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) CLAIMS f
L. A reconstituted high density lipoprotein (fHDL) formulation compx‘lsmg
an apolipoprotein or fragment thereof} a lipid; and a detergent at a level whmh is
about 5-50% of that present in an rHDL formulation that displays ixvér toxicity

upon administration to & human. ;‘
2. The rHDL formulation of Claim 1 wherein the level of dq;érgent is about

fé

is about 0.5 -1.5 g/L. ‘ /
4. The THDL formulation of any one of Claims ;jﬂ/, wherein the level of
detérgent is about 0.015-0.030 g/g apolipoprotein.
5 The tHDL formulation of any preceding claiyn, wherein the detergent is a

bile salt or bile acid.

6. The tHDL formulation of Claim 6, wherein the detergent is sodivm
cholate.

7. The rHDL formulation of any pre
is Apo-Al or a fragment thereof.

8. The rHDL formulation of any preceding claim wherein the lipid is a

ing claim wherein the apolipoprotein

phospholipid.
9. The rHDL formulation /0f Claim 8, wherein the phospholipid is
phosphatidylcholine. ‘

10,  The tfHDL formulati
level 20-70% of that whic /ciyisplayg liver toxicity.

of any preceding claim wherein the lipid is at &

11, The rHDL formylation of any preceding claim, wherein the formulation

further comprises a stabilizer.

12, A method ofproducing a rHDL formulation comprising an apolipoprotein;
a lipid; and a detefgent, said method including the step of providing said detergent
at & level whigh is about 5-50% of that present in an rHDL formulation that

displays livegtoxicity upon administration to a human.

13.  Th¢method of Claim 12, wherein the Jevel of detergent is about 5-10 % of

displays liver toxicity. v
The method of Claim 12 or Claim 13 wherein the level of detergent is

abofit 0.5 -1.5 g/L.
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15.  The method of any one of Clm'ms 12-14, wherein the level of detergent is’

about 0.015-0.030 g/g apolipoprotein. P
16.  The method of any preceding cimm, wherein the detergent is a bile salt or

bile acid.
17.  The method of Claim 16, wherein the detergent is sodium cholate
18. " The method of any precedmg claim wherein the apohpoprotem is Apo-Al
or & fragment thereof.
19,  The method of any prccedmg claim wherein the lipid is a phosphohpxd
20.  The method of Claim 19, wherein the phospholipid is phosphaﬁdylchohne
21.  The method of any preceding claim wherein the kp:d is at g level 20-70%
of that which displays liver toxicity. g’
22.  The method of any preceding claim, mciudmg the steps of:

(A) adding phosphatidylcholine thhout orgamc solvent and a cholate

. detergent to an Apo-Al soiutxon,
(B) reducing the level of cholate de}ergent in the solution produced at
step (1) to abowt 0.03g/g ApoAlL;
(C)  adding a stabilizer to the sﬁfuﬁon atstep (B).

/
23. A rHDL formulation obtamablc according to the method of any one of .

Claims 12-22. ff’
24, A method of treating a dxséase, disorder or condition in a human including

the step of administering to the’ human a tHDL formulation according to any one
of Claims 1-11 or Claim 23 to thereby treat said disease, dxsorder or condition in

f

the human,
25. The method ¢ Ciaim 24, wherein the disease, disorder or condition

includes cardiovasoiffar disease, hypercholesterolaemia or hypocholesterolaemia.
26,  The method of Claim 25, wherein the disease, disorder or condition

includes ax;u}é/ coronary syndrome (ACS), atherosclemsxs and myocardial

infarction.
27.

rHDL formulation according to .any one of Claims 1-11 or Claim 23, for
use in ing a disease, disorder or condition in a human.
28/ A rHDL formulation for use according to Claim 27, wherein the disease,

sorder or condition includes cardiovascular disease, hypercholesterolaemia or

hypocholesterolaemia.

s
&
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29, A rHDL formulation for use according to Claim 28, wherein the disedse,
x»‘/”
disorder or condition includes acute coronary syndrome (ACS), athetosclerosis

and myocardial infarction.
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CLAIMS
1. A reconstituted high density lipoprotein (rtHDL) formulation comprising
an apolipoprotein or fragment thereof; a lipid; and a detergent at a level which is
about 5-50% of that present in an rHDL formulation that displays liver toxicity
upon administration to a human,
2. The rHDL formulation of Claim 1 wherein the level of detergent is about

5-10 % of that which displays liver toxicity.

