
[0012] In one aspect, there is provided Use of a TOR kinase inhibitor in combination with an effective amount of 
erlotinib or a cytidine analog in the manufacture of a medicament for increasing survival without tumor progression of a 
patient having advanced non-small cell lung cancer, wherein the TOR kinase inhibitor has the following formula (IV): 

H R (IV) or a pharmaceutical^ acceptable salt, clathrate, solvate, stereoisomer, tautomer, or prodrug 
thereof, wherein R1 is substituted or unsubstituted Cj.8 alkyl, substituted or unsubstituted aryl, substituted or 
unsubstituted cycloalkyl, substituted or unsubstituted heterocyclyl, or substituted or unsubstituted heterocyclylalkyl; R2 

is H, substituted or unsubstituted Q.g alkyl, substituted or unsubstituted cycloalkyl, substituted or unsubstituted 
heterocyclyl, substituted or unsubstituted heterocyclylalkyl, substituted or unsubstituted aralkyl, or substituted or 
unsubstituted cycloalkylalkyl; R3 is H, or a substituted or unsubstituted C].8 alkyl. In certain examples, provided 
herein are methods for increasing survival without tumor progression of a patient having advanced non-small cell lung 
cancer, comprising administering an effective amount of a TOR kinase inhibitor in combination with an effective 
amount of erlotinib or a cytidine analog to said patient. 
[0013] In certain examples, the TOR kinase inhibitor is a compound as described herein. 

[0014] In one aspect, the present invention refers to use of a TOR kinase inhibitor in combination with an 
effective amount of erlotinib or azacitidine in the manufacture of a medicament for treating advanced non-small cell 

lung cancer, wherein the TOR kinase inhibitor has the following formula (IV): N N R3 or a 
pharmaceuticals acceptable salt, clathrate. solvate, stereoisomer, tautomer. or prodrug thereof, wherein R1 is substituted 
or unsubstituted Cyt alkyl. substituted or unsubstituted aryl. substituted or unsubstituted cycloalkyl. substituted or 
unsubstituted heterocyclyl. or substituted or unsubstituted heterocyclylalkyl: R2 is H. substituted or unsubstituted CKS 
alkyl. substituted or unsubstituted cvcloalkvl. substituted or unsubstituted heterocvclvl. substituted or unsubstituted 
heterocyclylalkyl. substituted or unsubstituted aralkyl. or substituted or unsubstituted cycloalkylalkyl: R3 is H. or a 
substituted or unsubstituted Cu« alkyl. In another aspect, the present invention refers to use of a TOR kinase inhibitor in 
combination with an effective amount of erlotinib or azacitidine in the manufacture of a medicament for achieving a 
Response Evaluation Criteria in Solid Tumors (RECIST 1.1) of complete response, partial response or stable disease in a 
patient having advanced non-small cell lung cancer, wherein the TOR kinase inhibitor has the following formula (IV): 

H R3 (IV) or a pharmaceutical^ acceptable salt, clathrate. solvate, stereoisomer, tautomer. or prodrug 
thereof, wherein R1 is substituted or unsubstituted Cua alkyl. substituted or unsubstituted aryl. substituted or 
unsubstituted cvcloalkvl, substituted or unsubstituted heterocvclvl. or substituted or unsubstituted heterocyclylalkyl: R~ 
is H. substituted or unsubstituted Cu alkyl, substituted or unsubstituted cvcloalkvl, substituted or unsubstituted 
heterocvclvl. substituted or unsubstituted heterocyclylalkyl. substituted or unsubstituted aralkyl. or substituted or 
unsubstituted cycloalkylalkyl: R3 is H. or a substituted or unsubstituted Ci_g alkyl. In a further aspect, the present 
invention refers to Use of a TOR kinase inhibitor in combination with an effective amount of erlotinib or azacitidine in 
the manufacture of a medicament for increasing survival without tumor progression of a patient having advanced non-
small cell lung cancer, wherein the TOR kinase inhibitor has the following formula (IV): 

N H R (IV) or a pharmaceutical! v acceptable salt, clathrate. solvate, stereoisomer, tautomer. or prodrug 
thereof, wherein R1 is substituted or unsubstituted €j.« alkyl. substituted or unsubstituted aryl. substituted or 

unsubstituted cycloalkyl. substituted or unsubstituted heterocvclvl. or substituted or unsubstituted heterocyclylalkyl: R" 
is H. substituted or unsubstituted Cus alkyl, substituted or unsubstituted cycloalkyl. substituted or unsubstituted 

heterocyclyl. substituted or unsubstituted heterocyclylalkyl. substituted or unsubstituted aralkyl. or substituted or 
unsubstituted cycloalkylalkyl: R3 is H. or a substituted or unsubstituted Cus alkyl. 

