-1- Prevention of HV-Infection Field of the Invention 5 This invention
relates to the use of a parenteral formulation conprising the NNRTI TMC278
for the long termprevention of HV infection in a subject at risk of being
infected by H'V, which conprises the intermttent adm nistration of the said
formulation at long time intervals. 10 ,Background of the Invention The

treat ment of Human | munodeficiency Virus (H V) infection, which is
causative to the acquired imunodeficiency syndrome (AIDS) remai ns a maj or
medi cal chal l enge. HV is abl &rexentiomabHIVieInfectionyi cal pressure, to adapt to
a variety of cell types and growth conditions and to devel op resi stance
agai nst currently available drug 15 therapies. The latter include nucl eoside
reverse transcriptase inhibitors (NRTIs), non- nucl eoside reverse
transcri pt adéeldnfitheilhventiof NNRTI s), nucl eotide reverse transcriptase
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the "pill U]L? ﬁ A high pill burden is undesirable for many reasons, such
as the patien aving to spend nore tinme taking each dose and the patient
having to store and/or transport a |arge nunber or volune of pills. A high
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entire dose, "Ins urhgurngnbtydn];ga}lxlténcg non-comphance restricted tissue penetration and drug-

specific limitations within certain cell types are amongst the factors that account for the
incomplete suppression of HIV. This led to the introduction of combination therapy of
several anti-HIV agents having a different activity profile. Significant progress was

25 made by the introduction of “HAART” (Highly Active Anti-Retroviral Therapy),
which has resulted in a significant reduction of morbidity and mortality in HIV patient
populations treated therewith. Current guidelines for antiretroviral therapy recommend
such triple combination therapy regimen even for initial treatment. However, none of
the currently available drug therapies is capable of completely eradicating in HIV and

30 long-term treatment usually results in suppressing virus replication to a level where it
no longer can cause the outbreak of the symptoms associated with AIDS.

Currently used anti-HIV drugs require frequent administration of relatively high doses. ‘

The number and/or volume of dosage forms that need to be administered is commonly
35 referred to as the "pill burden". A high pill burden is undesirable for many reasons,

such as the patient having to spend more time taking each dose and the patient having

to store and/or transport a large number or volume of pills. A high pill burden also

increases the risk that a patient will not take his or her entire dose, thereby failing to



-2- conply with the prescri bed dosage regimen. As well as reducing the
effectiveness of the treatnent for that patient, this nay also lead to the
di sease-causi ng organi smor virus becom ng resistant to the pharnmaceuti cal
agent. 5 Individuals infected by HN virus often are unaware of the fact that
they carry the virus and therefore constitute a continuous risk of
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HIV. There is a particular need for effective prevention means that are easy to apply.

Providing such prevention means is an object of the present invention.

25
It now has been found that intermittent administration of parenteral formulations of the
NNRTI TMC278 at time intervals of one week or longer result in plasma levels that are
sufficient to provide prevention against transmission of HIV. A reduced number of
administrations are needed which is advantageous in terms of pill burden and drug

30 compliance of the individual at risk of being infected.

TMC278 is an NNRTI that currently is in clinical development. This compound is a
highly potent drug not only showing pronounced activity against wild type HIV, but
also against many of its mutated variants. The compound TMC278, its pharmacological

35 activity as well as a number of procedures for its preparation have been described in
WO0-03/16306. Various conventional pharmaceutical dosage forms, including tablets,
capsules, drops, suppositories, oral solutions and injectable solutions are exemplified
therein.



therein. -3- Sunmmary of the Invention In one aspect, the present invention
relates to the use of a parenteral formulation conprising an effective
anount of TMC278 or a pharmaceutically acceptable acid- 5 addition salt

t hereof, and a carrier, for the manufacture of a nedi canent for the |ong
tern1prevent|on of HV infection in an i-3dividual at risk of bei ng i nfected
by H'V, wherein the fornulation is administered internittently at a tinme
interval of at |east one week. 10 In another aspect the invention relates

to a nmethod for the |ong termprevention of HV infection in an individual
at risk of béumgmm_fébs_%aﬂnmm V, said nethod conprising admnistering an
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of such Dor mnhiier.erhis compound, its properties and its preparation have been described in
WO0-03/016306.

