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"It is therefore not surprising that escitalopram, which is the
therapeutically active enantiomer of citalopram, has also been
found to be active in these same animal models. The R-
enantiomer was not active, confirming the in vitro data that
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were used as the rationale for developing the S-enantiomer as
an antidepressant.”
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"On the evidence available to us Lundbeck's claims of
superiority for escitalopram are unwarranted...The main
outcomes did not yield statistical significances and the claimed
differences between escitalopram and citalopram are based on
post-hoc analyses that do not abide by the ITT principle."

NN VITIVDY YN PN DT IINRND D DYM /NN DY INPPNI NNW MINNLIN 'S .28
TN DP9 259 -254 DY) 19PN NN DHYY DNMN MDD NN

21N NN NNAY PTIN PIND N64 PYO .29

SOPIVON ,0N59 IN INIDY PYINI 9307 27 — 7 IMWIn””
77 33997 1IN SV 51PW23) MY IN OP0I77

SPPNDTI YIP NOIN N INND DMIIVNNN OININD NN NN T64 YYD

TWONDA PUNIN DIV NIA (2) AU MINI DIV (3)7
7 IINIDY SN IVMS SNIYI3 N3 VIV

noRNY Nwpa ,Novartis AG ya owin NOONNA 72y2 XNVITI N PYO NMNYIAD .30
PRY” 1 PNY) WWW.NEevo.co.il INNA NNON9 ,97219 'O VIV DY NNNN NNPN
YY1 NVINN DY NYIYI OHINKN LAYNRN N DY 1T PO NN D) IXRI) (DM
(Wwww.nevo.co.il InNa NNOM NN DPVIVaN vy /y Novartis AG  1063/06

9

ORI VOWHT MRAT NEVO.CO.11 »"ya RL axgn
C:\Users\Debby\Downloads\pt90465.doc



http://www.nevo.co.il/law/4539/64a
http://www.nevo.co.il/law/4539/64d
http://www.nevo.co.il/case/482630
http://www.nevo.co.il/case/482630

H. Lundbeck A/S 3 1n7y3 DINIINN

VIOV 92¥2 1NYNY DN DY DIMIN DY DN NORYN N N3 PIya
ORIV NUNIND IV IV PIND N6G PYDI IMYHYND IDINY N ORI
DO NN NMINIIYN YNV T NYNYD MINMIVY NAIVNN

PNY2 INTIY NORYN DY ONT INNN PYN DPN NYD 1D )T NTI;IYN NORYN .31
1N HNIYI WDV 12¥2 DYV DXININ DY 1Y TINN TTHAN 2357 DRN — DIV
L0IVAN GPIN NIIND IWINI HRIYID MWW 99N

In re Alcon Laboratories Inc., 13 12y2 )Np>1nRN VAVYNN M NVINN D PN .32

:IYY D) MVLINTT DV PRYa NLVIXY USPQ2d 1115, 1121:

“Thus, the legislative history of § 156 shows that Congress
intended to grant patent term extensions only to those products
[active ingredients] classified by FDA as new chemical [or new
molecular| entities under FDA's long- standing drug
classification system. [FNI17] According to this classification
system, Type I drugs are new molecular entities--i.e., the active
moiety [FN18] is not yet marketed in the United States by any
drug manufacturer either as a single entity or as part of a
combination product.[...]"

TR NI PNY KD D991 IINNY NIN VIVIN SV VPN NIINNY NN 11N
L0190 9905 2YWNN PYINN PYND IN ONIDT PWONI

NAIYNN M9 DY S-N IIPLNIND YOO PIN W 1D NYPIAND NTIY NN DAPN ON D) .33
TNXO NON VIVIN GPIN NNPN NIIRN TNKD YNHYI D1 1T PN PR OIN 1NN
PNYA INNY 195 ,1PYONI DMV PN NYN MDNY SNV 1NSYHYI DIVIN MPYD

: D072

AYTN ANSIN 139Y DI9IYD BIINN Y 5Y 199V 513 0IVD”
ON 9N DNt OV PINA W95 91993 019 ANA NIV
DPY WIS SUDNIPO VPON VU DIY0N 0IIMNA BIIVY

