n April 18, 2006 Sandoz, the generies
subsidiary of Novarts, issued a press

release  stating  that the European

Commission  had  granted a  marketing

authorisation  for irs pruduct. Ommitrope

(somatropin). This, the company declared, was

the first authorisation of a “similar biological
medicinal product” under the recendy revised
EU pharmaceutical muarketing  authorisaton
legislation. The Commuission’s decision has not
yet heen made public.

The news follows the posiive opinion of the
(EMEA)
Committee for Medicinal Products for Human
Use (CHMP)in late January 2006 on the
Sandoz applicaton. At the ame, the EMEA
press release indicated that authonsanon would

European  Medicines  Agency'’s

be of "a similar biological medicinal product”.
This opinion by the EU member states” most
powerful assembly of drug regulators {one that
carriecs more welght than a US FDA Advisory
Commurtee vote) set the stage for the first
European approval of a "biosinular’ for human
growth hormone.

L:i.'é.t 10T EI'I.S IIITP'I'U\'".II “t. a !i[}—L'II].IL'lf .E:UIIL'TjE
biologic” will have a substantial impact on the
biotech markerplace i Europe. Moreover, as it
now seems likely that a biosimilar will be
successfully marketed in the EU, the FIDA and
US Congress could use the European
experience as a basis for changing US
legislanion to pernur follow-on protein (FOP)
products — this 1s currently subject to a lawsuit

imvolving the FDA.

Guidelines on biosimilars

Omnitrope references data and informaton
contamed in the marketing authorisation (MA)
file for the reference product = Phzers hunun
growth hormone treamment. Genotropin. The
EU Community Code on Medicinal Products,
which governs European MAs, allows approvals
of generic products based on  abridged
applications. The expectation has been  that
applicavons  for biosimilars must  include
substantally more detiled mformation than
[11“5!’.’ f:.:r gn.‘nt:ric \.‘L'I'SI.UI]S UI. 5]]1'.[" llll.ilt:l.'l'lil.'

drugs.

All eyes on
Omnitrope

Indeed, this was made clear in various
EMEA guidelines concerning biosimilar
applications. These include a general guideline
uidelines concerming clinical and

document, g

non-clinical 1S5L1CS rL'|;LI:lng o the

comparability of biotech-derived proteins as

active substances, and gndelines concerning

quality issues relating to the comparability of

biotech-derived proteins as active substances.
These guidelines offer the view thar, because
of the complexity of  biologic/
biotech-derved products, the small molecule
ZENErics .|ppr:r.|r;il 15 scien tiﬁt".l“_‘\'
inappropriate for these therapies. The “similar
biclogical medicinal products” approach. based
on a comparability exercise, would then have
o be followed. Annexes add detals on pmduut
categories, including one on human growth
hormone (recombinant somatropin).

The role of the CHMP 5 to provide the
European Commussion (EC) wath opinions on
various types of apphcanons — primarily
whether  the data  and  information
accompanying the application are sufficient for
the type of authorisanon lloing sm]ght.
However, the opinton of the CHMP & not
legally binding. Only the Commission has the
power to make a binding authorisation
decision, although it is required by law to
]:ln:-\'idu a detaled cxp|.||1.|tiu|1 should it choose
not to follow a CHMP opimon.

Thas was, in fact, Sandoz” second attempt to
obtain EUJ approval for Ommitrope. [t apphed
to the EMEA in 2001 to have the product
considered for ZENeTic authorsation based on
a detailed sciennfic bibliograplhy, accompanied
by certain studies aimed at  showing
comparability with Genotropin. In June 2003,
the CHMP adopted a positive opimion on the
'.|p|.‘-li¢.';1tii.m. But the EC slllm‘qllcnﬂ"\' chose
not to follow that opinion. In March 2004, the
EC published a notice in the Official Journal
of the EU indicaung its decision that the
CHMP had improperly accepted the Sandoz
application as a ‘hibliographical applicanon
based on the well established use of the
I“L'L].IL']..HL". '-'.']1i1u at l]l'&.' SAIC [iI“L' 14 Il'.ll.l
(and probably had

accepted required)

As the EU approves its first biosimilar
therapy, a recombinant human growth
hormone, Linda R Horton, Meredith
Manning, Elisabethann Wright and
Jaime Gallimore look at the implications
for the European and US biotech markets

comparability studies to be performed.

The 2004 decision is currently the subject of
an appeal by Sandoz to the Ewropean Court of
First Instance that is presumably now debatble.

appeal,

Commussion’s decision that the performance of

In  the Sandoz  contested  the
comparability studies “implied that the legal
conditions  for the -.lpp]ic-.nticm of the
[bibliographical application] procedure were

not met.”