TMC278 can be used in base form or as a suitable pharmaceutically acceptable salt
form, such as an acid addition salt form. The pharmaceutically acceptable addition salts

25 are meant to comprise the therapeutically active non-toxic salt forms. The acid addition -
salt forms can be obtained by treating the base form with appropriate acids as inorganic
acids, for example, hydrohalic acids, e.g. hydrochloric, hydrobromic and the like;
sulfuric acid; nitric acid; phosphoric acid and the like; or organic acids, for example,
acetic, propanoic, hydroxyacetic, 2-hydroxypropanoic, 2-oxopropanoic, oxalic,

30 malonic, succinic, maleic, fumaric, malic, tartaric, 2-hydroxy-1,2,3-propanetricar-
boxylic, methanesulfonic, ethanesulfonic, benzenesulfonic, 4-methylbenzenesulfonic,
cyclohexanesulfamic, 2-hydroxybenzoic, 4-amino-2-hydroxybenzoic and the like acids.
Preferred for use in the present invention is the base form of TMC278.

35 The terms salt or salt form also comprises the hydrates and the solvent addition forms
which the compound TMC278 is able to form. Examples of such forms are e.g.
hydrates, alcoholates and the like.



hydrat es, al coholates and the |ike. -4- TMC278 occurs in stereoi soneric
forms, nore in particular as E- and Z-isoneric fornms. Both isoners nay be
used in the present invention. Wenever reference is nade herein to TMC278,
the E- or the Z-formas well as any m xture of both fornms are neant to be
included. A preferred formof TMC278 for use in the invention is the
E-isoner, 5 i.e.
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25
Also meant to be included for use in this invention are salts of the stereoisomeric forms
of TMC278, in particular the salts mentioned above, e.g. Z-TMC278 hydrochloride and
E-TMC278 hydrochloride.

30 Whenever used herein, the term “TMC278” refers to as well the base form as any
pharmaceutically acceptable acid-addition salt thereof, and also to the stereoisomeric
forms of TMC278 as well as any pharmaceutically acceptable acid-addition salt of said
stereoisomeric forms. In particular, the term “TMC278” refers to the E-isomer of
TMC278 as well as its pharmaceutically acceptable acid-addition salts.

35
The parenteral formulations of TMC278 are administered intermittently at a time
interval of at least one week, meaning that the parenteral formulation is administered
without any interjacent additional administrations of TMC278. Or with other words,



35 The parenteral fornulations of TMC278 are admi nistered intermttently at
atime interval of at |east one week, neaning that the parenteral
formulation is adm nistered w thout any interjacent additional
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9 or 12 rmntdayoftherpmmhmmofmbmhlyrsehﬂdglet he net hods and uses in accordance
with the present invention are for the prevention of H Vi nfection during
one month, or several npnths, as nentioned abgve. The term "prevention of
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I nst ance re‘?e(%'to 18 he prevention of the transm ssion of the virus from

the infected individual to an uninfected person, or the prevention of the

virus from egfgrigng wrh® HOG4mbleAq s in relation to “long term prevention of HIV
infection” or “prolonged period of time”, there is meant a term of several days, e.g. 7,
10 or 12 days, or several weeks, e.g. 2, 3 or 4 weeks, or one month, or several months,
25 e.g.2,3,4,5 orsix months or even longer, e.g. 7, 8, 9 or 12 months. In preferred
embodiments the methods and uses in accordance with the present invention are for the
prevention of HIV infection during one month, or several months, as mentioned above.

The term “prevention of HIV infection” relates to the prevention or avoidance of an

30 individual becoming infected with HIV. The source of infection is usually another
individual who is infected with HIV and prevention of HIV infection in this instance
relates to the prevention of the transmission of the virus from the infected individual to
an uninfected person, or the prevention of the virus from entering the body from an
uninfected person. Transmission of the HIV virus can be by any known cause of HIV

