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We claim: 

1. 	A compound selected from the group consisting of: 
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2. A composition comprising a compound according to claim 1, and a pharmaceutically 

acceptable adjuvant, carrier, or vehicle. 

3. The composition according to claim 2, in combination with an additional therapeutic 

agent. 

4. The composition according to claim 3, wherein the additional therapeutic agent is a 

chemotherapeutic agent. 

5. Use of a compound according to claim 1 in the manufacture of a medicament for 

inhibiting BTK, or a mutant thereof, in a biological sampleaetivity, wherein said medicament is 

to be 	 ontacted with a-said biological sample. 

6. The use according to claim 5, wherein the activity of BTK, or a mutant thereof, 	is 

inhibited irreversibly. 

7. The use according to claim 6, wherein the activity of BTK, or a mutant thereof, activity is 

inhibited irreversibly by covalently modifying Cys 481 of BTK. 

8. Use of a compound according to claim 1 in the manufacture of a medicament for treating 

a BTK-mediated disorder. 

9. The use according to claim 8, wherein the disorder is an autoimmune disease, a 

heteroimmune disease, an inflammatory disease, a cancer, a disease of the bone and joints, or a 

thromboembolic disorder. 

10. The use according to claim 9, wherein the disorder is selected from rheumatoid arthritis, 

multiple sclerosis, diabetes, B-cell chronic lymphocytic leukemia, acute lymphocytic leukemia, 

hairy cell leukemia, non-Hodgkin's lymphoma, Hodgkin's lymphoma, multiple myelom.a,  

colorectal cancer, pancreatic cancer, bone cancer, bone metastasis, osteoporosis, diabetes, 

irritable bowel syndrome, Crohn's disease, systemic lupus eryth.ematosis, or disorders associated  

with renal transplant. 
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leukemia, hairy cell leukemia, 	Hodgkin's lymphoma, non 
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diabetes, irritable bowel syndrome, Crohn's disease, or disorders systemic lupus erythematosis, 
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11. Use of a compound according to claim 1 in the manufacture of a medicament for 

inhibiting one or more TEC- kinases, or a mutant thereof, in a biological sampleaetivit-y, wherein 

is to be 	 to 	 biological said medicament 	administered 	a patient or contacted with a-said 	sample. 

12. The use according to claim 11, wherein the activity of the  TEC-kinase, or a mutant 

thereof, 	is inhibited irreversibly. activity 	 

13. The use according to claim 12 wherein the TEC-kinase is selected from one or more of 

TEC, ITK or BMX. 

14. The use according to claim 13, where the one or more of TEC, ITK or BMX activity is 

inhibited irreversibly by colvalently covalently modifying Cys 449 of TEC, Cys 442 of ITK or 

Cys 496 of BMX. 

15. Use of a compound according to claim 1 in the manufacture of a medicament for treating 

a TEC-kinase-mediated disorder. 

16. The use according to claim 15, wherein the disorder is an autoimmune disorder, an 

inflammatory disorder, a proliferative disorder, a hyperproliferative disease, an immunological-

mediated diseases, a disease of the respiratory tract, a disease of the bone and joints, a skin 

disorder, a gastrointestinal disorder, a systemic disease, or allograft rejection. 

17. Use of a compound according to claim 1 in the manufacture of a medicament for 

inhibiting one or more of ErbBl, ErbB2, ErbB3, ErbB4, or a mutant thereof, in a biological  

sample, wherein said medicament is to be contacted with said biological sample.  

18. The use according to claim 17, wherein the activity of the one or more of ErbB1, ErbB21  

or ErbB4, or a mutant thereof, is inhibited irreversibly. 
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compound according to claim 1 in t 

ErbB1, ErbB2, ErbB3, of ErbB4, or a thereof, aaid is medicament 	to be 
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of or or a 18. The use according to claim 17, the wherein one or more ErbBl, ErbB2, 	ErbB4, 



19. The use according to claim 18, wherein the activity of the one or more of ErbBl, ErbB2, 

or ErbB4, , 	' ' 	is inhibited irreversibly by covalently modifying Cys797 

of ErbBl, Cys805 of ErbB2 or Cys803 of ErbB4. 

20. Use of a compound 

an El-B.1 -, ErbB2-, ErbB3-, 

according to claim 1 in the manufacture 

or ErbB4-mediated disorder. 

of a medicament for treating 

21. The use according to claim 20, wherein the disorder is a carcinoma selected from breast 

cancer, glioblastoma, lung cancer, cancer of the head and neck, colorectal cancer, bladder cancer, 

non-small cell lung cancer, squamous cell carcinoma, salivary gland carcinoma, ovarian 

carcinoma, colorectal cancer, or pancreatic cancer. 

22. The use according to claim 21, wherein the disorder is selected from neurofibromatosis 

type I (NF I ), neurofibromatosis type II (NF2) Schwann cell neoplasms (e.g. MPNST' s), or a 

Schwannoma. 

23. Use of a compound according to claim 1 in the manufacture of a medicament for 

inhibiting JAK3, or a mutant thereof, aetiv yin a biological sample, wherein said medicament is 

to be 	 to administered 	a patient or contacted with a-said  sample. biological 

24. The use according 

is inhibited irreversibly. 

to claim 23, wherein the activity of JAK3, or a mutant thereof, activity 

25. The use according to claim 24, wherein the activity of JAK3, or a mutant thereof, activity 

is inhibited irreversibly by covalently modifying Cys 909 of JAK3. 

26. FUse of a compound according to claim 1 in the 

disorder in a patient. 

manufacture of a medicament for 

treating a JAK3-mediated 
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26. 	A Use of a compeu : 	- _ : 

a JAK.3 mediated disorder in a treating patient. 

48-5e 



27. The use according to claim 26, wherein the disorder is selected 

disorder, an inflammatory disorder, a neurodegenerative disorder, 

malignancy. 

28. The use according to claim 26, wherein the disorder is diabetes. 

29. Use of a compound 	formula I 	I below, of 	a or -b as shown 	or 

from an autoimmune 

or a solid or hematologic 

a pharmaceutically 

a BTK-mediated 

let (RX)m 
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acceptable salt thereof in the manufacture of a medicament for treating 

disorder, 
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wherein: 

	

Ring A is an optionally substituted 	 from group selected 	phenyl, a 

unsaturated carbocyclic 	8 10 partially 	 ring, an 	membered 

- - 	- _ 	. 	. 	 .. 

bicyclic saturated, 	partially 

- • 	- 	4 : 	: 	_ 	- : : : : : — 

independently selected from nitrogen, oxygen, or sulfur, a '1 	7 membered saturated or 

unsaturated heterocyclic 	having 	- - 	- • partially 	 ring 	 : . : : 	selected 

e 	-- - -• 	- .. 	. 	: ,. 	: 	: 	_ 

- 	- 	• -dently 	from 

- 	 - 	- _ - 

ring -oaryl 	having 1 5 heteroatoms independently 

3 7 membered saturated or Ring B is 	: : 	: - 	 - 	- ..- 	. 	 :- 	: 	. : 	phenyl, a 

unsaturated carbocyclic 	8 10 partially 	 ring, an 	membered 

unsaturated or aryl ring, a 5 6 	 heteroaryl membered monocyclic 

bicyclic saturated, partially 

independently selected from nitrogen, oxygen, or sulfur, a 

having 1 4 heteroatoma ring 

4 7 membered saturated or 
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from selected 	nitrogen, oxygen, or sulfur; 

R' is a warhead group -L-Y, wherein R' is attached to Ring A at the meta- or para- position 

relative to W I ; 

H 
	 Me 

-L-Y is selected from 	0 	 0 
0 

0 	F 

12 0 
	- ''t -   ;:. 

24( 	H 
H 	 ; L. 	 C F3  

0 )1/4 	e 	140 

OH 0 	OH 

N \,0Et \ 	CN 	0 	F 	'az  

OH 	 "3-'1. 	 ; or 

L is a bivalent C2.8  straight or branched, hydrocarbon chain wherein. L has at least one double 

bond and one or two methylene units of L are optionally and independently replaced by 

-NRC(0)-, -C(0)NR-, -N(R)S02-, -SO,N(R)-, —S-, -S(0)-, -S02-, -0C(0)-, -C10)0-, 

cyclopropylene, —0-, -N(R)-, or -C(0)-; and Y is C1.6 aliphatic optionally substituted with 

oxo, halogen, NO2, or CN, a 3-10 membered monocyclic or bicyclic saturated, partially 

unsaturated, or aryl ring having 0-3 heteroatoms independently selected from nitrogen, 

oxygen, or sulfur, and wherein said ring is substituted with 1-4 Re  groups; or 

L is a bivalent Cm straight or branched, hydrocarbon chain wherein L has at least one double 

bond and one methylene unit of L is replaced by -C(0)-, -NRC(0)-, -C(0)NR-, -SO2N(R)-, — 

S-, -S(0)-, -SO2-, -0C(0)-, or —C(0)0-; or 

L is a bivalent C24 straight or branched, hydrocarbon chain wherein L has at least one double 

bond and at least one methylene unit of L is replaced by -C(0)-, and one additional 

methylene unit of L is optionally replaced by cyclopropylene, —0-, -N(R)-, or -C(0)-; or 

L is a bivalent C 	straight or branched, hydrocarbon chain wherein L has at least one double 

bond and at least one methylene unit of L is replaced by -0C(0)-; or 
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L is a bivalent C,..8 straight or branched, hydrocarbon chain wherein L has at least one 

L 

alkylidenyl double bond and at least one methylene unit of L is replaced by -C(0)-, - 

NRC(0)-, -C(0)NR-, -N(R)S02-, -809N(R)-, -S-, -S(0)-, -SO2-, -0C(0)-, or —C(0)O-, and 

one or two additional methylene units of L are optionally and independently replaced by 

cyclopropylene, —0-, -N(R)-, or -C(0)-; or 

is -NRC(0)Cli-----CHCH9N(CH1)- or -NRC(0)CH=CHCH20-• or 

L is a bivalent C7.8 straight or branched, hydrocarbon chain wherein L has at least one triple bond 

Y 

and one or two methylene units of L are optionally and independently replaced by —C(0)-, - 