Round two

Sandoz submutted a second Ommitrope
application to the EMEA in July 2004, This
followed two amendments of the Commumiy
Code, one a Comnussion amendment to an
Annex laying out the content requirements for
MA
comprehensive overhaul by the Council and

applications, and the other a
the Parhament that included a definiion of
‘similar biological medicinal product’. The
second applicanion was submitred nort long after
the date that the latter amendment became
effective in the EU, but before the final date on
\\'llit:]] R]'.IC EU IHL'I“IUL'T states I]ild 18] .ItiUPt lllih"
provision i their natonal laws, Thus, the
posinve opinion in January 2006 was the
CHMP5 second on this product.

We do

:Lpplic.l[im]. ke the fisst, was an .l|1ri¢|<l.,rc|.1

not know whether the second
generic application. However, on announcing
s posiive opmion, the EMEA wse of the
phrase ‘similar biological medicimal product’
indicates that it considers the Sandoz product to

be “osimilar’ o Genotropin. The EMEAS

January  announcement included a footmote

indicating thar for “similar biological medicinal
products’, it requires substantial additional data
bevond what i necessary for generic products,
|.'ﬁ.1l‘[I:.'L]|.II‘J.'>' the I:u.\:it'u|ugi|:'.|| and clinical pmﬁk‘.
conclude that Sandoz  has

Thus, we can

submitted, in addibon to the data and
information required for approval of a generic
product, information designed to satsty the
relevant legal stndard for a biosimilar.

The CHMPS second pesiave opinion on
Omuitmpc presents difficule wsues. On the one
tramework has been

hand, the statutory
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strengthened by the addinon of

the  amendments  to  the

Commumty Code  discussed
above, At the same time, neither
T.IIL' e FL'.IILIT.UI_"\.-' ﬁ._.l]]lt.‘\\"ﬂfk nor
the process preceding the second
positive  opimion  may  be
suficienty robust to withstand
challenge. Consider the following
pounts:
* In the second Ommnitrope
opinion, the EMEA disavowed
use of the long-standing (and
upgraded)

recently aeneric

process for ‘essentally similar

copies’,  Furthermore, the
relevant  EMEA  guidelines
reflect  the L‘ﬂlll]llﬂ]ll)"I‘lL‘lti

view ameng leading regulatory
bodies and the industry thar,
because of the complex nature
of biologic products, 1t 15 not
possible to create a follow-on
close

of a biologic that is

enough to the reference
product to be considered a true
LENErIC.

* At the same nme, an argument
can be made that the apparent
legal basis for a biosmular
authorisation  of Omnitrope 15 highly

questionable. A key law cited by Sandoz as

the basis for its application for authorisations
is a piece of secondary legislation known as

Directive 2003/63/EC, adopted mn June

2003, It modified the European Parliament

and Councils Community Code on

Medicinal Products 2001 /83. However, what

the Pardiament and Council empowered the

WIS Loy iﬁ.‘-'l.ll.' i

Commission  to  do

The EMEA's various guidelines on

similar biological products are too
recent to have guided the product

development plan for Omnitrope

the revised

to in the generics section of

Community Code but mostdy o say that
such a product is not a generic. The statutory
language says more about the data required
lh.'ll'.l \‘r'l'l.ﬂ may ﬁ.l;"L‘l”' 13'&.' (JII]jtt{:tl.

« Furthermore, modification  of  the

Community Code adding this provision on

biostmilars was adopted in March 2004. [t

seems that Sandoz did the work for its July

2004 ;1|.1|.1lin.'.|tinn {inchu.i.in:_: pn:dinir-.l.] or

climeal  eraals relanng o
differences in raw materials or in
manufacturing processes

hetween Ommtrope and
(h'm:[!'upi:'t] well m advance of
the publication of this new
4(%'““”1":-' Pn“'j‘ﬂﬁl'i.

*  The issue of the legality of

modification o wke account of scientfic and
technical progress, not to create entirely new
types of MA out of whole cloth. (Translating
this situation for US readers, we have a
sitnation where a document similar to an
FDA regulation may have gone bevond its
Congressional authorisation.)

* The term ‘similar biological medicinal

P]‘l.H.iLIL'tI 15 not defined. (‘-‘LM[}: it s referred

mmplicit  reliance on the

innovators rade secrets remains unresolved.

