil GIlead

Sci enc H V_i tio < 1 R ;
posilﬁ’%(} Mg ﬁ%d;foﬁﬁénegr esc,‘é%ﬁy’ oﬁ%gz %L%Ea I %%st@gﬁl lp}l—éils‘\a;mna
i N amitinpetsimitar @ apents \0é thatdass useadulivicaBy.sBypieatis, this is 0.25-1000
w Retrovir Adria Laboratories Ansanycin (Dublin, OH)

ARC M&RBh27 Erbanmont (Stanford, CT) Antibody which
Advanced Bi ot herapy Neutralizes pH Concepts Al DS, ARC

Labi | e_al pha aberrant (Rockvill e %{[‘)%%

AR177 Riasids cpris aataqps SQHHORE SYTRS ©
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i nf égutir@;ges.pg}gg}'aﬂy( @ppq@gzlwyﬂl B dogage range of 1-1 mg/mlL.
Some examples of dosages are 1 mg/mL, 10 mg/mL, 25 mg/mL, 50 mg/mL, and 100
mg/mL. Generally, other antiretroviral agents will be present in a unit range similar

10 to agents of that class used clinically. Typically, this is 1-100 mg/mL.

Ierﬁ}n%\g&s?,rag&] suspensions. In

The invention encompasses 2ll conventional modes of administration; oral
and parenteral (injected intramuscular, intravenous, subcutanaeous) methods are
preferred. Generally, the dosing regimen will be similar to other antiretroviral agents

15  used clinically. Typically, the daily dose will be 1-100 mg/kg body weight daily for
Compound 1. Generally, more compound is required orally and less parenterally.
The specific dosing regime, however, will be determined by a physician using sound

20 The invention also encompasses methods where Compound 1 is given in
combination therapy. That is, Compound 1 can be used in conjunction with, but
separately from, other agents useful in treating AIDS and HIV infection. Some of
these agents include HIV attachment inhibitors, CCRS inhibitors, CXCR4 inhibitors,
HIV cell fusion inhibitors, HIV integrase inhibitors, HIV nucleoside reverse

25  transcriptase inhibitors, HIV non-nucleoside reverse transcriptase inhibitors, HIV
protease inhibitors, budding and maturation inhibitors, immunomodulators, and anti-
infectives. In these combination methods, Compound 1 will generally be givenin a
daily dose of 1-100 mg/kg body weight daily in conjunction with other agents. The
other agents generally will be given in the amounts used therapeutically. The specific

30  dosing regime, however, will be determined by a physician using sound medical

judgement.
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EL10 Gai n¢ARJ, Kaposiyarcoma,
FP- 21393%"'%1"‘%’ ﬁ‘#opwar m Wgﬁ f usi| emconititmtionBith
cells 23 other therapies
Tenofovir d150prox1l,
fumarate salt (Viread") Gilead HIV infection, AIDS
(reverse franscriptase
inhibitor)
Combivir®
(reverse transcriptase GSK HIV infection, AIDS
inhibitor)
abacavir succinate
(or Ziagen®) GSK HIV infection, AIDS
(reverse transcriptase
inhibitor)
Reyatazm e g . . .
(a vir) Bristol-Myers Squibb HIV infection, AIDS
Fuzeon N HIV infection, AIDS,
(Enfuvirtide, T-20) Roche/Trimerls | viral fusion inhibitor
Trizivir HIV infection, AIDS
HIV infection, AIDS
@ > B
Kaletra Abbott ARC
IMMUNOMODULATORS
DRUG NAME MANUFACTURER INDICATION
AS-101 Wyeth-Ayerst AIDS
Bropirimine Pharmacia Upjohn Advanced AIDS
Carrington Labs, Inc.
Al (Trvi ? AIDS, ARC
C1.246,738 m}gﬁfm AIDS, Kaposi's sarcoma
ELI0 (g{:ﬁ ecsggféﬁ) HIV infection
. Blocks HIV fusion with
FP-21399 Fuki ImmunoPharm CD4+ cells




