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CLAIMS:

1. An oligomeric compound, wherein the oligomeric compound is ISIS 681257, for use in treating or
preventing a disease or condition in a human, wherein the treatment comprises administering not more

than 500mg of the oligomeric compound to the human during a dosing period.

2. The oligomeric compound for use according to claim 1, wherein the treatment comprises administering

not more than 250mg of the oligomeric compound to the human during the dosing period.

3. The oligomeric compound for use according to claim 1, wherein the treatment comprises administering

not more than 100mg of the oligomeric compound to the human during the dosing period.

4, The oligomeric compound for use according to claim 1, wherein the treatment comprises administering

not more than 50mg of the oligomeric compound to the human during the dosing period.

5. The oligomeric compound for use according to claim 1, wherein the treatment comprises administering

not more than 25mg of the oligomeric compound to the human during the dosing period.

6. The oligomeric compound for use according to claim 1, wherein the treatment comprises administering

not more than 15mg of the oligomeric compound to the human during the dosing period.

7. The oligomeric compound for use according to claim 1, wherein the treatment comprises administering

not more than 60mg of the oligomeric compound to the human during the dosing period.

8. The oligomeric compound for use according to claim 1, wherein the treatment comprises administering

not more than 40mg of the oligomeric compound to the human during the dosing period.

9. The oligomeric compound for use according to claim 1, wherein the treatment comprises administering

not more than 30mg of the oligomeric compound to the human during the dosing period.

10.  The oligomeric compound for use according to claim 1, wherein the treatment comprises administering

not more than 20mg of the oligomeric compound to the human during the dosing period.

11.  The oligomeric compound for use according to claim 1, wherein the treatment comprises administering

not more than 10mg of the oligomeric compound to the human during the dosing period.
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The oligomeric compound for use according to claim 1, wherein the treatment comprises administering

not more than 5Smg of the oligomeric compound to the human during the dosing period.

The oligomeric compound for use according to any of claims 1-12, wherein the dosing period is three

months.

The oligomeric compound for use according to any of claims 1-12, wherein the dosing period is two

months.

The oligomeric compound for use according to any of claims 1-12, wherein the dosing period is one

month.

The oligomeric compound for use according to any of claims 1-12, wherein the dosing period is four

weeks.

The oligomeric compound for use according to any of claims 1-12, wherein the dosing period is three

weeks.

The oligomeric compound for use according to any of claims 1-12, wherein the dosing period is two

weeks.

The oligomeric compound for use according to any of claims 1-12, wherein the dosing period is one

week.

The oligomeric compound for use according to any preceding claim, wherein the treatment comprises

administering a unit dose comprising not more than 125mg of the oligomeric compound.

The oligomeric compound for use according to any preceding claim, wherein the treatment comprises

administering a unit dose comprising not more than 100mg of the oligomeric compound.

The oligomeric compound for use according to any preceding claim, wherein the treatment comprises

administering a unit dose comprising not more than 75mg of the oligomeric compound.

The oligomeric compound for use according to any preceding claim, wherein the treatment comprises

administering a unit dose comprising not more than 50mg of the oligomeric compound.
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The oligomeric compound for use according to any preceding claim, wherein the treatment comprises

administering a unit dose comprising not more than 25mg of the oligomeric compound.

The oligomeric compound for use according to any preceding claim, wherein the treatment comprises

administering a unit dose comprising not more than 15mg of the oligomeric compound.

The oligomeric compound for use according to any preceding claim, wherein the treatment comprises

administering a unit dose comprising not more than 60mg of the oligomeric compound.

The oligomeric compound for use according to any preceding claim, wherein the treatment comprises

administering a unit dose comprising not more than 40mg of the oligomeric compound.

The oligomeric compound for use according to any preceding claim, wherein the treatment comprises

administering a unit dose comprising not more than 30mg of the oligomeric compound.

The oligomeric compound for use according to any preceding claim, wherein the treatment comprises

administering a unit dose comprising not more than 20mg of the oligomeric compound.

The oligomeric compound for use according to any preceding claim, wherein the treatment comprises

administering a unit dose comprising not more than 10mg of the oligomeric compound.

