
lAVe Claim: 

1. A compressed tablet for oral administration, which comprises: 

(A) an intragrantilar component comprising: 
(i) an effective amount of an alkali metal salt of raltegravir, 
(ii) optionally a first si^jerdisintegrant, and 
(iii) a binder; and 

(B) an extragranular component comprising: 
(i) a second supcrdisintegrant, 
(ii) a filler, and 
(iii) a lubricant; 
with the proviso that the tablet is fire of atazanavir or a phannaceutically 

acceptable salt thereof 

2. The compressed tablet according to claim 1, wherein: 

(AXi) the alkali metal salt of raltegravir is employed on a firce phenol basis In an 

amount of at least about 30 wt%; 
(AXii) the first supcrdisintegrant is employed in an amount in a range of fix)m 

zero to about 12 wL%; 
(AXiii) the bmder is employed in an amount in a range of fix)m about 0.5 wt% to 

about 7 wt.%; 
(B)(i) the second superdisintegranrt is employed in an amount in a range of from 

about 3 wt.% to about 20 wt%; 
(B)(ii) the filler is employed in an amount m a range of fh)m about 10 wt.% to 

about 40 wt%; and 
(B)(iii) the lubricant is employed in an amount in a range of fix)m about 0.5 vrt.% 

to about 2.5 wt.%; 
wherein the total amount of supcrdisintegrant is in a range of firom about 6 wt.% 

to about 20 wt%; and 

•wherein the weight percent of each ingredient in the compressed tablet is based on 
the total weight of the compressed tablet 

3. A compressed tablet for oral administration according to claim 1, wherein 
the first supcrdisintegrant is present in intragranular component A. 

4. The compressed tablet according to claim 3, vdierein: 
(AXi) the alkali metal salt of raltegravir is employed on a fi«e phenol basis in an 

amoxmt of at least about 30 wt%; 
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(A)(u) the first superdisintcgrant is employed in an amount in a range of firom 

about 3 wt% to about 12 wt.%; 

(A)(iii) the binder is employed in an amount in a range of from about 0.5 wt% to 

about 7 wt%; 

(BXi) the second superdisintegrant is employed in an amount in a range of from 

about 3 wt.% to about 15 wt%; 

(BXii) the filler is employed in an amount ia a range of from about 10 wt% to 

about 40 wt%; and 
(BXiii) the lubricant is employed in an amount in a range of from about 0.5 wt% 

to about 2.5 wt%; 

wherein the total amount of siqjerdisintegrant is in a range of firom about 6 wt% 

to aboxit 20 wt.%; and 

wherein the weight percent of each ingredient in the compressed tablet is based on 

the total weight of the compressed tablet. 

5. The compressed tablet according to any one of claims 1 to 4, wherein: 
(A)(ii) the first superdisintegrant is selected from the group consisting of 

croscarmcllose sodium, sodium starch glycolate, crospovidone, and combinations thereof; 
(AXiii) the binder has a viscosity m a range of from about 2 to aboiit 100 

centipoise (cp) at 20°C and is selected firom the group consisting of HPMC, HPC> PVP and 
combinations thereof; 

(B)(i) the second superdisintegrant is selected from the group consisting of 
croscarmcllose sodium, sodiimi starch glycolate, crospovidone and combinations thereof; 

(BXii) the filler is selected fix)m the group consisting of microcrystalline 
cellulose, mannitol, lactose, Ca phosphate, and combinations thereof; and 

(BXiii) tile lubricant is selected torn the group consisting of Mg stearate, stearic 
acid, sodium stearyl fiunarate, and combinations thereof 

6. The compressed tablet according to claim 5, v^erein: 

(AXi) the alkali metal salt of raltegravir is a sodium or potassium salt employed 
in an amount in a range of irom about 50 wt.% to about 65 wt% on a fi«e phenol basis; 

(A)(ii) the first superdisintegrant is employed in an amount in a range of firom 
about 5 wt% to about 10 wt.%; 

(A)(iii) the binder is employed in an amount in a range of from about 2 wt% to 
about 6 wt%; 

(B)(i) the second superdisintegrant is employed in an amount in a range of from 
about 6 wt.% to about 12 wt%; 
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(BXii) the filler is en^)loyed in an amount in a range of fix)m about 6 wt.% to 

about 25 wt%; and 

(B)(iii) the lubricant is employed in an amount in a range of from about 1 wt% to 

about 2.5 wt.%; 

wherein the total amount of superdisintegrant is in a range of from about 10 wt.% 

to about 18 wt.%. 

