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STEERING COMMITTEE



Biologic	
  Medicines	
  



What	
  is	
  a	
  Biologic	
  Medicine?	
  

A	
  biologic	
  medicine	
  is	
  
a	
  substance	
  that	
  is	
  
made	
  from	
  a	
  living	
  organism	
  	
  
rather	
  than	
  a	
  chemical	
  compound.	
  



Benefits	
  of	
  Biologic	
  Medicines	
  

•  Biologic	
  medicines	
  treat	
  paSents	
  with	
  autoimmune	
  
disorders),	
  neurological	
  disorders,	
  and	
  all	
  types	
  of	
  
cancers.	
  
	
  

•  Biologics	
  developed	
  to	
  target	
  and	
  modify	
  the	
  
underlying	
  causes	
  of	
  disease,	
  potenSally	
  altering	
  the	
  
course	
  of	
  the	
  disease	
  rather	
  than	
  simply	
  treaSng	
  
symptoms.	
  

•  The	
  development	
  of	
  new	
  biologic	
  medicines	
  may	
  be	
  
the	
  best	
  hope	
  for	
  effecSvely	
  treaSng	
  diseases	
  for	
  
which	
  there	
  are	
  currently	
  no	
  cures.	
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Biologic	
  vs.	
  Chemical	
  Medicines	
  

STRUCTURE:	
  more	
  complex,	
  cannot	
  be	
  
completely	
  characterized	
  or	
  copied	
  

STABILITY:	
  suscepSble	
  to	
  light,	
  heat,	
  
denaturing	
  /	
  degradaSon	
  

SENSITIVITY:	
  even	
  small	
  manufacturing	
  
changes	
  can	
  cause	
  changes	
  in	
  efficacy	
  and/
or	
  adverse	
  effects	
  

DRIFT:	
  can	
  change	
  with	
  Sme	
  

SIZE:	
  significantly	
  larger,	
  potenSal	
  for	
  
immunogenic	
  reacSons	
  

	
  



“Biologics	
  [and	
  biosimilars]	
  are	
  	
  
like	
  the	
  Empire	
  State	
  Building,	
  
compared	
  to	
  a	
  regular	
  drug,	
  	
  
which	
  is	
  like	
  a	
  small	
  house”	
  

-­‐Dr.	
  Janet	
  Woodcock,	
  
	
  Director	
  of	
  the	
  Center	
  for	
  Drug	
  Evalua?on	
  and	
  Research	
  

(CDER),	
  FDA	
  
	
  February	
  4,	
  2016	
  	
  

	
  

Size	
  and	
  Complexity	
  of	
  Biologics	
  



Poten?al	
  for	
  Immunogenicity	
  is	
  a	
  Concern	
  

All	
  biologic	
  medicines	
  are	
  fairly	
  large	
  molecules,	
  someSmes	
  
resembling	
  a	
  virus,	
  and	
  have	
  the	
  potenSal	
  to	
  induce	
  unwanted	
  
anSbody	
  responses	
  (i.e.,	
  be	
  immunogenic).	
  

The	
  unwanted	
  immune	
  response	
  may	
  be	
  of	
  no	
  consequence	
  for	
  
a	
  paSent,	
  or	
  of	
  serious	
  consequence.	
  	
  	
  

•  Immunogenicity	
  may	
  neutralize	
  the	
  medicine,	
  
minimizing	
  or	
  eliminaSng	
  its	
  intended	
  effect.	
  

•  One	
  of	
  the	
  main	
  concerns	
  is	
  that	
  the	
  immune	
  system	
  
may	
  aUack	
  the	
  endogenous	
  protein,	
  making	
  the	
  
paSent’s	
  condiSon	
  worse	
  than	
  before	
  the	
  medicine	
  
was	
  introduced.	
  



Stability	
  of	
  Biologics?	
  

•  While	
  chemical	
  
medicines	
  are	
  relaSvely	
  
stable,	
  biologics	
  can	
  
undergo	
  many	
  
modificaSons	
  during	
  
storage,	
  and	
  their	
  
composiSon	
  (which	
  of	
  
the	
  molecule’s	
  
variaSons	
  are	
  present)	
  
will	
  change	
  over	
  Sme.	
  



Sensi?vity:	
  Poten?al	
  for	
  Degrada?on	
  of	
  Biologics	
  

•  Avoid	
  rapid	
  temperature	
  change-­‐	
  increase	
  
temperature	
  gradually.	
  

•  Avoid	
  mulSple	
  temperature	
  cycles.	
  	
  

•  Avoid	
  excess	
  force	
  (shaking,	
  shearing	
  
forces).	
  	
  

•  Be	
  aware	
  of	
  device	
  composiSon	
  (needle	
  
gauge,	
  potenSal	
  for	
  contaminaSon).	
  

•  Consult	
  manufacturer	
  stability	
  data.	
  



Biosimilars	
  



What	
  is	
  a	
  Biosimilar?	
  

•  Biosimilars	
  are	
  someSmes	
  incorrectly	
  referred	
  to	
  as	
  “generic”	
  
biologics.	
  

•  However,	
  unlike	
  with	
  generic	
  copies	
  of	
  chemical	
  medicines,	
  their	
  
greater	
  complexity	
  and	
  fact	
  that	
  they	
  are	
  made	
  using	
  living	
  cells	
  
means	
  biologic	
  medicines	
  cannot	
  be	
  copied	
  exactly.	
  
It	
  can	
  only	
  ever	
  be	
  “similar”	
  to	
  its	
  reference	
  biologic.	
  

•  “Interchangeable”	
  biosimilars	
  are	
  those	
  which	
  pharmacists	
  will	
  
potenSally	
  be	
  able	
  to	
  subsStute.	
  	