DRUG NAME MANUFACTURER | NDI CATI ON ARC, in conbination
Gamma I nterferon Genentech w TNF (tunor necrosis
factor) Granul ocyte CGenetics Institute Macrophage
Col ony Sandoz AIDS Stinulating Factor G anul ocyte

Hoechst - Roussel  Macrophage Col ony hnnunex AIDS S

Factor G anul ocyte AIDS, conbingtion Macrophage

Col ony Scheri ng- Pl ough W AZ. f ti mul ati ng Fact or. HI V
FEE . :-IZR:UG:-N' 'nflu Alcur\ I; :
[1r2 man aRcheADS Al nI

I mmneé”émhﬁ?? I%Ee%?%s i nc

| nt erleukin=2 (‘hlrnn aII count-s—al desl ykis

G olul j n @AMIEYIS| o] 0gi calefadi Bistituge Al DB,

Intr avMﬂEﬁ?Bh% eyl CA) cealdgzati on w uman

| MVREG: ﬁtmﬂmmgﬁiacm posi's (New Qrleahs LA)

sar dona, Ho@®.  1MREG 1delsBfofsES, Khposi's ew
Or | danMactophage &jolamiya, | ARC, "Ie&' Lot hi ol | B8 hy!

Mer i leuBtimuating Faetor\| OS, ARC thio Carbapmte Al pha-2
Scheri ng GRamlgdytKapos) 's sarcoma Interf

Al DS

Woé&ﬁaﬁon
P/

Matiophage @»lonyNl | PhaSoearimgiilagh Al D
Stimulating Factor :
HIV Core Particle .t
Immunostimulant Rorer Seropositive HIV
IL-2 Cotus AIDS, in combination
Interlenkin-2 w/AZT
IL-2 Hoffiman-LaRoche AIDS, ARC, HIV, in
Interleukin-2 Immunex combination w/AZT
IL-2 . .
. CD4
Tnterleukin-2 Chiron AIDS, Increase In
(aldeshukin)
mmne Gloulin Cutter Biological | Pediatric AIDS, in
erkeley, CA combination w/AZT
(man) e AIDS, Kaposi
IMRE Imreg R 08i's
G-1 (New Orleans, LA) sarcoma, ARC, PGL
Imreg AIDS, Kaposi's
IMREG-2 {(New Orleans, LA) sarcoma, ARC, PGL
Imuthiol Diethyl . .
Dithio Carbamate Merieux Institute AIDS, ARC
Alpha-2 . Kaposi's sarcoma
Interferon Schering Plough w/AZT, AIDS
Methionine- TNI Pharmaceutical
Enkephalin (Chicago, 1) AIDS, ARC
MTP-PE
MuramG yl—T]Orél;:shdc Ciba-Geigy Corp. Kaposi's sarcoma AIDS,
Colony Stimulating Amgen in combination w/AZT
Factor
Remune Innnurgoljgsp onse Immunotherapeutic
rCD4
Recombinant Genentech AIDS, ARC
Solible Human CD4
rCD4-IgG AIDS, ARC

hybrids




Enkephal i n ( Chi cago,

Ci ba- Gei gy Corp. Kaposi'
Angen in conbination w AZT Colony Stinmulating Factor
Renmune i mmune Response | mrunot her apeuti c
Reconbi nant Genentech AIDS, ARC Sol uble Human CD4