The oligomeric compound for use according to any preceding claim, wherein the treatment comprises

administering a unit dose comprising not more than 5Smg of the oligomeric compound.

The oligomeric compound for use according to any of claims 14-19, wherein the treatment comprises

administering a unit dose comprising not less than 1mg of the oligomeric compound.

The oligomeric compound for use according to claim 32, wherein the treatment comprises

administering a unit dose comprising not less than 2.5mg of the oligomeric compound

The oligomeric compound for use according to claim 32, wherein the treatment comprises

administering a unit dose comprising not less than 5mg of the oligomeric compound

The oligomeric compound for use according to any of claims 20-34, wherein the treatment comprises

administering a unit dose of from 75mg to 85 mg, and optionally a unit dose of 80mg.
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The oligomeric compound for use according to any of claims 20-34, wherein the treatment comprises

administering a unit dose of from 55mg to 65 mg, and optionally a unit dose of 60mg.

The oligomeric compound for use according to any of claims 20-34, wherein the treatment comprises

administering a unit dose of from 35mg to 45mg, and optionally a unit dose of 40mg.

The oligomeric compound for use according to any of claims 20-34, wherein the treatment comprises

administering a unit dose of from 25mg to 35mg, and optionally a unit dose of 30mg.

The oligomeric compound for use according to any of claims 20-34, wherein the treatment comprises

administering a unit dose of from 15mg to 25 mg, and optionally a unit dose of 20mg.

The oligomeric compound for use according to any of claims 20-34, wherein the treatment comprises

administering a unit dose of from Smg to 15mg, and optionally a unit dose of 10mg.

The oligomeric compound for use according to any of claims 20-34, wherein the treatment comprises

administering a unit dose of from 1mg to 10mg, and optionally a unit dose of Smg.

The oligomeric compound for use according to any of claims 20-41, wherein the treatment comprises

administering not more than 1 unit dose to the human during the dosing period.

The oligomeric compound for use according to any of claims 20-41, wherein the treatment comprises

administering not more than 2 unit doses to the human during the dosing period.

The oligomeric compound for use according to any of claims 20-41, wherein the treatment comprises

administering not more than 3 unit doses to the human during the dosing period.

The oligomeric compound for use according to any of claims 20-41, wherein the treatment comprises

administering not more than 4 unit doses to the human during the dosing period.

The oligomeric compound for use according to any of claims 20-41, wherein the treatment comprises

administering not more than 5 unit doses to the human during the dosing period.

The oligomeric compound for use according to any of claims 20-41, wherein the treatment comprises

administering not more than 6 unit doses to the human during the dosing period.
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The oligomeric compound for use according to any of claims 1-47, wherein: (i) the treatment
comprises administering not more than 100mg of the oligomeric compound to the human during the

dosing period; and (ii) the dosing period is three months.

The oligomeric compound for use according to claim 48, wherein (i) the treatment comprises
administering not more than 100mg of the oligomeric compound to the human during the dosing
period; (i1) the dosing period is three months; and (ii1) the treatment comprises administering not more

than one unit dose to the human during the dosing period.

The oligomeric compound according to claim 48 or claim 49, wherein the treatment comprises
administering from 75mg to 85 mg, optionally 80mg, of the oligomeric compound to the human during

the dosing period.

The oligomeric compound for use according to any of claims 1-47, wherein: (i) the treatment
comprises administering not more than 100mg of the oligomeric compound to the human during the

dosing period; and (ii) the dosing period is two months.

The oligomeric compound for use according to claim 51, wherein (i) the treatment comprises
administering not more than 100mg of the oligomeric compound to the human during the dosing
period; (i1) the dosing period is two months; and (iii) the treatment comprises administering not more

than one unit dose to the human during the dosing period.

The oligomeric compound according to claim 51 or claim 52, wherein the treatment comprises
administering from 75mg to 85 mg, optionally 80mg, of the oligomeric compound to the human during

the dosing period.

The oligomeric compound for use according to any of claims 1-47, wherein: (i) the treatment
comprises administering not more than 100mg of the oligomeric compound to the human during the

dosing period; and (i1) the dosing period is one month.