  	
  



Three	
  Biosimilars	
  Approved	
  in	
  U.S.	
  
	
  
March	
  6,	
  2015:	
  Zarxio	
  (filgras?m-­‐sndz)	
  	
  
15%	
  discount	
  over	
  reference	
  product	
  

April	
  6,	
  2016:	
  Inflectra	
  (infliximab-­‐dyyb)	
  
US	
  sale	
  price	
  unknown.	
  

August	
  30,	
  2016:	
  ii	
  (etanercept-­‐szzs)	
  

NONE	
  are	
  “INTERCHANGEABLE”	
  



What	
  Does	
  “Interchangeable”	
  Mean?	
  
A	
  higher	
  regulatory	
  standard	
  to	
  meet.	
  More	
  data	
  is	
  required.	
  
	
  

An	
  “INTERCHANGEABLE”	
  :	
  

1)  Must	
  be	
  biosimilar	
  (“highly	
  similar”	
  to	
  reference	
  product).	
  

2)  Must	
  have	
  same	
  clinical	
  result	
  expected	
  as	
  with	
  reference	
  product.	
  

3)  Must	
  create	
  no	
  addiSonal	
  risk	
  to	
  paSent	
  when	
  switching	
  back	
  and	
  forth	
  
between	
  itself	
  and	
  reference	
  product.	
  

4)  May	
  be	
  subsStuted	
  for	
  the	
  reference	
  product	
  without	
  the	
  intervenSon	
  of	
  the	
  
health	
  care	
  provider	
  who	
  prescribed	
  the	
  reference	
  product.	
  

	
  

	
  



Biosimilars:	
  	
  
How	
  Close	
  is	
  “Close	
  Enough”?	
  



•  Biosimilars	
  cannot	
  be,	
  and	
  thus	
  are	
  not	
  expected	
  to	
  be,	
  direct	
  copies	
  of	
  originator	
  (also	
  
known	
  as	
  “reference”)	
  biologics.	
  	
  

•  FDA	
  defines	
  a	
  biosimilar	
  as	
  “a	
  biological	
  product	
  that	
  is	
  highly	
  similar	
  to	
  	
  

the	
  reference	
  product	
  notwithstanding	
  minor	
  differences	
  in	
  clinically	
  inac?ve	
  	
  

components.”	
  	
  

•  Minor	
  differences	
  are	
  expected	
  	
  

and	
  permiUed	
  but	
  must	
  be	
  	
  

demonstrated	
  not	
  to	
  be	
  	
  

“clinically	
  meaningful”	
  in	
  	
  

regards	
  to	
  safety,	
  purity,	
  or	
  potency.	
  

All	
  Biologics	
  Contain	
  Minor	
  Differences	
  



•  No.	
  A	
  biologic	
  will	
  be	
  grown	
  from	
  the	
  same	
  cell	
  line,	
  but	
  will	
  have	
  a	
  natural	
  
range	
  of	
  variability	
  from	
  lot	
  to	
  lot.	
  	
  

•  By	
  contrast,	
  a	
  biosimilar	
  to	
  that	
  reference	
  product	
  is	
  a	
  new	
  molecule,	
  made	
  

from	
  a	
  different	
  cell	
  line,	
  grown	
  through	
  different	
  processes,	
  that	
  has	
  a	
  

starSng	
  point	
  well	
  outside	
  this	
  range.	
  	
  

So,	
  Aren’t	
  All	
  Biologics	
  Biosimilars,	
  Then?	
  



•  How	
  close	
  it	
  can	
  get	
  to	
  the	
  range-­‐	
  and	
  performance-­‐	
  of	
  the	
  reference	
  
product	
  will	
  determine	
  whether	
  it	
  is	
  a	
  different	
  biologic,	
  a	
  biosimilar	
  (highly	
  

similar),	
  or	
  an	
  interchangeable	
  (same	
  results	
  expected,	
  no	
  addiSonal	
  risks	
  if	
  

switched).	
  	
  

•  In	
  2009,	
  a	
  manufacturer	
  scaled	
  up	
  producSon	
  of	
  a	
  biologic,	
  Myozyme,	
  and	
  

though	
  it	
  was	
  grown	
  from	
  the	
  same	
  cell	
  line,	
  the	
  differences	
  took	
  it	
  outside	
  
its	
  expected	
  range.	
  It	
  was	
  required	
  to	
  file	
  a	
  Biologics	
  License	
  ApplicaSon	
  as	
  

a	
  new	
  product,	
  and	
  was	
  approved	
  for	
  same	
  indicaSons	
  as	
  Myozyme	
  in	
  

2014.	
  	
  

So,	
  Aren’t	
  All	
  Biologics	
  Biosimilars,	
  Then?	
  



Biosimilar	
  Naming	
  



Some	
  Benefits	
  of	
  Dis?nguishable	
  Naming:	
  

CLEAR	
  PRODUCT	
  IDENTIFICATION	
  -­‐	
  DisSnguishable	
  from	
  reference	
  product,	
  and	
  other	
  
approved	
  biosimilars.	
  	
  
	
  
CLEAR	
  COMMUNICATION	
  -­‐	
  between	
  physician,	
  paSent	
  and	
  pharmacist	
  
	
  
CLEAR	
  PRESCRIBING	
  &	
  DISPENSING	
  -­‐	
  Helps	
  prevent	
  inadvertent	
  and	
  inappropriate	
  	
  
subsStuSon.	
  
	
  
BETTER	
  PHARMACOVIGILANCE	
  -­‐	
  proper	
  aUribuSon	
  of	
  adverse	
  events.	
  

