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L CHaDOH — n
where A = H or CHa or ZHaTHOHCH,
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"A sustained release tablet comprising
bupropion hydrochloride and
hydroxypropyl methylcellulose, the
amount of hydroxypropyl methylcellulose
to the amount of bupropion hydrochloride
being from 0.19: 1 to 1.1 : 1 respectively
and the tablet being capable in water of
releasing from 20 to 60 percent of the total
amount of bupropion hydrochloride in 1
hour, from 50 to 95 percent of the total
amount of bupropion hydrochloride in 4



hours and not less than 75 percent of the
total amount of bupropion hydrochloride
in 8 hours."

YYIIN DN

IDNID3 ALINA I3 PINY  Lav”

ON? , INISII 5399999020991 PP NIN I

M35 MINSNIINN  D01990)1AA IS

1.1:1-5 0.19:1 )23 Y3 PP599977 1999999937

20~ 003 1INVS MINOH MPII0A) AOINDAS

12919913 SV 195557 AN MINN 60

PON 95-50 pa3  ONN AYVI DNINITA

PNINIPA )99199913 SV 1195597 N0

391 MINN 751 IIND NO IV 4 TUI3

AMVI PVINITA )29199913 SV 195590

7 INYY
1 NYana NITNNY MIHNN DX MNINYN IYPAIY 4-2 NYINIDN MYINN
.92V YN NN MND X MPTHI
TNONITN PRODIY N TNINITN PO NIDIND MONPNN NYPIAL 9-7 MY AN
9205
2202 (TNYIIITN NN PYIN IIND MDD MON»NN 11-) 10 MY NN

DTN NMINDI NNVINNY ININA MY TYNI NHONINDN

instant release film >1n 919NW5S 099 »9YX¥2 NN 7DAVY NON»NN 12 NY>*AN
coating.

- 100 ,50) 9>¥97 1IN Y ANP2 NPNOD NNOY MON»NN 15-1 14,13 My ann
(MINNNA DN 159

DININN NN NN NPDAVN HY DPHNID DIVIND MONMNNM 21 TY 16 MYIANN
PN PMINYM

DINNND MIYY I9POY .

MY NINY TPARYNN MINTPNN IDIN YL XIN NTNNNN NNYLI STIINN PN .8

DI PN ,DINNI MIKPN WN NTHINNN MYOY Y2IPN PIRNN 99 1NDIdN) 10V

%99 5212191 DN YT DAY IMNN NRY NIRYAND NN Y89 POND 120 127D
YPN PIRNN

-1919) 4687660 190N IRPINND VIVHN YY TPANVYLH 1) PN NODIN NTINHPD .9
NYPA2 1 TINya OTP T N2 YNNI IONND T VIV L(INPIIVIND VIV



TAINNN MY PO 17 19T 1987 LOMINA 18 DY DDIMNNVY PRPIIIND VIVIN
STPNOIITN PPN MDIINN NNYIN NINYS NPOIV INNN (VPN

ONMNNN 17-19 MMMV 1 THNY ,0IVIN NYPIN YOP PNNYV 2N53 NLLVIN NTHINHN .10
:YAPITI INPIIIND VIVID

"The present invention provides an
improved product in that provides
sustained release of the active ingredient
as well as ease of manufacture over that
disclosed in U.S patent 4687660.""
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Dow Chemical Company Catalogue: Formulating for Controlled Release with
Methocel Cellulose Ethers™; pages 1 to 32, October 1989 (1987).

(@pow Nx 12w HPMC -n &0 Methocel Cellulose Ethers-n : nayn)
BuHCI y»9912n non oy 11 HPMC > ,n0an5 910 790, nwpanin myovh 72295
YN NNY IND .DIN O DY A9YTY MND MNONA PN ,TPNMIN N0 NN

.HPMC -2 vim>wa 2% nan nnab moad avin mdn XY spna

MMNY DY YAYND 915> 1NN INMDIDNA DY IDIND D NIMNNI NDIN NYPIAND
17 TNya NaN YOPN DR NVLXN NN DT PRYD ,PYIVN M9 NLY Syw (gel) S