rCb4-19gG AIDS, ARC hybrids 24
| NDI CATI ON  Reconbi nant Bi ogen

Hu

f£f oo

s sarcoma Al DS,

DSARC

L o Doacha

L) MIP-PE Muranyl-Tripeptide

G anul ocyte

Corp. rCD4
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u, T\

SK&H1065Recapbintit| i nb H v | rHi6gdni On  Sol WIbS, ARC
| nmu ntin Research 'n°f'tute_'!—!.lv
i nf ect i on InteAp9BNdal e offmarpka Recheosi ¢ Kaposassazcama,
ARC,lin co tion —acmmmmmwwf or { MRS, ARC
ANTI | INFEESIRIBES28RUG NA W LRER | n
d i ndanycBelubletTd4 Phar praci a Upj ohn PCP __ Piimaqui ne
Crypt ococcal neningit|s, Iﬁinumhmlzqglye Pf{zer
candi di aghgmBpesitinl | e Bqui Bbse@ch fnstifite v ent HOW infectional
Nystiatin Pastill e canfi di 4Ansandale, NJ)
Tumeor Necrosis Genentech ARC, in combination
Factor; TNF w/gamma Interferon
ANTI-INFECTIVES
DRUG NAME MANUFACTURER INDICATION
Clindamycin with . .
Primaquine Pharmacia Upjchn PCP
Cryptococcal meningitis,
Fluconazole Pfizer candidiasis
Pastille Souibb Co Prevention of oral
Nystatin Pastille qu P- candidiasis
Ornidyl
Eflornithine Merrell Dow PCP
Pentamidine LyphoMed
| Isethionate (IM & IV) (Rosemont, IL) PCP treatment
Trimethoprim Antibacterial
Trimethoprim/sulfa Antibacterial
Piritrexim Burroughs Wellcome PCP treatment
Pentamidine
Isethionate for Fisons Corporation PCP prophylaxis
Inhalation
. . Rhone-Poulenc g
Spiramycin diarrhea Cryptosporidial
Intraconazole- Histoplasmosis;
R51211 ; Janssen-Pharm. cryptococcal meningitis
Trimeirexate Warner-Lambert PCP
Daunorubicin NeXstar, Sequus Kaposi's sarcoma
Recombinant Human Severe anemia assoc.
Erythropoietin Ortho Pharm. Corp. | i A7T therapy
Recombinant Human Serono AIDS-related wasting,
Growth Hormone © cachexia
. . Treatment of anorexia
Megestrol Acetate Bristol-Myers Squibb assoc. W/AIDS
Testosterone Alza, Smith Kline AIDS-related wasting




O nidyl Merrell Dow PCP Eflornithine Pentam dine
LyphoMed PCP treatnent |Isethionate (IM& V)
(Rosenont, IL) Trinmethoprim Antibacteri al
Trimethoprinsulfa Antibacterial Piritrexi mBurroughs
Vel | come PCP treatnment Pentam dine |sethionate for

Fi scus Corporation PCP prophyl g{g s Inhal ation

Spi ranyci n Rhone-Poul enc Crypt osporidial diarrhea

| nt r acehazole—H-stopl-asmpsis— - R51211 Janrssen—P
LI vrll AT LAY MTATTP IOCTT

cr yptm@&%mgi tls M WAt ner ? jé:r;‘ION

g DOV e e s and
PCP |DaunpsuiBi-y NeXbt ar , NSrHMSERSh' S S pPEpThgaan
Recorybi nanjyid¢igan O t N0 Phahihacttdals Sev ¢ Faslabpraptiop related to

asso Erythropaoietih with AZT therapy |ASPnhi nant
Human Serono Al DS-rel ated wasting, G owh Hornone
cachexi a Megestrol Acetate Bristol-Mers Squibb

Treat ment of anorexia assoc. WAIDS Testosterone

Al za, SmithKline AIDS-rel ated wasting 25 DRUG NAME
MANUFACTURER | NDI CATI ON  Total Enteral Norw ch Eaton
Di arrhea and Nutrition Pharnmaceuticals |I mal absorption
related to AIDS 26 CLAIMS 1. Use, in the manufacture
of a nedicanment for treating HV infection in a human
pati ent of 1-benzDyl-4-[2-(4-methoxy-7-(3-net
yl-1H1,2,4-trrazol-i-y)}1H 5

pyrrol o[ 2, 3-c] pyridin-3-yl)-1, 2-di oxoet hyl ] -

pi perazine, or a pharmaceutically acceptable salt or
solvate thereof; with at | east one other agent used
for treatnment of AIDS or HV