INCREASED	
  MANUFACTURER	
  ACCOUNTABILITY	
  -­‐	
  differenSaSng	
  suffixes	
  (preferably	
  Sed	
  
to	
  manufacturer	
  or	
  markeSng	
  authorizaSon	
  holder	
  name)	
  will	
  accomplish	
  this.	
  	
  

	
  

	
  



•  The	
  World	
  Health	
  OrganizaSon	
  has	
  
idenSfied	
  clear	
  biologic	
  and	
  biosimilar	
  
naming	
  as	
  an	
  issue	
  of	
  global	
  
importance;	
  they	
  are	
  working	
  to	
  
establish	
  an	
  internaSonal	
  standard.	
  

•  I	
  have	
  parScipated	
  several	
  of	
  these	
  
WHO	
  meeSngs,	
  including	
  the	
  most	
  
recent	
  on	
  April	
  12th	
  	
  and	
  upcoming	
  
meeSng	
  on	
  October	
  18th.	
  

•  Similar	
  biologics	
  will	
  be	
  differenSated	
  
from	
  each	
  other	
  by	
  use	
  of	
  a	
  random	
  
4-­‐le7er	
  code	
  known	
  as	
  a	
  “Biological	
  
Qualifier”	
  (BQ).	
  	
  

WHO	
  Biologic	
  Naming	
  Proposal	
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Recent	
  ASBM	
  Ac<vity	
  August	
  2015:	
  FDA	
  Released	
  BQ-­‐Compa?ble	
  Naming	
  Guidance	
  	
  

•  “There	
  is	
  a	
  need	
  to	
  clearly	
  idenSfy	
  biological	
  products	
  to	
  improve	
  
pharmacovigilance	
  and,	
  for	
  the	
  purposes	
  of	
  safe	
  use,	
  to	
  clearly	
  differenSate	
  among	
  
biological	
  products	
  that	
  have	
  not	
  been	
  determined	
  to	
  be	
  interchangeable.”	
  

•  Guidance	
  calls	
  for	
  a	
  “core	
  name”	
  (for	
  biosimilar	
  	
  
and	
  interchangeable	
  products,	
  the	
  name	
  of	
  	
  
the	
  reference	
  product)	
  with	
  a	
  BQ-­‐CompaSble	
  
	
  four-­‐leUer	
  differenSaSng	
  suffix	
  	
  
“devoid	
  of	
  meaning”	
  	
  

•  FDA	
  has	
  solicited	
  comments	
  from	
  stakeholders	
  	
  
on	
  issues,	
  including	
  the	
  merit	
  of	
  meaningful	
  	
  
rather	
  than	
  random	
  suffixes.	
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All	
  Three	
  U.S.	
  Biosimilars	
  have	
  	
  Dis?nguishable	
  Names.	
  

•  Each	
  use	
  DIFFERENTIATING	
  SUFFIX	
  
but	
  with	
  ONE	
  KEY	
  DIFFERENCE:	
  
	
  
Zarxio	
  (filgras<m-­‐sndz)	
  uses	
  Suffix	
  	
  
based	
  on	
  name	
  of	
  manufacturer	
  
(enSty	
  responsible	
  for	
  safety	
  and	
  
efficacy	
  of	
  product)	
  

•  Inflectra	
  (infliximab-­‐dyyb)	
  and	
  
Erelzi	
  (etanercept-­‐szzs)	
  	
  use	
  a	
  
random	
  suffix,	
  similar	
  to	
  the	
  
WHO’s	
  Biological	
  Qualifier	
  (BQ)	
  
proposal.	
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DGMXVWPHQWV�DQG�WLPLQJ�RI�DGPLQLVWUDWLRQ�������

x  3DWLHQWV�ZLWK�FDQFHU�XQGHUJRLQJ�ERQH�PDUURZ�WUDQVSODQWDWLRQ�
o ���PFJ�NJ�GD\�JLYHQ�DV�DQ�LQWUDYHQRXV�LQIXVLRQ� QR�ORQJHU�WKDQ����
KRXUV�� 6HH�)XOO�3UHVFULELQJ� ,QIRUPDWLRQ� IRU� UHFRPPHQGHG�GRVDJH�
DGMXVWPHQWV�DQG�WLPLQJ�RI�DGPLQLVWUDWLRQ��������

x  3DWLHQWV�XQGHUJRLQJ�DXWRORJRXV�SHULSKHUDO�EORRG�SURJHQLWRU�FHOO�FROOHFWLRQ�
DQG�WKHUDS\�
o ���PFJ�NJ�GD\�VXEFXWDQHRXV�LQMHFWLRQ��������
o $GPLQLVWHU�IRU�DW�OHDVW���GD\V�EHIRUH�ILUVW�OHXNDSKHUHVLV�SURFHGXUH�DQG�
FRQWLQXH�XQWLO�ODVW�OHXNDSKHUHVLV�������

x 3DWLHQWV�ZLWK�FRQJHQLWDO�QHXWURSHQLD�
o 5HFRPPHQGHG�VWDUWLQJ�GRVH�LV���PFJ�NJ�VXEFXWDQHRXV�LQMHFWLRQ�WZLFH�
GDLO\�������

x 3DWLHQWV�ZLWK�F\FOLF�RU�LGLRSDWKLF�QHXWURSHQLD�
o 5HFRPPHQGHG�VWDUWLQJ�GRVH�LV���PFJ�NJ�VXEFXWDQHRXV�LQMHFWLRQ�GDLO\�
������

x  'LUHFW�DGPLQLVWUDWLRQ�RI�OHVV�WKDQ�����P/�LV�QRW�UHFRPPHQGHG�GXH�WR�
SRWHQWLDO�IRU�GRVLQJ�HUURUV�������

���������������������'26$*(�)2506�$1'�675(1*7+6����������������������
x  ,QMHFWLRQ������PFJ�����P/�LQ�D�VLQJOH�XVH�SUHILOOHG�V\ULQJH�ZLWK�%'�
8OWUD6DIH�3DVVLYH70�1HHGOH�*XDUG�����

x  ,QMHFWLRQ������PFJ�����P/�LQ�D�VLQJOH�XVH�SUHILOOHG�V\ULQJH�ZLWK�%'�
8OWUD6DIH�3DVVLYH70�1HHGOH�*XDUG�����

�������������������������������&2175$,1',&$7,216�������������������������������
3DWLHQWV�ZLWK�D�KLVWRU\�RI�VHULRXV�DOOHUJLF�UHDFWLRQV�WR�KXPDQ�JUDQXORF\WH�
FRORQ\�VWLPXODWLQJ�IDFWRUV�VXFK�DV�ILOJUDVWLP�RU�SHJILOJUDVWLP�SURGXFWV������

���������������������������:$51,1*6�$1'�35(&$87,216��������������������
x  )DWDO�VSOHQLF�UXSWXUH�� (YDOXDWH�SDWLHQWV�ZKR�UHSRUW�OHIW�XSSHU�DEGRPLQDO�RU�
VKRXOGHU�SDLQ�IRU�DQ�HQODUJHG�VSOHHQ�RU�VSOHQLF�UXSWXUH��������

x  $FXWH�UHVSLUDWRU\�GLVWUHVV�V\QGURPH��$5'6��� (YDOXDWH�SDWLHQWV�ZKR�
GHYHORS�IHYHU�DQG�OXQJ�LQILOWUDWHV�RU�UHVSLUDWRU\�GLVWUHVV�IRU�$5'6��
'LVFRQWLQXH�=$5;,2�LQ�SDWLHQWV�ZLWK�$5'6��������

x  6HULRXV�DOOHUJLF�UHDFWLRQV��LQFOXGLQJ�DQDSK\OD[LV�� 3HUPDQHQWO\�GLVFRQWLQXH�
=$5;,2�LQ�SDWLHQWV�ZLWK�VHULRXV�DOOHUJLF�UHDFWLRQV��������

x  )DWDO�VLFNOH�FHOO�FULVHV��+DYH�RFFXUUHG��������

������������������������������$'9(56(�5($&7,216�������������������������������
0RVW�FRPPRQ�DGYHUVH�UHDFWLRQV�LQ�SDWLHQWV��������

x  :LWK�QRQP\HORLG�PDOLJQDQFLHV�UHFHLYLQJ�P\HORVXSSUHVVLYH�DQWL�FDQFHU�
GUXJV�������GLIIHUHQFH�LQ�LQFLGHQFH�FRPSDUHG�WR�SODFHER��DUH�S\UH[LD��
SDLQ�� UDVK��FRXJK��DQG�G\VSQHD�

x  :LWK�$0/�������GLIIHUHQFH�LQ�LQFLGHQFH��DUH�SDLQ��HSLVWD[LV�DQG�UDVK�
x  :LWK�QRQP\HORLG�PDOLJQDQFLHV�XQGHUJRLQJ�P\HORDEODWLYH�FKHPRWKHUDS\�
IROORZHG�E\�%07� ������GLIIHUHQFH�LQ�LQFLGHQFH��LV�UDVK�

x  8QGHUJRLQJ�SHULSKHUDO�EORRG�SURJHQLWRU�FHOO�PRELOL]DWLRQ�DQG�FROOHFWLRQ� ���
���LQFLGHQFH��DUH�ERQH�SDLQ��S\UH[LD�DQG�KHDGDFKH��������

x  �6\PSWRPDWLF��ZLWK�VHYHUH�FKURQLF�QHXWURSHQLD��6&1�� ������GLIIHUHQFH�LQ�
LQFLGHQFH��DUH�SDLQ��DQHPLD��HSLVWD[LV��GLDUUKHD��K\SRHVWKHVLD��DQG�DORSHFLD�

7R�UHSRUW�6863(&7('�$'9(56(�5($&7,216��FRQWDFW�6DQGR]�
,QF��DW����������������RU�)'$�DW�������)'$������RU�
www.fda.gov/medwatch��

������������������������86(�,1�63(&,),&�3238/$7,216�����������������������
x  =$5;,2�VKRXOG�EH�XVHG�GXULQJ�SUHJQDQF\�RQO\�LI�WKH�SRWHQWLDO�EHQHILW�
MXVWLILHV�WKH�SRWHQWLDO�ULVN�WR�WKH�IHWXV��������

x  ,W�LV�QRW�NQRZQ�ZKHWKHU�ILOJUDVWLP�SURGXFWV�DUH�H[FUHWHG�LQ�KXPDQ�PLON��������

6HH����IRU�3$7,(17�&2816(/,1*�,1)250$7,21�DQG�)'$�
DSSURYHG�SDWLHQW�ODEHOLQJ��

5HYLVHG��>������@�
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Gathering	
  the	
  Perspec?ves	
  of	
  Providers	
  Around	
  the	
  World	
  

	
  U.S.	
  Physician	
  Surveys	
  	
  
September	
  2012:	
  n=376	
  	
  
February	
  2015	
  (Labeling):	
  n=400	
  
November	
  2015:	
  n=400	
  	
  
	
  

E.U.	
  (France,	
  Italy,	
  Spain,	
  UK)	
  	
  
Physician	
  Survey	
  
November	
  2013:	
  n=	
  470	
  

Canadian	
  Physician	
  Survey	
  	
  
	
  (December	
  2014)	
  n=	
  427	
  	
  

