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What.is-claimed-is-

1. Use of a composition comprising nanoparticles comprising paclitaxel and an albumin in t éf
manufacture of a medicament for treating NSCLC in an individual; wherein the medicament ig to
be administered with an effective amount of a platinum-based agent, wherein the treatm@ni‘ is to
be based upon the NSCLC having one or more characteristics selected from the" group
consisting of (i} squamous cellular carcinoma, (if) differential ievels of caveolin-1 (CAV1) (i)
differential - levels of SPARC, (iv) differential levels of hypoxia markers, (v) differential levels of
tumor acidity, (vi) differential levels of gp60, (vii) differential levels of thymidylate synthase (TS),
(vili) differential levels of S phase kinase-associated protein (Skp2), (ix) d:fferential loss of
heterozygosity (LOH) of singlenucleotide polymorphism (SNP), (x) differential Kras mutations,
(xi) differential methylation of promoter region of tumor-related genes, and (xit) differential

albumin uptake. f,«‘

2. The use of claim 1, wherein the individual for treatment is to, be selected based on a
characteristics selected from the group consisting of (i) squamous Cellu!ar carcinoma, {ii)

differential levels of caveolin-1 (CAV1), (iii) differential levels of SP/ARC {iv} differential levels of
hypoxia markers, (v} differential levels of tumor acidity, (vi) }arfferentlal levels of gpB0, (vii)
differential levels of thymidylate synthase (T8), (viii} differgntial levels of S phase kinase-
associated protein (Skp2), (ix) differential loss of hetero {;fgosr{y (LOH} of single-nucieotide
polymorphism (SNP), (x} differential Kras mutations, (xi) differential methylation of promoter

region of tumor-related genes, andg (xii) differeniial aibumfn uptake.

3. The use of claim 1 or claim 2, wherein the treat?nent is to be based on the NSCLC belng
squamous celfular carcinoma. £
4. The use of any one of claims 1-3, wherein th’g treatment is to be based on the NSCLC having
a differential level of hypoxia. f

5. The use of claim 4, wherein the dsﬁergntxal tevel of hypoxia is a differential level of carbonic
anhydrase-9 (CA-9) or a differential Ee\fel of LDH (e.g., LDH-5).

6. The use of any one of claims 1 5 wherein the treatment is based on the differential level of
tumaor acidity. ,ﬁ‘

/

7. The use of claim 6, wherein the differential level of tumor acidity is based on a differential
level of HIF-1qa, a diffzrﬁm%iat level of HIF-2q, or a differential level of differentiated embryo-
chrondrocyte expressed‘gene 1 (DEC-1).
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8. The use of any o;:ae of claims 1-7, wherein the effective amount of the composmon comprising
nanopartlcles compnsmg paclitaxel and albumin is between about 50 mg/m and about 125
mg/mZ,

rd

f
9. The use’ of any one of claims 1-8, wherein the composition comprising nanoparticles
compnsang paclitaxel and albumin is to be administered weekly.

10. Tg'f use of any one of claims 1-9, wherein the effective amount of the platinum-based agent
is be een about AUC=2 and about AUC=6,

1/1 The use of any one of claims 1-10, wherein the platinum-based agent is to be administered
once every three weeks.
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12. The use of any one .of claims.1-11,. wherein. the. effective. amount of the composition..
comprising nanoparticles comprising paciitaxel and albumin is 100 mg/m? to be administered\\,,ﬁ"l
weekly and the effective amount of the platinum-based agent is AUC=6, to be administered
ance every three weeks. /

13. The use of any one of claims 1-12, wherein the composition comprising nanop‘értic!es
comprising paciitaxel and albumin and the platinum-based agent are to be administered
parenterally. :

14, The use of any one of claims 1-12, wherein the composition comprising"’j: nanoparticles
comprising paciitaxel and albumin and the platinum-based agent are to/be administered
intravenously. a

&

15. The use of any one of claims 1-14, wherein the platinum-based ag%m is carboplatin.

16. The use of any one of claims 1-15, wherein the m@dicament»“’ig fo be administered with

i
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thoracic radiation.

17. The use of claim 16, wherein the effective amount/of the composition comprising
nanoparticles comprising paclitaxel and albumin is betweenabout 20 mg/m? to about 60 mg/m?
to be administered weekly, the effective amount of a p}a‘ﬁnumubased agent is belween about
AUC=2 to about AUC=6 to be administered weekly, and'the thoracic radiation is between about
25 to about 40 fractions by either 3D conformal or interisity-modulated technigues concurrently.