3. The rHDL formulation Claim 1 or Claim 2 wherein the level of detergent
is about 0.5 -1.5 g/L.
4. The rHDL formulation of any one of Claims 1-3, wherein the level of

detergent is about 0,015-0.030 g/g apolipoprotein.

5. The rHDL formulation of any preceding claim, wherein the detergent is a

bile salt or bile acid.

6. The rHDL formulation of Claim 6, wherein the detergent is sodium
cholate.
7. The rHDL formulation of any preceding claim wherein the apolipoprotein

is Apo-Al or a fragment thereof.

8. The rHDL formulation of any preceding claim wherein the lipid is a
phospholipid.

9. The rHDL formulation of Claim 8, wherein the phospholipid is
phosphatidylcholine.

10.  The rHDL formulation of any preceding claim wherein the lipid is at a
level 20-70% of that which displays liver toxicity. |
11.  The rHDL formulation of any preceding claim, wherein the formulation
further comprises a stabilizer.

12. A method of producing a rHDL formulation comprising an apolipoprotein;
a lipid; and a detergent, said method including the step of providing said detergent
at a level which is about 5-50% of that present in an rHDL formulation that
displays liver toxicity upon administration to a human.

13.  The method of Claim 12, wherein the level of detergent is about 5-10 % of
that which displays liver toxicity.

14.  The method of Claim 12 or Claim 13 wherein the level of detergent is
about 0.5 -1.5 g/L.
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15.  The method of any one of Claims 12-14, wherein the level of detergent is
about 0.015-0.030 g/g apolipoprotein.
16.  The method of any one of Claims 12-15, wherein the detergent is a bile
salt or bile acid.
17.  The method of Claim 16, wherein the detergent is sodium cholate.
18.  The method of any one of Claims 12-17 wherein the apolipoprotein is
Apo-Al or a fragment thereof.
19. The method of any one of Claims 12-18 wherein the lipid is a
phospholipid.
20.  The method of Claim 19, wherein the phospholipid is phosphatidylcholine.
21.  The method of any one of Claims 12-20 wherein the lipid is at a level 20-
70% of that which displays liver toxicity.
22.  The method of any one of Claims 12-21, including the steps of:

(A)  adding phosphatidylcholine without organic solvent and a cholate

detergent to an Apo-Al solution;
(B)  reducing the level of cholate detergent in the solution produced at
step (1) to about 0.03g/g Apo-Al;

(C)  adding a stabilizer to the solution at step (B).
23, A rHDL formulation obtainable according to the method of any one of
Claims 12-22.

24, A rHDL formulation according to any one of Claims 1-11 or Claim 23, for

use in treating a disease, disorder or condition in a human.
25. A rHDL formulation for use according to Claim 24, wherein the disease,

disorder or condition includes cardiovascular disease, hypercholesterolaemia or
hypocholesterolaemia.

26. A rHDL formulation for use according to Claim 25, wherein the disease,

disorder or condition includes acute coronary syndrome (ACS), atherosclerosis

and myocardial infarction.
27.  Use of an apolipoprotein or fragment thereof; a lipid; and a detergent at a
level which is about 5-50% of that present in an rHDL formulation that displays

liver toxicity upon administration to a human; in the manufacture of a

. reconstituted rtHDL formulation for treating a disease, disorder or condition in a

human.
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28. The use of Claim 27, wherein the disorder or condition includes

cardiovascular disease, hypercholesterolaemia or hypocholesterolaemia.

29.  The use of Claim 28, wherein the disease, disorder or condition includes

acute coronary syndrome (ACS), atherosclerosis and myocardial infarction.