U.S.	
  Pharmacist	
  Survey	
  
September	
  2015:	
  n=401	
   La?n	
  America	
  (Argen?na,	
  Brazil,	
  

Colombia,	
  Mexico)	
  Physician	
  Survey	
  	
  
May	
  2015:	
  n=399	
  

All	
  surveys	
  available	
  at	
  www.SafeBiologics.org	
  



Surveys	
  Show	
  Broad	
  Physician	
  Support	
  for	
  Dis?nguishable	
  Naming	
  

25 

94%	
  of	
  La?n	
  
American	
  Physicians	
  
consider	
  WHO’s	
  BQ	
  
Proposal	
  to	
  be	
  “useful”	
  in	
  
helping	
  pa?ents	
  receive	
  
the	
  correct	
  medicine.	
  (2015)	
  
	
  

79%	
  of	
  Canadian	
  
physicians	
  support	
  Health	
  
Canada	
  issuing	
  dis?nct	
  
names.	
  (2015)	
  
	
  

66%	
  of	
  US	
  physicians	
  support	
  FDA	
  	
  
issuing	
  dis?nct	
  names.	
  (2015)	
  
	
  



Pharmacists	
  and	
  Dis?nguishable	
  Naming	
  

•  Pharmacists	
  have	
  tradiSonally	
  avoided	
  
look-­‐alike,	
  sound-­‐alike	
  drug	
  names.	
  

•  Even	
  if	
  a	
  drug	
  is	
  considered	
  similar,	
  it	
  
should	
  be	
  easily	
  idenSfied.	
  	
  

•  Industry	
  has	
  been	
  asked	
  in	
  the	
  past	
  to	
  
change	
  drug	
  names	
  to	
  avoid	
  confusion	
  
and	
  errors.	
  



Pharmacist	
  Perspec?ves	
  on	
  Biosimilars	
  

27 

U.S.	
  Pharmacist	
  AssociaSons	
  (APhA	
  and	
  ASHP)	
  
have	
  opposed	
  disSnct	
  nonproprietary	
  names,	
  	
  
including	
  the	
  WHO	
  and	
  FDA	
  proposals.	
  

•  We	
  found	
  through	
  CE	
  courses	
  that	
  	
  
many	
  pharmacists	
  were	
  generally	
  
more	
  supporSve	
  of	
  disSnguishable	
  	
  
naming	
  than	
  their	
  professional	
  	
  
associaSons.	
  
	
  
(At	
  right,	
  a	
  poll	
  of	
  pharmacists	
  showing	
  strong	
  support	
  for	
  dis?nct	
  names-­‐	
  Irvine,	
  CA	
  course)	
  	
  

•  These	
  experiences	
  led	
  ASBM	
  to	
  quanSfy	
  these	
  findings	
  with	
  a	
  401-­‐PHARMACIST	
  SURVEY	
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Recent	
  ASBM	
  Ac<vity	
  

…Approval	
  for	
  the	
  Same	
  Indica?ons?	
  
(this	
  may	
  or	
  may	
  not	
  be	
  the	
  case)	
  

…Structural	
  Iden?cality?	
  
(this	
  is	
  not	
  possible)	
  

Yes, 55% 

No, 41% 

No opinion, 4% 

Yes, 63% 

No, 30% 

No opinion, 6% 

ASBM	
  U.S.	
  Pharmacist	
  Survey:	
  Does	
  a	
  Shared	
  INN	
  Imply…	
  
	
   	
   	
   	
  	
  



Recent	
  ASBM	
  Ac<vity	
  U.S.	
  Pharmacist	
  Survey:	
  Dis?nguishable	
  Naming	
   	
   	
  
	
   	
  	
  

68%	
  	
  
SUPPORT	
  
FDA	
  issuing	
  	
  
disSnguishable	
  names	
  

23%	
  	
  
OPPOSE	
  	
  
FDA	
  issuing	
  	
  
disSnguishable	
  
names	
  
	
  

8%	
  	
  
No	
  
Opinion	
  

77%	
  	
  
PREFER	
  MANUFACTURER-­‐BASED	
  	
  
SUFFIX	
  

15%	
  	
  
PREFER	
  
RANDOM	
  
SUFFIX	
  

8%	
  	
  
No	
  
Opinion	
  

ASBM	
  Survey	
  of	
  401	
  U.S.	
  Pharmacists,	
  September	
  2015	
  



Biosimilar	
  Labeling	
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Concerns	
  Surrounding	
  Zarxio’s	
  Biosimilar	
  Labeling	
  
Some	
  concerns	
  surrounding	
  
insufficient	
  transparency	
  in	
  Zarxio’s	
  
labeling:	
  

•  It	
  is	
  not	
  idenSfied	
  as	
  a	
  biosimilar.	
  

•  No	
  data	
  used	
  to	
  demonstrate	
  
biosimilarity	
  is	
  included.	
  

•  Not	
  specified	
  for	
  which	
  indicaSons	
  
approval	
  was	
  based	
  on	
  trial	
  data,	
  
or	
  extrapolaSon.	
  

