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Topics 

• Updates	  in	  CAR	  T	  for	  MM	  –	  Fred	  Hutch/SCCA	  data	  –	  BCMA	  CAR	  T	  +	  
Gamma	  secretase	  inhibitor	  

• New	  approaches	  to	  treaJng	  relapsed	  MM:	  

•  Belantamab	  mafodoJn	  –	  BCMA	  ADC	  –	  Now	  FDA	  Approved	  

•  Bispecific	  T	  cell	  engagers	  

•  CelMODs	  















Belantamab mafodotin (Blenrep) 

•  BCMA	  AnJbody	  drug	  conjugate	  –	  mafodoJn	  is	  the	  toxin	  (microtubule	  
inhibitor)	  

•  FDA	  granted	  accelerated	  approval	  based	  on	  response	  rate	  as	  of	  8/2020:	  

•  Relapsed	  or	  refractory	  MM	  who	  have	  received	  at	  least	  4	  prior	  therapies,	  
including:	  

•  CD38	  monoclonal	  anJbody	  
•  PI	  
•  IMiD	  



N=35	  paJents,	  3.4	  mg/kg	  every	  3	  weeks	  
ORR	  60%	  

Phase 1 Data – DREAMM1, Belantamab 

Median	  PFS	  12	  months	  
Median	  DOR	  14.3	  months	  

Trudel	  et	  al	  Blood	  Cancer	  J	  
2019	  



Phase 2 Data, DREAMM2 

• Open	  label	  Phase	  2	  Global	  Study	  

•  Eligibility:	  
•  >=	  3	  prior	  lines	  of	  therapy	  
•  Refractory	  to	  IMIDs,	  Pis,	  and	  refractory	  or	  intolerant	  of	  CD38	  Mab.	  	  

• RandomizaJon:	  
•  1:1,	  3.4	  mg/kg	  vs	  2.5	  mg/kg	  

Lonial	  S	  et	  al	  Lancet	  Onc	  2020	  



Outcomes of DREAMM2 

Lonial	  S	  et	  al	  Lancet	  Onc	  2020	  

Median	  PFS	  2.9	  months	  
ORR	  31%	  
Median	  DOR	  not	  reached!	  



Ocular toxicity from BLENREP: 
Keratopathy 

Source:	  FDA	  ODAC	  BLA	  761158	  July	  14	  2020	  

•  44%	  had	  severe	  
keratopathy	  

• Decreased	  visual	  
acuity	  and	  severe	  
vision	  loss	  in	  some	  
paJents	  

•  Interference	  in	  ADLs,	  
driving,	  reading	  

• Can	  occur	  with	  or	  
without	  anJ-‐Myeloma	  
response	  



Source:	  FDA	  ODAC	  BLA	  761158	  July	  14	  2020	  



Source:	  FDA	  ODAC	  BLA	  761158	  July	  14	  2020	  



Blenrep REMS 

• REMS	  (like	  we	  have	  for	  Revlimid	  –	  Risk	  EvaluaJon	  and	  MiJgaJon	  
Strategy	  

• Required	  by	  FDA	  given	  the	  risk	  of	  ocular	  toxicity	  

• Baseline	  ophthalmic	  examinaJons	  are	  required	  at	  baseline,	  prior	  to	  
each	  dose,	  and	  promptly	  for	  worsening	  symptoms	  

• PaJents	  need	  to	  use	  preservaJve-‐free	  lubricant	  eyedrops	  and	  avoid	  
contact	  lenses	  



Summary: Blenrep Approval 2020 
•  Belantamab	  –	  first	  new	  approval	  for	  a	  BCMA	  targeted	  therapy	  

•  Although	  PFS	  was	  modest,	  the	  duraJon	  of	  response	  was	  very	  promising	  
(currently	  median	  DOR	  not	  reached)!	  

•  Ocular	  toxiciJes	  a	  major	  concern	  –	  can	  happen	  even	  if	  there	  is	  no	  clinical	  benefit	  
from	  the	  drug	  

•  REMS	  program	  in	  place	  –	  will	  likely	  pose	  challenges	  towards	  widespread	  use	  
outside	  academic	  centers	  

•  UW/FH/SCCA	  will	  plan	  on	  being	  able	  to	  offer	  Belantamab	  to	  paJents,	  soon	  



T Cell Engagers – BCMA 

•  TeclisJmab	  –	  Janssen,	  BCMA/CD3	  TCE	  

• CC93269	  –	  BCMA	  x	  CD3	  TCE	  

• AMG	  420,	  AMG	  701	  –	  BCMA	  BITE,	  Amgen	  

• HPN217	  –	  BCMA	  TriTAC	  

•  TNB-‐383B	  –	  BCMA	  x	  CD3	  BITE	  

Caraccio	  et	  al	  FronJers	  in	  Immunology	  2020	  



Teclistimab – BCMA T cell redirecting 
antibody 

Kodandaram Pillarisetti, Teclistamab is an active T cell–redirecting bispecific antibody against B-cell maturation antigen for multiple myeloma, Blood Adv, 2020 !



Teclistimab in combination with a GSI 

Kodandaram Pillarisetti, Teclistamab is an active T cell–redirecting bispecific antibody against B-cell maturation antigen for multiple myeloma, Blood Adv, 2020 !



HPN-217 – BCMA TCE – will open soon 
at FH/SCCA 
• HPN-‐217:	  TriTAC	  –	  Trispecific	  T	  cell	  AcJvaJng	  Construct	  –	  designed	  to	  
address	  shortcomings	  of	  exisJng	  TCE:	  

•  Current	  drawbacks:	  short	  t1/2,	  limited	  Jssue	  penetraJon,	  subopJmal	  acJvity	  

•  TriTAC	  –	  potenJally	  allows	  for	  extended	  half	  life,	  and	  size	  (50	  kDa)	  is	  smaller	  
than	  an	  MaB,	  potenJally	  allowing	  for	  greater	  Jssue	  diffusion.	  

• Phase	  1/2	  dose	  finding	  and	  expansion	  study	  will	  open	  soon	  at	  SCCA/
FH;	  already	  open	  at	  Swedish	  



Cereblon E3 Ligase Modulators 
(CELMoDs) 
• CELMoDs:	  agents	  designed	  for	  degradaJon	  of	  target	  proteins	  –	  Ikaros	  
and	  Aiolos	  

•  Increased	  anJ-‐myeloma	  acJvity	  in	  vitro	  
•  Efficacy	  in	  LEN	  and	  POM	  resistant	  cell	  lines	  



CC92480 – a new, potent CELMoD 

Richardson	  P	  et	  al,	  ASCO	  Annual	  MeeJng,	  2020	  



CC92480 – Common side effects 

Richardson	  P	  et	  al,	  ASCO	  Annual	  MeeJng,	  2020	  



IBERDOMIDE Mechanism of Action 

Presented By Sagar Lonial at 2019 ASCO Annual Meeting 



Response 

Presented By Sagar Lonial at 2019 ASCO Annual Meeting 



conclusions 

Presented By Sagar Lonial at 2019 ASCO Annual Meeting 



Summary 

• Many	  new	  acJve	  agents	  are	  coming	  soon	  for	  relapsed/refractory	  MM	  

• BCMA	  TargeJng:	  
•  Now	  FDA	  approved	  –	  belantamab	  mafodoJn	  –	  ocular	  toxicity/REMS	  
•  T	  Cell	  engagers	  
•  CAR	  T	  cells	  

• CELMoDs:	  iberdomide	  and	  CC-‐92480	  



Questions? 

• Andrew	  Cowan,	  acowan@uw.edu	  