NRC(0)-, -C(0)NR-, -N(R)S0,-,—S-, -S(0)-, -S09-, -0C(0)-, or -C(0)O-; and 

is hydrogen, C1  aliphatic optionally substituted with oxo, halogen, NO,, or CN, or a 3-10 

L 

membered monocyclic or bicyclic, saturated, partially unsaturated, or aryl ring having 0-3 

heteroatoms independently selected from nitrogen, oxygen, or sulfur, and wherein said ring is 

substituted with 1-4 Re  groups; or 

is a bivalent C2A. straight or branched, hydrocarbon chain wherein one methylene unit of L is 

Y 

L 

replaced by cyclopropylene and one or two additional methylene units of L are independently 

replaced by —C(0)-, -NRC(0)-, -C(0)NR-, -N(R)S0,-, -SO9N(R)-, —S-, -S(0)-, -SO,-, - 

OC(0)-, or -C(0)0-; and 

is C1.6 aliphatic optionally substituted with oxo, halogen, NO2,, or CN, or a 3-10 membered 

monocyclic or bicyclic, saturated, partially unsaturated, or aryl ring having 0-3 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, and wherein said ring is substituted 

with 1-4 Re  groups; or 

is a covalent bond and Y is selected from: 

(ii) C1.6 alkenyl substituted with oxo, halogen, NO2, or CN; or 

(iii) C2-6 alkvnvl optionally substituted with oxo, halogen, N0,, or CN; or 

(ii) a saturated 3-4 membered heterocyclic ring having 1 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-2 Re  groups; or 

(v) a saturated 5-6 membered heterocyclic ring having 1-2 heteroatorn selected from 

oxygen or nitrogen wherein said ring is substituted with 1-4 Re  groups; or 
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(vii) a saturated 3-6 membered carbocyclic ring, wherein said ring is substituted with 1-4 

Re  groups; or 

(viii) a partially unsaturated 3-6 membered monocyclic ring having 0-3 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups; or 

(ix) a partially unsaturated 3-6 membered carbocyclic ring, wherein said ring is 

substituted with 1-4 Re  groups; or 

0-3 

•1:1_3ThRe)1-2 
(x) ; or 

(xi) a partially unsaturated 4-6 membered heterocyclic ring having 1-2 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups; or 

0 	 0 	 0 

"..- 	 AO 	?NR 	N'c; 
(̀Re)1-2 (;1-lij)1-2 	(;11+)1-2 	1+1)1-2 ) 

(xii) 0 	 (Re)i-2 	(Re)1-2 	(Re)1-2 	; or 

(xiii) a 6-membered aromatic ring having 0-2 nitrogen wherein said ring is substituted 

with 1-4 Re  groups; or 

N 	 N 	 N, 	 N 

r 	i 	̀N 	c, k 
7 	—(Re)i,s 	--i 	—(Re)i-4 	T 	(Re)1-3 	—(Re)i-3 	7(Re)i-3 

(xiv) / 	 / 	 N 	 / 	 N 	; or 

R 	 R 	 R 	 R 
,...„N, 	 N 	 ,N, 	 ,N‘  

r.. 	 N 
(Re)1-3 	-N(Re).1-2 	L3--(Re)i-2 	hi_fif-  Re 

(xvi) c 

,M, ,AA.,  4 	 , 	 1 
N 	 N. 	

N, 
N 	 ( 	N 

sj(Re)1-3 	 -7"(Re)1-2 	N—jr  Re  
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(Re)1_3 	1‘._21\1(R 	 - 	
_s Re  )1-2 	\/ 	(Re)1-2  7_ 

	

	

N 
.11.....̀ 0.. 

; or 

(xvii) an 8-10 membered bicyclic, saturated, partially unsaturated, or aryl ring having 0-3 

L is —C(0)- 

heteroatoms independently selected from nitrogen, oxygen, or sulfur, wherein said 

ring is substituted with 1-4 Re  groups; or 

and Y is selected from: 

(i) Ci_6 alkyl substituted with oxo, halogen, NO2, or CN; or 

(ii)  C9-6 alkenyl optionally substituted with oxo, halogen, NO2. or CN; or 

(iii)  C,..6  alkynyl optionally substituted with oxo, halogen, NO2, or CN; or 

(iv)  a saturated 3-4 membered heterocyclic ring having 1 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-2 Re  groups; or 

(v)  a saturated 5-6 membered heterocyclic ring having 1-2 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-4 Re  groups; or 

(Re)1-2 	(Re)1-2 
Q Z 	\'N 	

\.....„... 
(7 	NN' - c,...‹... 	NR 	(‘ 	N-5 

P51-2 	 \ 	( 61-2 (vi)  
5\ 	(61_2,  : or 

(vii)  a saturated 3-6 membered carbocyclic ring, wherein said ring is substituted with 1-4 

Re  groups; or 

(viii)  a partially unsaturated 3-6 membered monocyclic ring having 0-3 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups; or 

(ix)  a partially unsaturated 3-6 membered carbocyclic ring, wherein said ring is 

substituted with 1-4 Re  groups; or 

0-3 

Vc_is(Re)1-2 , (x)  , or 

(xi) a partially unsaturated 4-6 membered heterocyclic ring having 1-2 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 
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substituted with 1-4 It." groups; or 

0 	 0 

k' 	
0 	 NR 	 N 

(R8)1-2 	(11.()1-2 	
(1- 1+1)1-2 	\ ii  1 	)1-2 

(xii) 0 	 (Re)1-2 	(Re)1-2 	(Re)1-2 	; or 

(xiii) a 6-membered aromatic ring having 0-2 nitrogens wherein said ring is substituted 

with 1-4 Re  groups; or 

N 	 N 	 N, 	 N 

C 	 cs  r 	c. r 	c 
5 	

' N 	r 	
e FT- 	(R 11.4 	1—(Re)i-4 	'''c;'(Re)i-3 	-(R.),, 	)1-3 

(xiv) 
N 	 / 	

N -1-(R 

	; or 

(xv) a 5-membered heteroaryl ring having 1-3 heteroatoms independently selected from 

nitrogen, oxygen, or sulfur, wherein said ring is substituted with 1-3 Re  groups; or 

R 	 R 	 R 	 R 
N 	 ,N 	 N, 

	 (

N 

( 	 cs  (‘ 	 ( 	N 	 _N 

."(Re)i-3 	F7_2(\r(Re)i-2 	--\L)--(Re)i-2 	NJ Re 
(xvi)  

1 
silx, 	

..rirt. ../V1.• 

si 
	

N, ri 	

/rt ‘4111:7-N (Re)i-2 \ 	--/il-(Re)1 _3 	ti(Re)i-2 	

( _II 

R  

	

N-1/ 	e  

y0„.._ 	
z0 	 0, 	 ,0 

(% 	/7 	 s (% 	/7 	 < 	..,t..1 	 N 

V 	--4-(R8)1.3 	\L-14-(Re)i-2 	
v 	4  (Re )1-2 	__if Re 

N 

y.S.„., 	 S
# 	

,S, 
N 

 

f‘ 	# 	(\ 	Jo.•1 
(Re)1.3 	--1'‘____17--(Re 	

(S 

)i-2 	--i2211:-.(Re)1-2 	k-11 R  \\___2 
 ----- 	

e 
; or 

(xvii) an 8-10 membered bicyclic, saturated. partially unsaturated, or aryl ring having 0-3 

heteroatoms independently selected from nitrogen, oxygen, or sulfur, wherein said 

ring is substituted with 1-4 Re  groups; or 

L is —N(R)C(0)- and Y is selected from: 

(i)Ci..6 alkyl substituted with oxo, halogen, NO2, or CN; or 

(ii) C.)-6  alkenyl optionally substituted with oxo. halogen, NO2, or CN; or 

(iii) Cl.§ alkynyl optionally substituted with oxo, halogen, NO2, or CN; or 
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(iv) a saturated 3-4 membered heterocyclic ring having 1 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-2 Re  groups; or 

(v) a saturated 5-6 membered heterocyclic ring having 1-2 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-4 Re  groups; or 

(Re)1-2 	(Re)1-2 

NN---CI-Z 	L 	'N  NR 	(XN---  
4_4 	4 	

( 61_2 1-2 	 1-2 No 	 , 	 *, or 

(vii) a saturated 3-6 membered carbocyclic ring, wherein said ring is substituted with 1-4 

Re  groups; or 

(viii) a partially unsaturated 3-6 membered monocyclic ring having 0-3 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups; or 

0x) a partially unsaturated 3-6 membered carbocyclic ring, wherein said ring is 

substituted with 1-4 Re  groups; or 

0-3 
/ 5...-C.i i-ThRe)1-2 . 7  cx) 	 , or  

(xi) a partially unsaturated 4-6 membered heterocyclic ring having 1-2 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups; or 

0 	 0 

.. - 	
AO 	 NR 	 N:2? 

7(Re)1-2 	(1-tel) 	( 1+) 1-2 	 1-2 	If1)1-2 

(xii) 0 	 (Re)1-2 	(Re)1-2 	(Re)1-2 	: or 

(xiii) a 6-membered aromatic ring having 0-2 nitrogens wherein said ring is substituted 

with 1-4 Re  groups; or 

N, 	,N, 	N., 	,N, 
k 	 k 	 'N 	1 	no , 

...1_,,..,
esi4 
	_(Re)14 	(Re)1.3 	—r• 	—(Re)1.3  fr,  .7,-..,1-3 1 

	
(Re)1.4  ) e 	N 	 / (xiv) N 	: or 

(xv) a 5-membered heteroaryl ring having 1-3 heteroatoms independently selected from 

nitrogen, oxygen, or sulfur, wherein said ring is substituted with 1-3 Re  groups; or 
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R 	 R 	 R 	 R 
y  N ,..., 	 y  N 	 N 	 ,N 

("‘ 	i) 	c\ 	/7 	 ( 	N 	 c 	N 
7 -r(Re)i-3 	k.__;T(Re)i-2 	V 	"7"--(Re)i-2 	r7N--S--.-Re  (xvi)  

	

4.11
A, 
	

4..,‘, 
	 viA, 

	

%/\A' 	 1 

	

N, 	 N, 	 N‘ 
\ 	 N 	 (

N
jssl 

c jr(Re)1.3 	cj77--(R11-2  

	

N 	 si(Re)1_2 	 N-1/ R
e 
 

z0 	 0 	
,.....0‘ 	 0 N.. 