.Dow »ovpo

"Soluble excipients or drugs in a
hydrophilic matrix may affect the gel
viscosity on the tablet surface. The soluble
materials will compete with polymer for
the available water and can affect the
viscosity of the gel™".
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""However most matrix tablets even with
hydrochloride or acid salts will be stable
and should not cause any problem."
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NOVP NN OTIP YO NIDVN 1D D990 1IN DV NNYIN MNINYD WINa (Nvpad
.(Nwpav 2 Tmnya) DOW
NNYY NTNNND G I0D PONN TINRD D11 DXINDN NN NYLPN VIVIN JIN)
QoM YT 95 HY NYANN XYY NN NN T DNMYL INYYN NTHNND WIDY DN2
¥ PISN .NYPIANT DY NN 7PN VIVIN NYPIAA IIIRD NN NIWN DNY Y989D
NIV TPNPNIL N IND T NIODN XD NTINND ,NITHINNN 2N NN 720
29919910 1% NMIYL NNIT 2PV NNND NN ) DY TWUN

P11 NINYY DIPYINI INRINNN IINMTIPNNN NINY .2

0 PRT T DN MDY 191 w1 BUHCI 9990 9minn v 1»aya poin pr .42
2991 1NN NN 107N (MDAVN) PYIND RIN VIV NNN POY NYPIANNYI YamY
290 1mINN Y A1an Ny wvarnn (HPMC anoan) omon 957 oy T
ND D ON 9N OXO¥9 DMINN DY IPIN NINYD D53 W 7PN T D71 POIN PR
295V NYPAN XY DP¥9N A10IND DY NP PWINI DV IXPIADP DT NN
IOV NYPAN D MINPNI NOPIIPRY MDY NIINID NN L0127 NI DY, NINY NND
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DNPIIN PYWINN DY -NMNT D090 1NN DY DXADINN DY (1Y DP¥aN I0IND

:Y9PYTD (20 '0y3a) yapy Beecham y2aya nvdnna

DNYI NPYT VYINI DIPOW PN 1999993937
DN D907 A BY 1S anum N 099
30 153 gOIn DM WA DYen INA
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D05 ONY NIIA IPPINY L Dam
N5 MEP 1993 S99 MWINA DN VD57
2557 WY SV IPNNNA HAVA TIT MYA
TYINDA 22095 02393 W72 1197 19I99IY3 73997
593 MWINZ MY 23D 5Y 105 A0 1399 YT

Acyclovir ,/amr mbwo Syay Ay m3an
UING PDIND )0 197 03 YT NN 1295
T DA 7299 2597 1IN IIN 0I5 WNI1a
W 25 D990 YDA I3Y3 SY MINAY
5Y 91993 VPO 1TINI IIN 1I0IZ) IIN 1717299

»~,Penciclovir

P20 MINY AWIRNDN 79372 GONNN YN TIND NYOND 72590 957 -1ya

L1095V 9212970 MINYN RYNY YINN 932 NNY 929 X DOY0 NNINN DD MInd .43
99 1910990 925V MY TN NNIYD THIARNNND MNTPNN DY2 dNPKI PYONL 92710
V2PN PIRDD
DINNA TINMA ,FOPANSNNIN MNTPNNN NYNYA MYPN MINDNI NNNY Yapo 1Y ON
NY 10N IRIY 295 NN 29 DY )IND XY XY DD PI1TAD DY 110300
,12N2 AN2APY 29D VIV RDY ANT L2570 RYN NI NININ DY 11NN NINYN
0NN VNI DI NPTIDN PITAD DYIN NN TIAD)

Edward Mendell Co. ’» The Boots Company PLC ,T 0891/96 y7n pvoa .44

»»1 13 ovn Boards of Appeal of The European Patent Office-n Sv Inc.
POW NPT PO AP MINY DY PYINL TPNINSNN MNTPNN W > ¥ap) ,2001
:OYNNY 13 79y IR .MNINA IPIANN NINYN XY NN NYNYA

""From the release rate reported in Table 4
for the tablets disclosed in example 4 of
citation (2) and, more precisely, from the
dissolution profiles shown in Figure 3 of
the patent in suit and the tests results
provided in Tables 1,2 and Figures 1 and
2B of the McCall declaration, it may be
seen that tablets containing xanthan gum
as the sole hydrophilic material in
combination with an inet filler such as
lactose, sucrose or dextrose do not provide
a sufficiently constant releasing rate of the
medicament over the entire releasing
period and that, in particular, an increase
in the dissolution rate Ts would be
desirable. Consequently in the light of the
closest state of the art according to (2), the
technical problem may be seen that
providing slow release formulation for

14
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oral administration of a wide variety of
therapeutically active medicaments in the
gastrointestinal tract, allowing for an
improved and more constant release of the
medicament over the intire releasing
period."