18. A method of assessing whether an indivigial with NSCLC will respond to treatment
comprising assessing, from a sample derived frgm the individual, one or more characteristics of
the NSCLC selected from the group con;‘sting of (a) squamous celiular carcinoma, (b)
differential levels of caveolin-1 (CAV1), (c) differential levels of SPARC, (d) differential levels of
hypoxia markers, (g) differential ievets{;éf tumor acidity, (f) differential levels of gp60, (g)
differential levels of thymidylate synthase (TS), (h) differential levels of S phase kinase-
associated protein (Skp2), (i} differgntial loss of heterozygosity (LOH} of single-nucleotide
polymorphism (SNP), j) differential’ Kras mutations, (k) differential methylation of promoter
region of tumor-related genes, and (1) differential albumin uptake, wherein one or more of the
characteristics of the NSCLC indicates the individual will be responsive to the treatment and the
treatment comprises i) an effective amount of a composition comprising nanoparticles
comprising paclitaxel and ap’ albumin and ii) an effective amount of a platinum-based agent.

Vi
19. A method of identifying an individual with NSCLC likely to respond to treatment comprising
a) a composition comiprising nanoparticles comprising paclitaxel and an albumin and b} a
platinum-based aggrﬁ comprising: (A) assessing, from a sample derived from the individual, one
or more characteristics of NSCLC selected from the group consisting of (i} squamous cellular
carcinoma, (i) differential levels of caveolin-1 (CAV1), (iii} differential levels of SPARC, (iv}
differential leyéls of hypoxia markers, (v} differential levels of tumor acidity, (vi) differential levels
of gp6o, (vjif)‘(differentiai levels of thymidylate synthase (TS), (viii) differential levels of S phase
kfnase-a%bciated protein {Skp2), (ix) differential loss of heterozygosity (LOH) of single-
nucleotide polymorphism (SNP), (x) differential Kras mutations, (xi) differential methylation of
promoter region of tumor-related genes, and (xii) differential albumin uptake; and (B) identifying
the_:f;ifi{}dividual having one or more characteristics of NSCLC selected from the group consisting
of{i) squamous cellular carcinoma, (i) differential levels of caveolin-1 (CA V1), (iii) differential
levels of SPARC, (iv) differential levels of hypoxia markers, (v) differential levels of tumor
Jacidity, (vi) differential levels of gp60, (vii) differential levels of thymidylate synthase (TS), (viii)
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differential-levels-—ef-S--phase--kinase-assoeciated-~ pr@t@mm(‘%pﬂm(m)m@!aﬁ@r@;@i&alwE@ssm@f-w
heterozygosity {LOH) of single-nucleotide polymorphism (SNP), (x) differential Kras mutatlons’
(xi) differential methylation of promoter region of tumor-related genes, and (xii) diﬁerentaai
albumin uptake.

20. The method of claim 18 or 19, wherein the treatment is based on the NSC{C being
squamous cellular carcinoma.
).

‘,

21. Use of a composition comprising nanoparticle comprising paclitaxel and an “albumin in the
manufacture of a medicament for treating NSCLC in an individual; wherein the” medicament is to
be administered with an effective amount of a platinum-based agent, whéreln the NSCLC is
squamous cellular carcinoma. //
A

22. The use of claim 21, whersin an effective amount of the’ composition comprising
nanoparticles comprising paclitaxel and albumin is 100 mg/m? to be, Administered weekly and an
effective amount of the platinum-based agent is AUC=6. x,f-f

a{(”
23. The use of claim 21 or claim 22, wherein the comgosmon comprising nanopariicles
comprising paclitaxel and atbumin is to be administered weekiy and the platinum-based agent is
to be administered once every three weeks. A

24. The use of any one of claims 21-23, wherein the composition comprising nanoparticles
comprising paclitaxel and albumin and the platanum -based agent are to be administered
intravenously. ya

25. The use of any one of claims 21-24, whe}gviﬁ/the NSCLC is advanced NSCLC,
26. The use of any one of claims 21-25, w/kférein the freatment is {0 be used as first-line therapy.
27. The use of any one of claims 21-%6/wherein the platinum based agent is carboplatin.

28. The use of any one of Cla:ms 1-17 and 21-27, wherein paclitaxel in the nanoparticles is
coated with albumin. f/

29. The use of any one of?i_a{ns 1-17 and 21-28, wherein the albumin is human albumin.
30. The use of any onepf claims 1-17 and 21-28, wherein the albumin is human serum albumin.

31. The use of any ghe of claims 1-17 and 21-30, wherein the nanoparticles in the composition
have an average d,iémeter of no greater than about 200 nm.

32. The use of any one of claims 1-17 and 21-31, wherein the NSCLC is Stage llIB NSCLC or
Stage IV NSCLC

33. The vse of any one of claims 1-17 and 21-32, wherein the individual is human.

f

34. The method of any one of claims 18-20, wherein paclitaxel in the nanoparticles is coated
wsth albumin.

35 The method of any one of claims 18-20 and 34, wherein the albumin is human albumin.
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36T he-method.-of-any-one-.of-claims-18-20-and-34.wherein-the-albumin-is-human-serum-
albumin.