Infection selected fromthe group consisting of

Zal ci tabi ne, Entricitabine, D danosine, Tenoforvir,

St avudi ne, Efavirenz, Delavirdine, R tonavir,

Saqul navir, Enfuvirtide, AMD-3100 and

3-[(4-fluorobenzyl ) nmet hoxyear banoyl ] - 2- hydr oxyacrylic

acid, or a 10 pharmaceutically acceptahle salt or

sol vate thereof. 2. Use of

1 benzoyl -4-[2-[4-nethotry-7-(3-nethyl-1Hi,2,4-1riazo
-l-yl)-1H 26

pyrn1o[2 3-c]pyridin-3-yl]-1, 2-di oxoet hyl j -

pi eaMse, or a pharmaceutically acceptable salt or

sol vate thereof, in the manufacture of a nedi canent

for use in conjunctlon W th, but separately from at

| ealst obies: Btthromaifetire afdemedicament fos reptiug HIY infagtion ig,p human

Voatidaf ect 'opn 15-b8|%ﬁr4- q4£ﬁeﬁm#-h@-ﬂémpm&tmmgymm

ZaI cit n Di,danpsi t nof L
5 mﬂ?ﬁ 5 Ry b PRRRR g B Bk Rty doceptable
Saq;u!t Wl\'&tﬁ tl’énbﬂuﬁmtat Best ovelvithe 4820 lavdjfostreamenx of AIDS or HIV

dééa%& R mm@m)m&myﬁﬁm&mbmmm
aCI (0]

ra hannaccutlcally acce e sal

soleaefervinn éfa@eﬁim fEfpvireRs a'P?'ﬁé’di%vﬁ"ﬁﬂé‘et Pasy "Fﬁf' aErfurigide.
EM lfiog-ancﬂ- | ﬁmwg]-fgéﬂoiﬁérhlyd atid, or 2
i azo
Mi"&’f“ﬂ@ ﬁcﬂm}.’i d i perazi ne, or
phezr macésst i ol | ymﬂﬂ-ﬁﬂﬂ@eﬂm7ﬂgmfwlﬂdt@ﬁh@édﬂﬂﬁ'
ha%ﬁ ﬂ%—ﬂf N hioRGRIN- plpeiinh Qr a biRidemphilPfcoeptable

ectlon sel ect'ed fromth

o
ortalh SEoiEe dTerept e FATHE Tk PAAFPEBT i ST FRRPTIPR Hit,
Tenaf epddtsly from «8 16 bicothdrbgent useiids treaaiemwmmsx oc HIV infection

{[?l( lfg?%cﬁo Bbtg%%ﬂl' jeop ﬁfhﬁ car an'%éy?‘?t o‘@gg‘?i‘ q“"%f"m'-

aciStgvudine, Eﬁmm&dm% ﬁwVv%Mmptﬁa Eh‘?a nd 3-
soly maﬁ,gmgg@;,?ggmmwﬁsyn.ﬂm@s&mﬁ ity bnfaecgrhﬁmamcﬂly

hurmn pat i en
- 3easpiaklr spltropsalvate thearapf for trpating HIX fnfocpiorn inya human pafignt.., | _
I Bl ) - | 1-bnpopt-a-91-pihBetBoxy-7-(3-methyl-1 H-1,2,4-triezol-1.y1)-1 H-pyrrolof2,3-