P DY MWD TWUN DMININD DY NPNNNIOM MMNOIN MM NVINNY 18 /Mya
: 19NN DY 110N NINYN

"Similarly, all the Example 7, 10 and 11
in (2) comprise a total amount of 15%
gum and are otherwise identical but for
the proportion of sodium aginate
substituted for xanthan gum. Nevertheless,
the substiotution of increasing proportions
of sodium alginate for xanthan gum
causes the dissolution rate Ts and
accordingly the release characteristics to
decrease from 7.8 hours [example 7;
sustained release material: 15% xanthan
gum as the sole gum component], to 7
hours [example 11; sustained release
material:10% xanthan gum in
combination with 5% sodium alginate]
and further to 5.7 hours [example 10;
sustained release material: 7.5% xanthan
gum in combination with 7.5% sodium
alginate].™

10V NPV NN IRNNNN WITH 920 NVINNY 23,24 ya

""The respondent has explained during the
oral proceedings to the satisfaction of the
board that the specific swelling properties
of the hydrophilic slow release material
used in the patent in suit in combination
with the particular distribution of the
active drug in the matrix resulting from
the provision of pre-manufactured
granulated slow release excipient, jointly
contribute to the improved release
properties of the medicament in the
gastroinstinal tract and accordingly to the
successful solution of the stated problem.

There is_absolutely nothing in the cited
state of the art to suggest a person skilled
in_the art the method of blending the

15
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powders _including gums _and _inert
ingredients in the absence of the drug, as
claimed in the patent in suit, to provide a
premanufactured free-flowing granulation
(see _claim 1), which can later be mixed
with a broad variety of different drugs and
subjected to direct compression to form a
sustained _oral dosage tablet (claims
15,19), allowing for a more constant rate
of sustained delivery of the medicament on
the gastrointestinal tract.

For all these reasons, the subject matter of
claims 1 and 15 does involve an inventive

step [...]."
[.3.2,7P02 NN NWITIN]

NYRN NN NPYYOI NMPON 912010 NINYHD XYND 7510807 mn Yy NUN 25va
PIN N P2, TOY DON ANT NPPO NIND .NMMIND P11 MINY DY 259100
YIPN PIRNN 2D YXINNI MNIND NNAN DY NNDIV DY MDD PN MDVITVON

MIN HY 9PN MY .3

N2 OITIOY TP KD 1INV S9N9DN PRYA THINNINNN MNTPNNN NP0 T Y5 .45
DY MNIN DY IPI1IANn MINY 5951 1NN N2PNN NPON N XD OX T NI
PN MINYD MN»PN MOYIVN
: DINAD NNPNRN DY THNDN 230 1T HIPXNRN NP

a. Goodman & Gilman's "The Pharmacological Basis of Therapeutics", Tenth
Edition Mcgraw- Hill p.6; 2001.

b. Lieberman H.A. Lachman L. Schwartz J.B. " Pharmaceuticals Dosage Forms:
Tablets Marcel Dekker, Inc., Vol.3 p.199-303;1990
c. Burger's "Medical Chemistry and Drug Discovery " Manfred E. Wolff
Vol.1 Fifth Ed. p. 962-964;1995
d. Varde NK Pack DW Expert Opin Ther. 2004(1):35-51
e. Gul Majid Khan; The Sciences 1(5) :350-354;2001
f. Nemeroff CB. J.Clin Psychiatry 2003;64;18:25-30
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0N TINOPINL PONNIN) NMINN 1NN TIT N
.N9YINN DY NP NPOPIVINMON .2
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.71D) NN GNO NNINN NPION .1
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N1 NNINN NN NIINYM NPION IPIIN NINY NN ,IM0D .91N2 NN

0T TNND DIV NN NN DY NIV NPYaDNN
ANPA DN (NN TIT PORIN 1NN 7PD20 NN NN 9N NNIND NP0 NP
295 7772 N IPIIN MINYA VINOY DYNM NP ODINI NNIND MODINNN
29N NMINN DY NPVIR) NTNN NNAD DY 28N N DY TYPHN DPNPII D1PYIND

MNINT NXNYNL ND NNIND MITN AP NNNN 1N IPID NINY DY MNINON
(N29N TN MDY PIT TNIRD YNV VPIRD NPNY ,TIIVNIANP NN NN
INND DOYNY NN 11312 DMWY TPXPDIYN 7Y DM YNY DXOPINI NN
TYN IPINN MINWN NWYND .OTN MINYI) ,1ONIVPIIND NN IMHIND 1NN
11277 DY P29 YN IINNVNN DMAN ININD DY NP TN IN NN 11D NPVIND

Na)mb!

