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AMENDED CLAIMS
received by the International Bureau on 27 October 2017 (27.10.2017)

What 1s claimed 1s:

1. Tamibarotene for use in treating cancer in a subject, wherein the subject has a cancer that
has been determined to have an IRF'8 enhancer strength equal to or above a pre-determined /RFS
enhancer strength threshold or an IRF8 mRNA level equal to or above a pre-determined IRF8
mRNA threshold, or a combination thereof.

2. The tamibarotene for use of claim 1, wherein the subject has a cancer that has also been
determined to have a RARA enhancer strength equal to or above a pre-determined RARA
enhancer strength threshold, a RARA mRNA level equal to or above a pre-determined RARA
mRNA threshold, or a combination thereof.

3. The tamibarotene for use of claim 1 or 2, wherein the subject has been selected by:
a. assaying a sample from the subject’s cancer;
b. determining the strength of an /RF"8 enhancer or the level of IRF8 mRNA, or a
combination thereof, in the sample; and
C. selecting the subject if the IRF'8 enhancer strength is equal to or above a pre-
determined /RF'S8 enhancer strength threshold, or the IRF8 mRNA level is equal to or

above a pre-determined IRF8 mRNA threshold, or a combination thereof.

4. The tamibarotene for use of claim 3, wherein the method by which the subject has been
selected additionally comprises:
determining the strength of a RARA enhancer or a level of RARA mRNA, or a
combination thereof, in the sample; and
selecting the subject if the RARA enhancer strength is equal to or above a pre-determined
RARA enhancer strength threshold, or the RARA mRNA level is equal to or above a pre-
determined RARA mRNA level threshold, or a combination thereof.

5. The tamibarotene for use of any one of claims 1-4, wherein the subject has non-APL

AML or MDS.
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6. The tamibarotene for use of claim 5, wherein the cancer sample is a PBMC or an

enriched PBMC sample.

7. The tamibarotene for use of any one of claims 1-6, wherein the pre-determined IRF8

mRNA level threshold is a cutoff value.

8. The tamibarotene for use of claim 7, wherein the cutoff value is based on a pre-

determined prevalence cutoff.

9. The tamibarotene for use of claim 8, wherein the pre-determined prevalence cutoff is
between 20% and 45%.
10. The tamibarotene for use of any one of claims 2-9, wherein the pre-determined RARA

mRNA level threshold is a cutoff value.

11. The tamibarotene for use of claim 10, wherein the cutoff value is set at a value that is
equal to or up to 5% above the RARA mRNA level in the lowest responder in a population of

test samples.

12. The tamibarotene for use of any one of claims 7-11, wherein one or both of the IRF8
mRNA level and the RARA mRNA level is determined using fluorescent hybridization, PCR,
gPCR, qRT-PCR, RNA sequencing, RNA hybridization and signal amplification or northern
blot.

13. The tamibarotene for use of claim 12, wherein one or both of the IRF8 mRNA level and
the RARA mRNA level is determined using qPCR.
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