35 transfer such as by sexual transmission or by contact with blood from an infected
individual, e.g. medical staff providing care to infected individuals. Transfer of HIV
can also occur by contact with HIV infected blood, e.g. when handling blood samples



uni nfected person. Transm ssion of the H 'V virus can be by any known cause
of HIV 35 transfer such as by sexual transm ssion or by contact with bl ood
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25
In particular, the blood plasma level of TMC278 is kept at a level above a minimum
blood plasma level of about 4 ng/ml, more in particular about 5 ng/ml, or 8 ng/ml,
further in particular about 10 ng/ml, still more in particular about 15 ng/ml, or in certain
cases above a level of about 20 ng/ml or even 40 ng/ml. The blood plasma levels of

30 TMC278 should preferably be kept above these mininum blood plasma levels because
at lower levels the drug may no longer be effective thereby increasing the risk of
transmission of HIV infection. Plasma levels of TMC278 may be kept at somewhat
higher levels to have a safety margin and to avoid the development of mutated HIV.

35 An advantage of TMC278 is that it can be used up to relatively high blood plasma
levels without any significant side effects. This means that the maximum plasma level
is not so critical. The plasma concentrations of TMC278 may reach be relatively high
levels, but as with any drug should not exceed a maximum plasma level (or Cpex),
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| evel V\A‘?(-B'e TMC278 acts therapeutical ly. The | owest | evel where TMC278 acts
Of particular interest are uses or methods as specified above and further specified in

this description and claims wherein the maximum blood plasma level of TMC278 is
about equal to the lowest blood plasma level that causes the RT inhibitor to act
therapeutically.

25
In some embodiments the blood plasma level of TMC278 is kept between the minimum
blood plasma level (or Cmin as specified above) and the lower maximum plasma level of
TMC278 (or C’max) Which is defined as the level, that corresponds to the lowest blood
plasma level where TMC278 acts therapeutically. The lowest level where TMC278 acts

30 therapeutically is the lowest blood plasma level that is effective in inhibiting replication
of HIV in individuals infected by HIV so that the viral load of HIV is relatively low,
for example where the viral load (represented as the number of copies of viral RNA in
a specified volume of serum) is below about 200 copies/ml, in particular below about
100 copies/ml, more in particular below 50 copies/ml, specifically below the detection

35 limit of the virus.

In other embodiments, the blood plasma level of TMC278 is kept at a level below a
lower maximum blood plasma level of about 10 ng/ml, more in particular about
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minimum value, they may surpass the maximal value or drop below the minimal value

during relatively short periods of time, which should be as short as possible. The
maximum and minimum plasma levels therefore can be expressed as mean plasma
levels during a certain period of time, e.g. for equal or more than 15 minutes.

25
In some instances there may be a small initial plasma concentration peak shortly after
administration, after which the plasma levels achieve a “steady-state” as mentioned
above.

30 The dose to be administered should be calculated on a basis of about 0.2 mg/day to
about 50 mg/day, in particular 0.5 mg/day to about S0 mg/day, more in particular of
about 1 mg/day to about 10 mg/day, or about 2 mg/day to about 5 mg/day, e.g. about
5 mg/day. This corresponds to a weekly dose of about 1.5 mg to about 350 mg, in
particular of about 3.5 mg to about 350 mg, in particular of about 7 mg to about 70 mg,

35 orabout 14 mg to about 35 mg, e.g. about 35 mg, or to a monthly dose of from 6 mg to
about 350 mg, in particular about 15 mg to about 1,500 mg, more in particular of about
30 mg to about 300 mg, or about 60 mg to about 150 mg, e.g. about 150 mg. Doses for
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25 To enhance solubility of the active compound additional ingredients may be added that
have a solubility promoting effects such solubilizers and surfactants. Examples of
solubilizers are cyclodextrins or cyclodextrin derivatives or polyethylene glycols
(PEGs) such as PEG 400. Appropriate cyclodextrins are (-, 3-, y-cyclodextrins or
ethers and mixed ethers thereof wherein one or more of the hydroxy groups of the

30 anhydroglucose units of the cyclodextrin are substituted with C;_galkyl, particularly
methyl, ethyl or isopropyl, e.g. randomly methylated 3-CD; hydroxy C; salkyl,
particularly hydroxyethyl, hydroxy-propyl or hydroxybutyl; carboxy C;salkyl,
particularly carboxymethyl or carboxy-ethyl; C; salkylcarbonyl, particularly acetyl.
Especially noteworthy as complexants and/or solubilizers are 3-CD, randomly