The EMEA% various gmudelines on similar
biological products are also too recent to have
guidcu{ the pmdm‘l d-::\-‘i:]npn‘:cnt p]-.m tor
Ommitrope. The notice of the Sandoz legal
action suggests the company’s ‘comparability
exercises’ were based on the EMEA's adoption
mm 2001 of the International Conference on
Harmonsation’s  (ICH)

guidance on

comparability as well as the review
of the Omnitrope application itself.
In fact, the ICH compambility
guidance was meant to deal with
‘mtra-manufacturer comparabiliny’

not ‘inter-manufacturer sinulariey’.

In other words, this guidance was
designed for situations in which a

manufacturers  own  product

evolves (or where the follow-on

product was derived from a

precursor product whose cell line,

production process, etc  were

acquired by the follow-on
manufacturer). Thus, the [CH
comparability  gpuidance  was

designed only for cases in which
the biosimular is a hinear descendant
of the reference  product
Accordingly, the one EU gmndance
document that could possibly have
been in effect when Ommnitrope
Wis I‘L'i'['l.l_..{ i.lt."\'t.‘]ﬂp'&.‘il Was \\TittL‘ll
for a very different, and much more
limited, simation than the present
one.

It is difficult to derermine how
tar, it at all. Sandoz relied on the
guidelines in submitting its second
authorsation request. If 1ts request
was, like the original application, based largely
on a detailed sciennfic bibhography plus studies
1CH
comparability guidance, Sandoz and CHMP

carried  out in accord with  the
|]]L'!'.|]I1L'rﬁ ]]l.l‘.—l I'.I:'I.\'L' ﬂ.‘lt ]"L‘Ii'.l:'['lt:t.‘ on tl'.ll.' newer
guidelines to be unnecessary. If this is the case,
the EU simation in the commg months may
not be all that different from the situation at the
time of the CHMPS first positive Omnitrope
PO,

Following announcement of the CHMP
opinion, BioCentury reported that approved
mdications for the Sandoz product would be
decided on an individual basis by the EU
IJ'I.L'H]I"L'r stales, as \.\"l“.[ld Hl]l.}'.\'[l[l.]i.lhiliq.-' ﬁ.!l—
Genotropin and  pricing. This press report
apparently arose from a comment made by a
representative  of  the  generics  idustry,
However, the notion that member states would
have any say over approved indicatons s
inconsistent with the fact that the Ommnitrope
EU centralised

authorsation  procedure. All biotech  drugs,

authorisation 15 under the
including biosimilars, must be assessed by the
EMEA, and for them, individual member states
would lack the power to determine approved
and

indications mterchangeality

|ndcpn.‘|11.lq.'m]‘_~.'. Decisions about which pnu.‘lucl:-‘.
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are eligble for reimbursement, and about
whether a physician or pharmacist may
substitute Omnitrope  for Genotropin are,
however, matters for member states” national
governments, not for the EU authorities. The
comments quoted in the trade press may have
been meant to refer to this tradinonal division

of labour.

Follow-on proteins in the US
Meanwhile, a US judge has criticised the
FDA for “egregious delay™ in deciding whether
to grant Sandoz” Omnitrope application. A
series of key events and statements regarding
FOPs set stage the
surrounding such products in the US. In April
1999, the FDA published a dmaft guidance
stating that section 305(b)(2) of the Federal
Food, Drug, and Cosmetic Act (FDCA) could
be used ro gan approval of therapeutc protein

the for CONrOVErsy

products and that sponsors could make changes
to a reference-listed drug if the change were
supported by chnical data. In esence, by
publishing the guidance, the FDA encouraged
‘difterent’ generics that rely on the safety and
etticacy data of the mnovator.

This prompred several objectons from the
innovator  industry. The  Biotechnology
Industry Orgamzation (BIO), for example, hled
a citizen petition in April 2003 objecung to the
use of this section to approve a biologic
without a ‘full complement’ of non-clinical and
chimeal data. The FDA responded in October
that year that its legal interpretation on
505(b)(2) applications was long-standing and it
would resolve related scientific ssues in the
future. In April 2004, Genentech filed a citizen

petition  objecting to the FDAS use of

inovator datn in the review of the generic
manufacturer’s similar product, on the grounds
that an agency reviewer must know derils

the

manufacturing process to determine whether

about mnovator's proprietary
the proposed follow-on s sufficiently “the same
as’ or ‘similar o’ the immovator to support
approval. In May 2004, Pfizer filed a similar
citizen petition objecting to the approval of the
Sandoz Ommnitrope 505(b)(2) application,
which in the US (as i the EU) mwvolves
reference to Phzers Genotropin,

The FDA held two public workshops in
September 2004 and February 2005 to address
saentfic and technical (but not legal) 1ssues
related o FOPs. Ar the final workshop, acung
deputy commissioner of operations, Janet
Woodcock, said the agency would issue a
background White Paper on its past regulatory
and scientific treatment of protein products in

the “next several months”™. It would then 1ssue a
set of dnft gindance documents on different
scientific sssues for FOPs and hold a thind public
forum shortly thereafter. Then, public statements
and action stopped and recently; the FDA smd 1t
would not issue a White Paper after all.

