
thereof,  

O 

N 

CLAIMS 

1. A compound having  the formula  (Ic), or a pharmaceutically acceptable salt 

R2  
(R3)p  

0 

R 

(Ic) 

wherein 

each R4-  is independently selected from  the group consisting  of 

halogen, CN, Re, CO2W, CONRaRb,  C(0)1e, OC(0)NRaRb, NRI3C(0)1e,  

Nle(0)2W, NleC(0)Nlele, NIeW7-0a, and S(0)2NR6e; wherein each  le and  le-is 

independently selected from hydrogen,  Calkyl, and  C  

same nitrogen atom can  be combined  with the nitregen atom to form a  five or six membered 

ring having from  0 to 2 additional heteroatoms as  ring members selected from  N, 0 or  S;  

ach R6  is independently selected from the group consisting  of Calkyl, C4_8_11alealkylTG34  

cycloalkyl, heterocycloalkyl,  aryl and heteroaryl, and wherein the  aliphatic and cyclic  

portions  of le4tb  and  Re  are optionally further substituted  with from one to three halogen, 

hydroxy,  methyl, amino, alkylamino and  dialkylamino groups; and optionally when two R4-

substituents are on adjacent atoms, are combined  to form a fused  five or six membered 

carbocyclic ring; 

each le is independently selected from  the group consisting  of 

halogen,  CN, le, CO21e,  CONR4W, C(0)R4, OC(0)NR4W,  Nleg-0)R4T-

NReg0)2Rf, NR4C(0)NleW, NR4C(0)NR4W, NR4R47-0R14, and S(0)2NR4W; wherein 

each  R4  and  Re  is independently selected from hydrogen, C_t_g_alkyl, and C44,_halealkylr  Of 

when attached  to the same nitrogen atom can  be combined  with the nitrogen atom  to form a 

five or six membered  ring having from  0 to 2 additional heteroatoms as  ring members 

selected from  N, 0 or  S; each  le is independently selected from the group consisting  of C44  
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0 

N 
H 

CH3  

CF3 

1 

alkylTG4_811aleallej4TG4_6  cycloalkyl, hctcrocycloalkyl, aryl and heteroaryl, and wherein the 

aliphatic and cyclic portions of Rye  and  le  

each R.3  is independently selected from the group consisting of 

halogen, CN, R4, CO2.Rg, CONRge,  C(0)Rg,  OC(0)NleRh, NRhC(0)Re, 

Me(0)2k, NRgC(0)NRgle, 	NReRhT-ORg, S(0)2NReRh,  X4-R},  X4  NReRhT-X4  CONR 

ge,  X4  NieC(0)Rg, NHRj-afkl---14,1404k, wherein  X4  is a C  alkylonc; ach  Re and Rh-4s 

independently selected from hydrogen, Cgalkyl, Ca4 cycloalkyl and C4_8_11eleallei4Ter-when 

attached to the same nitrogen atom can be  combined  with the nitrogen atom to form a five or 

six membered  ring having from 0  to 2 additional heteroatoms as ring members selected from 

N, 0 or S  and is  optionally substituted with one or two oxo; each R4 	 • • 

from the group consisting of C_1_8_alkyl, C4_81alealley4TG3_6  cycloalkyl, heterocycloalkyl, aryl 

and heteroaryl; and each  le is selected from the group consisting  of C cycloalkyl, 

" 	- 

the aliphatic and cyclic portions of  RerlerRi  and  Rj  

from one to three halogen, methyl, CF.3, hydrox 

greuff4-and 

p is 0, 1 or  2; for use in  therapy. 

21. Use of a compound having the formula 	, 

or a pharmaceutically acceptable salt thereof. 

2 

3 

4 
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0 
sIL 

N 

R2  
N:7 (R3)p 

(1-0 

wherein 

each le is independently selected from the group consisting of 

halegenT-C147-Re, CO21e, CONIele, C(0)r, OC(0)NleRb, NleC(0)Re, 

NrG(0)2Re, NRaC(0)NRaRb, NRele7-01e, and S(0)2Nlele; wherein each Re  and Rb4s 

independently selected from hydrogen, Calkyl, and C  

same nitrogen atom can be combined with the nitrogen atom to form a five or six membered ring 

having from 0 to 2 additional heteroatoms as ring members selected from N, 0 or S; each Re-is 

independently selected from the group consisting of C4 alkyl, C1_,s_halettileylrE3_6  cycloalkyl, 

heterocycloalkyl, aryl and heteroaryl, and wherein the aliphatic and cyclic portions of Re  band

Re  are optionally further substituted with from one to three halogen, hydroxy, methyl, amino, 

alkylamino and dialkylamino groups; and optionally when two R4-  substituents arc on adjacent 

atoms, are combined to form a fused 

ach le is independently selected from the group consisting of 

halogen, CN, 	COORS, CONlIte, C(0)R4, OC(0)NR4le, NleC(0)1e, 

NleG(8)21e, Nlet(0)Nle4le, NReC(0)NREIRe, NrIeF-ORe, and S(0)2NleRe; wherein each 