35 methylated B-CD, 2,6-dimethyl-3-CD, 2-hydroxyethyl-3-CD, 2-hydroxyethyl-B3-CD,
2-hydroxypropyl-B-CD and (2-carboxymethoxy)propyl-f-CD, and in particular
2-hydroxypropyl-p-CD (2-HP-B-CD). Surfactants comprise polyethoxylated sorbitan
ethers such as the Tween™ series of surfactants, e.g. Tween 20™.
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which it is slowly released during relatively long periods of time. The depot dosage

injections may be used to further promote the slow release of the active ingredient from
25 the site of deposition, keeping efficacious blood plasma levels of the HIV inhibitor for
even longer periods such as several months.

For example, the active ingredient TMC278 may be encapsulated into small polymeric
microspheres, which degrade slowly and release the active ingredient at a controlled

30 rate. One form of microspheres are those wherein the active ingredient is encapsulated
in a biodegradable polymer such as polylactide/polyglycolide polymers or copolymers.
Another polymer based technology is the ReGel™ technology from MacroMed which
uses triblock copolymers of poly(lactide-co-glycolide) and polyethylene glycol. These
are thermosensitive and biodegradable polymers that become a gel upon heating and

35 return to their original state upon cooling. These polymers/hydrogels systems are
applied as solutions at administration temperature and become insoluble gels at the
injection site. An insoluble gel depot is formed immediately upon injection and remains
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measure. 25 incidentally patients infected or potentially infected with HIV. In these instances, the
parenteral formulation preferably is administered prior to the exposure or potential

exposure to the risk of HIV infection, as a precautionary measure.

25
Thus, in a further aspect, there is provided the use of a parenteral formulation
comprising an effective amount of TMC278 or a pharmaceutically acceptable acid-
addition salt thereof, and a carrier, for the manufacture of a medicament for the long
term prevention of HIV infection in an individual at risk of being infected by HIV,

30 wherein the formulation is administered once. In another aspect the invention relates to
a method for the long term prevention of HIV infection in an individual at risk of being
infected by HIV, said method comprising administering to said individual an effective
amount of TMC278 or a pharmaceutically acceptable acid-addition salt thereof, and a
carrier, wherein the formulation is administered once.

35
The parenteral formulations of TMC278 for use in accordance with the present
invention may be used in a similar manner as a vaccine. One or a series of injections at



Thus, in a further aspect, there is provided the use of a parenteral
formulation conprising an effective anount of TMC278 or a pharmaceutically
acceptabl e acid- addition salt thereof, and a carrier, for the manufacture
of a nedi canent for the |ong tern1prev?%V|on of MW infection in an

i ndi vidual at risk of being infected by 30 wherein the fornmulation is
adm ni stered once. In another aspect the invention relates to a nethod for
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ef f oct i ve S TR YRR 5F EPS G0 et THBREAOHTGR addi 11 on
sal t thereofperlamwnanslq;wchlaethosmneatmghll’k/hefeétadpatieats; may be treated by st er ed once.
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present |nven ar manner as a vaccine. One or a
series of? | rHeé'E]PFYﬁ%l%‘S“lf? interyalsisueheass) ond months orLven IeggeTor ovi de prot ect i on
agai nst infection by HV. An individual running a one tine risk of being

i nfected may, xbe reated only once. Those running a permanent risk, such as
t hose treati!f‘rﬁggﬁsé’-i nfected patients, may be treated by recurring
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si ngl e i nt r APEGA00)EOILECHONTHIC238 hODS fig/Kgl Nhe dbgsweradueduM.30 % :

di met hyl acet am de (DVR)/50 % pol yet hyl ene gl ycol 400 (PE&X400) sol ution of
TMC278 at 2.5 ng/kg. The dogs were dosed |M Two nal e beagl e dogs (dog No.
16924 and 168mymle3:pw1@ﬂme( eg No3l69ehand Hi8d4)ampproximaighi hyeaseeldend 11 and 12
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16854) in. hinjeetirg thé fommulasion Mrthe tbfiy(doeNor B924)se righnidog Mot 2685d . B‘Mﬁ&?B was
f or mul at ed '/Qm & aqueous 30 % 20 (wv) DWW 50 % (wv) PEXA00 solution at 25
nmg/ M . The |ngred| ents of the solution were: TMC278, DVA 30 % (W V), PEG

400 50 % (w'v) and pyrogenic free water. The content of TMC278 in the
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were: TMC278, DMA 30 % (w/v), PEG 400 50 % (w/v) and pyrogenic free water. The

content of TMC278 in the formulation was checked using LC. The concentration of

TMC278 in the formulation was 25 mg/ml.