(MYY Y2980 1IN I8P DN THPINH 1T DY MNINT YIDWY N8 91N MINY
(DPUTIN) TINKD MDIN DN TPENN DY MAINY MIPIAN NN MNY D) ¥ DN

AWUPN APY NN DYP TIND DY NYD 1PN NINWY TY1PND INND NODN
191N NN 9 HYW NPNTPAN — NPHRYIN — NPYPIVAN MNINN Pa
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NONT . MINYND NINY 2P DY N9IN NNY AWP OOIN 9NN DY MINWHN TNISD
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.NNRPYI2Y DT NOIN HY MNP NI YWY N YN .DNPII IN DT 91900

97212 191N NMINN NINY DY MPaYN WX NIVNI NNPY YWY NMIND NMNON
,IAD 1 ND) NPNDPA NINON ,NNIND MV 1NN DT NI MNNNY M 1N

Partition coefficient -y D2 MO0 (NN MDY MDY YN , 01NV , NV
MOYDN TIND N JHYI MODYDN TINHY MNIN .(DX3/)9Y MODINND NPIYN WIP)
QNY TN LYIN N 27 2P I MNP Partition coefficient mbya 9> oona

PNN MINYN NIIWND YIRNY XY 59 7172 1O

VNOININ,MODNINA ,ININT MY MIPY 9127 112N NINYN

MO0N WD 1WNN VNI DI DION INX WY NIPNA : PNT N
DYDY 129192 WHNYNY 1) .7PNITI NITVAND IV ,M)I2NNI NOINN
T9) .D02 DXDYDN R DXODN DMIDYY NAIYNL N NPPYNI DDA
N9INN 19ITY MOYN MINM D290 XIND DONNN DN DIONN 1NN
YINIMY IYIAP 2PN TPNDT VAN NNVPN MIYNN .7PNDT NAYY NN
AP D N NNNN NANINN TYRD .NININN T2YN DY DWIAP OININ
Y2)¥2 MYND) QN0 NOINN NINY AXP NN NN IIN9N HY MOOMNNIN
YY) MODINNN ANPN YOIV NNINND MINY  ANP .(MI12DNND NN
10N NAOVN

DYUN 1IN DY NMNHD N IIDIN NNIIVHN NNINN DIXVYY : MOOMNN .2
92120 MINYN AXP .TPVIN NNSA NDYON 7PYaVY NONT T2y NN O3
MO0 D191 HY MODINNNN AXP MYNNNI

NONNY W PIPONY ,MOIVY 20N NNNND DPTN MINND DINNOIN L)
NANYY T2 MOIVN NIND DN P2 OVINDIX DINND YWIIN NN .NMINN
INYY NINNN DN MDD VP NN TIT MDIAVY \INK NANINN NDIN
2INON NIYARNDN NXNND NPTN NITNNN NONDN NIINDIX NV MY .IP)1AN
DOOTIM NUMND NN INIDN IR DNNY OTD NN XY TN OMN
D>PIN TIT NRYD NOIND NN DINONNDY YVINDIX YN 08y (diluents)
NN 2377 YT-DY NININIT AXP NN NONY 1NN .1PDAVN NN DNVP
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"Intellectual Property: Patents, Copyright, ,W.R. Cornish 1mb5nn Yv y19va .59
Sweet & nn¥na Fourth Edition ,1999 ,Trade Marks and Allied Rights"

NPWI NIRYANY NVIAN NIN 71N NITIHN NONX PIRIINY 1NN INXD X Maxwell
NP0 LAYNT YN TS ,IN NANT NITHNNI THX NDI AVNND NI N NITIN VIV
PN NNPYI 2D WIAPY 1V VAN PINND DX DNNYINL VAVNN PN .IRNNIN PN TPYIY