I
zg}]hg prﬁlﬂgiggf? I3a’|§ﬁl 3’/ ac egtp%?azﬁig'a ] BM%“ iy er %o alt or
f orsolussethemof andjatiesst ongrethst saantivend fgretvmwr ﬁlffsr @rrHlVaﬂfwﬂon
Pl Vo, bERASDR Dl Bt
| | U
ZalSeaveding ﬁ@vl%waalﬂﬂe%#ﬁ@wv S gty M@B wid 3.
St wuﬂbﬁﬁmzﬁimﬁﬁﬂam@l-auy&mwm Riid, ona\d rphanmaceutically
2?| ugr!eg% nzyI Enfl "y rtl g?%ggg{?h%gﬁﬁﬁﬂfeéuln(ha umangatl t.

oxyc roxyacr Cl
or 4a phlabméﬁrﬂ Hamﬂyoxyad&smhablfél .a+tmaz@irl-:§ | fayreotof2,3-

t h%fp?ﬁémc-:f- -ltzfcﬁﬁaélﬂg] thpdrel b, o6 td Qﬁrrhtﬁeﬁc&]@%ptable salt or
pat1 éent Rar maceut i cal nggg " X
c oﬁﬂl’*l‘%wfaﬁ’f H%r"hﬁ%‘!}t“?‘t"&l"f‘ bé‘? ?“Bﬁf‘t‘?‘ ?Fﬁf‘ og¢ other agen
1- hﬁarmylma&nén?of mmaabhmy lﬂfec(tﬁn welédmdVirom the group consisting of

3? %I%ﬁia , %ﬁ?&f!ﬂ% %ﬂ%&%ﬁg? rv:rroStge'/:agléé E}avirenz. Dslavirdme,

ph@ntmme.ut i cébduwaﬂucept Msﬁdal t oﬂMl%b‘IOQ at e !‘ﬁ‘er eof:4-
Wi nor%enb@)?ﬁ 1R ackfE d a&i@r &'r eat 'Eiﬁi}fna&fxtwally

Al DS or T |neC|onseIectef| EU%
coRwFRighiG Rt efsokamefea%f%éfwﬁs REY "&C’c%ﬁ'ﬁ m Pa‘aﬁ%s. ne,
Tenoforvir, Stavadi ne, Bfavirenz, Del avirdine,

Ri t onavir, Saquinavir, Enfirvi rti de,




AMVD- 3100 and
3-((4-fluorobenzyl) net hoxycar banoyl | - 2- hydr oxyaotylic
acid, or a pharnaceutically acceptable salt or

sol vate thereof, and a pharmaceutically acceptable
carrier. 10 6. The use of claim1l1 or 2, the conpound
of claim4 or the conposition of claim3 or 5 wherein
the agent is selected from Zal citabine, Entrieit*bine,
D danosi ne, Tonoforvir and Stavudi ne, or_a
pharmaceutically acceptable smlt or sol vate thereof.

7. The use of claiml or 2, the conpound of clahn 4 or
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3- Py & whesein b 2o ) is relepted fipem Zalsitebine] Emricitabine, Didanosine,
hy@éxﬁwmlstaeum 6ha phEmichB QRGeS it bysoRar el e

S aJ,.t o':mg’ géevo ‘eam% perf%w compound of claim 4 or the composition of clalm 3
or 5 wherein the agent is selected from Efavirenz and Delavirdine, or a pharmaceutically
15 acceptable salt or solvate thereof,
8, The use of claim 1 or 2, the compound of claim 4 or the composition of claim 3
or § wherein the agerit is selected from Ritonavir and Saquinavir, or a pharmacoutically
acceptable salt or solvate thereof.
9. The use of claim 1 or 2, the compound of clalm 4 or the composition of clalm 3
20 or 5 wherein the agent is selected from Enfuvirtide and AMD-3100, or a
pharmaoccutically acceptable salt or solvate thereof.
10.  The use of claim 1 or 2, the compound of claim 4 or the composition of claim 3
or 5 wherein the agent is selected from 3-{(4-flucrobenzyl)methoxyoarbamoyt}-2-
hydroxyacrytic acld, or 8 pharmaceutiocally acceptable salt or solvate thercof.