Re  and Re  is independently selected from hydrogen, C4_8_,alkyl, and C_1_8_haleallc-543-ef-when 

attached to the same nitrogen atom can be combined with the nitrogen atom to form a five or six 

membered ring having from 0 to 2 additional heteroatoms as ring members selected from N, 0 or 

S; each leis independently selected from the group consisting of Calkyl, 

cycloalkyl, heterocycloalkyl, aryl and heteroaryl, and wherein the aliphatic and cyclic portions of 

RW and r are optionally further substituted with from one to three halogen, hydroxy, methyl, 

amino, alkylamino and dialkylamino groups; 
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each le is independently selected from the group consisting of 

halogen, CN, 	COP, CONRgRh, C(0)Rg, OC(0)NR8Rh, NRhC(0)Rg, 

NeG(-49)2Ri, NRgC(0)NRge, NRgRI ORg, S(0)21s.agie, X4-R}, X4  Nine, X4  CONRgle, 

,X4  NRhC(0)Rg, NFIRj-and--1414G14Rj, wherein X4  is a C alkylene; each Rg and Rh-i-s 

independently selected from hydrogen, Calkyl, C3_6  cycloalkyl and C.14.hgealk-347er--when 

attached to the same nitrogeR atom can be combined with the nitrogen atom to form a five or six 

membered ring having from 0 to 2 additional heteroatoms as ring members selected from N, 0 or 

S and is optionally substituted with one or two oxo; ach Ri  is independently selected from the 

group consisting of C.alkyl, C4.4,11aleigke cycloalkyl, heterocycloalkyl, aryl and 

heteroaryl; and each Ri is selected from the group consisting of C cycloalkyl, pyrrolinyl, 

piperidinyl, morpholinyl, tetrahydrofuranyl, and tetrahydropyranyl, and wherein the aliphatic and 

cyclic portions of Rgrle-TRi-and-Rj are optionally further substituted with from one to three 

halogen, methyl, CF;, hydroxy, amino, alkylamino and dialkylamino groups; and 

p is 0, 1 or 2 in the preparation of a medicament for treating a human suffering from or 

susceptible to complement 3 glomerulopathy in a human. 

3. The use of claim 2, wherein 

each R4  is independently selected from the group consisting of halogen, CN, Re, Nine, 

and—ORe; wherein each Re  and Rh  is independently selected from hydrogen, C. alkyl, and 

nitrogen atom to form a pyrrolidine ring; each Re  is independently selected from the group 

consisting of C. alkyl, C44,1aleallefirG3_6  cycloalkyl and wherein the aliphatic and cyclic 

portions of Re7Rh  and Re  are optionally further substituted with from one to three hydroxy, 

methyl, amino, alkylamino and dialkylamino groups; and optionally when two R-1  

substitucnts are on adjacent atoms, are combined to form a fused five or six membered 

carbocyclic ring; 

each R2  is independently selec 	 and OR4  ; wherein 

each R4  is independently selected from hydrogen, Calkyl, and C 8,lialealk--ylreaeh-R€4s 

independently selected from the group consisting of C_ alkyl, C44_halealle,47G3_6  cycloalkyl, 

heterocycloalkyl and heteroaryl, and wherein the aliphatic and cyclic portions of R4  and RI  
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are  optionally further substituted  with from one  to three halogen, hydroxy, methyl, amino, 

alkylamino and dialkylamino groups;  

each le is  independently selected fFeFli the group-censisting-ef-halegen7-Ri, CO2Rg, CONRele,  

--114:RhG(0)14g, NRhG(0)2.1Zi, NRgleT-ORg,  X4-.W,  X4 	NRgle,  X4  CONRgith3  

-X4  NRhE(Q)Rg,  NHRj and NHCI-141e, wherein  X4  is  a C alkylene; each Rg and Rh-is 

independently selected from hydrogen, C4_,g_alkyl,  C cycloalkyl and C4_,s_halealkylTer-when  

attached to the same nitrogen atom can  be combined  with the nitrogen atom to form a  five or 

six membered  ring having from  0 to  2 additional heteroatoms as  ring members selected from  

N, 0 or  S and  is optionally substituted  with one or two oxo; each  Ri  is independently selected  

from the group consisting  of Ci_8_alkyl, C4_8_11alealkyl7G4.4  cycloalkyl, heterocycloalkyl,  aryl  

is selected from the group consisting of  Ca4  cycloalkyl, 

pyrrolinyl,  piperidinyl, morpholinyl, tetrahydrofuranyl, and tetrahydropyranyl, and wherein  

the  aliphatic  and cyclic portions of-Rg4* and  R3 	• 	 ". 

from one to three halogen,  methyl, CF;, hydroxy, amino, alkylamino and  dialkylamino 

groups; and  

p is 1. 