:207 /0y Y1902 1PN MI2TD .NMINYHN 1T

"The Act does not define "invention™, but
may be read to imply that "patentable
inventions'™ are but one type in a broader
class. According to one view, courts may
conclude that an idea is not an
"invention'[...]"

nxsna, Twelfth Edition ,On The Law of Patents ,TERREL7m5nn Sv 1902 .60

20 mya 7Alleged Claims to abstract principle” p19n nna 1971 ,Sweet & Maxwell
£ DN

"Jessel M.R. in the court of appeal said:
"It is said that what is claimed is a
principle...or, as it is sometimes termed,
the 'idea’' [...]. Of course, that could not be
patented. | do not read the patent so; I
read the patent as being to the effect that
the patentee tells us what there is the idea
which he wishes to carry out; but he also
describes other kinds of machines which
will carry it out; and he claims to carry it
out substantially by one or other of these
machines. That is the subject of a patent.”

MLINN MNIY I NOTIPN DINND NAPPNNN OONPINN PT OPO NXIT NNTPN 715 .61
MINID I I . JPYIN DY RIX VIV PYI KD NXIN )PYIY DT 100 MPIYN TWN M)

Stillwell v. McPherson, Highway ,Circuit Court, N.D. New York-n Sv noonna
29083172 F. 151, 1909 U.S. App. Lexis 5673 ,Comm
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"An idea is not patentable, but new and
novel means to carry out a conception may
be."

Lowe’s Drive-in pxprnxn COURT OF APPEALS FIRST CIRCUIT-n nobnina
Theatres Inc. v. Park-in Theatres, Inc., 174 F.2d 547; 1949 U.S. App. Lexis
:NYIP NN OY NN v 4545; 81 U.S.P.Q. (BNA) 149

"It is elemaentary that however new and
useful, or even revolutionary and
beneficial to humanity, an idea may be, it
is not of itself patentable. An idea of itself
IS not patentable, but a new device by
which it may be made practically useful is.
It is not the result, effect, or purpose to be
accomplished which constitutes invention,
or entitles a party to a patent, but the
mechanical means or instrumentalities by
which the object sought is to be attained.™
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0N MYV DONANN OINN NV AT MWwn v ("reduction to practice™)

TN NN INNY 292 TOY N Y55 77971 ,"Obvious To Try" ,;onNsHN MNTPNN
"Obvious To NN DX DY ,7P120 NINY 11D D357 DININNA TINMA 1IN 91935

.Solve"
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99120 19INA N2 N9IN NINY MDY N IX INYIN NINY HW 2157101 DINNI DMON
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P9 ,Knapp v. Anderson, 477 F.2d 588, 177 uspq 688 (ccpa 1973) yTn poosa .65

MINSIM NTIYN MP T2 Y815 1) Reduction to practice-n 979 ©320Y man by »
: 19Y 15NN YADWA NVLIINY 9D TIAYN IRINNNY N¥IIND MDMIN MP>TaN

""Laboratory testing can be an acceptable
means of proving a reduction to practice,
but only when a relationship is established
between the test conditions and the
intended functional setting of the
invention. Paivinen v. Sands, 52 CCPA
906, 918, 339 F.2d 217, 226-27, 144 USPQ
1, 9 (1964); White v. Lemmerman, 52
CCPA 968, 972, 341 F.2d 110, 113, 144
USPQ 409, 412 (1965). The test results
must prove that the invention will perform
satisfactorily in that intended setting.
Knowles v. Tibbetts, 52 CCPA 1800, 1804,
347 F.2d 591, 594, 146 USPQ 59, 61
(1965); Koval v. Bodenschatz, 59 CCPA ,
463 F.2d 442, 447, 174 USPQ 451, 455
(1972). Here the tests would have had to
establish that the lubricant compositions
containing the amine sludge dispersants
would function as designed during the
operation of a combustion engine. From
the evidence of record, we are convinced
only that the sludge dispersancy bench test
demonstrates a  limited  dispersant
characteristic of the amine-
containing [**7] lubricating oils. This
property cannot be equated to and has not
been adequately correlated with the
contemplated useful function of the
compositions.**