B m5yor A m5syon Aanv movo )3 B -1 A o255v94 029901
MVUN N5 (combination) 83 DY 79933
DIN DINIZ TUNI SP0INZI I A1, IN DIV 297 (aggregation)
9PN DIINS NEINY N DN IUNI NI ,0I0977 MPYd
TYWONS MINA NI PINAY ,NI7 PINA ASWA Y05 .0IV9A

ON N 00900 DY 59 P07 DIVSI DIV 9P NIINA
7 IYA OSY 5Y DIVS NPIVA ASNNITN TWIIN

Generics (UK) y2y2 00095 »o0NRN P10 722 DY PIN PO DR NYHN NYpann .34
ymNa (Ltd. V. Daiichi Pharmaceutical Co. Ltd, [2008] EWHC 2413 (Pat)
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TONNIN NIYNN ORD RO MO NTMYN NIRYA OINIRN PTN M2 )T POy
YTV INRYD .0V DY ITPIN NOIRN TNXD DY 90N IMN OO TTIIN IIPVINM
T0IN ININD T2YTH PR D MPONY PTN 112 YOI, INNNY NINNPNRN NPP02

: DYPI NVIDY DY NDDANN P N2 NYION DY

"First, ofloxacin itself was recognised to be a good
antimicrobial agent. It had been studied and had been shown
to be active against a broad spectrum of microbes, maintaining
potent Gram-negative activity with improved activity against
Gram-positive organisms compared to norfloxacin. Moreover,
its solubility and toxicity characteristics, amongst others, had
been determined. It was known to be a chiral molecule and
hence to comprise two enantiomers but, until the invention of
the Patent, it was not known what the characteristics of the
enantiomers were.

Second, ofloxacin was recognised to be the active ingredient
of the medicinal products for which authorisations were
sought and duly granted in 1985 and 1990. Those
authorisations constituted permission to place ofloxacin, not
levofloxacin, on the market as a medicinal product and the
active  ingredient was duly named as ofloxacin.

Third, it is now known that ofloxacin, levofloxacin and the
R(+) enantiomer each have different properties. As I have
explained, it is taught in the Patent that levofloxacin has an
antimicrobial activity of about twice that of ofloxacin,
markedly greater solubility and less toxicity. The R(+)
enantiomer has an antimicrobial activity of about 1/10 to 1/100
that of ofloxacin but has markedly greater solubility and
approximately the same toxicity. Further, these characteristics
of the R(+) enantiomer must be seen in context. As Professor
Zhanel pointed out, it is still more active than nalidixic acid
and pipemidic acid. Indeed, it is also almost as active as
flumequine against Gram-negative organisms. It has also been
hypothesised that there -may be enantiomer-enantiomer
interactions when the racemate is administered."

STNND TAR OON DNYNNY MYY DDIPN OPN MININD PTN N2 PP [, 10N Y51 .35
INMN NIINRNY IND NN NOXY P ,0I0 GPIN ONY NOXY P PNIND DY ,INNIND
DMV TTIAN MIPLIND HY NINVNN NPVNIAINT NTIDN 2T PNYRID PN .VIVI
INITIND NN OV ININA TTHY MPONY NIONA 52210 IWONR TNNIN NIYNN
PIYD NPVLINDT NINVNN NI NYRY .VIVAN GPIN NIINRN IV PINT IMYNYND)

;NN GO DYV .VIVON NPIYN TNEY NNRINNN MNTPNNN PR IN Y ONN NYAPN .36
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YT 1A PN N ,DV9N 99NN HY 9N NIV NOWAD DIND 91D PRI X DY NN O 37
MY DMVY DY NIPIN NNPND T2¥N VIVOHN GPIN DY NIINNA VIVHN DY NN MDD