37. The method of any one of claims 18-20 and 34-36, wherein the nanoparticles in the
composition have an average diameter of no greater than about 200 nm. /

38. The method of any one of claims 18-20 and 34-37, wherein the NSCLC is Stag‘é B NSCLC
or Stage IV NSCLC,

39. The method of any one of claims 18-20 and 34-38, wherein the individua s human.
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What is claimed is:

1. Use of a composition comprising nanoparticles comprising paclitaxel and an albumin in the
manufacture of a medicament for treating NSCLC in an individual, wherein the
medicament 1s to be administered with an effective amount of a platinum-based agent,

wherein the treatment is to be based upon the NSCLC being squamous cellular carcinoma;

2. The use of claim I, wherein the individual for treatment is to be selected based on the

individual having squamous cellular carcinoma.

3. The use of claim 1 or 2, wherein the treatment is further based on the NSCLC having a high
level of caveolin-1 (CAV-1).

4. The use of any one of claims 1-3, wherein the effective amount of the composition
comprising nanoparticles comprising paclitaxel and albumin is between about 50 mg/m2

and about 125 mg/m*.

5. The use of any one of claims 1-4, wherein the composition comprising nanoparticles

comprising paclitaxel and albumin is to be administered weekly.

6. The use of any one of claims 1-5, wherein the effective amount of the platinum-based agent

-18 between about AUC=2 and about AUC=6.

7. The use of any one of claims 1-6, wherein the platinum-based agent s to be administered

once every three weeks.

8. The use of any one of claims 1-7, wherein the effective amount of the composition
comprising nanoparticles comprising paclitaxel and albumin is 100 mg/m’, to be
administered weekly and the effective amount of the platinum-based agent is AUC=6, to be

administered once every three weeks.
9.  The use of any one of claims 1-8, wherein the composition comprising nanoparticles

comprising paclitaxel and albumin and the platinum-based agent are to be administered

parenterally.
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10.

11.

12.

13.

14.

I5.

16.

i7.

i8.

The use of any one of claims 1-8, wherein the composition comprising nanoparticles
comprising paclitaxel and albumin and the platinum-based agent are to be administered

intravenously.

The use of any one of claims 1-10, wherein the platinum-based agent is carboplatin.

The vse of any one of claims 1-11, wherein the medicament is to be administered with

thoracic radiation.

A method of assessing whether an individual with NSCLC will respond to treatment
comprising assessing, from a sample derived from the individual, for squamous cellular
carcinoma, wherein squamous NSCLC indicates the individual will be responsive to the
treatment and the treatment comprises 1) an effective amount of a composition comprising
nanoparticles comprising paclitaxel and an albumin and ii) an effective amount of a

platinum-based agent.

A method of identifying an individual with NSCLC likely to respond to treatment
comprising a) a composition comprising nanoparticles comprising paclitaxel and an
albumin and b) a platinum-based agent comprising: (A} assessing, from a sample derived
from the individual, for squamous cellular carcinoma; and (B) identifying the individual

having squamous cellular carcinoma.

The use of claim 1, wherein an effective amount of the composition comprising
nanoparticles comprising paclitaxel and albumin is 100 mg/m® to be administered weekly

and an effective amount of the platinum-based agent is AUC=6.

The use of claim 1 or claim 15, wherein the composition comprising nanoparticles
comprising paclitaxel and albumin is to be administered weekly and the platinum-based

agent is to be administered once every three weeks.

The use of any one of claims 1, 15, or 16, wherein the composition comprising
nanoparticles comprising paclitaxel and albumin and the platinum-based agent are to be

administered imtravenously.

The use of any one of claims 1 or 15-17, wherein the NSCLC is advanced NSCLC.,
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19.

20.

21.

22,

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

The use of any one of claims 1 or 15-18, wherein the treatment is to be used as first-line

therapy.

The use of any one of claims 1 or 15-19, wherein the platinum based agent is carboplatin.

The use of any one of claims 1-12 and 15-20, wherein paclitaxe] in the nanoparticles is

coated with albumin.

The use of any one of claims 1-12 and 15-21, wherein the albumin is human albumin.

The use of any one of claims 1-12 and 15-21, wherein the albumin is human serum

albumin.

The use of any one of claims 1-12 and 15-23, wherein the nanoparticles in the composition

have an average diameter of no greater than about 200 nm.

The use of any one of claims 1-12 and 15-24, wherein the NSCLC is Stage IHB NSCLC or
Stage IV NSCLC.

The use of any one of claims 1-12 and 15-25, wherein the mndividual is human.

The method of any one of claims 13-14, wherein paclitaxel in the nanoparticles 1s coated

with albumin.

The method of any one of claims 13-14 and 27, wherein the albumin is human albumin.

The method of any one of claims 13-14 and 27, wherein the albumin is human serum

albumin.

The method of any one of claims 13-14 and 27-29, wherein the nanoparticles in the
composition have an average diameter of no greater than about 200 nm.

The method of any one of claims 13-14 and 27-30, wherein the NSCLC is Stage 11IB
NSCLC or Stage IV NSCLC.

The method of any one of claims 13-14 and 27-31, wherein the individual is human.

98