7. The compressed tablet according to claim 6, vAerein: 

(A)(ii) the first superdisintegrant is intragranular croscarmellosc Na; 

(AXiii) the binder is HPMC; 
(BXi) the second superdisintegrant is extragranular croscarmellose Na; 
(BXii) the filler is microcrystalline cellulose or a combination of microcrystalline 

cellulose and dibasic Ca phosphate; and 
(B)(iii) the lubricant is Mg stearate. 

8. The compressed tablet according to claim 7, wherein: 
(A)(i) the sodium or potassium salt of raltegravir is employed in an amount in a 

range of from about 55 wt% to about 60 wt% on a free phenol basis; 

(AXii) the intragranular croscarmellose Na is employed in an amount in a range 
of fix)m about 5 wt% to about 7 wt%; 

(AXiii) the HPMC is employed in an amount in a range of from about 3 wL% to 
about 5 wt.%; 

(BXi) the extragranular croscarmellosc Na is employed in an amount in a range 
of fixjm about 8 wt% to about 10 wt.%; 

(BXii) the filler is microcrystalline cellulose employed in an amount in a range of 
fixjm about 16 wt% to about 18 wt%; and 

(B)(iii) the magnesium stearate is employed in an amount in a range of fix)m 
about 1 wt.% to about 2 wt.% ; 

wherein the total amount of croscarmellose sodiimi is in a range of from about 
13 wt.% to about 17 wt%. 

9. The compressed tablet according to claim 7, wherein: 

(A)(i) the sodium or potassium salt of raltegravir is employed in an amount in a 
range of from about 55 wt% to about 65 wt% on a free phenol basis; 

(AXii) the intragranular croscarmellose Na is employed in an amount in a range 
of from about 5 wt.% to about 8 wt%; 

(AXiii) the HPMC is employed in an amount in a range of fix)m about 3 wt% to 
about 5 wt%; 
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(B)(i) the extragranular croscarmellose Na is employed in an amount in a range 

of from about 8 wt% to about 10 wt%; 

(B)(ii) the filler is a combination of microcrystalline cellulose and dibasic Ca 

phosphate is employed in an amount in a range of fix)m about 7 vft% to about 10 wL%; and 
(B)(iii) the magnesium stearate is employed in an amount in a range of from 

about 1 wt% to about 2 wt%; 
vi^erein the total amount of croscarmellose sodium is in a range of from about 

13 wt% to about 17 wt%. 

10. The compressed tablet according to any one of claims 1 to 9, wherein the 
tablet is free of poloxamer or reducing sugar. 

11. The compressed tablet according to any one of claims 1 to 9, wherein the 
tablet is free of poloxamer and reducing sugar. 

12. The compressed tablet according to any one of claims 1 to 11, wherein the 
alkali metal salt of raltegravir is employed on a free phenol basis in an amount in a range of from 
about 200 mg to about 600 mg per unit dose. 

13. The compressed tablet according to any one of claims 1 to 12, wherein the 
alkali metal salt of raltegravir is a potassium salt of raltegravir. 
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14. The compressed tablet according to claim 7, which has the following 

composition: ̂  
.. ^ Relative 

^«^^^' Amount (wt%) 

raltegravirKsalt (57.1 on free phenol basis) 

croscarmellose Na (intragranular) 6.2 

HPMC2910(6cp) 4.1 

microcrystalline cellulose, having 
a nominal particle size of about 
100 Jim, a moisture content of . _ . 
about 3% to about 5%, and a loose 
bulk density of from about 0.26 to 
about 0.31 g/cc 

croscarmellose Na (extragraimlar) 9.0 

Mg stearate 1.5 

Total 100 

34 



15. The compressed tablet according to claim 14, which has the following 

composition: 

J .. Relative Unit Dosage 
^ *° Amount (wt%) Amount (mg) 

62.1 434.4 
raltegravir K salt (57.1 on free phenol (= 400 mg free 

basis) phenol) 

croscarmellose Na , ^ . . . 
,. ., , V, 0,2 43 .4 

(mtragranular) 

HPMC2910(6cp) 4.1 29.0 

microcrystalline cellulose, 
having a nominal particle size 
of about 100 |im, a moisture 
content of about 3% to about 17.1 119.7 
5%, and a loose bulk density 
of from about 0.26 to about 
0.31 g/cc 
croscannellose Na g ̂  ,- _ 
(extragranular) 
Mgstearate 1.5 10.5 

Total 100 700 
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16. The compressed tablet according to claim 7, which has the following 
composition: 