While EU regulators were considering the
Sandoz Ommnitrope apphication, a similar
application had been under review at the FDA
since July 2003, Sandoz filed a

amount of data the FDA mught require for the
vast majority of FOPs which are regulared
under the PHSA.

It remains to be

the

gl.}\'l."l.'].'llllt.‘nt 'l\"i" '.Ippl.'.'ll EIIL‘ court L}I’d{.‘f or

seen  whether
whether the Congressional inquiry will jump-
start the 1ssue at the FDA. There have been no
major statements about FOPs by acting
commissioner Dr Andrew von Eschenbach or

lawsuit against the agency last
September for failure o take
action on 1ts pending 305(h)(2)
Omnitrope  application.  In
the US
district court in Washington
DC. Sandoz said the FDA had

notified the company on August 31, 2004, that

documents filed n

its review division had determined it could not

make an approval decision because  of
“unresolved scienafic and legal issues” The
FDA responded to the lawsuit asserting that it
had not yet completed its review of the new
drug application (NDA) or taken any final

action, adding thar “no tmetable will be given
by or tor FDA to act on the Omnitrope NDA'™.

Early this vear, Sandoz filed a monon for
summary judgment, and the agency’s response
defended the FDA'S deternunanon that it could
not make a decision on the application. On
April 10, 2006 Judge Ricardo M Urbina of the
US District Court for the Districe of Colombia
eranted Sandoz’ motion and ordered the FDA
to make a decision on whether to approve the
Omnitrope application.

Unal recently, the US Congress had been
quict on the issue of FOP legislation, but on
Hatch

Representative Henry Waxman wrote to the

February 10, Senator Orrin and
FDA urging it to ssue guidance documents on
the approval requirements for generic versions
of wsulin and human growth hormone, The
letter stated that efforts to develop a regulatory
framework for follow-on biologics approved
under the Public Health Service Act (PHSA)
“appears to be at a complere standsall,” but that
insulin and hGH should be separated from that
debate in order that FOPs may be approved in
those drl.tg classes. Hatch and Wixman .'lrgl.lcd
that, since msulin and hGH are regulated as
drugs under the FDCA, the legal framework
for generic approval already exists and they do
not raise the same scientific ssues because of
their simple strucrures and long history of safe
use. Of course, it 1s important to note that any
such guidance would apply only to FOPs
regulated under the FDCA, but the scientfic
principles would likely have an impact on the

In April, a US judge granted Sandoz’
motion and ordered the FDA to make a
decision on whether to approve the

Omnitrope application

chief counsel Sheldon Bradshaw, and the
agency has not ruled on the Genentech or
Pfizer pennons. In addivion, Waxman and
Hatchs letter tacitly admits there s no
consensus on Capitol Hill that legislanon on
FOPs will or should move forward in the near
future. Thus, it seems clear that, without action

by the FDA to move forward with approvals
under the generic drug provisions of the

FDCA, in response to the Sandoz court order
or otherwse, there will be liale action on
FOPs in the US in the near future.

The ones to watch

While the US legal situation is being sorted
out, EU regulators have taken the lead in
attempung to define a policy and legal
But EU
statutory framework remains murky ac best.

framework for biosimilars. the
The Commission’s authorisaton decision on
Ommnitrope will not have any direct impact
on the FDA. Like the EMEA positive
opmion, the Commissions decision could,
however, give the FDA scientific cover for an
approval  of  Ommitrope  under section
503(b)(2) of the FDCA and may stimulate
renewed (.'ungru:i:{imr.ll mterest mn |::gis|'.1ti(.m.
In the near term, however, the acton 15 n
courts in Washington DC and Luxembourg,
the
Comnmussions authorisation decision would
be filed. Both

venues should be -
watched closely. m

Linda R Horton is a partner and co~chair of

where any legal challenge to

Hogan & Hartson, LLPs European life sciences
practice and is based in Brussels, Belgium.
Elizabethaun Wright iz counsel in the szame
office. Meredith Manning is a partner and Jaime
Gallimore an associate in the firm'’s Washington

DC, US office.
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