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Any	
  designaEon	
  of	
  interchangeability	
  
must	
  be	
  about	
  paEent	
  safety	
  first	
  	
  

…	
  because	
  small	
  differences	
  can	
  maJer.	
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Source:	
  Bilao	
  LLC,	
  2008	
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Source:	
  Bilao	
  LLC,	
  2008	
  

Small	
  Differences	
  =	
  Large	
  Impact	
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The	
  molecular	
  complexity	
  of	
  biologics	
  makes	
  
interchangeability	
  a	
  challenging	
  aspira;on	
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For	
  these	
  reasons	
  Canada	
  and	
  18	
  EU	
  countries	
  	
  
DO	
  NOT	
  ALLOW	
  Automa;c	
  Subs;tu;on	
  

AUTOMATIC	
  
SUBSTITUTION	
  



ASBM	
  Working	
  Group	
  Mee;ng	
  on	
  Interchangeability	
  

DATE:	
  May	
  24,	
  2012	
  
Agenda:	
  Biosimilars	
  and	
  interchangeability	
  	
  
	
  
	
  
	
  
	
  	
  

•  MeeEng	
  of	
  ASBM	
  NaEonal	
  
Advisory	
  Board	
  members,	
  
most	
  of	
  whom	
  are	
  pracEcing	
  
physicians.	
  	
  

•  Overwhelming	
  concern	
  about	
  
harm	
  to	
  paEents	
  	
  if	
  prescribed	
  
product	
  is	
  subsEtuted.	
  

	
  



Survey	
  Methodology	
  

•  376	
  U.S.	
  physicians,	
  distributed	
  equally	
  across	
  
•  Endocrinology	
  

•  Dermatology	
  

•  Oncology	
  

•  Rheumatology	
  

•  Nephrology	
  

•  Neurology	
  

•  Confidence	
  interval	
  is	
  +	
  or	
  -­‐	
  5%	
  



Importance	
  of	
  No;fica;on	
  of	
  Medica;on	
  Switch:	
  
With	
  and	
  Without	
  Known	
  Risks	
  

QuesEon:	
  How	
  important	
  
would	
  it	
  be	
  for	
  you	
  to	
  be	
  
noEfied	
  by	
  the	
  pharmacist	
  
that	
  your	
  paEent	
  has	
  
received	
  a	
  biologic	
  other	
  
than	
  the	
  one	
  you	
  prescribed	
  
	
  
…if	
  you	
  were	
  aware	
  that	
  the	
  
product	
  could	
  cause	
  an	
  
unwanted	
  immune	
  response	
  
in	
  some	
  paEents	
  or	
  that	
  
small	
  differences	
  between	
  
brands	
  could	
  have	
  clinical	
  
implicaEons	
  for	
  paEents?	
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Timeline	
  for	
  No;fica;on	
  (n=376)	
  

QuesEon:	
  At	
  what	
  point	
  
would	
  you	
  prefer	
  to	
  be	
  
noEfied	
  of	
  a	
  change	
  in	
  the	
  
biologic	
  medicine	
  dispensed?	
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Before	
  the	
  paEent	
  
receives	
  the	
  medicine	
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  24	
  hrs	
  acer	
  the	
  
paEent	
  receives	
  the	
  
medicine	
  

Within	
  1	
  week	
  acer	
  the	
  
paEent	
  receives	
  the	
  
medicine	
  

Within	
  1	
  month	
  

Within	
  3	
  months	
  

No	
  preference	
  

•  Respondents	
  held	
  clear	
  
preferences	
  for	
  their	
  
Emelines	
  for	
  noEficaEon.	
  	
  	
  

•  About	
  85%	
  would	
  prefer	
  to	
  
be	
  noEfied	
  “Before	
  the	
  
paEent	
  receives	
  the	
  
medicine.”	
  



Medica;on	
  Switching	
  and	
  Side	
  Effects	
  

Even	
  CHEMICALLY	
  IDENTICAL	
  medicines	
  can	
  have	
  different	
  effects	
  
when	
  a	
  paEent	
  is	
  switched	
  from	
  one	
  to	
  the	
  other,	
  such	
  as	
  increased	
  
risk	
  of	
  seizure	
  in	
  epilepEc	
  paEents.	
  



Growth	
  Hormone	
  brands	
  

PRODUCT 	
   	
   	
  MANUFACTURER	
  

Genotropin	
  	
  	
  	
   	
   	
  Pfizer	
  

Humatrope	
  	
  	
  	
   	
   	
  Eli	
  Lilly	
  

Norditropin	
  	
  	
   	
   	
  NovoNordisk	
  

Nutropin	
  	
  	
  	
  	
  	
  	
  	
   	
   	
  Genentech	
  

Omnitrope	
  	
  	
  	
   	
   	
  Sandoz	
  

Saizen	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
  	
   	
   	
  EMD	
  Serono	
  

Tev-­‐Tropin	
  	
  	
  	
   	
   	
  Teva	
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ORDERS	
  are	
  to	
  be	
  
clear	
  and	
  precise	
  
and	
  followed	
  

exactly.	
  
	
  

Orders	
  are	
  not	
  
POETRY	
  open	
  to	
  

individual	
  
interpreta;on.	
  



Ground	
  lost	
  is	
  
	
  GROUND	
  LOST.	
  

	
  
-­‐ASBM	
  Physician	
  No;fica;on	
  
Working	
  Group	
  Mee;ng,	
  	
  

May	
  24,	
  2012	
  	
  





Interchangeability	
  designa;ons	
  require	
  more	
  informa;on	
  

•  FDA	
  Drab	
  Guidance	
  on	
  Biosimilars	
  wisely	
  calls	
  for	
  more	
  informa;on	
  before	
  
allowing	
  interchangeability	
  

•  May	
  11	
  hearing	
  made	
  it	
  clear	
  that	
  the	
  FDA’s	
  drac	
  guidance	
  will	
  proceed	
  
cauEously,	
  but	
  that	
  there	
  is	
  pressure	
  to	
  speed	
  up	
  the	
  process	
  –	
  especially	
  
with	
  regard	
  to	
  interchangeability.	
  	
  

	
  	
  	
  



The	
  FDA	
  understands	
  that	
  when	
  balancing	
  Cost	
  
Reduc;on	
  against	
  Pa;ent	
  Safety…	
  
	
  

	
   	
   	
   	
   	
   	
   	
   	
  	
  	
  	
  	
  	
  	
  	
  	
  …Safety	
  must	
  always	
  win.	
  



In	
  summary:	
  Interchangeability	
  policy	
  Must	
  	
  account	
  for:	
  

•  Products	
  dric	
  over	
  Eme.	
  

•  Accurate	
  tracking	
  and	
  tracing	
  of	
  adverse	
  events	
  

•  Rare	
  adverse	
  events	
  not	
  frequent	
  enough	
  to	
  be	
  detected	
  in	
  clinical	
  
trials	
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