C., C‘ 	/7 	S C‘ 	/7 	 c‘ 	...LN
.. 
	 U 	_ II 

ifiRe)1.3 	...----Nss(Re)i-2 	v 	4 	(Re)1.2 	 '' _.:B.*  Re 
N 

S., 	 yS 	 yS 	 S 
I\ 	/7 	 (\ 	/7 	

e 	 1  
vi (R8)12 

	N 

—.-- (Re)i-3 	..7 --1-C-i-(R)1-2 	 .. t--:!% 	 --- 	 jr/ -Re _ N 	or 

(xvii) an 8-10 membered bicyclic, saturated, partially unsaturated, or aryl ring having 0-3 

heteroatoms independently selected from nitrogen, oxygen, or sulfur, wherein said 

ring is substituted with 1-4 Re  groups; or 

L is a bivalent C1-8 saturated or unsaturated, straight or branched, hydrocarbon chain; and Y is 

selected from: 

(ii) C2.6 alkenyl optionally substituted with oxo, halogen, NO,, or CN; or 

(iii) C2_6 alkynyl optionally substituted with oxo, halogen, NOD, or CN; or 

(iv) a saturated 3-4 membered heterocyclic ring having 1 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-2 Re  groups; or 

(v) a saturated 5-6 membered heterocyclic ring having 1-2 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-4 Re groups; or 

	

(Re)1-2 	(Re)1-2 

N rs1.--(:)-Z  	\'N  N -‘;" 
c4-4 	 \/ 

	NR 

( h (vi) 1_2 	, 	 1-2 , 	1-2 	: or 

(vii) a saturated 3-6 membered carbocyclic ring. wherein said ring is substituted with 1-4 

Re  groups; or 

(viii) a partially unsaturated 3-6 membered monocyclic ring having 0-3 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups: or 
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(ix) a partially unsaturated 3-6 membered carbocyclic ring, wherein said ring is 

substituted with 1-4 Re  groups; or 

0 3 

5.__s-----(Re)i-2. 
(x) or 

(xi) a partially unsaturated 4-6 membered heterocyclic ring having 1-2 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups; or 

0 	 0 	0 	0 

.... 	0 	jN NR 	N 

) .7%-(Re)1-2 	$11() 5-11(1-2 ) 	-01-2 1-2 
/ 	

l 

(xii) 0 	 (Re)i-2 	(Re)1-2 	(Re)1-2 	; or 

(xiii) a 6-membered aromatic ring having 0-2 nitrogens wherein said ring is substituted 

with 1-4 Re  groups; or 

	

N, 	 N 
c, 	'.. 	

N 
'' 	c, r 	c, 	

N 	
,,,, 	c, 	̀ 	r 

--r. 	(Re)1_4 	Fr 	(Re)1-4 	-7-1-kr 	)1-3 	 (Re)1_3 	"-ri 	(Re)1-3 

(xiv) --- 	 ,•••• 	 ./ 	 N 	: or 

( 	) a 5-membered heteroaryl ring having 1-3 heteroatoms independently selected from 

nitrogen, oxygen, or sulfur, wherein said ring is substituted with 1-3 Re  groups; or 

R 	 R 	 R 	 R 
N 	 N N N  

( 	‘ 	 (NN 
 
N 	 _ N 

e 
 

R.. 	3" T. -71.(Re)1-3 	.--"\IC___Z(Re)1-2 	--c- 	"7-/--(Re)1-2 (x vi) c 	 N 

1 

	

,.rfl., 
	

,k\, 
	 sfin, JVL 	 I 

	

ii , 	 N 	 CIN 	 NN 
\ 	 N 	 ( 	N 

C  -7/"(Re)1_3 	c Th--(Re)1-2 
	N 	 ''r '(Re)1-2 	N-- - Re  

zON_ 	
IC)N 	 zON 	 ,ON  

c\ 	/I 	5 C\ 	1 	s\ 	N 	 ( 	N 
\\ 	-17--(Re)i-3 	? 	\--11 	(Re)1-2 	

---cc 	7)---(Re)1-2 	4- 	.7j-Re 
N 

z.S 	 S 	 S, 	 z,SN  
(\ 	/1 	(\ 	i? 	 c\ 	N 	 (‘ 	_ 	e 

 
\\ 	71-  (Re)1_3 	 Th--(Re)1-2 -7  N 	 ----\ti 	,'"-(Re)1_2 	'. _S-R 

N 	• nr 
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L 	is 

(xvii) an 8-10 membered bicyclic, saturated, partially unsaturated, or aryl ring having 0-3 

heteroatoms independently selected from nitrogen, oxygen, or sulfur, wherein said 

ring is substituted with 1-4 Re  groups; or 

—C11,-, 	-NH-, 	-C(0)-, 	-CH1NH-, 	-NHCH1-, 	—NHC(0)-, 	-NHC(0)CH,OC(0)-, 

-CH?NHC(0)-, -NHSO,CH2-, or -SO9NH-; and Y is selected from: 

(ii) C,4., alkcnyl optionally substituted with oxo, halogen, NO2, or CN; or 

(iii) C,_§ alkynyl optionally substituted with oxo, halogen, NOD, or CN; or 

(iv) a saturated 3-4 membered heterocyclic ring having 1 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-2 Re  groups; or 

(v) a saturated 5-6 membered heterocyclic ring having 1-2 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-4 Re  groups; or 

(Re)1-2 	(Re)1-2 

L
KL 	N r• -Q-Z 	L 	'XNR 	\' 1•1" .  

5—C ( 6 	5 \ 	( 6 
(vi) 1, 	, 	1-2 	1-2 	; or , 

(vii) a saturated 3-6 membered carbocyclic ring, wherein said ring is substituted with 1-4 

Re  groups; or 

(viii) a partially unsaturated 3-6 membered monocyclic ring having 0-3 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups; or 

(ix) a partially unsaturated 3-6 membered carbocyclic ring, wherein said ring is 

substituted with 1-4 Re  groups; or 

0-3 

(xi) a partially unsaturated 4-6 membered heterocyclic ring having 1-2 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups: or 
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each 

0 	 0 	0 

,-) ANR 
(Re)1-2 	(1-1i)i-2 	(1-1+)1-2 	

\ 	N 

‘I+1)1-2 

; or 

ring is substituted 

(xii) 0 	 (Re)1-2 	(Re)1-2 	(Re)i-2 

(xiii) a 6-membered aromatic ring having 0-2 nitrogens wherein said 

with 1-4 Re  groups; or 

#

N 
j(Fni -3 

N ; or 

N 	 N 	 N , 

	

r c.r 	 ' N 	t, 
•-i-- 	—(Re)14 	—(Re)1.4 	-rr 	- (1Re)1_3 	— 

(Re)1-3 

	

/ 	/ 	N 	 / 
(Xi 1,) 	v 

(xv) a 5-membered heteroaryl ring having 1-3 heteroatoms independently selected from 

nitrogen, oxygen, or sulfur, wherein said ring is substituted with 1-3 Re  groups; or 

R 	 R 	 R 
N 	 ,N, 	 N, 

c\ 	 N 
TL_If (Re)i-3 	h\__Z(Re)i-2 	.--L11j(Re)1-2 	ii  

R 
,N, 

__ N 
jif-  Re  

; or 

0-3 

(xvi) c 

N 	 N, 	 N, 	 N, 
x 	 N 	 ( 	N 

c 7r(Re)13 	̀2N(Re)1-2 	 is(Re)1.2 	114-2 Re  

z0 	 z0 	 ,O, 
C\ 	__/7 	5 c‘ 	

N 
	 N 

? \\ 	ir(Re)i-3 	? \\-- 	(Re)1-2 	V)--- (Re)1-2 	i;i_li 

,O, 
N 

Re 

zS 	 zS 	 ,S, 
(\ 	..p 	 , 	N 	 u 

3."..(Re)1.3 	7\WIRe)i-2 	—c..-----(Re)i-2 
/SAN _  
- _3"Re  
N 

(xvii) an 8-10 membered bicyclic, saturated, partially unsaturated, or aryl ring having 

heteroatoms independently selected from nitrogen. oxygen, or sulfur, wherein said 

ring is substituted with 1-4 Re  groups; 

leavin. _ ou • Re  is inde 8 endentl 	selected from 	9-Z oxo NO 	halo . en CN a suitable 

or C1 aliphatic substituted with halogen, NO,, or CN, wherein: 

wherein one or two 0 is a bivalent C.)-6 unsaturated straight or branched, hydrocarbon chain, 

methylene units of 0 are optionally and independently replaced by -N(R)-, -S-, -0-, - 

C(0)-, -SO-, or -509-, -N(R)C(0)-, -C(0)N(R)-; and 
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Z is hydrogen or C1 _6  aliphatic optionally substituted with oxo, halogen, NO2  or CN; 

RY is hydrogen, halogen, 	 C1 .4 	C1.1 haloaliphatic, -CN, -CF3, 	aliphatic, 	 -OR, -C(0)R, or 

-C(0)N(R)2; 

each R group is independently hydrogen or an optionally substituted group selected from C1_6  

aliphatic, phenyl, a 4-7 membered heterocylic ring having 1-2 heteroatoms independently 

selected from nitrogen, oxygen, or sulfur, or a 5-6 membered monocyclic heteroaryl ring 

having 1-4 heteroatoms independently selected from nitrogen, oxygen, or sulfur; 

WI 	W2 	• - 	-- 	- 	 ; and 	are each 	: 	. 	: ; 	: .: 	: 1: 	; : : : : 	: ; 	. 	: 	.i_a4lei4ene-shaifi-whereiti-Ofie 

W is 	 by NR2 	N(R2)C(0)-, C(0)N(R2)-,- methyleile-iinit-ef-W1  or 	optionally replaced 	, 

