
 -12- 

MASP-2 inhibitory antibody or antigen-binding fragment thereof, comprises a heavy 

chain variable region comprising CDR-H1, CDR-H2 and CDR-H3 of the amino acid 

sequence set forth as SEQ ID NO:67 and a light chain variable region comprising CDR-

L1, CDR-L2 and CDR-L3 of the amino acid sequence set forth as SEQ ID NO:70.  In one 

example, the MASP-2 inhibitory antibody or antigen-binding fragment thereof comprises 5 

a heavy chain variable region comprising the amino acid sequence set forth as SEQ ID 

NO:67 and a light chain variable region comprising the amino acid sequence set forth as 

SEQ ID NO:70.  In some examples, the method comprises administering to a subject 

suffering from HSCT-CLS a composition comprising a MASP-2 inhibitory antibody, or 

antigen binding fragment thereof comprising a heavy-chain variable region comprising 10 

the amino acid sequence set forth as SEQ ID NO:67 and a light-chain variable region 

comprising the amino acid sequence set forth as SEQ ID NO:70 in a dosage from 1 

mg/kg to 10 mg/kg (i.e., 1 mg/kg, 2 mg/kg, 3 mg/kg, 4 mg/kg, 5 mg/kg, 6 mg/kg, 7 

mg/kg, 8 mg/kg, 9 mg/kg or 10 mg/kg) at least once weekly (such as at least twice 

weekly or at least three times weekly) for a period of at least 2 weeks, or at least 3 weeks, 15 

or for at least 4 weeks, or for at least 5 weeks, or for at least 6 weeks, or for at least 7 

weeks, or for at least 8 weeks, or at least 9 weeks, or at least 10 weeks, or at least 11 

weeks, or at least 12 weeks.  In one example, the dosage of MASP-2 inhibitory antibody 

is about 4 mg/kg (i.e., from 3.6 mg/kg to 4.4 mg/kg).In one example, dosage of the 

MASP-2 inhibitory antibody is a fixed dose from about 300 mg to about 450 mg (i.e., 20 

from about 300 mg to about 400 mg, or from about 350 mg to about 400 mg), such as 

about 300 mg, about 305 mg, about 310 mg, about 315 mg, about 320 mg, about 325 mg, 

about 330 mg, about 335 mg, about 340 mg, about 345 mg, about 350 mg, about 355 mg, 

about 360 mg, about 365 mg, about 370 mg, about 375 mg, about 380 mg, about 385 mg, 

about 390 mg, about 395 mg, about 400 mg, about 405 mg, about 410 mg, about 415 mg, 25 

about 420 mg, about 425 mg, about 430 mg, about 435 mg, about 440 mg, about 445 mg 

or about 450 mg.  In one example, the dosage of the MASP-2 inhibitory antibody is a 

fixed dose of about 370 mg (±10%).  In one example, method comprises administering a 

fixed dosage of MASP-2 inhibitory antibody at about 370 mg (±10%) to a subject 

suffering from HSCT-CLS twice weekly intravenously for a treatment period of at least 8 30 

weeks. 

In another example, the present disclosure provides a method of treating a human 

subject suffering from fluid overload (FO) following hematopoietic stem cell transplant  
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mg/kg, 8 mg/kg, 9 mg/kg or 10 mg/kg) at least once weekly (such as at least twice 

weekly or at least three times weekly) for a period of at least 2 weeks, or for at least 3 

weeks, or for at least 4 weeks, or for at least 5 weeks, or for at least 6 weeks, or for at 

least 7 weeks, or for at least 8 weeks, or at least 9 weeks, or at least 10 weeks, or at least 

11 weeks, or at least 12 weeks.  In one example, the dosage of MASP-2 inhibitory 5 

antibody is about 4 mg/kg (i.e., from 3.6 mg/kg to 4.4 mg/kg). In one example, dosage of 

the MASP-2 inhibitory antibody is a fixed dose from about 300 mg to about 450 mg (i.e., 

from about 300 mg to about 400 mg, or from about 350 mg to about 400 mg), such as 

about 300 mg, about 305 mg, about 310 mg, about 315 mg, about 320 mg, about 325 mg, 

about 330 mg, about 335 mg, about 340 mg, about 345 mg, about 350 mg, about 355 mg, 10 

about 360 mg, about 365 mg, about 370 mg, about 375 mg, about 380 mg, about 385 mg, 

about 390 mg, about 395 mg, about 400 mg, about 405 mg, about 410 mg, about 415 mg, 

about 420 mg, about 425 mg, about 430 mg, about 435 mg, about 440 mg, about 445 mg 

or about 450 mg.  In one example, the dosage of the MASP-2 inhibitory antibody is a 

fixed dose of about 370 mg (±10%).  In one example, method comprises administering a 15 

fixed dosage of MASP-2 inhibitory antibody at about 370 mg (±10%) to a subject 

suffering from HSCT-FO twice weekly intravenously for a treatment period of at least 8 

weeks. 