25 Blood samples (4 ml on EDTA) were taken from a jugular vein from the dogs at 0
(=predose), 0.5, 1, 2, 4, 8, 24, 32, 48, 72, 96, 144, 192, 240 and 312 h after dose
administration. After sampling, the blood samples were immediately placed on melting
ice and protected from light. Blood samples were centrifuged at approximately
1900 x g for 10 minutes at 5°C to allow plasma separation. Immediately after

30 separation, plasma samples were protected from light, placed on melting ice and stored
at < -18°C until analysis. Frozen plasma samples were transferred to the Bioanalytical
Department. Since TMC278 was still detectable in the plasma samples at 312 h post-
dose, additional blood samples of both dogs were collected on the days 36, 50, 64, 78,
92, 106, 120, 134 and 148. These samples were analogously processed and analysed.

35
On day 232 post-dose, a biopsy was performed (dog No. 16924 only) on the iliac
lymph node (at the side of injection), on a muscle from the non-injected hind leg and on
a muscle at the side of injection after ultrasonographic examination. All tissue samples
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a nuscle fromthe non-injected hind leg and on a nuscle at the side of

i njection ale&rcond:dntrmmmngM@m&:melbgpima mdetéﬁdmddihysa@ahﬁm)fee&rchm wer e

protectedfr 0 . AII

sanpl es were pr o/?@c?gtg @%‘ﬁl%e;%%%;@ L?ﬁ%‘i’n ‘%gg,&m%l nal4 Y,

addi ti onal bTM§a7%&’ﬁ1i§Id§tenmd alir|pseper saimple ¢lean wzl‘hﬂshmplesé(hbméalmtsm ocessed

TNC278 ﬁﬁ%ﬁ%ﬁﬁ%’%&%ﬁ%@@ﬁ%&lﬁ%ﬁf ﬁ’%‘hféseg?chﬁ‘f?ﬁ' & et hod

after so Fid ehasg gplimps,; g Y"F‘%ﬂg‘ dgjon 78 were

determ ned & mémethangled mb avatet andcl mhacetipacidhdMsanples (0.1 ml aliquots of

pl asma) were extracted using a solid phase extraction nmethod (Bond El ut

Certify 10 solid phase colums, 130 ng, SPE, Varian). The SPE col um was
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v/v). The ﬂow-rate to the mass spectrometer was about 100 pl/min after sp11tt1ng

LC-MS/MS analysis was carried out on an API-3000 system (Applied Biosystems),
which was coupled to an HPLC-system.

25 The concentration of TMC278 in dog tissue samples was also determined by a qualified
research LC-MS/MS method. Tissues samples were homogenized with a 10-fold
dilution in Milli-Q water by means of an Ultra-Turrax. The tissue homogenates (200 pl
aliquot) were extracted by adding of 600 pl methanol (containing TMC278 and/or
methanol). After vortexing and centrifugation, the supernatant was transferred to an

30 HPLC vial and 20 pl aliquots were injected. The LC and the MS conditions were the
same as described above. The lower limit of quantification was 10.0 ng/g tissue.
Samples were protected from light during the bioanalytical analysis.

Individual plasma concentration-time profiles were subjected to a non-compartmental
35 pharmacokinetic analysis. Peak plasma concentrations (Cmex) and corresponding peak
times (Tmax) Were determined. The AUC from time 0 to time t (AUC,.;, where t is the
time point associated with the last measurable concentration above the limit of
quantification) was calculated by means of the linear/log trapezoidal rule: i.e. linear
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Tabl e 1 and 3t&neénb Thejisdjvidual ek plasmd leyals womseac ithinhig 8/hedfter col | ect ed on
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Since plasma concentrations remained fairly constant or slightly increased between
25 72 hand 312 h post-dose, additional blood samples were taken on the days 36, 50, 64,
78, 92, 106, 120, 134 and 148. During this wash-out period, plasma levels remained
fairly constant (range: 1.24-4.23 ng/ml). Therefore, a biopsy was performed on the
iliac lymph node (at the side of injection), on a muscle from the non-injected hind leg
and on a muscle at the side of injection. The biopsy was performed on day 232 in dog
30 No. 16924 only. The levels of TMC278 in the muscles were below the limit of
quantification (10.0 ng/g). The level in the lymph node amounted to 72.6 ng/g, which
was high with respect to the plasma concentrations on day 148 (i.e. on average
1.33 ng/ml) and on day 272 (< 1.00 ng/ml).