TV ONVONIN MY NYRIN DIVIINY PPN D 107N PTN N2 DY YN Pdnn .38

P12, NYYNY INT TTIAN IPLIND X TIVI KDY XINY AN ,1N8IN NN PHa

IRPLNNN NN 9D PN NYNIN DWOINY IONT ,WIann nMn INnnn 20

IN NOIN IND NYPAN NYAPD PN XD NNNY NNNND NORYA NN I THaN
NONT

92YN MY MOXON POV ,DMIMIND DY NMYN NINONA T OWHYN PN .39

MOD0N 9272 NNIYL 192 NYVI RD PW NIV SOIMNMDT PN DT PIVNIY NTYD

NYNY MYY DY DMNYNY DIY 1IN ,INPVIINDY MNSIN NIYND DY MDY
D09 9N IMND ONIN DN 1IN INMN DY DY DINDN PITY,NNIY MDION

IONNRN PTN NP2 DY INVINN HY THNDN 119D NS MIN PN ,ININD NONY .40

C-258/99, nyn mMOV™MAN NVINNA NVVINNN INPRN PTN N2 DY NMIYN NVONN .41
,BASF AG v. Bureau voor de Industriéle Eigendom (BIE), [2002] RPC 9

NOINNY NYPaa 9217 0w http://curia.europa.eu YRIPND PN N2 INNA NNOND
9¥9 9MIND 991 MNWIIN NIV DYV NYRIN IDINN .NIATH IDIND VIV DY 9PN

XY 12 DY . .MYY XOD VYN NV DOV TARD ,DXINDN NWN 259N chlorizadon
22997 1INY (Impurity) 1P X NPNIA NN MDOYIN HYa IMPNI PTD N2

N 1919 DY RN IMVNRN NN TR )0 03 chlorizadon 950 oYW MW IINN
72 .0IVAN RV XINY YTN TONINA MIWIN N PP THT .10% -2 NP D30 Ny
DY2O¥9 DIMN INNN JPANR DOYAN IIND JPPIN OX DY MNY NNIT D Yap LIVYNN
VNI MINT (MOVNSIN) MDY Sy TAX IMPN N2 NN DY MYONONA .OMNMVY
MM DY IIND DPYSN 9IINT AN MNID ¥, 7NN (PVNSIN) MDY TN LYND

APPION NN INMNID 1N 99 SNT2N MWD I1DINY 7252 NVNIND

R 9910087 D ,1ny1nnn > DY myvIn mMpound N9 MMy DY 1 NVINN DWW .42

NN NI L,NANYNA DOYIN IIND DY 11PPI X NN XIN NN ,NNI¥IN NAIYNa

NIYNN TN I N S-N IIPVLIN DY NYURIN DIWIN 79D .S IIPLIND
NN

NYNN NYPNN DY NIMIYI INVIND YR )OPOIVDIND INDIVN DX YIN NPT MPOND .43

oY1 App. No. 623144 in the name of Lundbeck A/S ,(9/n1) M35 nYapnn

Y THNONY NYPAND NYPA NN TNPNIA N2 1T NVONN DY NMDYN .16.5.2006

DYVIVIN MVYID NANDNI) MDIVDINI NIIND I MY NVINNN DY PIND VG PYD

VIVAY NIIN N PIYNY PR D HODIVDIND DNV YIAP NVINN NNIND .(29.6.05 DPN
:YIPYT PINNN NN I NPT RYD
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"It is clear that the ratio derived from Merck is that provided
the pharmaceutical substance is present (to some extent) in the
goods that are included in the ARTG, then the requisite link
has been established. ...

...t is a fact citalopram is a mixture that contains
escitalopram, and consequently Cipramil is goods that contain
escitalopram. The first regulatory approval date for Cipramil is
the first regulatory approval date for escitalopram."”