•  Data	
  from	
  innovator	
  product	
  	
  
is	
  not	
  idenSfied	
  as	
  such.	
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+,*+/,*+76�2)�35(6&5,%,1*�,1)250$7,21�
7KHVH�KLJKOLJKWV�GR�QRW�LQFOXGH�DOO�WKH�LQIRUPDWLRQ�QHHGHG�WR�XVH�
=$5;,2�VDIHO\�DQG�HIIHFWLYHO\�� 6HH�IXOO�SUHVFULELQJ�LQIRUPDWLRQ�IRU�
=$5;,2��

=$5;,2���ILOJUDVWLP�VQG]��LQMHFWLRQ��IRU�VXEFXWDQHRXV�RU�LQWUDYHQRXV�
XVH�
,QLWLDO�8�6��$SSURYDO�������

���������������������������,1',&$7,216�$1'�86$*(����������������������������
=$5;,2�LV�D�OHXNRF\WH�JURZWK�IDFWRU�LQGLFDWHG�WR��

x  'HFUHDVH�WKH�LQFLGHQFH�RI�LQIHFWLRQÃ�DV�PDQLIHVWHG�E\�IHEULOH�QHXWURSHQLDÃ�LQ�
SDWLHQWV�ZLWK�QRQP\HORLG�PDOLJQDQFLHV�UHFHLYLQJ�P\HORVXSSUHVVLYH�DQWL��
FDQFHU�GUXJV�DVVRFLDWHG�ZLWK�D�VLJQLILFDQW�LQFLGHQFH�RI�VHYHUH�QHXWURSHQLD�
ZLWK�IHYHU�������

x  5HGXFH�WKH�WLPH�WR�QHXWURSKLO�UHFRYHU\�DQG�WKH�GXUDWLRQ�RI�IHYHU��IROORZLQJ�
LQGXFWLRQ�RU�FRQVROLGDWLRQ�FKHPRWKHUDS\�WUHDWPHQW�RI�SDWLHQWV� ZLWK�DFXWH�
P\HORLG�OHXNHPLD��$0/��������

x  5HGXFH�WKH�GXUDWLRQ�RI�QHXWURSHQLD�DQG�QHXWURSHQLD�UHODWHG�FOLQLFDO�
VHTXHODHÃ�H�J�Ã�IHEULOH�QHXWURSHQLD��LQ�SDWLHQWV�ZLWK�QRQP\HORLG�
PDOLJQDQFLHV�XQGHUJRLQJ�P\HORDEODWLYH�FKHPRWKHUDS\�IROORZHG�E\�ERQH�
PDUURZ�WUDQVSODQWDWLRQ� �%07��������

x  0RELOL]H�DXWRORJRXV� KHPDWRSRLHWLF�SURJHQLWRU�FHOOV�LQWR�WKH�SHULSKHUDO�
EORRG�IRU�FROOHFWLRQ�E\�OHXNDSKHUHVLV�������

x  5HGXFH�WKH�LQFLGHQFH�DQG�GXUDWLRQ�RI�VHTXHODH�RI�VHYHUH�QHXWURSHQLD�
�H�J�ÃIHYHUÃ�LQIHFWLRQVÃ�RURSKDU\QJHDO�XOFHUV��LQ�V\PSWRPDWLF�SDWLHQWV�ZLWK�
FRQJHQLWDO�QHXWURSHQLDÃ�F\FOLF�QHXWURSHQLDÃ�RU�LGLRSDWKLF�QHXWURSHQLD�������

�����������������������'26$*(�$1'�$'0,1,675$7,21�����������������������
x  3DWLHQWV�ZLWK�FDQFHU�UHFHLYLQJ�P\HORVXSSUHVVLYH�FKHPRWKHUDS\�RU�
LQGXFWLRQ�DQG�RU�FRQVROLGDWLRQ�FKHPRWKHUDS\�IRU�$0/�
o 5HFRPPHQGHG�VWDUWLQJ�GRVH�LV���PFJ�NJ�GD\�VXEFXWDQHRXV�LQMHFWLRQ��
VKRUW�LQWUDYHQRXV�LQIXVLRQ�����WR����PLQXWHV���RU�FRQWLQXRXV�LQWUDYHQRXV�
LQIXVLRQ�� 6HH�)XOO�3UHVFULELQJ�,QIRUPDWLRQ�IRU�UHFRPPHQGHG�GRVDJH�
DGMXVWPHQWV�DQG�WLPLQJ�RI�DGPLQLVWUDWLRQ�������

x  3DWLHQWV�ZLWK�FDQFHU�XQGHUJRLQJ�ERQH�PDUURZ�WUDQVSODQWDWLRQ�
o ���PFJ�NJ�GD\�JLYHQ�DV�DQ�LQWUDYHQRXV�LQIXVLRQ� QR�ORQJHU�WKDQ����
KRXUV�� 6HH�)XOO�3UHVFULELQJ� ,QIRUPDWLRQ� IRU� UHFRPPHQGHG�GRVDJH�
DGMXVWPHQWV�DQG�WLPLQJ�RI�DGPLQLVWUDWLRQ��������

x  3DWLHQWV�XQGHUJRLQJ�DXWRORJRXV�SHULSKHUDO�EORRG�SURJHQLWRU�FHOO�FROOHFWLRQ�
DQG�WKHUDS\�
o ���PFJ�NJ�GD\�VXEFXWDQHRXV�LQMHFWLRQ��������
o $GPLQLVWHU�IRU�DW�OHDVW���GD\V�EHIRUH�ILUVW�OHXNDSKHUHVLV�SURFHGXUH�DQG�
FRQWLQXH�XQWLO�ODVW�OHXNDSKHUHVLV�������

x 3DWLHQWV�ZLWK�FRQJHQLWDO�QHXWURSHQLD�
o 5HFRPPHQGHG�VWDUWLQJ�GRVH�LV���PFJ�NJ�VXEFXWDQHRXV�LQMHFWLRQ�WZLFH�
GDLO\�������

x 3DWLHQWV�ZLWK�F\FOLF�RU�LGLRSDWKLF�QHXWURSHQLD�
o 5HFRPPHQGHG�VWDUWLQJ�GRVH�LV���PFJ�NJ�VXEFXWDQHRXV�LQMHFWLRQ�GDLO\�
������

x  'LUHFW�DGPLQLVWUDWLRQ�RI�OHVV�WKDQ�����P/�LV�QRW�UHFRPPHQGHG�GXH�WR�
SRWHQWLDO�IRU�GRVLQJ�HUURUV�������

���������������������'26$*(�)2506�$1'�675(1*7+6����������������������
x  ,QMHFWLRQ������PFJ�����P/�LQ�D�VLQJOH�XVH�SUHILOOHG�V\ULQJH�ZLWK�%'�
8OWUD6DIH�3DVVLYH70�1HHGOH�*XDUG�����

x  ,QMHFWLRQ������PFJ�����P/�LQ�D�VLQJOH�XVH�SUHILOOHG�V\ULQJH�ZLWK�%'�
8OWUD6DIH�3DVVLYH70�1HHGOH�*XDUG�����

�������������������������������&2175$,1',&$7,216�������������������������������
3DWLHQWV�ZLWK�D�KLVWRU\�RI�VHULRXV�DOOHUJLF�UHDFWLRQV�WR�KXPDQ�JUDQXORF\WH�
FRORQ\�VWLPXODWLQJ�IDFWRUV�VXFK�DV�ILOJUDVWLP�RU�SHJILOJUDVWLP�SURGXFWV������

���������������������������:$51,1*6�$1'�35(&$87,216��������������������
x  )DWDO�VSOHQLF�UXSWXUH�� (YDOXDWH�SDWLHQWV�ZKR�UHSRUW�OHIW�XSSHU�DEGRPLQDO�RU�
VKRXOGHU�SDLQ�IRU�DQ�HQODUJHG�VSOHHQ�RU�VSOHQLF�UXSWXUH��������

x  $FXWH�UHVSLUDWRU\�GLVWUHVV�V\QGURPH��$5'6��� (YDOXDWH�SDWLHQWV�ZKR�
GHYHORS�IHYHU�DQG�OXQJ�LQILOWUDWHV�RU�UHVSLUDWRU\�GLVWUHVV�IRU�$5'6��
'LVFRQWLQXH�=$5;,2�LQ�SDWLHQWV�ZLWK�$5'6��������

x  6HULRXV�DOOHUJLF�UHDFWLRQV��LQFOXGLQJ�DQDSK\OD[LV�� 3HUPDQHQWO\�GLVFRQWLQXH�
=$5;,2�LQ�SDWLHQWV�ZLWK�VHULRXV�DOOHUJLF�UHDFWLRQV��������

x  )DWDO�VLFNOH�FHOO�FULVHV��+DYH�RFFXUUHG��������

������������������������������$'9(56(�5($&7,216�������������������������������
0RVW�FRPPRQ�DGYHUVH�UHDFWLRQV�LQ�SDWLHQWV��������
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On	
  March	
  31st	
  ,	
  2016,	
  the	
  FDA	
  
released	
  its	
  long-­‐awaited	
  Drat	
  
Guidance	
  on	
  Labeling,	
  which	
  begins	
  
to	
  address	
  some,	
  though	
  not	
  all	
  of	
  
these	
  providers’	
  concerns.	
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ASBM	
  Surveys:	
  What	
  Do	
  Providers	
  Want	
  In	
  Biosimilar	
  
Labeling?	
  

  
 Physicians  
(Feb 2015) 

(n= 400) 

Pharmacists 
(Sept. 2015) 

(n =401)	
  

Included in  
Zarxio labeling? 

Included in FDA 
draft labeling 

guidance? 
  Rated as important or very important     

ID product as a biosimilar 90% 81% X !   "
Name of biosimilar’s reference product 77% 71% X !   "
Analytical data used to demonstrate biosimilarity 82% 71%   X X 
Clinical data used to demonstrate biosimilarity 83% 71%   X X 
Indications for which originator is approved, but 
biosimilar is not 79% 76% X !   "
Approved indications studied or extrapolated?  80% 76%   X X 
Interchangeable with originator product? 79% 88% X !   "
Identify source of data: Originator or Biosimilar 79% 69% X X 

1	
  Feb.	
  2015	
  Survey	
  of	
  400	
  U.S.	
  physicians 	
  	
  	
  2	
  Sept.	
  2015	
  survey	
  of	
  401	
  U.S.	
  pharmacists	
  



Biosimilar	
  Subs?tu?on	
  



Subs?tu?on	
  Policy	
  in	
  the	
  U.S.	
  

CONGRESS	
  
•  Sets	
  Legal	
  definiSon	
  
•  Interchangeable:	
  subsStuSon	
  without	
  

physician	
  intervenSon	
  	
  
	
  

FDA	
  
•  Makes	
  ScienSfic	
  decisions	
  
•  Sets	
  Interchangeability	
  criteria	
  
	
  	
  
STATES	
  
•  Decides	
  what	
  pharmacists	
  are	
  allowed	
  

to	
  do	
  
35



Issues	
  Surrounding	
  Biosimilar	
  Subs?tu?on	
  

•  Under	
  what	
  circumstances	
  may	
  a	
  pharmacist	
  subsStute	
  a	
  biosimilar	
  
without	
  the	
  involvement	
  of	
  the	
  physician?	
  

•  What	
  communicaSon	
  is	
  required	
  between	
  pharmacist	
  and:	
  	
  

–  Physician	
  
–  PaSent	
  

•  What	
  records	
  must	
  be	
  kept	
  	
  
of	
  the	
  subsStuSon?	
  



How	
  Important	
  is	
  Communica?on	
  of	
  a	
  Biosimilar	
  Subs?tu?on?	
  

