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Claims
1. AnUse of an interleukin 15 (IL-15)/interleukin-15 receptor alpha (IL-15Ra) complex foruse

in the manufacture of a medicament for the treatment of squamous cell carcinoma in a human

patient, wherein the patient is resistant or refractory to at least one immune checkpoint

inhibitor treatment.

Fhe H15AE15Recomplexfor-theuseUse of the 11.-15/IL.-15Ra complex of claim 1,

whereas the squamous cell carcinoma is selected from the group consisting of skin squamous

cell carcinoma, non-small-cell lung carcinoma (NSCLC), especially squamous-cell

carcinoma of the lung (SCC), squamous cell thyroid carcinoma, head and neck squamous cell

carcinoma (HNSCC), oral squamous cell carcinoma, oropharyngeal squamous cell
carcinoma, and laryngeal squamous cell carcinoma, esophageal squamous cell carcinoma,
esophageal and gastro-esophageal junction cancer squamous cell carcinoma, vaginal
squamous-cell carcinoma, penile squamous cell carcinoma, anal squamous cell carcinoma,
prostate squamous cell carcinoma, and bladder squamous cell carcinoma, especially skin

squamous cell carcinoma.

Fhe 154 5Racomplexfor-theuseUse of the IL.-15/IL-15Ra complex of claim 1 or
claim 2, wherein the IL-15/IL-15Ra complex is not admintsteredto be administered in

combination with an immune checkpoint inhibitor.

Fhe H5AE15Recomplex—for-theuseUse of the 11.-15/IL.-15Ra complex of claim 1 or
claim 2, wherein the IL-15/IL-15Ra complex is not admintsteredto be administered in

combination with a PD-1 antagonist.

Fhe HI5AE15Re-complexfor-theuseUse of the 11.-15/IL.-15Ra complex of claim 1,
wherein the IL-15/IL-15Ra complex is not administeredto be administered in combination

with the immune checkpoint inhibitor the patient is refractory or resistant to, preferably
wherein the immune checkpoint inhibitor the patient is refractory or resistant to and that is
not administeredto be administered in combination is a PD-1 antagonist.
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Fhe H15AE15Recomplex—for-theuseUse of the 11.-15/IL.-15Ra complex of claim 1 or
claim 2, wherein the IL-15/IL-15Ra complex is administeredto be administered in

combination with an immune checkpoint inhibitor.

Fhe 1541 5RacomplextortheuseUse of the IL-15/IL-15Ra complex of any one of
claims 1-, 2 and 6, wherein the IL-15/IL-15Ra complex is administeredto be administered in

combination with a PD-1 antagonist.

Fhe H15AL5RecomplexfortheuseUse of the I1.-15/IL-15Ra complex of any one of
claims 1, 6 and 7, wherein the IL-15/IL-15Ra complex is administeredto be administered in

combination with the immune checkpoint inhibitor the patient is refractory or resistant to,

preferably wherein the immune checkpoint inhibitor the patient is refractory or resistant to
and that is administeredto be administered in combination is a PD-1 antagonist.

Fhe H15AEL5RacomplexfortheuseUse of the I1.-15/IL-15Ra complex of any one of

claims 1 to 8, wherein the treatment of the cancer results in at least about 30% size reduction

of the tumor present prior to the treatment, preferably about 30% size reduction within 16
weeks of the treatment, preferably about 50% size reduction within 16 weeks of the

treatment.

Fhe 1541 5RacomplextortheuseUse of the IL-15/IL-15Ra complex of any one of

claims 1 to 9, wherein the response to the IL-15/IL-15Ra complex is mediated by the innate

immune response mediated by NK cells.

Fhe 1541 5RecomplextortheuseUse of the IL-15/IL-15Ra complex of any one of
claims 1 to 10, whereas the IL-15/IL-15Ra complex is administeredto be administered

according to a cyclical administration regimen, wherein the cyclical administration regimen

comprises:

(a) a first period of x days during which the IL-15/IL-15Ra complex is administeredto be

administered at a daily dose on y consecutive days at the beginning of the first period
followed by x-y days without administration of the IL-15/IL-15Ra complex,

wherein xis 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20 or 21 days, preferably, 7
or 14 days, and y is 2, 3 or 4 days, preferably 2 or 3 days;

(b) repeating the first period at least once; and

(c) asecond period of z days without administration of the IL-15/IL-15Ra complex,

wherein zis 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 28, 35, 42, 49, 56, 63
or 70 days, preferably 7, 14, 21 or 56 days, more preferably 7, 14 or 21 days.
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Fhe H154E15Racomplexfor-theuseUse of the [1.-15/IL-15Ra complex of claim 11,

wherein x is 7 days, y is 2, 3 or 4 days and z is 7 days, preferably wherein y is 2 days and z is

7 days.

Fhe 1541 5RacomplextortheuseUse of the IL-15/IL-15Ra complex of any one of
claims 1 to 12, wherein the daily dose of the IL-15/IL-15Ra complex is 0.1 pg/kg to 50

Hg/kg, preferably 0.25 pg/kg to 25 pg/kg, more preferably 0.6 pg/kg to 12 pg/kg and even
more preferably 2 pg/kg to 12 pg/kg, preferably 3 pg/kg to 20 pg/kg, more preferably 6 to 12
Hg/kg.

Fhe H15AL5RacomplexfortheuseUse of the I1.-15/IL-15Ra complex of any one of

claims 1 to 13, wherein the IL-15/ IL-15Ra complex is a fusion protein comprising the

human IL-15Ra sushi domain or derivative thereof, a flexible linker and the human IL-15 or
derivative thereof, preferably wherein the human IL-15Ra sushi domain comprises the
sequence of SEQ ID NO: 6, and wherein the human IL-15 comprises the sequence of SEQ ID
NO: 4, more preferably wherein the 1L-15/1L-15Ro complex is SEQ ID NO: 9.