(MYUPANN MDY 17 RNINONR) PTN PO NN TN IDIVDIND YDITIN LAVYNN N2 .44

GN NMNINN DYINI DYNY DO¥9 90N YD PYIVDIND DNDIVN NTHY MOy NYNPN .45
NYRIN DIYAID INRN IDINND DY TN DIWAIN NN DN ,INK DY 99N DY TH> ONX
OIN YW VIV NPIYN TYINT MYNWIN MDRYNN NMNVA T .90IN IMRY DY
YN (MINRNNIN MNTPNNM VITNN MORY DX 1INAY T ) DO¥aN 19NN DY NOwan
NOIN MY PRNYI NT NN DIV HY OUNRNID-'YHY NN N NOIN MNIN NNV
5Y TNN TDIN DY 1NN PPN N VIVOHN MWD DXY DY NONRYNIN 10D PINN
DYIDIN NV PA Y ID MY ONN NOIND IN JY NMIYH DT PRY 295 INN TN N
mMYN PNYTY PR (DX0921) PRHY NRD) TI92 12y OV 0NN THR DIY DDy
1Y .TI9)2 NIWI) DNV TUNRD VNN TARD DO¥aN 1NN HY IMTaavw 2
IMOYA 19¥ ,)PPI OXR THIT IWUNRN TN R-N 901P0NINI MINID ¥ 1OX DX NN NY 9N
Ny oy 915 FDA-n »91 nupann myv ,Svnd 15 .1DIN NP MHOUNSINND
NYPA2 TN DT PRY .S-N INPLIN P NN DOYSN IIND D NPNXIN NAIYNN
TENNPNID DO¥N IIPVIND 1N S-N IIPVIN YD AN OV S-N INDPOVINRD NN
Review and Evaluation of TA0NS 4 'y IR OHNNIN NIYNA

NUNIN YPISND N0 NaoIn pon Pharmacology/Toxicology Data NDA 21,323
MmN M HY

IVIN 90465 LIVAD DIDXAPNIN DIVIVAN GPIN NIINRND MYPAN D T MYV NYPIANN .46

NON MOTNL PN 2D ,NY0 MTHNNN .NNPNIY 27NN AN P2 ,09vN aN72

DXNDN IWYND D) ,DOv9N 99NN DY DY DXNDN DY VIVIN NNPN NOIND IVIND
DY DXNYNA T2ITH 1932Y NIPHN) T2 1NIYII NT DY I0IN HY DINN

Council Regulation EEC 1768/92 -5 1 9>y0a nyapw nImnn P9 VRN PT0 IWNR .47

:IPYTI NN product” NHMD

"Product means the active ingredient or combination of active
ingredients of a medicinal product".

DXNYN D) 29N IINT NNDNI NONDN VSN NP NN MY DY NITINN PN .48

APIND N64 QYD 1) DN ININ DY DIVON)
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99N ININ DY DMLON) DN DY NYDID DOYAN IINN NITHIN PONPPIIND PT0 IUN .49

including any salt or ester of the active ingredient, as a single entity or in )

Glaxo ya TN o921 ,NNY OY .(combination with another active ingredient.

SV NWNN MDY 2 NADID 9NN) Operations UK Ltd v. Quigg, 894 F.2d 392

) PRPINDRND DOVIVIN TIVNA NTHYD TN HHITON LVIVNN N2 YaP (MTINNN

971N NN NN 99w N (Cefuroxime and its salts) NN 99N DY NWUNI DWW

1 NP9 19X .Cefuroxime v 900N WY Cefuroxime axetil v 9NMNNN VIVIN
DONRIVIN PTN NTHYD NTHINN

29010 PN PN 27NN NNPNRA DAPNN VIVOIN GPIN NOIND DIYY NI .50
INIYI D) 19PN NOINND

NTIPYY N47_PYDI NMM¥HN MITHINN DY NIYHNN NNYIY >3 Ty MY MTINNN .51

NOIW B — NN PRI NN NITIN DV L1981 — N"PWNN ,[WTN NON] DNP1NN

IN DIV PYIN ,ION 5990 P50 O 109 1939 WSYIUS 193 51597 9989 750 9991 1INV

NINT DY A TN TYTHINNN DTV NOMIN N NITIN 1IN . 702393 OIVT AAY PYIN3
MYTN NP MR MINIIN TIVN 1Y) BRYY NTIIYN DY NIWHHN NN

NPOY YIIN TUN N ,PIND N6 PYD DY NNWIN QDN NPOY 2D DYV DXTINN .52
NYITIV NAIPNN TYN D MYL NYPIAND TV IV "WINID IIND PYND NYpand
NYO ,NMNININ NIYNN DY OTIPN MW DY NINIP XY S-1 90PVIND MW mHvnD
- PN DY PN LTI TAN MO N WIND NYPANND DY PNV DD 0D MITHINNN
VNN 2NII DN YN NPNVININ MWD D NDIY 1IN V7T DY ¥ PNsSnD gnsw FDA
NN DT N OXD M2 XY, NNT DY .S-1 90PLIX DY MNPV 1 MWD N