The oligomeric compound for use according to claim 54, wherein (i) the treatment comprises
administering not more than 100mg of the oligomeric compound to the human during the dosing
period; (i1) the dosing period is one month; and (iii) the treatment comprises administering not more

than one unit dose to the human during the dosing period.
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The oligomeric compound according to claim 54 or claim 55, wherein the treatment comprises
administering from 75mg to 85 mg, optionally 80mg, of the oligomeric compound to the human during

the dosing period.

The oligomeric compound for use according to any of claims 1-47, wherein: (i) the treatment
comprises administering not more than 75mg of the oligomeric compound to the human during the

dosing period; and (i1) the dosing period is one month.

The oligomeric compound for use according to claim 57, wherein (i) the treatment comprises
administering not more than 75mg of the oligomeric compound to the human during the dosing period;
(i1) the dosing period is one month; and (iii) the treatment comprises administering not more than one

unit dose to the human during the dosing period.

The oligomeric compound according to claim 57 or claim 58, wherein the treatment comprises
administering from 55mg to 65mg, optionally 60mg, of the oligomeric compound to the human during

the dosing period.

The oligomeric compound for use according to any of claims 1-47, wherein: (i) the treatment
comprises administering not more than 60mg of the oligomeric compound to the human during the

dosing period; and (i1) the dosing period is one month.

The oligomeric compound for use according to claim 60, wherein (i) the treatment comprises
administering not more than 60mg of the oligomeric compound to the human during the dosing period;
(i1) the dosing period is one month; and (iii) the treatment comprises administering not more than one

unit dose to the human during the dosing period.

The oligomeric compound according to claim 60 or claim 61, wherein the treatment comprises
administering from 55mg to 65mg, optionally 60 mg, of the oligomeric compound to the human during

the dosing period.

The oligomeric compound according to claim 61 or claim 62, wherein the treatment comprises

administering 60 mg, of the oligomeric compound to the human during the dosing period.

The oligomeric compound according to claim 61 or claim 62, wherein the treatment comprises

administering 40 mg, of the oligomeric compound to the human during the dosing period.
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The oligomeric compound according to claim 61 or claim 62, wherein the treatment comprises

administering 20 mg, of the oligomeric compound to the human during the dosing period.

The oligomeric compound for use according to any of claims 1-47, wherein: (i) the treatment
comprises administering not more than 50mg of the oligomeric compound to the human during the

dosing period; and (i1) the dosing period is one week.

The oligomeric compound for use according to claim 66, wherein (i) the treatment comprises
administering not more than 50mg of the oligomeric compound to the human during the dosing period;
(i1) the dosing period is one week; and (ii1) the treatment comprises administering not more than one

unit dose to the human during the dosing period.

The oligomeric compound according to claim 66 or claim 67, wherein the treatment comprises
administering from 35mg to 45mg, optionally 40mg, of the oligomeric compound to the human during

the dosing period.

The oligomeric compound according to claim 66 or claim 67, wherein the treatment comprises
administering from 25mg to 35mg, optionally 30mg, of the oligomeric compound to the human during

the dosing period.

The oligomeric compound according to claim 66 or claim 67, wherein the treatment comprises
administering from 15mg to 25 mg, optionally 20mg, of the oligomeric compound to the human during

the dosing period.

The oligomeric compound according to claim 66 or claim 67, wherein the treatment comprises
administering from Smg to 15mg, optionally 10mg, of the oligomeric compound to the human during

the dosing period.

The oligomeric compound according to claim 66 or claim 67, wherein the treatment comprises
administering from 1mg to 10mg, optionally Smg, of the oligomeric compound to the human during

the dosing period.

The oligomeric compound for use according to any of claims 1-47, wherein: (i) the treatment
comprises administering not more than 80 mg of the oligomeric compound to the human during the

dosing period; and (i1) the dosing period is four weeks.
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The oligomeric compound for use according to claim 73, wherein (i) the treatment comprises
administering not more than 80mg of the oligomeric compound to the human during the dosing period;
(i1) the dosing period is four weeks; and (iii) the treatment comprises administering not more than one

unit dose to the human during the dosing period.