37 

87%	
  of	
  La?n	
  American	
  

Physicians	
  consider	
  it	
  “very	
  
important”	
  or	
  “cri?cal”	
  

85%	
  of	
  Canadian	
  
physicians	
  consider	
  it	
  “very	
  
important”	
  or	
  “cri?cal”	
  

80%	
  of	
  US	
  physicians	
  consider	
  	
  
it	
  “very	
  important”	
  or	
  “cri?cal”	
  
	
  

77%	
  of	
  EU	
  Physicians	
  
consider	
  it	
  “very	
  important”	
  
	
  or	
  “cri?cal”	
  



How	
  Important	
  is	
  “Dispense	
  as	
  Wrilen”	
  (DAW)	
  Authority?	
  

85%	
  of	
  La?n	
  American	
  

physicians	
  consider	
  it	
  “very	
  
important”	
  or	
  “cri?cal”	
  (2015)	
  

80%	
  of	
  Canadian	
  
physicians	
  consider	
  it	
  “very	
  
important”	
  or	
  
“cri?cal”	
  (2014)	
  

82%	
  of	
  US	
  physicians	
  consider	
  	
  
it	
  “very	
  important”	
  or	
  “cri?cal”	
  (2012)	
  
	
  

74%	
  of	
  EU	
  physicians	
  
consider	
  it	
  “very	
  important”	
  
	
  or	
  “cri?cal”	
  (2013)	
  



Physician-­‐Pharmacist	
  Communica?on	
  Requirements	
  by	
  US	
  State	
  

WA	
  

OR	
  

NV	
  

ID	
  	
  

MT	
  

WY	
  

CO	
  

UT	
  

AZ	
  	
   NM	
  	
  

TX	
  

OK	
  

KS	
  	
  

NE	
  	
  

SD	
  

ND	
  
	
  	
  	
  MN	
  

IA	
  

MO	
  

AR	
  

LA	
  

	
  MS	
   	
  AL	
  	
   GA	
  

SC	
  

NC	
  
TN	
  

	
  	
  	
  IL	
  	
  

WI	
  	
  
MI	
  	
  

IN	
   OH	
  	
  

PA	
  

KY	
  

VA	
  	
  

FL	
  

CA	
  

	
  	
  NY	
  	
  

VT	
  

ME	
  	
  

NH	
  

MA	
  
RI	
  

WV	
  
DE	
  

MD	
  

NJ	
  

AK	
  

HI	
  

CT	
  	
  

DC	
  

Legislation passed
Legislation progressing
Legislation failed or 
provisions stripped

Rev.	
  09/14/16	
  



Pennsylvania	
  Law	
  

S.	
  514,	
  Signed	
  into	
  law	
  as	
  Act	
  no.	
  95	
  on	
  July	
  20,	
  2016	
  

•  A	
  pharmacist	
  MAY	
  subsStute	
  a	
  biological	
  product	
  for	
  a	
  prescribed	
  biological	
  
product	
  only	
  if:	
  

–  FDA	
  has	
  determined	
  it	
  to	
  be	
  interchangeable	
  

–  Prescriber	
  does	
  not	
  designate	
  verbally	
  or	
  in	
  wriSng	
  that	
  subsStuSon	
  is	
  
prohibited	
  	
  

–  Person	
  presenSng	
  the	
  prescripSon	
  �receives	
  �noSficaSon	
  of	
  such	
  subsStuSon	
  

•  Pharmacist	
  communicates	
  to	
  physician	
  within	
  3	
  days	
  which	
  product	
  was	
  dispensed	
  
(except	
  refills).	
  



Summary	
  

Biologics	
  are	
  advanced	
  therapies	
  
FAR	
  MORE	
  COMPLEX	
  and	
  
SENSITIVE	
  to	
  manufacturing	
  
differences	
  and	
  their	
  environment	
  
than	
  chemical	
  drugs,	
  necessitaSng	
  
special	
  care	
  and	
  handling.	
  	
  

	
  



Summary	
  

Biosimilars	
  are	
  SIMILAR	
  to	
  	
  
their	
  reference	
  product	
  but	
  	
  
NOT	
  IDENTICAL;	
  even	
  minor	
  
differences	
  between	
  two	
  similar	
  
biologics	
  may	
  create	
  unexpected	
  
effects	
  such	
  as	
  unwanted	
  immune	
  
responses.	
  

	
  

	
  



Summary	
  

CLEAR	
  PRODUCT	
  
IDENTIFICATION	
  is	
  important	
  
for	
  tracking	
  safety	
  and	
  
efficacy	
  of	
  all	
  biologics,	
  
including	
  biosimilars,	
  leading	
  
regulators	
  are	
  making	
  this	
  a	
  
priority.	
  

	
  

	
  



Summary	
  

In	
  order	
  for	
  biosimilars	
  to	
  be	
  
widely	
  adopted,	
  paSents	
  and	
  
their	
  health	
  care	
  providers	
  must	
  
have	
  CONFIDENCE	
  in	
  them.	
  



Summary	
  

TRANSPARENCY	
  in	
  LABELING	
  	
  
(especially	
  regarding	
  
interchangeability	
  and	
  indicaSon	
  
extrapolaSon)	
  is	
  important	
  to	
  
pharmacists	
  and	
  physicians.	
  	
  



Summary	
  

Good	
  COMMUNICATION	
  and	
  
COLLABORATION	
  between	
  
pharmacists	
  and	
  physicians	
  
allows	
  maintenance	
  of	
  accurate	
  
paSent	
  records,	
  and	
  aids	
  in	
  
accurate	
  long-­‐term	
  tracking	
  of	
  
safety	
  and	
  efficacy.	
  	
  



Thank	
  You	
  For	
  Your	
  Alen?on	
  