N(R2)S03-7-80214(-R2) 	0 	C(0) 	OC(0) 	C(0)O 	S 	SO 	SO2-; , 	, 	, 	, 	, 	, 	or 

R2  is hydrogen, 	 C1 ..6  optionally substituted 	aliphatic, or -C(0)Rrefi- 

Ri : 	• 	• 	- - 	- 	' 	- 	- 	- 	- - 	- 	- 	- 	-. 	- 	-- 	-.- 	: 	4 : 	: 	. ; 	. 	. 	: 	: 	: 	:. 	: : 	- 	-• - 	_ 	: 	: 	: 	: 	; 

le and RY 	- - 	- 	- 	- 	- 	- 	-.. 	 - 	- 	- .. ; 	. 	: : 	; 	:. 	1 	; 	_ 	. 	. 	- 	- 	: 	. 	: 	:. 	: 	.. 	. 	;. 

m and p are independently 0-4; and 

each instance of Rx is independently selected from -R, halogen, -OR, or -0(CF12)a0R, wherein q 

is 1-4.  

each instance of le-and-R" pis independently selected from -R, halogen, -OR, -0(CH2)q0R, - 

CN, -NO2, -SO2R, -SO2N(R)2, 	-SOR, -C(0)R, -CO2R, -C(0)N(R)2, -NRC(0)R, - 

NRC(0)N(R)2, 	 is 1 -NRSO2R, or -N(R)2, wherein q 	-4;-en 

leatid-R1 	• -- 	- - 	-- 	 ...- 	t'. 	- 	: 	- - 	- 	- - : 	-- 	: : 	: 	: 	: : 	 - 

..-"- 	,. : 	..: 	;1.,  

-. 	 '. 	 ' 	' ----. 	 ., 	_ 	:, 	. 	..." 	. 	 ; 	: : 	: 	: 

	dently-aeleeted-frefn 

oxo, 	or 	aliphatic; or halogen, CN, 	C46  

11' 	R4. 	- 	 - 	' 	 -- and 	 -. 	 : 

- 	-- 	-,..-::. 	- 	: -.. 	: 	:: 	- 	: 	•. 	: 	-: 	: 	- -: 	-: 	e : 	: :: 	: 	: 	:- 	: 	:: 	..-.:: 	: 	.: 

- 	,.: 	" 	- 	. - 	 is ;:. 	: 	: _ 	: ygon., or sulfur, wherein said ring 

-  	• 	e 	- 	-•; -- 	- 	- 	- - 	- 	• 	- 	- : 	.. 	_ 	..  	: 	: 	.t; 	: . ; 	: 	: 	: 	; :- 	: 	: 	: ::. 

CN, 	C.1_6-aliphati or 
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wherein the BTK-mediated disorder is pancreatic cancer. 

30. 	Use of a compound of formula 

acceptable salt thereof in the manufacture 

disorder, 

( - 	) 

411  VVI 

I 	I below, 

BTK-mediated 

(Rx)m  

membered saturated or 

	

a or -b as shown 	or a pharmaceutically 

of a medicament for treating a 

(RV

p 	 R1 

all VVI 
v 

RCCL
RT  

N 
j, 	(Rx)m  

4, 

N 	VV2  

1-a- 

wherein: 

I  
/ N 

N W2 
 0 

I-b 

from 	3 7 Ring A is on optionally substituted group selected 	phenyl, a 

- 	- 	: 	ti 	-- 	- 	--  : 	:.- 

• :.... 	-: 	-.•:::- . 	. 	 :" :  J  

- • 	 - : 	: 	" : : 	: 	- 	 — - 	• 	: 	: _ 	: . 	. : 

membered 	saturated nitrogen, oxygen, or sulfur, a 

- ,.. 	: 

7 10 	 bicyclic 

" 	' : 	:: 	: 	.• ::.•:: 	:2.- 	:. 	:._ 	2.: 	. 

or partially unsaturated 

'. 	' :" 	Z . 	. 	 : 

- :: :"":': - 	 - • 	' 

Ring B is an optionally substituted 

• •• 

from group selected 	phenyl, . 

-- 	•- _ 

•. 	-: 	- 	-. . 	. 	 : • 4 7 

-... 	- - 	- ; :.-, 	: 	..; 	: 	: 	:, 

„ ::- 	oxygen, or sulfur, a 	membered saturated or 

• - 	- - 	• - 	 from 

nitrogen, oxygen, or sulfur, a 

:: 	. : I: 	cpendcntly selected 

7 10 	 bicyclic membered 	saturated or partially unsaturated 

-. 	- 	:,- 	: 	t 	-: - - 	:: . 	 :: 	: - - 	: 	-2. 	 • _ 	 ,... - 	- 	- " : 	...... - 	, 

488 



RI  is a warhead group -L-Y, wherein R' is attached to Ring A at the meta- or para- position 

relative to WI: 

H 	 Me 
;t--„ N Ira 	;'t. 	islyci 

-L-Y is selected from 	0 	 0 

-II
0 	F 

\ 	4-`1-N Is'''INI) 	

0 

	"zr° 	
0 

,I H 	 ..-L 
	r, c  ,...1 	3  

OH 0 	OH 

N \ 	OEt \ 	
c 	0 	F 	(22  

OH 	 N. 	 ; or 

L is a bivalent C9_8  straight or branched, hydrocarbon chain wherein L has at least one double 

bond and one or two methylene units of L are optionally and independently replaced by 

-NRC(0)-, -C(0)NR-, -N(R)S02-, -SO7N(R)-, —S-, -S(0)-, -SOS-, -0C(0)-, -C(0)O-, 

cyclopropylene, —0-, -N(R)-, or -C(0)-; and Y is C1-6  aliphatic optionally substituted with 

oxo, halogen, NO2, or CN, a 3-10 membered monocyclic or bicyclic saturated, partially 

unsaturated, or aryl ring having 0-3 heteroatoms independently selected from nitrogen, 

oxygen, or sulfur, and wherein said ring is substituted with 1-4 Re groups; or 

L is a bivalent Cm  straight or branched, hydrocarbon chain wherein L has at least one double 

bond and one methylene unit of L is replaced by -C(0)-, -NRC(0)-, -C(0)NR-, -SON(R)-, — 

S-, -S(0)-, -SO,-, -0C(0)-, or —C(0)O-; or 

L is a bivalent C9.8  straight or branched, hydrocarbon chain wherein L has at least one double 

bond and at least one methylene unit of L is replaced by -C(0)-, and one additional 

methylene unit of L is optionally replaced by cyclopropylene, —0-, -N(R)-, or -C(0)-; or 

L is a bivalent C22 _8  straight or branched, hydrocarbon chain wherein L has at least one double 

bond and at least one methylene unit of L is replaced by -0C(0)-; or 

L is a bivalent C..8  straight or branched, hydrocarbon chain wherein L has at least one 

alkylidenyl double bond and at least one methylene unit of L is replaced by -C(0)-, - 

NRC(0)-, -C(0)NR-, -N(R)S0,-, -SO2N(R)-, -S-, -S(0)-, -SO2-, -0C(0)-, or —C(0)O-, and 

one or two additional methylene units of L are optionally and independently replaced by 

cyclopropylene, —0-, -N(R)-, or -C(0)-; or 
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L is -NRC(0)CH=CHCH2N(CI-13)- or -NRC(0)CH=CHCH20-• or 

L is a bivalent C8 straight or branched, hydrocarbon chain wherein L has at least one triple bond 

Y 

and one or two methylene units of L are optionally and independently replaced by -C(0)-, - 

NRC(0)-, -C(0)NR-, -N(R)S0,-,-S-, -S(0)-, -S02-, -0C(0)-, or -C(0)0-; and 

is hydrogen, C11 	aliphatic optionally substituted with oxo, halogen, N01, or CN, or a 3-10 

L 

membered monocyclic or bicyclic, saturated, partially unsaturated, or aryl ring having 0-3 

heteroatoms independently selected from nitrogen, oxygen, or sulfur, and wherein said ring is 

substituted with 1-4 Re  groups; or 

is a bivalent C?.8 straight or branched, hydrocarbon chain wherein one methylene unit of L is 

Y 

replaced by cyclopropylene and one or two additional methylene units of L are independently 

replaced by -C(0)-, -NRC(0)-, -C(0)NR-, -N(R)S0,-, -SO2N(R)-, -S-, -S(0)-, -S0/- - 

OC(0)-, or -C(0)0-; and 

is C1_6 aliphatic optionally substituted with oxo, halogen, NO2, or CN, or a 3-10 membered 

L 

monocyclic or bicyclic, saturated, partially unsaturated, or aryl ring having 0-3 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, and wherein said ring is substituted 

with 1-4 Re  groups; or 

• is a covalent bond and Y is selected from: 

(ii) C2-6 alkenyl substituted with oxo, halogen, NO2, or CN; or 

(iii) C?_6 allcynyl optionally substituted with oxo, halogen, NO2, or CN; or 

(iv) a saturated 3-4 membered heterocyclic ring having 1 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-2 Re  groups; or 

(v) a saturated 5-6 membered heterocyclic ring having 1-2 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-4 Re  groups; or 

(Re)1-2 	(Re)1-2 

iN"-C)-Z 	
\..."N 	\,.."N 	...c, . 

.(., 	NR 	c ' 	N 

( /5 	\ 	( /5 	( 61-2 (vi) 1-2 	 1-2 	 ; or 

(vii) a saturated 3-0 membered carbocyclic ring, wherein said ring is substituted with 1-4 

Re  groups; or 

Lviii) a partially unsaturated 3-6 membered monocyclic ring having 0-3 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups; or 
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(ix) a partially unsaturated 3-6 membered carbocyclic ring, wherein said ring is 

substituted with 1-4 Re groups: or 

0-3 

5 ...csThRe)i-2 . 7 (X) 	 , or 

(xi) a partially unsaturated 4-6 membered heterocyclic ring having 1-2 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re groups: or 

0 	 0 	0 

.- 	 AO 	A NR 	N"4 

	

~(Re)1-2"Ii) 	"1+)1-2 1-2 	 IL/)1-2 
) 

(xii) 0 	 (Re)1-2 	(Re)1-2 	(Re)1-2 	; or 

(xiii) a 6-membered aromatic ring having 0-2 nitrogens wherein said ring is substituted 

with 1-4 Re groups; or 

r - N 	
e)1-3 	--ic 	—(Re)1-3 .-1-- )—(Re)1.4 	.-T —(Re)i-4 	I

T (Re), -3 	jc ---(R 	c 
(xiv) 

c 	
N 	: or 

R 	 R 	 R 	 R 
N ,... 	 z N 	 N , 	 N , 

c\ 	....g. 	c\ 	ii 	 N 	< 	N 
7 	# (Re)1-3 	scis.(Re)1 -2 	T‘__

:/7---(Re)i -2 	'-'r‘j 	/----' Re 
(xvi) c 

	

,.rf‘, 	 „I:A, 	 vitt. 