The oligomeric compound for use according to claim 73, wherein (i) the treatment comprises
administering not more than 60mg of the oligomeric compound to the human during the dosing period;
(i1) the dosing period is four weeks; and (iii) the treatment comprises administering not more than one

unit dose to the human during the dosing period.

The compound according to claim 73 to 75, wherein the treatment comprises administering 35mg to

45mg, optionally 40mg, of the oligomeric compound to the human during the dosing period.

The compound according to claim 73 to 75, wherein the treatment comprises administering 25mg to

35mg, optionally 30mg, of the oligomeric compound to the human during the dosing period.

The compound according to claim 73 to 75, wherein the treatment comprises administering 15mg to 25

mg, optionally 20mg, of the oligomeric compound to the human during the dosing period.

The oligomeric compound for use according to any of claims 1-47, wherein: (i) the treatment
comprises administering not more than 250mg of the oligomeric compound to the human during the

dosing period; and (i1) the dosing period is four weeks.

The oligomeric compound for use according to claim 79, wherein the treatment comprises

administering 40 mg of the oligomeric compound six times during the dosing period.

The oligomeric compound for use according to claim 79, wherein the treatment comprises

administering 40 mg of the oligomeric compound four times during the dosing period.

The oligomeric compound for use according to claim 79 or claim 80, wherein (i) the treatment
comprises administering 40 mg of the oligomeric compound six times during the dosing period, and

(i1) once per week thereafter.

The oligomeric compound for use according to claim 79 or claim 80, wherein (i) the treatment
comprises administering 40 mg of the oligomeric compound four times during the dosing period, and

(i1) once per week thereafter.
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The oligomeric compound for use according to claim 79, wherein the treatment comprises

administering 30 mg of the oligomeric compound six times during the dosing period.

The oligomeric compound for use according to claim 79, wherein the treatment comprises

administering 30 mg of the oligomeric compound four times during the dosing period.

The oligomeric compound for use according to claim 79, wherein (i) the treatment comprises
administering 30 mg of the oligomeric compound six times during the dosing period, and (ii) once per

week thereafter.

The oligomeric compound for use according to claim 79, wherein (i) the treatment comprises
administering 30 mg of the oligomeric compound four times during the dosing period, and (i) once per

week thereafter.

The oligomeric compound for use according to claim 79, wherein the treatment comprises

administering 20 mg of the oligomeric compound six times during the dosing period.

The oligomeric compound for use according to claim 79, wherein the treatment comprises

administering 20 mg of the oligomeric compound four times during the dosing period.

The oligomeric compound for use according to claim 79, wherein (i) the treatment comprises
administering 20 mg of the oligomeric compound six times during the dosing period, and (ii) once per

week thereafter.

The oligomeric compound for use according to claim 79 or claim 89, wherein (i) the treatment
comprises administering 20 mg of the oligomeric compound four times during the dosing period, and

(i1) once per week thereafter.

The oligomeric compound for use according to claim 79, wherein the treatment comprises

administering 10 mg of the oligomeric compound four times during the dosing period.

The oligomeric compound for use according to claim 79 or claim 92, wherein (i) the treatment
comprises administering 10 mg of the oligomeric compound four times during the dosing period, and

(i1) once per week thereafter.

The oligomeric compound for use according to claim 79, wherein the treatment comprises

administering 5 mg of the oligomeric compound four times during the dosing period.
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The oligomeric compound for use according to claim 79 or claim 94, wherein (i) the treatment
comprises administering 5 mg of the oligomeric compound four times during the dosing period, and

(i1) once per week thereafter.

The oligomeric compound for use according to any of claims 1-95, wherein the human is at enhanced

risk for cardiovascular events due to chronically elevated plasma Lp(a) levels.

The oligomeric compound for use according to any of claims 1-95, wherein the disease or condition is
selected from calcific aortic valve stenosis with elevated Lp(a), elevated cardiovascular risk with
elevated Lp(a), recurrent cardiovascular events with elevated Lp(a), or one or more symptoms of a

cardiovascular disease or disorder associated with elevated Lp(a).

The oligomeric compound for use according to any preceding claim, wherein the oligomeric compound

is administered to the human by injection.