93 123 1782 PN PIY2 ,2004 VOMIND 10 DY DOXVIVAN DY NVINN NTIA NN .66
DWI HY LYTVINN INNI ODNY) 105041 990N VIVH DIVID MTINN ,N7/Ya NOTIN
:(NVONNY 13 PYD) Yyap) oY ,(DXVIVIN
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"[...] but it includes things like stability
testing, making sure we could make the
formulation reproducibly.**
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"As | said previously, the scope of this
work included screening formulations,
screening for stability, for compatability of
the ingredients, stability testing of the
finished formulation, making sure that the
release remained casted, involved testing
in human volunteers. So that is the scope
of that work.""
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nvS5nm AGIS Industries (1983) LTD »  F.Hoffmann-La Roche AG
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"We have encountered one possible
concern regarding stability of hydrophilic
matrix tablets. The cellulose ethers used to
control drug release are relatively stable
over a wide range of pH conditions.
However, we have had one experience
where a customer working with very
strong acid (dihydrichloride salt form)
could actually reduce the polymer viscosity
by breaking the ether linkages during
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storage. When combined in the matrix
system, using aqueous granulation, the

heat, water and acid together combined to
degrade the METHOCEL product,
breaking the ether linkage, and reducing
the viscosity. Confirmation of this
phenomenon has been proven
experimentally. Thus, these tablets made
with a wet granulation process resulted in
faster dissolution. The reduction of water
content, acid content or heat history would

improve the results when practical.”
[.3.2,7P02 NN NWITIN]

NN DAN NNYIN NINYA DXN PN DN 19N 01990 Dow 1Hvp 9 by NIt
oV TPINTINT ,DMPINN DIVP NIV HY NIPN T30 7N NNNIN NTIAYA YD DMIINNIN
90 MINNY NTNM 19N

DY 9191 VIOWA INPNY W — NININD WHRNWNY IRIND DY N0 VONNA N
.DMNMIN DXNINA

SN DYOT NOLVLPN OV 19 MY TYNNA

"However most matrix tablets, even with
hydrochloride or acid salt drugs should

not cause any problems."’
(2.9, MPNA NWITIN]

MYYNI  NNT OY TN .NNMP XY NIS0N DIPNN D020 1D NYIAP W 1195 DINN
29219 DY PONN OXPNIND PN OYIV PN, NP> MNdAN NIRKIN NIAY MNIND
MRTN DY NIO5 v (DTN NOIWYNY H2T DY 19D NDIDN) NN MNAAY PP MY

PMNIANDN NPPVLDYVLD DY K PPN

NP1V HY WYN 0P YD M GON NPNIAD XINY YO YT N7IWN 10 ONDD D5 .75
YN JUND .19 N30 ONIM DN MNIN NPTN TPININ N2D DOINK DIYP
DMINX DM NNIVYI PN 1D YWY URIND YTV P10 NINYI NNIND MM
TNINY DM MNP OMN MDY I (RWN2 NPPD IIRIY 193) 1NDNIWY
SN NV YRIND XY DNIONY KD 9rTY XIN MYV 19IND,)PNINAN DY I1P1Ian
.DMIPNN VIVIID P MODN ONX IDIN ,NIMIN VIV N2 WY TITY NDMD NPN12

DM NYWNT NIDNM TN (PH 3-4) > 115 I8mIN NN N2>200 1YY PHNA
SYPNNND 5702 3.10 9Py02 POVID V771127 HY DODIPN NY PV
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""However, the preferred process utilized to
granulate the buproprion hydrochloride
sustained-release tablets is an aqueous
process which uses large quantities of
water, and high temperatures to dry the
resulting granules. Thus, with a

buproprion HC1 salt producing an acid
environment, in_the presence of large
amounts of water and heat, there was
considerable doubt that a practitioner
skilled in the art would have elected to
develop a stable dosage from using
HPMC."