	

A, 	 z N. 	 z N , 
N 	 \\ 	

N 
c --17--(Re)i-3 	 ‘ 	/(Re)1-2 	N -3- Re 

0 	 z0 

lz
O, 	 ,O, 

- N /7 	5 C‘ 	/7 	 s \\ 	....t.l. 
\\_ 3.-(Re)i -3 	? 	\L---7:1-(Re)i -2 	\I 	(Re 

)1-2 	---77 	srs/ Re ...J./ 

zS 	 z S 	 zS, 	 S, 
c 	- N (‘ 	/7 	 c\ 	# 	

1 	
sj Re ----

t...
-7....(Re)1.3 	\I___1\i 	(Re)1-2 	\i....1/ 	(Re)i -2 

	

N-1" 	; or 

(xvii) an 8-10 membered bicyclic, saturated, partially unsaturated, or aryl ring having 0-3 

heteroatoms independently selected from nitrogen, oxygen, or sulfur, wherein said 

ring is substituted with 1-4 IZ' groups; or 

L is -C(0)- and Y is selected from: 
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(i)C1 _6 alkyl substituted with oxo, halogen, NOD, or CN; or 

(ii) C2_6 alkenyl optionally substituted with oxo, halogen, NO2, or CN; or 

(iii) C1.6 alkynyl optionally substituted with oxo, halogen, NO2, or CN; or 

(iv) a saturated 3-4 membered heterocyclic ring having 1 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-2 Re  groups; or 

(v) a saturated 5-6 membered heterocyclic ring having 1-2 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-4 Re  groups; or 

(Fn1-2 	(Fn1-2 

N-"-CI-Z 	‘, 	'NNR 	( 

41, 

NIA. 

5 \ 	( 61,, 	( No 	1-2 	, 	 : or 

(vii) a saturated 3-6 membered carbocyclic ring, wherein said ring is substituted with 1-4 

Re  groups; or 

(viii) a partially unsaturated 3-6 membered monocyclic ring having 0-3 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups; or 

(ix) a partially unsaturated 3-6 membered carbocyclic ring, wherein said ring is 

substituted with 1-4 Re  groups; or 

0-3 

(2, \ 	71--(Re)i-2 . 
(x) ' 	or 

(xi) a partially unsaturated 4-6 membered heterocyclic ring having 1-2 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups; or 

0 	 0 	0 

..... 	
0 	A N R 	 11?-? 

(1-1+) (Re)1-2 	 /i) 	 I+1) 1-2 	 1-2 	 1-2 

(xii) 0 	 (Re)1-2 	(Re)1-2 	(Re)1-2 	; or 

(xiii) a 6-membered aromatic ring having 0-2 nitrogens wherein said ring is substituted 

with 1-4 Re  groups; or 

N 	 N 	 N, 	 N, 

	

t. k 	1 	c. k 	 ' N  
7 / —(Re)14 	j"-i 	7—(Re)1.4 	-Fc;r(Re)1-3 	—(Re)1.3 	—"-( 7(Re)7-3 

(xiv) 
N 	 / 	 N 	; or 
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(xv) a 5-membered heteroaryl ring having 1-3 heteroatoms independently selected from 

nitrogen, oxygen, or sulfur, wherein said ring is substituted with 1-3 Re  groups; or. 

R 	 R 	 R 	 R 
,..„ N .„._ 	 N ,_ 	 z  N` 	 , N , 

4 	(\ 	 cc-% 	 N 
--Nz' -71—(Re)i-3 	---rt211-(Re).1-2 	\\ 	-7/—(Re),-2 	-(si._ 2--"Re 

(xvi) c 

,AIA, 	 .firt, 

114 , 	 ri  , 
	

NON 
  

x 	 N 	__
Re c -7/ (Re)1-3 	

c 
11 	 sl

2(Re)i-2 	 si-( Re)12 	 N-11 

z0 	 0 	 O 	 0 
N 	 ( NN 5 

\\ 	ir(Re)1-3 	? 	V....—N (Re)1-2 	
v 	F(R8)1-2 	4i‘i_lis-Re 

,../S 	 zS 	 zS 
( N 
. • 	R \\_..-ii--(Re)1.3 

	_i\ 	(Re)1-2 	 .._,J./ (Re)1-2 	N-2 	; or 

(xvii) an 8-10 membered bicyclic, saturated, partially unsaturated, or aryl ring having 0-3 

heteroatoms independently selected from nitrogen, oxygen, or sulfur, wherein said 

ring is substituted with 1-4 Re  groups; or 

L is —N(R)C(0)- and Y is selected from: 

(i) C.6  alkyl substituted with oxo, halogen, NO2, or CN; or 

(ii) C2_6 alkenyl optionally substituted with oxo, halogen, NO,, or CN; or 

(iii) C2_6 alkynyl optionally substituted with oxo, halogen, NOV,, or CN: or 

(iv) a saturated 3-4 membered heterocyclic ring having 1 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-2 Re  groups; or 

(v) a saturated 5-6 membered heterocyclic ring having 1-2 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-4 Re  groups; or 

(Re)1-2 	(Re)1-2 

NN'(:)-Z 	'NNR 	\/NII-;‘ 

(.-4. 	c;  \ 	( 4 
(vi) 1_2 	, 	 1-2 . 	1-2 	; or 

(vii) a saturated 3-6 membered carbocyclic ring, wherein said ring is substituted with 1-4 

Re  groups; or 

(viii) a partially unsaturated 3-6 membered monocyclic ring having 0-3 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups; or 
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(ix) a partially unsaturated 3-6 membered carbocyclic 	ring, 	wherein said ring is 

substituted with 1-4 Re groups: or 

0-3 

(--\-__Is
(R

e)1-2 , (x) , or 

(xi) a partially unsaturated 4-6 membered heterocyclic ring having 1-2 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re groups; or 

0 	 0 	0 

...- 	 AO 	?NR 	N?.? 
../7—(Re)1-2 	(1-Ifi)i-2 	(1-1+1)1-2 	j)1-2 

) 	 ti  

(xii) ° 	
(Re)1-2 	(Re)1-2 	(Re)1-2 	; or 

(xiii) a 6-membered aromatic ring having 0-2 nitrogens wherein said ring is substituted 

with 1-4 Re groups; or 

N~
N 	 ,N 	 ,IsL 	 N 

II 	 , 	( r 	̀N 	c, 
(Re)1_4 	(Re)14 	••T 	—r-(1Re11.3 5--r 	—(Re)i-3 	7(Re)1-3 

/ 	 N 
(xlv) 	 / 	 N 	; or 

(xv) a 5-membered heteroaryl ring having 1-3 heteroatoms independently selected from 

nitrogen, oxygen, or sulfur, wherein said ring is substituted with 1-3 Re groups; or 

R 	 R 	 R 	 R 
yist 	,N, 	 N, 

(‘ 
‘.-27-C‘ 	ii (Re)1.3 	---7\Z-(Re)1-2 	

N, 
e _ N

)---(Re)i 	ii._:_ri-2 	 R -7 
(xvi)  

s 
ten. 	 s,..,,, 	 ..ri.A., sfY'' 	 1 

N 	 1\1, 	 N, 
N 	 ( 	N 

\ 	.-1(Re)1.3 	c\ 	.17-'(Re) N 	1-2 	 .7"--(Re)1.2 	IV---2 	Re 

	

zOss, 	 0 	 IZ) 	 z.0 
c,i‘ 	/7 	 C‘ 	/7 	 N 	 c‘ 	N 
FT s/7-(Re)1.3 	.--fsj(Re)1-2 	-77-(Re)i-2 	IVYRe 

	

S„, 	yS 	 yS, 	 S, 

	

I\ 	# 	c‘ 	___/) 	 N 
I. 	 -7--r Re 

	

---\i 	-7/....(Re)1.3 	\r\1-(Re)1-2 	\\2/ (Re)i-2 	N— or 

(xvii) an 8-10 membered bicyclic, saturated, partially unsaturated, or aryl ring having 0-3 

heteroatoms independently selected from nitrogen, oxygen, or sulfur, wherein said 

ring is substituted with 1-4 Re groups; or 
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L is a bivalent Ci _g saturated or unsaturated, straight or branched, hydrocarbon chain; and Y is 

selected from: 

(ii) C,..6  alkenyl optionally substituted with oxo, halogen, NO2, or CN; or 

(iii) C7_6  alkynyl optionally substituted with oxo, halogen, NO,, or CN; or 

(iv) a saturated 3-4 membered heterocyclic ring having 1 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-2 Re  groups; or 

(v) a saturated 5-6 membered heterocyclic ring having 1-2 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-4 Re  groups; or 

(Re)1-2 	(Fr)1-2 

.NN---Q-Z 	/NNR 	r1.1_,;_ 

( 61, 
__4_  

(vi) 1-2 	 1-2, 	 ; or 

(vii) a saturated 3-6 membered carbocyclic ring, wherein said ring is substituted with 1-4 

Re  groups; or 

(viii) a partially unsaturated 3-6 membered monocyclic ring having 0-3 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups; or 

(ix) a partially unsaturated 3-6 membered carbocyclic ring, wherein said ring is 

substituted with 1-4 Re groups; or 

0-3 

VC_J-7---(Re)1-2. (x) , or 

(xi) a partially unsaturated 4-6 membered heterocyclic ring having 1-2 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, ,wherein said ring is 

substituted with 1-4 Re  groups; or 

0 	 0 	0 

.k. 	 AO 	ANR 	N"..? 