The oligomeric compound for use according to claim 98, wherein the oligomeric compound is

administered to the human by subcutaneous injection.

The oligomeric compound for use according to claim 98 or claim 99, wherein the oligomeric
compound is formulated in a sterile liquid and optionally wherein each unit dose of the oligomeric

compound is not more than 1 mL of the sterile liquid.

The oligomeric compound for use according to claim 100, wherein each unit dose of the oligomeric

compound is not more than 0.8 mL of the sterile liquid.

The oligomeric compound for use according to claim 100, wherein each unit dose of the oligomeric

compound is not more than 0.5 mL of the sterile liquid.

The oligomeric compound for use according to claim 100, wherein each unit dose of the oligomeric

compound is not more than 0.4 mL of the sterile liquid.

The oligomeric compound for use according to claim 100, wherein each unit dose of the oligomeric

compound is not more than 0.25 mL of the sterile liquid.
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The oligomeric compound for use according to claim 100, wherein each unit dose of the oligomeric

compound is not more than 0.2 mL of the sterile liquid.

The oligomeric compound for use according to any of claims 100 to 105, wherein the sterile liquid is

water.

The oligomeric compound for use according to any of claims 100 to 105, wherein the sterile liquid is

water with a sodium phosphate buffer.

The oligomeric compound for use according to any of claims 100 to 105, wherein the sterile liquid is

water with a sodium phosphate buffer and sodium chloride.

The oligomeric compound for use according to any preceding claim, wherein the treatment reduces the
fasting plasma Lp(a) concentration in the human by at least 50%, when the fasting plasma Lp(a)

concentration in the human is measured at the start and end of the dosing period.

The oligomeric compound for use according to any preceding claim, wherein the treatment reduces the
fasting plasma Lp(a) concentration in the human by at least 75%, when the fasting plasma Lp(a)

concentration in the human is measured at the start and end of the dosing period

The oligomeric compound for use according to any preceding claim, wherein the treatment reduces the
fasting plasma Lp(a) concentration in the human by at least 80%, when the fasting plasma Lp(a)

concentration in the human is measured at the start and end of the dosing period.

The oligomeric compound for use according to any preceding claim, wherein the treatment reduces the
fasting plasma Lp(a) concentration in the human by at least 85%, when the fasting plasma Lp(a)

concentration in the human is measured at the start and end of the dosing period.

A pharmaceutical composition comprising an oligomeric compound and one or more pharmaceutically
acceptable carriers or diluents, wherein the oligomeric compound is ISIS 681257, and wherein the

pharmaceutical composition contains not more than 125mg of the oligomeric compound.

The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not

more than 100mg of the oligomeric compound.

The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not
more than 75mg of the oligomeric compound.
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The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not

more than 60mg of the oligomeric compound.

The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not

more than 50mg of the oligomeric compound.

The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not

more than 40mg of the oligomeric compound.

The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not

more than 30mg of the oligomeric compound.

The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not

more than 25mg of the oligomeric compound.

The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not

more than 20mg of the oligomeric compound.

The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not

more than 15mg of the oligomeric compound.

The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not

more than 10mg of the oligomeric compound.

The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not

more than Smg of the oligomeric compound.

The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not

less than 1mg of the oligomeric compound.

The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not

less than 2.5mg of the oligomeric compound.

The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not
less than Smg of the oligomeric compound.
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The pharmaceutical composition of claim 113, wherein the pharmaceutical composition contains not

less than 10mg of the oligomeric compound.

The pharmaceutical composition according to claim 113, wherein the composition comprises from

75mg to 85 mg, and optionally 80mg, of the oligomeric compound.

The pharmaceutical composition according to claim 113, wherein the composition comprises from

55mg to 65 mg, and optionally 60mg, of the oligomeric compound.

The pharmaceutical composition according to claim 113, wherein the composition comprises from

35mg to 45mg, and optionally 40mg, of the oligomeric compound.

The pharmaceutical composition according to claim 113, wherein the composition comprises from

25mg to 35mg, and optionally 30mg, of the oligomeric compound.