35



20 nore slowy decline up to 72 h after dosing wwth an half-life (t,12,24-72
h) of 63 h. After 72 h post-dose, plasma levels remained fairly constant or
slightly increased up to 312 h post-dose. The nean AUCo-312 h val ue
anounted to 1863 ng.h/m . Since plasna qgncentratlons remai ned fairly
constant or slightly increased between 5 72 h and 312 h post-dose,

addi tional bl ood sanples were taken on the days 36, 50, 64, 78, 92, 106,

120, 134 andTabi81: Drnidividhal Eﬁdsmms(hdl? mabmn@dmﬁmgmeh@sdmi@ed
Lol Ly constant (o e il SV E AT R dcgs SR oo, Per o ed
non-inj ected hind | mtramaswulap administretioreofan atjhesus Bei¢ DMA/AP &cPEG#HI0 The bi opsy

was performed on dayéia dFTMICEI83Y2 Mng/lP924 only. The levels of TMC278 in
the musclgs were below the Iimt of quantification (10.0 ng/g). The |evel

in the | R dto /2. 6 nglg—which—washigh with respect to the
pl asma concéntrab&gg%nﬁ@ day 148 (i.25 .3 ng/m) and on day 272
(< 1.00 ng/ i)~ rapre T 1 ap (n = 2) plasm
concentratigns (hé?%?¢ and uon%égﬁsi L paraneters of TMC278
ONAY 509 PEQIO0—SoTAEFoR o1 TN B AT T Ra—5-bosage gr oup 2. & gl kg
%ﬁg. 16844 16924 Ovean T ne<Nf§6‘i 1. 60" @cfof&) 10p 05 13.5 213 17.4° 1
17.0 23.8 240.4 2 20.% 20.9|20185 4 |12721317. 1122.2 @ 39.9 15.1 27.5 24
é1461 :7), g(; g ig 32 30.7 6.6p 8168 48 K93 6-9347-53] 72 7.37 3.90 5.64 96
20.6 20.9 20.8
4 27.2 17.1 22.2
8 39.9 15.1 27.5
24 114 7.70 9.55
32 10.7 6.65 8.68
48 9.03 6.03 7.53
72 7.37 3.90 5.64
96 6.40 3.97 5.19
144 3.19 3.65 3.42
192 2.80 3.57 3.19
240 6.16 438 5.27
312 4.24 5.97 5.11
Crnax ng/ml 39.9 23.8 31.9
Tmex h 8 1 5
ti, 1:24m h 8.9" 15.1 NC?
t12, 24721 h| 752 51.0 63.1
AUCo3121n ng.h/ml | 2122 1603 1863

Dt 172,8-24h
Y NC: Not calculated.

10



144 3.19 3.65 3.42 192 2.80 3.57 3.19 240 6.16 4.38 5.27 312 4.24 5.97
5,11 C.. ng/m 39.9 23.8 31.9 Tnma h 8 1 5 tl1/2,1-24h h 8.9") 15.1 NC2)
t1/2,24-72 h h 75.2 51.0 63.1 AUCO 312 h ng.h/m 2122 1603 1863 t irz, s-zae
2) NC: Not calculated. 10 -16- Table 2j,lndividual and nmean (n = 2) plasm
concentrations (ng/m) of TMC278 in beag?e dogs during the wash-out period
after single intranuscular admnistration of an aqueous 30 % DVW 50 %

PEG400 sol utTabie 23f IndivicRidBargl méanFn &) plasmbd chxsmeions (igimi} oBTMEIKE iDog No.