(Re)1-2 	 tel)1-2 	11+)1-2 1-01-2 
(xii) 0 	 (Re)1-2 	(Re 	Re(Re)1-2 	; or 

(xiii) a 6-membered aromatic ring having 0-2 nitrogen wherein said ring is substituted 

with 1-4 Re  groups; or 
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L 	is 

N 	 N 	 N 

r 	r 	NN 	c r 
*-F 	—(Re),-4 	'-i- 	—(Re)14 k(Re)i-3 	(Re)1-3 	( 7(R8)1-3  

(xiv) / 	 N 	 / 	 N 	 ; or 

(xv) a 5-membered heteroaryl ring having 1-3 heteroatoms independently selected from 

nitrogen, oxygen, or sulfur, wherein said ring is substituted with 1-3 Re  groups; or 

R 	 R 	 R 	 R 
N 	 N 	 NN  

( 	
N‘ 

( 	N 	 ( 	N 
1(Re)i-3 	---- 	-----(Re) t N 	1-2 	ft:-s----(Re)i2 

	71__:ri-  Re 
OM) r 

,N N 	 N 	 N 
N 	 N t1 ( 	.... 

t24/ 	
( 

(Re)1.3 	\\Z(Re)i-2  	(Re)1-2 	N--1/ Re  

z0 	 z0 	 20 z% 
u 	a 	5 ‘ \ 	// 	 f\ 	_ N 

/ 	(R8)1-3 	? V—N (Re)1-2 	
-2\i‘_3---(Re)i-2 	N..  --I/. Re  

zS 	 zS 	 SN  
i\ 	/1 	‘‘ 	/7 	 (SAN 	 5  f‘ 	N 
—
t...s-----(Re)1_3 	'--"T\___I(1  (Re)i-2 	h\--it(Re)1-2 	? i`l—li Re; or 

(xvii) an 8-10 membered bicyclic, saturated, partially unsaturated, or aryl ring having 0-3 

heteroatoms independently selected from nitrogen, oxygen, or sulfur, wherein said 

ring is substituted with 1-4 Re  groups; or 

—CH,-, 	-NH-, 	-C(0)-, 	-CH2NH-, 	-NHCH,-, 	—NHC(0)-, 	-NHC(0)CH,OC(0)-, 

-CH,NHC(0)-, -NHSO2CH2-, or -SO,NH-; and Y is selected from: 

(ii) C2_6 alkenyl optionally substituted with oxo, halogen, NO,, or CN;_or 

(iii) C2.6 alkynyl optionally substituted with oxo, halogen, NO2, or CN; or 

(iv) a saturated 3-4 membered heterocyclic ring having 1 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-2 Re  groups; or 

(v) a saturated 5-6 membered heterocyclic ring having 1-2 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-4 Re  groups; or 

(Re)1-2 	(Re)1-2 

c., 	NN'(:)-Z 	(3 	'NNR 	

( I 1-2 

` NIA 
$.\14.. 	5 \ 	( h1-2, (vi) 1-2 	- 	 ; or 

(vii) a saturated 3-6 membered carbocyclic ring, wherein said ring is substituted with 1-4 

Re  groups; or 
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(viii) a partially unsaturated 3-6 membered monocyclic ring having 0-3 hcteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re groups; or 

(ix) a partially unsaturated 3-6 membered carbocyclic ring, wherein said ring is 

substituted with 1-4 Re groups; or 

0-3 

(1-...._J/-----(Re)i-2. 
(x) 	 , or 

(xi) a partially unsaturated 4-6 membered heterocyclic ring having 1-2 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re groups; or 

0 	 0 

-.." 	 AO 	A NR 
(Re)1-2 	"Iiiff)1-2 	( 1471)1-2 /-01-2 

(xiii) a 6-membered aromatic ring having 0-2 nitrogens wherein said ring is substituted 

_.

(Re)(1R-e2):1' 	

11_3 

(xii) 	0 	 (Re)1-2 	(Re)1-2 	

or70, 

with 1-4 Re groups; or 

,N 	,N 	 N, 	,N 
c 1 	c 1 	 'N 	 ,e, 

-7 	--(Re)14 	pr 	y(Re)14 	--ic(Re)1-3 
.'' 	 N 	," WV) 	 N 	; Or 

(xv) a 5-membered heteroaryl ring having 1-3 heteroatoms independently selected from 

nitrogen, oxygen, or sulfur, wherein said ring is substituted with 1-3 Re groups; or 

R 	 R 	 R 	 R 
yN, 	yN„._ 	 ,N, 	 ,N, 

T__1/ (Re)1-3 	ri‘-N(Re)1-2 	 N\ 	7/ (Re)1.2 	Ti____//----
N

Re 
(xvi)  

u.&k, 	 snsild 	 a in, 4.Y‘'  
N 	 N 	 N 	 y N 

N 
c 	

N 
3I(Re)1-3 	N (Re)1-2 ~(Re)1-2 % 	Re N—/ 

,..„0„., 	z0 	 ,O, 	 ,O, 
$Ci 	/) 	5 Ct 	/7 	( 	N 	 - N 

L_ —(Re)1_3 	? 	\‘___N(Re)1-2 	‘....3--(Re)i-2 	.-77. 211"-. Re N 

yS
2 	(\

S„, 	 S, 

1 	

S, 
t\ 	 c, 	

- 	
c 	-N 

\\ 	/7—(Re)1.3 	t___f\j 
/7 

(Re 	1 )i-2 	t___!/ (Re)i-2 	--i-2I 	--71 Re • or 

488i 



(xvii) an 8-10 membered bicyclic, saturated, partially unsaturated, or aryl ring having 0-3 

heteroatoms independently selected from nitrogen, oxygen, or sulfur, wherein said 

ring is substituted with 1-4 Re  groups., 

each Re  is independently selected from —0-Z, oxo, NO2, halogen, CN, a suitable leaving group, 

or CL.§ aliphatic substituted with halogen, NO2, or CN, wherein: 

Q is a bivalent C2.6 unsaturated straight or branched, hydrocarbon chain, wherein one or 

two methylene units of Q are optionally and independently replaced by —N(R)-, -S-, - 

0-, -C(0)-, -SO-, or -SO2-, -N(R)C(0)-, -C(0)N(R)-; and 

Z is hydrogen or C1_6  aliphatic optionally substituted with oxo, halogen, NO, or CN; 
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RY is hydrogen, halogen, -CN, -CF3, C1_4 aliphatic, C14 haloaliphatic, -OR, -C(0)R, or 

-C(0)N(R)2; 

each R group is independently hydrogen or an optionally substituted group selected from C1_6 

aliphatic, phenyl, a 4-7 membered heterocylic ring having 1-2 heteroatoms independently 

selected from nitrogen, oxygen, or sulfur, or a 5-6 membered monocyclic heteroaryl ring 

having 1-4 heteroatoms independently selected from nitrogen, oxygen, or sulfur; 

WI 	W2 	independently 	bond 	bivalent C 	 wherein one and 	are each 	 a covalent 	or a 	 alkylene chain 

W2  is 	 by 	N(R2)C(0) 	C(0)N(R2) methylene unit of WI.  or 	optionally replaced 	-NR2  , 	, 	; 

-44{40802--;-S02.N(R2) , 	, 	, 	, 	, 	, 	or 0 	C(0) 	OC(0) 	C(0)O 	S 	SO 	SO2-; 

R2 	optionally substituted 	aliphatic, or --C(0)Rrer4 is hydrogen, 	 C1 _6  

R2 	RY 	- • - - - 	-  and 	: 	:. 	: 	._ 	 _ . 

- :. 	. 	. 	. 	. 	:: 	: 	. 	_ 

m and p are independently 0-4; and 

each instance of Rx is independently selected from -R, halogen, —OR, or -0(CH2)00R, wherein q 

is 1-4.  

each instance of R* and le axis independently selected from -R, halogen, —OR, -0(CH2)(10R, — 

CN, —NO2, -SO2R, -SO2N(R)2, 	-SOR, -C(0)R, -CO2R, —C(0)N(R)2, -NRC(0)R, - 

NRC(0)N(R)2, 

	

	 is 1 '1 or: -NRSO2R, or -N(R)2, wherein q 

TV - 	' 	. 	, -and-RI  -when-eeneuffeatty-pfese- 	: 

_ . 

- 	 - 	-.. 	- 	• : 	. 	. 	 . 	 . 

oxo, 	 or 	aliphatic; er halogen, CN, 	et_6  

R` 	R4 	 Ring A 	taken together 	their intervening and 	when concurrently present on 	are 	 with 

form 	5 7 	 aryl ring having 0 3 atoms to 	a 	membered saturated, partially unsaturated, or 

is 	 0 3 	independently 	from ring 	substituted with a warhead group and 	groups 	 selected 

oxo, 	 or 	aliphatic; halogen, CN, 	C+-6  

wherein the BTK-mediated disorder is colorectal cancer. 

31. 	The use according to claim 29 or 30, wherein Ring A is selected from: 
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CI, CN 
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R1  

Iiiii 

„................... 

akk 	CI si  

lxxi 

R1 

R R 

-,,N
N  

FR.1 

ball 

NC 

N 
R1  

mg 

RP 

Lxxiii 	 lxxiv 

-R-I—N- 

lxxviii 	lxxix  

R1' N -1 J. 

&a-vi 	lxxvii 

R1  

O 

gal  

IPA 
, 

CI 

• 

,̀c,,,° 	o 	--5-----, ...-----,, 

lxxxii 

--..,,,,,,, 1 	[,.,„ 

-or---3-031, 

N 

wherein 

lxxxi.  

• 

and 

teat 

,,,,-,..0,--  ,̀,, ,s,, 

Ring A is 

Ring B is selected 

Rl 

selected 

0 

Rx 

„.-0,,,--..0„---,,,,--,,ss 

lxxxiv 

29 

from: 

from 	77-&,--vo,i-r-vii7, 

R1  
R1  

lxxxv. oar 

according to claim 32. The use 

ix, 	lii, xiv, xvi, 

33. The 

i 

use 

lxiii, lxxi, lxxiv, 

according to claim 

N 

ii 

bald, 

29 

lxxviii, 

or 30, wherein 

R1  

N,-.7.:'\. 

x 

iii 

Rx 

N 

Rx 

Rl R1 

R1\ N 

A
iii

hko
i 

 

l'W 

Rx  el

Vll ix 

x 

x 

/ RI. 
N 

Xi 

%AAA, 

i 

\ IP 
•.• - 	••• xiv  
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34. The use according to claim 

x--,-xi, xiii, xvi, xvii, xix, xx, xxv, 

29 3033, or wherein Ring B is selected from *,  ii,  

xxxiv, xxxv, A9e.vviiirxiii-,- xlvi, xlviii, I, lviii, 

and cv. 