MONMNN MY NYPANN YN0NN 0272 .FDA-N neIT % Yy X NUpann nnia
NIYNN OV NNDININ NMD NONY 7NYININ NPNXY YTNN PYINN DY MWV TI0
23 0Y ) DIYNN DY DIY9N NPVIND NION PN YTNN PWINNIY DTV TPNRNIN

LPNSNY 54 PYO 191 1NN E oDy 010110 791719 HW 1190h

NPY IN YUTN PPN DD DWW IMYOITI DNVININ MYIN MNPV D 9D N .53
200N NAPN NIINNA DIPOIVN OINTN NITHN DX NIONA NHNIN NPNX DY I0IN2

o0pvn P> FDA -0 mann Snyn Y 0Mwn Opwn Pa DTann Py
Arnold P'Ship v. Rogan, 246 F. Supp. 2d 7RX9 ,00910 991N NMPN NIINNA
:460, 465-466 (E.D. Va. 2003)

"Although plaintiff's argument makes some sense, the plain

language of § 156 and the overall structure of the Act

demonstrate that Congress was not concerned with the FDA's

practice of approving an application for a combination drug

by evaluating just the combination of active ingredients rather
14

ORI VOWHT MRAT NEVO.CO.11 »"ya RL axgn

C:\Users\Debby\Downloads\pt90465.doc


http://www.nevo.co.il/law/4839/47a
http://www.nevo.co.il/law/4839
http://www.nevo.co.il/law/4839
http://www.nevo.co.il/law/4539/64a

H. Lundbeck A/S 3 1n7y3 DINIINN

than each individual active ingredient. Whereas the FDA
apparently evaluates combination drugs as a whole in
determining their safety and efficacy, see 21 C.F.R. § 300.50,
the Act permits patent term extension only with regard to "the
active ingredient of [the] drug that receives FDA approval."
Hoechst-Roussel Pharmaceuticals, Inc. v. Lehman, 109 F.3d
756, 759 n.3 (Fed. Cir. 1997). The focus of the FDA approval
process is the drug claimed by the patent as a whole, whereas
the focus of § 156(a)(5)(A) is the "product,” defined as "the
active ingredient" of that drug, whether "as a single entity or
in combination with another active ingredient.”” 35 U.S.C. §
156(H)(2); Fisons PLC v. Quigg, 876 F.2d 99, 101 (Fed. Cir.
1989) (holding that FDA approval of "the entire composition"
of a drug is irrelevant to the meaning of '"product" in §

156(a)(5)(4))."

2DOW ORN NORYN 2D POIN YN ,DMNYIYD VIYNN M T DY NIVIX I NVONN .54

NNPN NOIND NYNYY NYNI NN NPVIIND NNSIND NN DTN DODWaN DX9INND

Arnold P'ship v. Dudas, 362 F.3d 1338, 1343 (Fed. Cir. NX97) VIVON 9PN
(:2004)

""Moreover, this court doubts that synergistic effects are an
appropriate distinction for term extension policies, particularly
where the statutory language does not distinguish at all
between synergistic and nonsynergistic combinations."”

Escitalopram Sv yywwxan 0w»n win Cipramil » y23p »X 980 9I0RND D NONY .55
PIND T64 YYD ININD THMY INN 1OV NIINRNY 1N AN 90465 VIVAN 1 DN

NOIN Y NYPAN NYIND 199N NIIND NINY

TVIND DX PIRNY OIPN PN ONRN NYRYI )TN PID PONY YTV TNNN ) 7oynd .56
SDINNIND PIT NYPAN NVIND

TNYD PLINDIN NNPNA YWRIWY N T DY NIOTIY XD D NN NYPINN Nyv .57
NOINNY NYPA WIND MIVIRD DY , 0N 7T 97MY TIVN 1YY YIRIWN DXVIVIN
DYVIVI DY NYPAND PN YD NPN MTHINNN NIYV IPOY .LIVIN YV NNNN NNPN
NNV 920 1) ,NNND NYPA WIHNY MIVAND 1272 NNIN NITYY DIINRIY DD
DINNDY DI MIANNYN IN THMNPN M0 MYNNNI MIVAND 91272 NIDTIVN
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NP NITHNNN 292Y NADN MYV ORIV NOY NIAN NIIN MYNNNI IN NON DONYNI
99N TIND XWNN Newsletter -n NN ON 97710 TN NYPIAND NP NYYNID O