[.3.2,7P02 NN NWITNIN]

ND TIVIV NYPIANNY DYDIINN DOV DXIDN NTNINNN DYVN PINNTD NN N .76
N M DY PIAT N DY PIYY Noyna on»p HPMC-a onby mavson
(14-23 19 115 my ,ToON) 17 NNY 110 /y) )TN HPIvInaa
Mmnw (Ascorbic Acid) mampor N¥MIN 199N 1PDAVY NPXI NNXAN NTINNDN
DONINA NNYIN NINY MDIY WWN PRY NMRID NN NN nnnn .HPMC oy
.HPMC nx>»y0nn oy o»smin
DY MANPONX NYMIN DDVN AR JNINDY NYPIANN NTHY DX HAPN DN N N2
[onic ) 31 PHINY PPN NI TN WD .IRINNN KW Pvavnn HPMC
NTY W DN DY NN ,TPININ NOMNINA DT 1A DIPN YIaw 752 Iy (Strength
,NDYINA .DNPN DY NPDOPRN DY YAWN 1P PHIN 1OV I PHIN NIPY NN D)
NN NN NMIXHT (MOVNRNN TNDNA NITHN NY YWW) DTN NPNIAT RN NP PHIND

DY) N2ADNY OIIN MNPOM DY NITHN NIIPIINN DY ONIPN DY NPIPIVIND
.NDMNA DINK DN

WO NN 29 N7 NYPann v Pvona BuHcl nonn Sv rnnvn nnsivn 133ya

37 (HPMC-2) n¥10na nyiad wwn v Nt )M PHiNa INPOR N¥mn Yy
(YIPOTI (21,44 1Y) DTN INDPNL WX VIV

"Buproprian hydrochloride is also highly
ionic and ionic strength is described in
some of these papers as something which
will cause the HPMC to precipitate.”

YPIXN2 ONMNN 1IN D INN PHIND DNMNNY YWY INPPNA DXIDN 1IN TN D)
P2 PN PN DOYTHIN OWTINNN OOYNM T292 PH-Y NPXMIND NXITY INPPND

ANMPoND N¥mNM BUHCI-n
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PV 722991 DMIPNN 21D NN KD NN TN ,NININ DN NN PN INDND PN
YPYA PNV 9D ANNT NN MXID WO /APDST MINION 1ORY NN T2, PONND 120
IN NI .VIVAY NYPIAN NVIN MY MNPON NMPNA , NN NMPNA MNP WK
NDY) ANY NN NNV MINK DIITA NIDY NNYN 1D MDY WX P D

IPAN IR NIV URIN N WY TITI WRIN INY P nnvd (HPMC
NI VYN /2D YAP NT PV IMVYD PONRND 121NN YAV I2TN IPN,NNON

:1994 Ty ,(2)> 79 ,Sievert /s 9N 397 75/55 Ny

53 713 PN’ NS AU INNG OIN DAL S
MUY 119717 5999 N8P NP3 UIN 59 NIIaY
90 P9IV BY DN PN IN U NOS OING
SV ADNSDA INN AT AN NIAY
AYTIY 2395 AN AV 9D NIN ,APUNA

7 NSNS

9510 WX 902 TERREL 1591017 w1 nywan nnd 7immn 17N Sy nt yo .77
TOPANRNND MNTPNND WP MDVLIIVIN 1NN NN D IIN) 136 Ny [ DOuH
YON DONIND P2 DNP> LIVINY THN DY DOXNIN NN DMPO NIIY VIV ININI
NN MDY 1IN DY NPNY NN NDXITVIN NNAN D NIN TNV DIWNN ONIND

: VIV ININA OMDN PNIDNN YINND NI DY IN OMDN

""A selection from possible alternatives for
the solution of a problem may afford
subject matter for a patent, but a mere
selection among possible alternatives is
not subject-matter. A selection to be
patentable must be a selection in order to
secure some disadvantage. It must be an
adaptation of means to ends impossible
without exercise of the inventive faculty. It
follows that in describing and ascertaining
the nature of an invention consisting in
the selection between possible alternatives,
the advantages to be gained, or the
disadvantaged to be avoided out to be
reffered to. The general principles
governing the validity of such patents were
discussed in 1.G. Farbenindustie A.G.'s
patents by Maugham J., who pointed out
that the following conditions must be
fulfilled: (1) The selection must be based
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on securing some advantages (or avoiding
some disadvantages) by the use of the
selected members; (2) all the selected
members must possess the required
advantage; but a few exceptions here and
there would not be sufficient to make the
patent invalid; (3) the selection must be for
a 'quality of a special character® ""which is
peculiar to the selection group, and this
quality must not be one which would be
obvious to an expert. Selection patents are
usually  concerned  with  chemical
processes, but the question of obviousness
is not essentially different from which
arises in other kinds of inventions. As
Maugham J. pointed out: "If the selected
compounds, being novel, possess a special
property of an unexpected character... 1
cannot see the inventive step essentially
differs from the step in producing a
newresult by a new combination of well-
known parts or indeed from using a
common and well known factors (cranks,
rods, toothed wheels and so forth)
employed in mechanics in the construction
of a new machine.”