230 78 2. 62 1 69 gk dogs g Rewiglie petoa gk yfigd hyyiquily 120 1757
4.23 3.05 134 1.67admigistratiopsf an agueousi30 % DMA1503% PEGADO Nplujiorcaf 00 ND © ND:

Not det enni ned. Tabtmd”g{{z;_gwncentrations (ng/g) of TMC278 in beagle
dogs on y 232 after single intranuscular adm nistration of an aqueous 30

% DM 50 %

Dosage group 2.5 mg/kg
Dog No. 16854 16924 Mean
Day
36 3.66 3.05 3.36
50 4.10 2.12 3.11
64 2.18 242 2.30
78 2.62 1.69 2.16
92 232 2.51 2.42
106 2.02 1.75 1.89
120 1.87 423 3.05
134 1.67 1.61 1.64
148 1.41 1.24 1.33
272 ND" <1.00 ND

YND: Not determined.

Table 3: Tissue concentrations (ng/g) of TMC278 in beagle dogs on day 232 after
single intramuscular administration of an aqueous 30 % DMA/50 %

10 PEGA400 solution of TMC278 at 2.5 mg/kg.
Dosage group 2.5 mg/kg
Dog No. 16924
Tissue '

iliac lymph node at the side of injection 72.6
muscle from the non-injected hind leg <10.0

muscle at the side of injection <10.0




10 PE400 solution of TMC278 at 2.5 ng/kg. Dosage group 2.5 ng/kg Dog No.
16924 Tissue iliac |Iynph node at the side of injection 72.6 nuscle from
the non-injected hind leg <10.0 nuscle at the side of injection <10.0 -17-
Clainms 1. The use of a parenteral for rruﬁti on conprising an effective anount
of TMC278 or a pharnmaceutically acceptabl e acid-addition salt thereof, and
a carrier, for the 5 manufacture of a nedicanent for the long term

preventi o@lamis H V i nfection in an individual at risk of being infected by
H V, wherein the fornulation is admnistered intermttently at a tinme
interval of at_| east one week. 2. The use_according to claiml wherein the
formul ati on 4 sTheinsenf aimareatsra formulajign gomprsing an effegiive amountaTMER78 6% or di ng

to claiml whegghaimabentiballyaceeptibidadidadditionvak tiefed mdacagicg fyr theont h. 15 4.
The use cordin lgrﬁgrr%loq.i m (]glicv\hert?'orn tllf'e ffective a .Qf TM278 in the
parentera for i & megicament forthe Jong Qrﬁ‘éeng%ggﬂw PR N ®ent rati on
of TMC278 is fodptidudliatirisly of being indevteslcby &V, whersin the flormaslatian lissadmiinisteredr i sed
between a  maxijiRiknAQdt Plife MRerlvQ\6Tht 185 64 wWeekt he bl ood plasma |evel that
causes significant side effects and the m ninmum bl ood plasma | evel that is
the | owest bl ood 20 plasma | evel that causes the HV inhibitor to provide
effective privEhe isscegrding o clainy bwbersin theformulation;is administered gneeeveryai m 4
wherei n the bl gaswpdkgsma | evel is kept at a | evel equal to or above about
15 ngfm, in particular equal to or above about 20 ng/m . 25 6. The use
according to any of clainms 1-5, wherein the fornulation is adm nistered
subcut aneousd. y The useracecrding ¢aitlaim § whereinTthe fonmulatierc sradiningstered ange everyc| ai ns
1-6, wherein thg fMC278 is in base-form 30

15 4. The use according to claim 1 wherein the effective amount of TMC278 in the
parenteral formulation is selected such that the blood plasma concentration of
TMC278 is kept during a prolonged period of time at a level comprised between a
maximum blood plasma level which is the blood plasma level that causes
significant side effects and the minimum blood plasma level that is the lowest blood

20 plasma level that causes the HIV inhibitor to provide effective prevention of HIV
infection.

5. The use according to claim 4 wherein the blood plasma level is kept at a level equal
to or above about 15 ng/ml, in particular equal to or above about 20 ng/ml.
25
6. The use according to any of claims 1-5, wherein the formulation is administered
subcutaneously or intramuscularly.

7. The use according to any of claims 1-6, wherein the TMC278 is in base-form.
30