Wi-ancl-W2-fife-eaeh-a-hivelent-G44-alk-Oene or 	wherein 

iii, • „ • -, 

lxiv, 

, 

xxvi, Na9eii;  

ciii, civ, 

30, 

lxxviii, lxxxiii, 

35. The 

lxxxvi, xciv, ereii  cii, 

to 	29 use according 	claim 

- _ 	. .- :" : . 	:. 	: - 	- 	- 	 a 	N(la)C(0) -er---Wa 	: 	: 	. 	. 	: 	.: 	: 	, 

C(0)N(R;) N(R2)&02-7-80214(R2) , 0 	C(0) 	OC(0) 	C(0)O 	S 	SO 	SO/ , 	, , 	, 	, 	, 	or . 

— e 36. The to 	29 30, or WI---anEI--W2 	- 	- 	- - wherein 	. = 	. 	: 	. - 

NR2 	S 

use according 	claim 

0 or 	. 

29 30, or is 	formula II wherein said compound 	of II a or b: 

, 	, 

37. The to use according 	claim 

(Rip  

R1  wi 

R1  

CA) wi v  ( R )- p  — 

I3 CLN 

N 	W2  

H 

1  
(Rx)m  

— 

li  R eN 

a 

(Rx), 
N 	W2  

II b 

-: 	 ---  i 	: 	: 	: 	: : ..- : 	: 	: • - . - 	- 	4  . 	 . - 	I - : 	- 
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(Rv)p  

I ‘ 

11CeN 
I 

NW2  

III a 

1 

( 	) 

W I  

/ 
, 

N 

III 

N 
(RX)m g 	(RX)m 

W 

b 

39. 	The use according to claim 29 	30, 	 is 	formula IV 	IV or 	wherein said 

(Ry)p R1 

compound 	of 	a or 	b: 

(Rv)p  

4035. The use according 

L is a bivalent C2-8 

bond and one 

replaced by -NRC(0)-, 

-C(0)O-, cyclopropylene, 

R
-- ---  'N 	-%;' 

N

),,,W2_ ,
,
,

,j  

IV ft 

V Y 	
- 

Wi 

C  eN 
(RX)m (Rx)m 

N 	W2  

IV 1)- 

to claim 29 or 30, wherein 

straight or branched, hydrocarbon 

or two additional-methylene 

-C(0)NR-, -N(R)S02-, 

—0-, -N(R)-, or -C(0)-; 

aliphatic optionally substituted 

or bicyclic, saturated, 

selected from nitrogen, 

1-4 Re  groups_kaild 

from 	Z, 

12_ 1  is 

units of 

and 

chain 

-SO2N(R)-, 

—L-Y, wherein: 

wherein L has at least one double 

L are optionally and independently 

—S-, -S(0)-, -SO2-, -0C(0)-, 

oxo, halogen, NO2, or CN, or a 3-10 

unsaturated, or aryl ring having 0-3 

or sulfur, and wherein said ring is oxygen, 

with 

partially 

Y is hydrogen, C1.6  

membered monocyclic 

heteroatoms independently 

substituted with 

Re  i., independently halogen, CN, NO, each 	 selected 	Q 	oxo, 	 a suitable leaving group, 

er--C 	aliphatic 	optionally 	 CN, substituted 	 or 	wherein: 

/199197 



is a covalent bond 	a bivalent C4.4, 	 branched, or 	 saturated or unsaturated, straight or 

hydrocarbon 	 two chain, wherein one or 	methylene units of Q are optionally and 

independently replaced by N(R) 	S 	0 	C(0) 	OC(0) 	C(0)O 	SO , 	, 	, 	, 	, 	, 	, 	or 

402 	N(R)C(0) 	C(0)N(R) 	N(R)S02-,-er—S021410±and , 	, 	, 

Z-is-hydregen or C 	 CN. or 

41-36. 	The use according to claim 4029 or 30, wherein: 

L is a bivalent C2-8 straight or branched, hydrocarbon chain wherein L has at least one double 

bond 	least 	 L is 	by and at 	one methylene unit of 	replaced 	-C(0)-, -NRC(0)-, -C(0)NR-, 

-N-(-R}g0a-i -SO2N(R)-, -S-, -S(0)-, -SO2-, -0C(0)-, or -C(0)0- 

N(R) 	C(0) , or 	; and 

Y is hydrogen or C1 _6  aliphatic optionally substituted with oxo, halogen, NO2, or CN. 

4237. 	The use according to claim 44-36, wherein L is a bivalent C2-8 straight or branched, 

hydrocarbon chain wherein L has at least one double bond and at least one methylene unit of L is 

replaced by -C(0)-, 	two 	 L and one or 	additional methylene units unit of 	afe-is optionally and 

independently-replaced by cyclopropylene, -0-, -N(R)-, or -C(0)-. 

4338. 	The use according to claim 4-1-36, wherein L is a bivalent C2-8 straight or branched, 

hydrocarbon chain wherein L has at least one double bond and at least one methylene unit of L is 

replaced by -0C(0)-. 

4439. The 	use 	according 	to 	claim 	41-29 	or 	30, 	wherein 	L 	is 	-NRC(0)CH=CH-, 

-NRC(0)CH=CHCH2N(CH3)-, 	-NRC(0)CH=CHCH20-, 	-CH2NRC(0)CH=CH-, 

, 	 , NR S 02CH-CH 	NRSO2CH-CHCH2-, 	NRC(0)(C-N2 	NRC(0)(C-N2)C(0) 

NRC(0)CH-CHCH2N-G142) 	 NRSO2CH-CH , 	 , 	 NRSO2G14=CHG14.2-3  

NRC(0)CH-CHCHIO ,or 	-NRC(0)C(=CH2)CH2-, 

CH2 	 R is H -G142042NRC(0) , or 	 wherein 	or optionally substituted 

C1 _6  aliphatic; and Y is hydrogen or Ci_6 aliphatic optionally substituted with oxo, halogen, NO2, 

or CN. 
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4510. 	The 	 to 	claim 	4439, 	 L 	is use 	according 	 wherein 	-NHC(0)CH=CH-, 

-NHC(0)CH=CHCH2N(CH3)-, 	-NHC(0)CH=CHCH2O-, 	-CH2NHC(0)CH=CH-, 

NHSOACH-CH 	 NHC(0)(C-N4) 	NHC(0)(C-N2)C(0) , 	-NHSO2CH-CHCH2-, 	 , 	 , 

e 	- 	- 	- N(CH) 	NHSO2CH-CH 	 NHSO2CH-C-HCH2-3  , 	 , 

NHC(0)CH-CHCH.40-,or 	 - , - 	e 	- 	- 	e -NHC(0)C(=CH2)CH2  , 

C1-12G14-iNHC(0) 	CR2N14G(0)eyelepfep54ene. , or 

4641. 	The use according to claim 41-29 or 30, wherein L is a bivalent C2-8 straight or branched, 

hydrocarbon chain wherein L has at least one alkylidenyl double bond and at least one methylene 

unit of L is replaced by -C(0)-, -NRC(0)-, -C(0)NR-, -N(R)S02-, -SO2N(R)-, -S-, -S(0)-, -SO2-

, -0C(0)-, or -C(0)O-, and one or two additional methylene units of L are optionally and 

independently replaced by cyclopropylene, -0-, -N(R)-, or -C(0)-. 

4-742. The 	according to claim 29 or 30, wherein RI  is -L-Y, wherein: use 

L is a bivalent C2-8 straight or branched, hydrocarbon chain wherein L has at least one triple bond 

and one or two adder-methylene units of L are optionally and independently replaced by 

402114-(-R-)-3—S 	S(0)-, -C(0)-. -NRC(0)-, -C(0)NR-, -N(R)S02-, 	 , 	-SO2-, -0C(0)-, or 

-C(0)0-3  

• - 	• 	-. 	:.: 	 CN, 	3 10 . 	; 	. 	: : 	: 	. 	. : 	.: 	: 	: 	 , or 	or a Y is hydrogen, C4_6 	 ' 

-..- 	•..:.•• membered-meneeyelic  

- 	 :.- 	• ' :: 	:. 	: 	:::: 	: 	:: 	::" 	::_• 	: 	: 	. 	..- : 	 _ 

subetkated-with-1-4-1e-gFeupei-and 

• •- 	e 	• 	e 	- 	-.: 	- 	, 	• 	- 	:.: 	•_ each-Re 	. 	. - . - 	: :._ :: 	: 	_ 	: 	: 	. 	:- 	. 	. 	. : 	 1 	: . : 

C4_6 	- 	• 	-. 	 - 	• e 	CN, or 	. 	: 	: 	: : 	: 	: 	. : 	: 	.: 	: 	: 	: 	; ::. 	or 	wherein: 

is 	bond 	bivalent C+6  • 	• 	 - 	- Q 	a covalent 	or a 	 : 	.. 	: 	: 	.. 	. 	. 	: 	: 	. : 	: 	: 	: 	.. 	- 	. 

- 	• 	- 	- 	- - 	-- t 	• 	: - - 	e 	- 	- : 	: t : 	: : 	_ 	: 	: 	: 	 ..-. 	: 	:. 	: : 	: 	: 	:.- : 

independently 	by N(R) 	S 	0 	C(0) 	OC(0) 	C(0)O 	SO replaced 	, 	, 	, 	, 	, 	, 	, or 

, 	, 	, 	, or 	; and 

	

SO4 	N(R)C(0) 	C(0)N(R) 	N(R)S02 	S02‘1(R) 

	

Z is hydrogen 	C4_6 	- 	- 	-. - 	• 	- 	k  e 	CN. or 	: 	: 	. 	: : 	: 	:. 	. : 	: 	: 	:, 	:. : 2" 	or 
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4843. 	The use according to claim 4742, wherein Y is hydrogen or C1 _6  aliphatic optionally 

substituted with oxo, halogen, NO2, or CN. 