DYTY 0D [, IYTINNN WYL YD ORI NPPNN DY 12T1 IMIX )ITYNN L1998
L0aVNN N2 ODINND NYPRN T DY IPNINN N NORYD D1VIND

OV MITNNNN T DY DT NVPN INIAOX AN ONRTMND N PN MY NPT .58
I NORYA ONPPNNN

NN 952 NPXPNN NITY DY NYPANN NI2NA TININKD NPD INIAON 72) ’D 91N P72 .59
YNYN DMNDY NYIAP MYSNNI YSIANND NPXPNN NITY .PT VIVIN DAPM N2 MPTHIN
DTNNNN .NIAND DY AWNINNN DNRND 1) I3 )71 YHRN NI TV O»MIPNRN DIVIVIN
7 INAON 123N 7D A0 NN T NYRY TYND DMIPNN DITYN 392 INDIN XD 2D NYV
NYPANN 192N YTNRN NITY DY TININKD NN 1oV ,1)92Y NORYD NPOIMYIN NTYN
0N 7T N OX D) .9NND NNMN NI ON 7T DY T DY NYTY NN YD NIV PN

N NYPANY OMIAON 2 DY NPNsNY E napy) 1oyn mbwn Dy ynmy ax»nn

NN NMX RY E nooaa .nbIN Hapnn XD N30 )NAON 120 DY NNITY YA NPHNY
7PN DRN MOLMNN NIRYI MINDN NYD YR MNRI NIIND IND NYPIN NYIND Y9IN
NOYN DX NOAPHN NN Y NNWIND NN DXTMNN DN P10 NYpann Yy

22 MR DY THNDND NN N2 IN TINI

9IN ,NIIN IND NWPAN NVIND TVINN PIRND NITIN-TAN NOONNA D) SNYIAPY 195 .60
N DPMIPN DIXVIV Y 290 NITY \IY» DY NMDNNOM NYWPINN DY NMSMNN
D) NTIVNI NNN YD TN NNPPN INIAON 72N NTPYN DINNX .20 PN IN MIN
NN NN PR TR ,DO0IVA ONTA TIORIVND NPPNN NINR 0N P2 99100 YN
LN DY YTNIND .ON-MNOND DD TIT2 Y8IANND VY NITYN DY 1YY THNoND
NINTY INIYI VIVAN DV NNNN NAPN NN TINRNY MIVARD NN INADN 2N ,NMYVD
MY DY NYTY NYPNN DY 7PN YD NITHINND MYV NN DIAPN NN PR ,NNT OY .NIPN12
N2 ,555 7172 ,NUY DOITIRD NITY T PN TNNI MY YTIN TN PPN
DYVIVAN INYN DXAVIYN DMITYN DY NINNON NYPIANNY »PYL PIADY ,NNOV
JTIND DY NXDY Y Y102 )DTYNNY YT DD *ania

MTY NN XD TN NIIND NORYIA NYPIANN YTV DY NXTNN ONPPN ToNna .61
TIRND TN TN THYNI MNNIY NOVINNN D NNYD XTI N2 W IWUN NPVINDT MYTN
TIDY PTI MMV TYINN NIIND I N0 MIN T3V .NIIN XD NYPRIAN NVIND TN

937 919

TONN MRHN MTNNNY OOVN NUPIANN 90465 VIV NIININ NN NYPIAN NOPNTY .62
955 Ny 20,000) PTI NUYN GOIPNI N7 40,000 DY 5915 TOA PT TNY NNV 1O
O1192 DZYNY TV OPNN PIND NN DTHNN SWIAN NADINY (MTNNNN 1D NNN
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