The present disclosure can be understood more fully by reference to the detailed description and examples, 
which are intended to exemplify non-limiting embodiments. 
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What is claimed is: 

1. Use of a TOR kinase inhibitor in combination with an effective amount of 

erlotinib or azacitidine a-eytt4iee-afialefrin the manufacture of a medicament for treating 

advanced non-small cell lung cancer, wherein the TOR kinase inhibitor has the following 

formula (IV): 

R2 

RV 

(IV) 

or a pharmaceutical^ acceptable salt, clathrate, solvate, stereoisomer, 

tautomer, or prodrug thereof, wherein: 

R1 is substituted or unsubstituted Ci-g alkyl, substituted or unsubstituted aryl, 

substituted or unsubstituted cycloalkyl, substituted or unsubstituted heterocyclyl, or 

substituted or unsubstituted heterocyclylalkyl; 

R is H, substituted or unsubstituted Q.g alkyl, substituted or unsubstituted 

cycloalkyl, substituted or unsubstituted heterocyclyl, substituted or unsubstituted 

heterocyclylalkyl, substituted or unsubstituted aralkyl, or substituted or unsubstituted 

cycloalkylalkyl; 
•3 

R is H, or a substituted or unsubstituted Ci_g alkyl. 

2. The use of claim 1, wherein a TOR kinase inhibitor is a4HH»steFe4-used in 

combination with an effective amount of erlotinib4©4i^atieBt4M*»g-ad¥aH«ed^i©fi-sffiali 

3. The use of claim 1, wherein a TOR kinase inhibitor is adgAastered-used in 

combination with an effective amount of azaeitidinea evtklme-patim^iH-ing 

4-. The^ise-6i-6MTfi-4^wlweiB-the-eytMifie^Baleg4s^aeitidi«e 
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The use of claim 43, wherein the azacitidine is oral azacitidine. 

•6T3, Use of a TOR kinase inhibitor in combination with an effective amount of 

erlotinib or azacitidine a-evtMiae-aRalee-in the manufacture of a medicament for achieving 

a Response Evaluation Criteria in Solid Tumors (RECIST 1.1) of complete response, partial 

response or stable disease in a patient having advanced non-small cell lung cancer, wherein 

the TOR kinase inhibitor has the following formula (IV): 
R2 

(IV) 

or a pharmaceutically acceptable salt, clathrate, solvate, stereoisomer, 

tautomer, or prodrug thereof, wherein: 

R1 is substituted or unsubstituted Ci-s alkyl, substituted or unsubstituted aryl, 

substituted or unsubstituted cycloalkyl, substituted or unsubstituted heterocyclyl, or 

substituted or unsubstituted heterocyclylalkyl; 

R is H, substituted or unsubstituted CI_B alkyl, substituted or unsubstituted 

cycloalkyl, substituted or unsubstituted heterocyclyl, substituted or unsubstituted 

heterocyclylalkyl, substituted or unsubstituted aralkyl, or substituted or unsubstituted 

cycloalkylalkyl; 

R is H, or a substituted or unsubstituted Ci-s alkyl. 

7-6. The use of claim €5, wherein a TOR kinase inhibitor is adrnMstot^d-used in 

combination with an effective amount of erlotinib te-a^atieHt4m4fig-ad¥aa6©d-a0H-siHatt 

eell lung cancer. 

STX The use of claim 65, wherein a TOR kinase inhibitor is aferoistered-used in 

combination with an effective amount of a/.acitidinea pyridine analog-to a patient having 

ad¥a»ee€lkiefl~sm#l~-eelHrogK^^ 
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9-.—•—4-he-tise of 6kffia-^T-wfaCTem-fee-ey^diae-afiflleg49-azet6i^difte7 

4-OT8, The use of claim 97, wherein the azacitidine is oral azacitidine. 

H Use of a TOR kinase inhibitor in combination with an effective amount of 

erlotinib or azacitidine a-eytidine analeg-in the manufacture of a medicament for increasing 

survival without tumor progression of a patient having advanced non-small cell lung cancer, 

wherein the TOR kinase inhibitor has the following formula (IV): 
R2 

(IV) 

or a pharmaceutically acceptable salt, clathrate, solvate, stereoisomer, 

tautomer, or prodrug thereof, wherein: 

R1 is substituted or unsubstituted Ci-s alkyl, substituted or unsubstituted aryl, 

substituted or unsubstituted cycloalkyl, substituted or unsubstituted heterocyclyl, or 

substituted or unsubstituted heterocyclylalkyl; 

R is H, substituted or unsubstituted Ci.g alkyl, substituted or unsubstituted 

cycloalkyl, substituted or unsubstituted heterocyclyl, substituted or unsubstituted 

heterocyclylalkyl, substituted or unsubstituted aralkyl, or substituted or unsubstituted 

cycloalkylalkyl; 
-3 

R is H, or a substituted or unsubstituted Ci_g alkyl. 

4-3rlt). The use of claim 449, wherein a TOR kinase inhibitor is adm inisicrcd-used in 

combination with an effective amount of erlotinib4«-^at+eftt-l:mvi-ng--advanceci non-small 

e©H4t»g-eafi€eF. 

•1-3x11. The use of claim 449, wherein a TOR kinase inhibitor is admfiisfefed-iised in 

combination with an effective amount of azacitidineareytid4fle-flfiale^4e-a-patieat4*av»g 

advwi©e€l-fiei^«HaM-eeH4«»g-6afte©F. 
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±4-. Tbe-ase-ef-etem 13, wbefeia-the c>tidi-ft&-aaaleg4s-^za^iMiBe7 

4^.12. The use of claim 4-411. wherein the azacitidine is oral azacitidine. 

-Mb-13, The use of any one of claims 1 - 4-412. wherein the TOR kinase inhibitor is a 

compound from Table D. 
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