In another example, the present disclosure provides a method of treating a human 

subject suffering from engraftment syndrome (ES) following hematopoietic stem cell 20 

transplant (HSCT-ES) comprising administering to the subject a composition comprising 

an amount of a MASP-2 inhibitory antibody, or antigen-binding fragment thereof, 

effective to inhibit MASP-2-dependent complement activation and thereby improve at 

least one symptom of HSCT-ES.  In one example, the method comprises administering 

the composition to a subject who has previously undergone an allogeneic hematopoietic 25 

stem cell transplant.  In one example, the method comprises administering the 

composition to a subject who has previously undergone an autologous hematopoietic 

stem cell transplant.  In one example, the method further comprises identifying a human 

subject suffering from post-transplant engraftment syndrome (HSCT-ES) prior to the step 

of administering to the subject a composition comprising an amount of a MASP-2 30 

inhibitory antibody, or antigen-binding fragment thereof, effective to inhibit MASP-2-

dependent complement activation.  In one example, the MASP-2 inhibitory antibody is a 

monoclonal antibody, or fragment thereof that specifically binds  
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about 435 mg, about 440 mg, about 445 mg or about 450 mg.  in one example, the dosage 

of the masp-2 inhibitory antibody is a fixed dose of about 370 mg (±10%).  in one 

example, method comprises administering a fixed dosage of masp-2 inhibitory antibody 

at about 370 mg (±10%) to a subject suffering from hsct-es twice weekly intravenously 

for a treatment period of at least 8 weeks. 5 

The methods, compositions and medicaments of the disclosure are useful for 

inhibiting the adverse effects of MASP-2-dependent complement activation in vivo in 

mammalian subjects, including humans suffering from or at risk for developing HSCT-

IPS (i.e., post-stem cell transplant IPS) and/or a subject suffering from, or at risk for 

developing HSCT-CLS (i.e., post-stem cell transplant CLS), and/or a subject suffering 10 

from, or at risk for developing HSCT-FO (i.e., post-stem cell transplant FO) and or a 

subject suffering from, or at risk for developing HSCT-ES (i.e., post-stem cell transplant 

ES) as further described herein.  In another example, the present disclosure provides 

compositions for inhibiting the adverse effects of MASP-2-dependent complement 

activation, comprising a therapeutically effective amount of a MASP-2 inhibitory agent, 15 

such as a MASP-2 inhibitory antibody and a pharmaceutically acceptable carrier.  

Methods are also provided for manufacturing a medicament for use in inhibiting the 

adverse effects of MASP-2-dependent complement activation in living subjects in need 

thereof, comprising a therapeutically effective amount of a MASP-2 inhibitory agent in a 

pharmaceutical carrier.  Methods are also provided for manufacturing medicaments for 20 

use in inhibiting MASP-2-dependent complement activation for treatment of each of the 

conditions, diseases and disorders described herein below. 

 

 

DESCRIPTION OF THE DRAWINGS 25 

The foregoing aspects and many of the attendant advantages of this invention will 

become more readily appreciated as the same become better understood by reference to 

the following detailed description, when taken in conjunction with the accompanying 

drawings, wherein: 

FIGURE 1 is a diagram illustrating the genomic structure of human MASP-2; 30 

FIGURE 2A is a schematic diagram illustrating the domain structure of human 

MASP-2 protein; 
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CLAIMS 

1. Use of a composition comprising an amount of a MASP-2 inhibitory monoclonal 

antibody, or antigen-binding fragment thereof, effective to inhibit MASP-2-dependent 

complement activation, in the manufacture of a medicament for treating a human subject 

suffering from idiopathic pneumonia syndrome following hematopoietic stem cell 5 

transplant (HSCT-IPS), wherein the MASP-2 inhibitory antibody does not substantially 

inhibit the classical pathway.   

2. The use of claim 1, wherein the use further comprises identifying a human subject 

suffering from idiopathic pneumonia syndrome following hematopoietic stem cell 

transplant (HSCT-IPS) prior to the step of administering to the subject a composition 10 

comprising an amount of a MASP-2 inhibitory antibody, or antigen-binding fragment 

thereof, effective to inhibit MASP-2-dependent complement activation.   

3. The use of claim 1, wherein the subject has previously undergone an allogeneic 

hematopoietic stem cell transplant. 

4. The use of claim 1, wherein the subject has previously undergone an autologous 15 

hematopoietic stem cell transplant. 

5. The use of claim 1, wherein the MASP-2 inhibitory antibody or antigen-binding 

fragment thereof, comprises a heavy chain variable region comprising CDR-H1, CDR-H2 

and CDR-H3 of the amino acid sequence set forth as SEQ ID NO:67 and a light chain 

variable region comprising CDR-L1, CDR-L2 and CDR-L3 of the amino acid sequence 20 

set forth as SEQ ID NO:70. 

 