	

/1944. 	The 	 to 	4843, 	L is 	C=CCI-12N(isepfery4)-7  use according 	claim 	wherein 	-C=C-, 

C=CCH.10-;  -NHC(0)C---CCH2CH2-, 	-CH2-C=C-CH2-, 	 -CH2C(0)C-C-, 	-C(0)C=--C-, 	or 

-CH20C(---0)CEC-. 

5015. 	The 	 to claim 29 	30, wherein RI  is —L-Y, wherein: use according 	or 

L is a bivalent C2-8  straight or branched, hydrocarbon chain wherein one methylene unit of L is 

replaced by cyclopropylene and one or two additional methylene units of L are independently 

replaced by -C(0)-,  -NRC(0)-, -C(0)NR-, -N(R)S02-, -SO2N(R)-, —S-, -S(0)-, -SO2-, - 

	

OC(0)-, or -C(0)O-; 	d  

Y is--h 	en, C1.6  aliphatic optionally substituted with oxo, halogen, NO2, or CN, or a 3-10 

membered monocyclic or bicyclic, saturated, partially unsaturated, or aryl ring having 0-3 

heteroatoms independently selected from nitrogen, oxygen, or sulfur, and wherein said ring is 

substituted with 1-4 Re groups; and 

	

Re  is independently 	from 	Z, 	NO2, halogen, CN, 	leaving each 	 selected 	Q 	oxo, 	 a suitable 	group, 

CN, or 	wherein: 

two 

	

e or 	methylene units of Q are optionally and 

independently 	by 	N(R) 	S 	0 	C(0) 	OC(0) 	C(0)0 	SO replaced 	, 	, 	. 	, 	, 	, 	, or 

-802-, 	, 	, 	, or 	; and N(R)C(0) 	C(0)N(R) 	N(R)SO4 	SO2N(R) 

CN. or 

5116. The 	 to 	55, 	Y is hydrogen 	C1-6  use according 	claim 	wherein 	 or 	aliphatic optionally 

substituted with oxo, halogen, NO2, or CN. 

5247. 	The use according to claim 29 or 30, wherein RI  is —L-Y, wherein: 

L is 	bond, C(0)-, 	 bivalent C1_8  a covalent 	 -N(R)C(0)-, or a 	 saturated or unsaturated, straight or 

branched, hydrocarbon chain; and 

Y is 	from the following 	through selected 	 (i) 	(xvii : 
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(i) Ci_6  alkyl substituted with oxo, halogen, NO2, or CN; or 

(ii) C2_6 alkenyl optionally substituted with oxo, halogen, NO2, or CN; or 

(iii) C2-6 alkynyl optionally substituted with oxo, halogen, NO2, or CN; or 

(iv) a saturated 3-4 membered heterocyclic ring having 1 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-2 Re  groups; or 

(v) a saturated 5-6 membered heterocyclic ring having 1-2 heteroatom selected from 

oxygen or nitrogen wherein said ring is substituted with 1-4 Re  groups; or 

(Re)1-2 	(Re)1-2 

N 	Q-Z 	c, 
\ 

c'\'NNR 	(\/NIA- 

\ 	( 	5 	( 	 ( \ 	
IL2  1-2 	 1-2 R, 	Z; (vi) , 	 , Of- 	 , wherein each 	Q, 	or 

(vii) a saturated 3-6 membered carbocyclic ring, wherein said ring is substituted with 1-4 

Re  groups; or 

(viii) a partially unsaturated 3-6 membered monocyclic ring having 0-3 heteroatoms 

independently selected from nitrogen, oxygen, 	or sulfur, wherein said ring is 

substituted with 1-4 Re  groups; or 

(ix) a partially unsaturated 3-6 membered carbocyclic ring, wherein said ring is 

substituted with 1-4 Re  groups; 

o 3 

C 	
/ 

.--c___!/----(Re)1-2 . 
(x) , or 

(xi) a partially unsaturated 4-6 membered heterocyclic ring having 1-2 heteroatoms 

independently selected from nitrogen, oxygen, or sulfur, wherein said ring is 

substituted with 1-4 Re  groups; or 

	

0 	 0 	0 

	

...k.'N'" 	 esNo 	s .NNR 	N-'ca? 

	7--(Re)1-2 	(1--  +) 	(\- ij) 	 ) 
// 

(xii)
12  

0 	 (Re)1-2 	(Re)1-2 	(Re)1-2 	; or 

(xiii) a 6-membered aromatic ring having 0-2 nitrogen wherein said ring is substituted 

with 1-4 Re  groups; or 

N 	 , 
e  , 	') 	

N': N 

	

N 
.) 	 ' N 	c, rN

. 
(Re)1 _3 	----1-. 	—(Re)1 _3 	-11-- 	—1—(Re)1-3 ....E 	R )1-4 	

II 	
—(Re)1-4 	, 	

----- 	„ 
(xiv 	 N 

503501 



' 	 - 	- 	- - 	—  wher-ein-eaeh-Re 	. 	 . 	: : 	: 	; or 

(xv) a 5-membered heteroaryl ring having 1-3 heteroatoms independently selected from 

nitrogen, oxygen, or sulfur, wherein said ring is substituted with 1-3 Re  groups; or 

R 	 R 	 R 	 R 

	

z  N,„ 	 ,..„ N 
i/  

...., 	
f‘ 
,..., N 	

N 
	 , N 

_ N t  ("‘ 	ii 	 (N, 	 c 
Re 

 
rijir(Re)13 	----V.21C1"(Re)1-2 	\\ 	sir.(Re)1-2 N 

_if 
(xvi)  

1 

	

.nn. ..rik, 	 .nn. `1\1\'  
14 , 	 N 	 14 , 	 N, 

k 	 N 	 ( 	......t1 

N 	 ‘ 	(Re)1-2 	N--11  Re  c_fir (Re)i-3 	
c2r-(Re)i-2 

z0„._ 	
0 	 00, 	 O, 

c% 	# 	5 c‘ 	7 	 ....t..! 	 c‘ 	N 	
e 

 
V 	-7r-  (Re)i-3 	? 	\1---N 	(Re)i-2 	V 	# 	(Re)i-2 	 - 	//"-- R 

N 

_...„S 	 ,,,S. 	 S 	
SAN 

 
c% 	# 	c (\ 	/7 	

2\- 

   

--- %-(Re).1-3 	7\---1. 	(Re)1-2 	V 	4 (Re)1.2 	. 	ii_2/../ - Re 
; 

(xvii) an 8-10 membered bicyclic, saturated, partially unsaturated, or aryl ring having 0-3 

heteroatoms independently selected from nitrogen, oxygen, or sulfur, wherein said 

ring is substituted with 1-4 Re  groups; 

whereim 

- 	- 	. 	- 	- 	- - 	- 	- - 	- 	• 	-1 	• 	 - 	- 	• 	- -- :.:. 	:- : . : 	. 	. 	: 	: 	:.- 	; 	: 	- : 	.. 	. 	:.: 	_- : 	• 	- 	4-6 

aliphatic, phenyl, a 	membered 	 ring 1 7 	heterocylic 	having 12 heteroatoms independently 

- 	• 	4 	- -... 	- 	-- •  	- 	---- 	- 	-_: 	•; 	-. 	 - 	• 	--. : 	_ 	:. 	: : 	 ; 	,,, 	: 	; . _ 	. 	::. 	: 	. 

le is independently 	from Q Z, 	NO4, halogen, CN, 	leaving each 	 selected 	 oxo, 	 a suitable 	group, 

Of-G44 • 	: 	: : 	: 	., 	. 	: 	: : 	: 	 , or 	wherein: - • 	- 	- - 	 - 	 ' e 	CN, 

is 	bond 	bivalent C. 	• 	 -- 	- 	- Q 	a covalent 	or a 	 : 	.. : 	:.: 	- 	--- 	: 	: 	1: 	. 	. 	: 	: 	: 	1- - : 

	

-- 	 • 	e 	- - 	- : 	. 	; 	: 	: 	I 

replaced 	, 	, 	, 	, 	, 	, 	, or independently 	by N(R) 	S 	0 	C(0) 	OC(0) 	C(0)0 	SO 

N(R)C(0) 	C(0)N(R) 	N(R)S02 	SO4N(R) -SO2  , 	, 	, 	, or 	; and 

Z is hydrogen 	 - 	- 	- 	- 	- 	 - - 	 ' e 	CN. C44 or 	: 	: 	: 	: 	: 	. 	. 	. 	 : 	; : 	: 	, 	, or 
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5348. The use according to claim 5229 or 30, wherein L is a covalent bond, —CH2-, -NH-, - 

C(0)-, -CH2NH-, -NHCH2-, —NHC(0)-, -NHC(0)CH2OC(0)-, -CH2NHC(0)-, NITS02-5 

-NHSO2CH2-, NHC(0)CHAOC(0) , or -SO2NH-. 

5419. The use according to claim 5318, wherein L is a covalent bond. 

5350. The use according to claim 5-247, wherein Y is selected from: 

0 0 0 0 

.-- N-'3  -N -r̀ l  I 	--N CI 
- 	i 	

CH3 

0 
CI 

, 

a 	 b 

CH3  

c 

O 

d 

CI 	p 

e 

0CH3 

f 

O 	o 
0 

 • N
S CI 

. ss.c
i 
e 

ss.,-.-;„ 
---,1 N-P-„Cl 

7%--- 
CH3 

c 
CH3

H3  

h i j  k 1 g 

N___e_..CH3 	CN o 0 	CN Niz_r  ON 
-T-  -(2>4N-IN -(2)4N-0 tl-) (2)4N- N ,CN 

nt 	 n o p q 

F 

F CN NO2  

La? . F 	11101 	10 

t 	u 

101 
NO2 Le"? 

v 

CN 

F*-.,, 0 
1 

‘? 	
Lai.--,,,„ 

w 	x 

N 
CN 

'se✓ , 	'55'-•-‘, I 
-sss' 

I 
/ -,s 	N-., 

N
-;-- 	N. N N 	N 	,- N N /,- 

,--- ,--- % 
z 	as bb cc dd ee 
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5651. 	The use according to claim 29 or 30, wherein R1  is selected from: 

0 Me 
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) zz_ 

)2(---..„_,N. 	------, 
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