The pharmaceutical composition according to claim 113, wherein the composition comprises from

15mg to 25 mg, and optionally 20mg, of the oligomeric compound.

The pharmaceutical composition according to claim 113, wherein the composition comprises from

Smg to 15mg, and optionally 10mg, of the oligomeric compound.

The pharmaceutical composition according to any of claims 113-134, wherein the composition is

formulated for administration to a human by injection.

The pharmaceutical composition according to claim 135, wherein the oligomeric compound is

formulated in a sterile liquid and optionally the composition is not more than 1 mL of the sterile liquid.

The pharmaceutical composition according to claim 135, wherein the pharmaceutical composition is

not more than 0.8 mL of the sterile liquid.

The pharmaceutical composition according to claim 135, wherein the pharmaceutical composition is

not more than 0.5 mL of the sterile liquid.

The pharmaceutical composition according to claim 135, wherein the pharmaceutical composition is

not more than 0.4 mL of the sterile liquid.
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140. The pharmaceutical composition according to claim 135, wherein the pharmaceutical composition is

not more than 0.25 mL of the sterile liquid.

141. The pharmaceutical composition according to claim 135, wherein the pharmaceutical composition is

not more than 0.2 mL of the sterile liquid.

142. The pharmaceutical composition according to any of claims 135 to 141, wherein the sterile liquid is

water.

143. The pharmaceutical composition according to any of claims 135 to 141, wherein the sterile liquid is

water with a sodium phosphate buffer.

144. The pharmaceutical composition according to any of claims 135 to 141, wherein the sterile liquid is

water with a sodium phosphate buffer and sodium chloride.

145. The pharmaceutical composition according to any of claims 113-144, wherein administering the
composition to a human reduces the fasting plasma Lp(a) concentration in the human by at least 50%,
when the fasting plasma Lp(a) concentration in the human is measured at the start and end of the

dosing period.

146. The pharmaceutical composition according to any of claims 113-144, wherein administering the
composition to a human reduces the fasting plasma Lp(a) concentration in the human by at least 75%,
when the fasting plasma Lp(a) concentration in the human is measured at the start and end of the

dosing period

147. The pharmaceutical composition according to any of claims 113-144, wherein administering the
composition to a human reduces the fasting plasma Lp(a) concentration in the human by at least 80%,
when the fasting plasma Lp(a) concentration in the human is measured at the start and end of the

dosing period.

148. The pharmaceutical composition according to any of claims 113-144, wherein administering the
composition to a human reduces the fasting plasma Lp(a) concentration in the human by at least 85%,
when the fasting plasma Lp(a) concentration in the human is measured at the start and end of the

dosing period.
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A method for producing the pharmaceutical composition according to any of claims 113-148, wherein
the method comprises combining not more than 125mg of the oligomeric compound with one or more

pharmaceutically acceptable diluents, excipients or carriers.

A packaged pharmaceutical product comprising: (a) multiple unit dosage forms each comprising a
pharmaceutical composition according to any of claims 113-148; and (b) printed instructions
describing the administration of the unit dosage forms for a treatment as set forth in any of claims 1-

112.

A sterile sealed container which contains a pharmaceutical composition according to any one of claims

113-148.

The sterile container according to claim 151, wherein the container is a vial.

The sterile container according to claim 151, wherein the container is a syringe.

A packaged pharmaceutical product comprising: (a) multiple unit dosage forms each comprising a
sealed sterile container according to any of claims 151-153; and (b) printed instructions describing the

administration of the unit dosage forms for a treatment as set forth in any of claims 1-112.

A method of treating a disease or condition in a human, comprising administering not more than
500mg of an oligomeric compound to the human during a dosing period, wherein the oligomeric

compound is ISIS 681257,

The method of claim 114, wherein the method comprises a treatment as set forth in any of claims 1-

112.

Use of ISIS 681257 in the manufacture of a pharmaceutical composition according to any of claims
113-148, a packaged pharmaceutical composition according to claim 150 or 154, or a sterile sealed

container according to any of claims 151-153.

Dated this 31 day of May 2018

(R R Nair)
Reg. No.: IN/PA - 121
Of De Penning & De Penning

Agent for the Applicants
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