pancreatic neuroendocrine tumors, advanced reflaaceinoma, and subependymal giant cell
astrocytoma (SEGA) associated with Tuberous Sakerdbe mode of action of sirolimus is to
bind the cytosolic protein FK-binding protein 1X@P12), and the sirolimus-FKBP12 complex
in turn inhibits the mTOR pathway by directly bindito the mTOR Complex 1 (nTORC1).

[0005] Albumin-based nanoparticle compositions have bemeldped as a drug delivery
system for delivering substantially water insoluthtags.See, for example, U. S. Pat.
Nos.5,916,596; 6,506,405; 6,749,868, and 6,537,5820,788, and 7,923,536. Abraxane®, an
albumin stabilized nanoparticle formulation of p@clel, was approved in the United States in
2005 and subsequently in various other countrietréating metastatic breast cancer. It was
recently approved for treating non-small cell lwagncer in the United States, and has also
shown therapeutic efficacy in various clinical Isiéor treating difficult-to-treat cancers such as
bladder cancer and melanoma. Albumin derived framdmn blood has been used for the
manufacture of Abraxane® as well as various othmrmin-based nanoparticle compositions.
[0006] The disclosures of all publications, patents, paa@plications and published patent

applications referred to herein are hereby incataar herein by reference in their entirety.
SUMMARY
[00064] In a first aspect, there is provided use of aaaive amount of a composition

comprising nanoparticles comprising an mTOR inlbib&nd an albumin in the manufacture of a
medicament for treating a hematological malignanan individual, wherein said medicament
is to be administered to an individual in combioatwith an effective amount of an
immunomodulator.

[0007] The present disclosure provides methods of treaingmatological malignancy (such
as lymphoma, leukemia, and myeloma) in an indiide@mprising administering to the
individual a) an effective amount of a compositammprising nanoparticles comprising an
MTOR inhibitor (such as a limus drugyg., sirolimus or a derivative thereof) and an albumin
and b) an effective amount of a second therapageat. In some embodiments, the mTOR
inhibitor nanoparticle composition (such as siralgfalbumin nanoparticle composition) and the
second therapeutic agent act synergistically toihbell proliferation. In some embodiments,
the mTOR inhibitor is a limus drug. In some embaelnts, the mTOR inhibitor is sirolimus or a
derivative thereof. In some embodiments, the mT@bitor is sirolimus. In some
embodiments, the albumin is human albumin (sudiuasan serum albumin). In some
embodiments, the nanoparticles comprise sirolimmesderivative thereof associatexly,

coated) with albumin. In some embodiments, the partizles comprise sirolimus or a
derivative thereof coated with albumin. In some editments, the average particle size of the
nanoparticles in the mTOR inhibitor nanoparticlenposition (such as sirolimus/albumin

nanoparticle composition) is no greater than alié0tnm (such as no greater than about 120

2



CLAIMS
What is claimed is:

1.

10.

11.

12.

13.

Use of an effective amount of a composition cosnpg nanoparticles comprising an
MTOR inhibitor and an albumin in the manufactur@ ahedicament for treating a
hematological malignancy in an individual, whersaid medicament is to be
administered to an individual in combination witheffective amount of an
immunomodulator.

The use of claim 1, wherein the hematologicdignancy is multiple myeloma, mantle
cell lymphoma, T cell lymphoma, chronic myeloid kemia, or acute myeloid
leukemia.

The use of claim 1 or claim 2, wherein the heogical malignancy is relapsed or
refractory to a standard therapy for the hematckdgnalignancy.

The use of any one of claims 1-3, wherein thewarmof the mTOR inhibitor in the
mTOR inhibitor nanoparticle composition is from m@/nf to 150 mg/r.

The use of any one of claims 1-4, wherein th&RTinhibitor nanoparticle composition
is to be administered weekly or 3 out of every £kge

The use of any one of claims 1-5, wherein thé®RTinhibitor nanoparticle composition
and the immunomodulator are to be administeredesgglly or simultaneously to the
individual.

The use of any one of claims 1-6, wherein tA®©R inhibitor is a limus drug.

The use of claim 7, wherein the limus drugislsnus.

The use of any one of claims 1-8, wherein thexraye diameter of the nanoparticles in
the composition is no greater than 150 nm.

The use of any one of claims 1-9, wherein thaght ratio of the albumin to the mTOR
inhibitor in the nanoparticle composition is noajes than 9:1.

The use of any one of claims 1-10, whereim#mgoparticles comprise the mTOR
inhibitor coated with the albumin.

The use of any one of claims 1-11, whereimtA®©R inhibitor nanoparticle
composition is to be administered intravenously.

The use of any one of claims 1-12, whereinnbeszidual is human.
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14.

15.
16.

17.
18.

The use of any one of claims 1-13, whereinnbea/idual is selected for treatment based
on the presence of at least one mTOR-activating atioen.

The use of any one of claims 1-14, whereirirtraunomodulator is an IMil¥s

The use of any one of claims 1-14, whereinirtiraunomodulator is an immune
checkpoint inhibitor.

The use of any one of claims 1-14, whereinrtiraunomodulator is pomalidomide.

The use of any one of claims 1-14, whereinrmimraunomodulator is lenalidomide.
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