, J. . Relative 
^ g ^ ^ ° ^ Amount (wt%) 

raltegravir K salt ^^^ c c^ ' u M. • \ 
(64.5 on free phenol basis) 

croscarmellosc Na (intragranular) 7.0 

HPMC2910(6cp) 4.7 

combination of microcrystalline 
cellulose & dibasic Ca phosphate 
which is about 75% 
microcrystalline cellulose and 
about 25% anhydrous dibasic Ca 7.8 
phosphate in the form of a powder 
prepared by the wet dispersion and 
spray drying of the cellulose and 
the phosphate 

croscarmellose Na (extragraoular) 9.0 

Mg stearate 1.5 

Total 100 
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17. The compressed tablet according to claim 16, wliich has the following 

composition: 

Incredieat Relative Unit Dosage 
^ ^ ^ ^ Amount (wt%) Amount (mg) 

TOO ^ ^ 
raltegravir K salt (64.5 on free phenol 

basis) ( ^ ^ ™8 &e« phenol) 

croscaimellose Na _ „ >, . 
/-• *„ I \ /-O 43.4 

(mtragranular) 

HPMC2910(6cp) 4.7 29.0 

combination of 

microcrystalline cellulose & 
dibasic Ca jAosphate which is 
about 75% microcrystalline 
cellulose and about 25% 
anhydrous dibasic Ca 7.8 48.4 
phosphate in the form of a 
powder prepared by the wet 
dispersion and spray drying of 
the cellulose and the 
phosphate 
croscarmellosc Na g ^ , - „ 
(extragranular) 
Mgstearate 1.5 9.3 

Total 100 620.3 

18. The compressed tablet according to any one of claims 14 to 17, wherein 

the potassium salt of raltegravir is Form 1 crystalline potassium salt of raltegravir. 

19. The compressed tablet according to any one of claims 1 to 18, wherein the 

disintegration time of the compressed tablet is less than about 15 minutes. 

20. A solid fixed-dose combination for oral administration which comprises a 

first part containing an effective amount of an alkali metal salt of raltegravir, wherein the first 

part comprises the intragranular component and extragranular component employed in the 

compressed tablet set forth in any one of claims 1 to 19; and a second part which comprises a 
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formulation comprising an effective amount of another anti-HTV agent, provided that the fixed-
dose combination is free of atazanavir or a pharmaceutically acceptable salt thereof. 

21. The fixed-dose combination according to claim 20, wherein the anti-HIV 
agent in the second part is an HTV attachment inhibitor, a CCR5 inhibitor, a CXCR4 mhibitor, an 
HTV cell fusion inhibitor, HTV integrase inhibitor, a HTV nucleoside reverse transcriptase 
inhibitor, an HTV non-nucleoside reverse transcriptase inhibitor, or an HIV protease inhibitor. 

22. The fixed-dose combination according to claim 20 or claim 21, wherein 
the combination is a bilayer compressed tablet, in v̂ 'hich the first part is in one layer and the 
second part is in a second layer. 

23. The fixed-dose combiaation according to claim 20 or claim 21, wherein 
the combination is a monolithic compressed tablet, wherein the first part and the second part are 
in the same layer. 

24. A method for inhibiting HTV integrase in a subject in need of such 
inhibition \>Wch comprises administering to the subject the compressed tablet according to any 
one of claims 1 to 19 or the fixed-dose combination according to any one of claims 20 to 23. 

25. A method for the treatment or prophylaxis of HTV infection or the 
treatment, prophylaxis or delay in the onset of AIDS in a subject in need thereof which comprises 
administering to the subject the compressed tablet according to any one of claims 1 to 19 or the 
fixed-dose combination according to any one of claims 20 to 23. 

26. The compressed tablet according to any one of claims 1 to 19 or the fixed-
dose combination according to any one of claims 20 to 23, for use in the inhibition of HTV 
integrase, the treatment or prophylaxis of HTV mfection, or the treatment, prophylaxis or delay in 
the onset of AIDS. 

27. The compressed tablet according to any one of claims 1 to 19 or the fixed-
dose combination according to any one of claims 20 to 23, for use in the preparation of a 
medicament for the inhibition of HIV integrase, the treatment or prophylaxis of HTV infection, or 
the treatment, prophylaxis or delay in the onset of AIDS. A ) y>. /->• 

Date: 18 April 2012 ^Q^^^^^ff 
AVIGARG(J 

IN/PA-1522 
Agent for the Applicant 

To, 
The Controller of Patents 
The Patent Office at New Delhi 