NYAP NN XPNT N NDVLITVOR NN NYPIANN N2 NNIT IIT DY INDIY NINON
RN N220) INY DOV NOP NNIDN TITY 1PN DY IP1an MINYD 1YHav
ND PYONN YW MONN TIT DINN .ONPIIIND VIVAN) IN TY T PNV PN (1252
NNPY ORYA NN VONNA TR ,NNT WAND XD NYPANN DY NMON NYPIL NYan)
17-19 MY |1 /mmya ¥Nona PHISY) NIYNI PYONN NION TIT DY N 50

(0L NYPI2

NINND DYV MININ MPAP

()58 MPN MNXNND OXRNNA NPXRI YHND XD NN NMDY YN NTHINNN .78
PPN YHND KD NI THINNNY YII 0D NYPIND MYL .DOVIVIN NNPND
NN DWIN DY 11PH5I A1) NINDY WY

SIPYTI NYAIP DXVIVIN NIPNY 62 MPN .79

orn DIWIN AVISY I INYIY IINNN.627
3203 MIND VPaN DYULI DN IWWNHY
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DNY OVIS WAL 61 PN IN (3)59
WHINAY  MIIWS mon»nns  ,H1vna

PINYNAY IN PIPNIZ VPN 2T 5Y UNI93
7N PN ANYUNIS
(3.2 ,7Pn2 NPR NWVITIN]

NIVNI NPNXI NND MDD THNND NTY DOXVIVIN NNPNY 62 MPN 9 DY
VNN NY 9NV ¥)I2 THNNN 1O NPRIN NN IT0 T2 PN .NYPIANT NPNID
VPN NYRID N2IVNI DNV NPRID PO INSY DNNHYN PNYURID DY NPXRI
NI DY NN IMOYII NNDNN VN YNIVN HON ,PTN PITO NNV TO1 PN
SV N YL DAPN MIPR NN ORNNA TINNN TON 95 THND NYpann

PNPRI DY 593 NN NTNNNNIY NYPIAND

D3NN NANIANA PYT

.80

DOPTH OOYTH OMNN NOAND PAPNY OWIN 7D DWININN DITTNN DY
MHIT DX 7NOPYY N0 NN NNANA DPYT XD NYPIAND DD NMND

NN PNV Nywa ,pH 3-5 nannn vy nnoNNY pH 3.85 TIIMNNND NPXMIND

DPOYTIN NPIMNND DX P80 PN N ,PH 4-5 nXt Dvny

34 maya THN INPPNI TO2 DTN PVID T NYPANN DYLN NN
:IPIvNAD

"Q: What is the range of the PH of 20%
Buproprian? You said in your affidavit
you find it to be 3. Is it always 3?

A: No it is, | think you responded that it is
3.85, that is approximately the correct
number.

Q: So 3.85 is similar to 4 and not 3. It is
more close to 4?

A: Yes."

PN NPYIIND NNIT OX P2 MNVN NNMN KD PRY DWW 19N YNVINN D PINN
5Y SN NN DX NI YN NN DN MR TN ,pH 4w pH 3.85 pH 3
UPAND TN NPMITH XD NN DIWN NN NIND

DM NPY DY NIMIYA 1T 7N OX TN PN 7PPT ORY DY 192 12T

ND [, NNPY NNPN NOONNN MIYD D912 DM DY PAY DN MOV IN YODIT
ANDIYVTD MINSIN P12 50N INX DY NYPAN NN DAY DONN NMON
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DN VILIN DIV DY NN MTNNN NN DNIT NN ,DYY NIRND 9D NINY .83
MPNYNRN DHRN MNNI DTN NYPINY PO NNT ,DM0IVIN DRI 106693
L0V DIV MPYD

DY DYIDA MITNINNN TONA TMIY VIV K910 YPNN MNINT XN nTINNND .84
DY T OPNN PIND N2 NTHNN OWITN NIDINA N7V PPN Hpw 5,000
o191 DHYWNN

, OV RN T

ONXTHN ,0XVIVIN DY
IN0NN 2MNDOY
N7OVYNN NN TD DY DWWV 1NN
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