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•  Monoclonal	
  an(body	
  against	
  CD20	
  
	
  
•  Approved	
  in	
  1997	
  and	
  placed	
  on	
  the	
  WHO	
  list	
  of	
  essen(al	
  medicines	
  
	
  
•  Used	
  to	
  treat	
  NHL,	
  CLL,	
  rheumatoid	
  arthri(s,	
  SLE,	
  idiopathic	
  

thrombocytopenic	
  purpura,	
  and	
  pemphigus	
  vulgaris	
  

•  Common	
  side	
  effects	
  usually	
  occur	
  within	
  two	
  hours	
  of	
  rituximab	
  infusion.	
  
•  Acute	
  side	
  effects	
  include:	
  	
  	
  

•  Rash/ur(caria	
  
•  Pruri(s	
  
•  Hypotension	
  
•  Dyspnea	
  

•  Severe	
  side	
  effects	
  include:	
  	
  	
  
•  Reac(va(on	
  of	
  hepa((s	
  B	
  
•  Progressive	
  mul(focal	
  leukoencephalopathy	
  	
  
•  Toxic	
  epidermal	
  necrolysis	
  

Rituximab	
  



Rituximab	
  mechanism	
  of	
  acBon	
  

“The	
  three	
  major	
  independent	
  mechanisms	
  are	
  (1)	
  an(body	
  dependent	
  cellular	
  cytotoxicity	
  
(ADCC),	
  (2)	
  complement	
  mediated	
  cytotoxicity	
  (CMC),	
  and	
  (3)	
  apoptosis;	
  subset	
  panel	
  
illustrates	
  a	
  schema(c	
  view	
  of	
  CD20	
  structure	
  and	
  rituximab.”	
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PharmacokineBcs	
  and	
  safety	
  of	
  subcutaneous	
  rituximab	
  in	
  
follicular	
  lymphoma	
  (SABRINA):	
  stage	
  1	
  analysis	
  of	
  a	
  randomised	
  

phase	
  3	
  study	
  	
  



Rituximab-­‐SABRINA	
  Trial	
  

h\p://www.newevidence.com/oncology/stage-­‐1-­‐results-­‐of-­‐the-­‐phase-­‐iii-­‐sabrina-­‐study-­‐
comparing-­‐subcutaneous-­‐versus-­‐intravenous-­‐administra(on-­‐of-­‐rituximab-­‐in-­‐combina(on-­‐with-­‐
chemotherapy-­‐in-­‐pa(ents-­‐with-­‐previously-­‐untreated-­‐follicular-­‐l/	
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Other	
  CD20-­‐specific	
  monoclonal	
  anBbodies	
  
•  Ocrelizumab	
  

•  	
  Humanized	
  (90%-­‐95%	
  human)	
  B	
  cell-­‐deple(ng	
  agent.	
  
	
  

•  Ofatumumab	
  (HuMax-­‐CD20)	
  	
  
•  Fully	
  human	
  B	
  cell-­‐deple(ng	
  agent.	
  
	
  

•  “Third-­‐genera(on	
  an(-­‐CD20s	
  such	
  as	
  obinutuzumab	
  have	
  a	
  
glycoengineered	
  Fc	
  fragment	
  (Fc)	
  with	
  enhanced	
  binding	
  to	
  Fc	
  
gamma	
  receptors,	
  which	
  increase	
  ADCC	
  (an(body-­‐dependent	
  
cellular	
  cytotoxicity).	
  	
  This	
  strategy	
  for	
  enhancing	
  a	
  monoclonal	
  
an(body's	
  ability	
  to	
  induce	
  ADCC	
  takes	
  advantage	
  of	
  the	
  fact	
  
that	
  the	
  displayed	
  Fc	
  glycan	
  controls	
  the	
  an(body's	
  affinity	
  for	
  
Fc	
  receptors.”	
  

“Rituximab	
  binding	
  to	
  CD20.	
  The	
  CD20	
  
proteins	
  are	
  s(cking	
  out	
  of	
  the	
  cell	
  membrane,	
  
and	
  rituximab,	
  the	
  Y-­‐shaped	
  an(body,	
  is	
  
binding	
  to	
  the	
  CD20	
  proteins.”	
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