4. The use of claim  2, wherein  

ach R4  is independently selected from the group consisting  of C4_8_alkyl and Ct_g_lialeallcy  

each R2  is independently selected from the group consisting  of halogen and Cl_g_filk-54;  

c\ach  le is NRge wherein each  Rg  and Rh  is independently selected from hydrogen and  ca_6 

cycloalkyl; and  
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5. The use  of claim  2, wherein  

each le is independently selected from the group consisting  of C4_3alkyl and C2,_lialeal1yli  

each  le is independently selected from the group consisting  of halogen and  c,a4Ey4 

ach le is  NRgRh  wherein each  Rg  and  Rh  is independently selected from hydrogen and  c44 

cycloalkyl; and  

p is 1. 
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11 

12 

13 

14 

15 

HN 	CF3  

‘‘‘‘LO 

and 

7. The use of claim 2, wherein the compound is 
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or a pharmaceutically acceptable salt thereof. 

8. The use of any one of claims 2 to 6, wherein the compound is 

or a pharmaceutically acceptable salt thereof. 

92. The use of claim 1, wherein the medicament 24-eempeun€141aving-the 

following formula: 

or a pharmaceutically acceptable salt thereof for use in therapy, for slowiffg the 

rate of decline in Estimated Glomerular Filtration Rate (eGFR) in a human suffering from OF 

susceptible to C3 glomerulopathy. 
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10. A compound having the following formula: 

or a pharmaceutically acceptable salt thereof for use in therapy, for example slowing the rate of 

: - - 

to C3 glomcrulopathy. 

443. The use of claim 1, wherein the medicament  A compound having the 

following formula: 

or a pharmaceutically acceptable salt thereof for use in therapy, for example 

reducesieg glomerular inflammation in a human suffering from or susceptible to C3 

glomerulopathy. 

12. A compound having the following formula: 

1 
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s'‘ 	N" 	• ---- 	C F3 
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3 

or a pharmaceutically acceptable salt thereof for use in therapy, for example clearing glomerular 

cndocapillary 	proliferation in a human ouffcring from or susceptible to C3 glomcrulopathy. 

4-34. The use of claim 1. wherein the medicament  A compound having the 

following formula: 

or a pharmaceutically acceptable salt thereof for use in therapy, for example 

reducesing glomerular inflammatory macrophages in a human suffering from or susceptible to 

C3 glomerulopathy comprising administering to the human an effective amount. 

4-45. The use of claim 1, wherein the medicament  A compound having the 

fellewingfermulai 
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or a pharmaceutically acceptable salt thereof for use in therapy, for example 

reducesing proteinuria in a human suffering from or susceptible to C3 glomerulopathy. 

15. The use or compound for use of any one of claims 2 to 11 wherein the human 

suffers from complement 3 glomcruloncphiitis. 

1 	 16. The use of compound for use of any one of claims 21 to 4-45 wherein the 

2 	human suffers from progressive complement 3 glomerulonephritis. 

1 	 47. The use or compound for use of any one of claims 21 to 4-45 wherein the 

2 	human suffers from recurrent complement 3 glomerulonephritis after a renal transplant. 

1 	 48. The use or compound for use of any one of claims 21 to 4-45 wherein the 

2 	human suffers from dense deposit disease. 

19. The use er--eempeand-fer--i*se-of any one of claims 21 to 4-45 wherein the 

2 	complement 3 glomerulopathy is refractory to other treatment. 

1 	 210. The use or compound for use of any one of claims 21 to 19 wherein the 

2 	human has refractory disease to immunosuppressive drugs. 

211. The use or compound for use of any one of claims 21 to 210 wherein the 

human has refractory disease to one or more of rituximab, cyclophosphamide, mycophenolate 

mofetil, tacrolimus, and steroids. 

22. The use or compound for use of any one of claims 2 to 21 wherein the human 

shows improved health related quality of life. 

23. The use or compound for use of claim 22 wherein the health related quality  
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1 

2 

1 

2 

3 assessment. 

124. The use or compound for use of any one of claims 21 to 2311 wherein the 

eempeundmedicament is ftof be administered atien twice daily. 
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2513. The use or compound for use of any one of claims 21 to 2311  wherein the 

eempoundmedicament is to be  administered ation once a day. 

2614. The use or compound for use of any one of claims 21 to 2311 wherein the 

medicament  is ROF be administration orally. 

2715. The use or compound for use of any one of claims 21 to 2311 wherein 30 

2 	mg of the compound is to be administered to the human twice daily. 

1 
	

28. The use or compound for use  of any one  of claims  2 to  23 wherein  20 mg of 

2 

29. The use or compound for use  of any one  of claims  2 to  23 wherein  10 mg of 

the compound  is to for administration to the human twice  daily.  

1 	 3016. The use or compound for use of any one of claims 21 to 2911, wherein the 

2 	human has a Complement factor H related protein 5 (CFHR5) mutation. 

317. The use or compound for use of any one of claims 21 to 3011 wherein the 

eecaffeundmedicament is ftof be administered atien to the human for 12 weeks. 

32. The use or com 

administration to the human for  26 weeks. 

33. The use or compound for use of  

administration to the human for  52 weeks. 

1 

2 
	

chronic treatment. 
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36,--The-uee 	 

1 

2 

1 
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2 agents is  selected from immunosuppressive drugs, angiotensin converting enzyme  (ACE)  
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