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I. Andrx Labs, L,L.C. (An&x), having a place of business at 4955 Orange Drive, Davie, 
Florida 33314, hereby certifies to the following persons that it has flied a New Drug Application 
under 21 USC. @05(b)(2) for permission to sell Sodium Valproate Delayed-release Tablets, 
500 mg Valproic Acid activity that ar@ bioequivalsnt to Depakote* 500 mg vatproic acid activity 
tablets; Sodium Valproate Delayed-release Tablets, 250 mg valproic acid activity that are 
bloequivalent to Depakote’ 250 mg vaiproic acid activity tabtets; and Sodium Vaiproate 
Delayed-release Tablets, 726 mg valproic acid activity that are bioequiva\ant to Oepakote’ 125 
mg valproic acid activity tablets: 

A. Holder of New Drug Application for Depakote* 

Abbott Laboratories 
100 Abbott Park Road 
Abbott Park IL 60064 

8. On information and belief the owner of U.S. Letters Patent Nos. 4,988,731 and 
5212,326 is: 

Abbott Laboratories 
*l 00 Abbott Park Road 
Abbott Park IL 60064 

The United States Food and Drug Administration has received a New Drug Application 
YADA) from Andrx which contains bloequivaience data which showS that each of Andrx’ 
Vaiproate Sodium Delayed-Release Tablets, 500 mg valproic acid activity, 250 mg valprolc acid 
activity, and 225 mg valproic acid activity, are bioequivalent to the respective strengths of 
Depakote@ tabiets. A Paragraph IV Certification under 21 CFR $314.94 was submitted with the 
NDA. 

III. The Andrx New Drug Application Number is 21-617. 

IV. The established names for the proposed drug products am Sodium Vaiproate Oelayed- 
release Tablets, 560 mg Valproic Acid activity; Sodium Valproate Delayed-release Tabtets 250 
mg Valproic Acid activity, and Sodium Valproate: Delayed-release Tablets 125 mg Vatproic Acid 
activity. 

V, ,The active ingredient for the proposed drug products is valproic acid; the dosage forms 
are oral tablets that w~li be sold in 500-mg vaiproic acid activity strengths, 250-mg valproic acid 
strengths, and 125mg vaiproic acid strengths, 

VI. The following patents (the “listed patents”) which have been listed in the Approved Drug 
Prodtrcts ~ti 7%era@~tic Equivalence Evaluations (the “Orange Book”) are known to Andm 
end wiii either (a) not be infringed by the making, using, or seiting of Andrx’ Sodium Valproate 
Delayed-release Tablets 500 mg valproic acid activity, Sodium Vaipmate Delayed-release 
Tablets 250 mg vaiproic acid activity, and Sodium Valproate Delayed-release Tablets 125 mg 
valproic acid activity products (Andoc’ Proposed Products); or (b) be invalid and/or 
unenforceabie if the claims are asserted to read on And& Proposed Products: 



U.S. Patent No. Emiratfon E)lat!g 

4,988,731 January 29,?008 
$212,326 January 29,2008 

A copy of each of these patents is attached hereto as an Appendix. 

vn. The above U.S. patents, which have been listed in the Orange Book will not be infringed 
by And& Proposed Products or, in the alternative, would be invalid or unenforceable against 
And& Proposed Products for a number of reasons whtch are described below: 

The listed patents will not be infringed by And& Proposed Products because the claims 
of those patents concern particular oligomedc compositions or oral ~pharmaceutlcal dosage 
forms contafninq those oiigomeric compositions which are completely different from Andrx’ 
Proposed Products. To summarize: 

e And& Proposed Products are not, and do not t;ontain, the claimed oligomeric form which is 
‘divalproex sodium. Therefore, Andrx‘ Proposed Products do rref fall within the literal scope 
of the claims of the ‘731 or ‘326 patents,; rJeither do And& Proposed Products contain the 
monomer of the complexed sodium valPmate:valproic acid in a 1~1 ratio,. Therefore, And& 
Proposed Products do not contain any form of divalproex sodium that would infringe the 
listed patents under the doctrine of equivalents, 

l The doctrine of equivalents cennoi be applied to Andrx’ Proposed. Products because Andre’ 
Proposed Products contain a compound which is in the prior art, namely sodium valproata. 
The scope of the claims of the ‘731 and ‘326 patents cannot be expanded to cover prior art 
(including Andrx’ Proposed Products) because patent protection cannat be afforded to that 
which is In the public domain. Acwrdingfy, Andrx is free to use the prior art (public domain) 
non-ollgomeric form of divslproex sodium, namely sodium vaiproate, without infringing either 
of the ‘731 or ‘326 patents. 

e Because Andre’ Proposed Products contain a prior art compound as their active ingredient, 
any allegation that the ‘731 or ‘326 patents are inftinged by Andrx’ Proposed Products would 
necessarily mean that the claims of these listed patents read on the prior art. Any assertIon 
that And& Proposed Products infringe the claims of the listed patents would be an improper . 
use of the listed patents. Thus, the ‘731 and ‘326 patents are either invalId or are 
unenforcleable against And& Proposed Products which employ sodium valproate, Le., a 
non-oligomeric and non-complexed form of divalproex sodium. 

The distinctions which differentiate An&x’ Proposed PXK%J& from the &ms of the 
Ii&d patents are detailed below: 

The claims of U.S. Patent No. 4,988,731 (the ‘731 patent) specifically require an 
oligomer mmpnsing about four (4) unfts of complexed sodium vaiproate and valproic acid in a 
I:1 ratio. The ‘731 patent contains two claims, both of which are reproduced beibw: 
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1. An oiigomer having a 4 :I molar ratio of sodium valptoate and valproic acid of 
the unit formula, (CHIICHnCWd2CHC0,Na/(CHsCH2CHr),CMC01H), and 
containing about 4 such units. 

2. An oral pharmaceutical dosage form for treating the symptoms of epileptic 
seizures or convuisions, containing as the active princlpat an oligomet 
having a 1 :‘I molar ratio of sodium valproab and valprofc acid of the unit 
formula, (CH,CH,~H,~CHCo,Na/((:H,CHtCHZ),CHCO,Hr, and containing 
about 4 such units, 

And& Propased Products do not contain the olaimed oligomer. Nor do Andrx’ Proposed 
Products contain the monomer of complexed sodium valproatehralprojc acid in a ?:I ratio, 

The initial manufacturing step for And& Proposed Product, utilizing divatproex sodium, . 
is performed outside the United States and outside any United Zitates territories subject to 
United States patent laws. This initial formuldtlan step involves adding excess sodium 
hydroxide solution to divaiproex sodium, thereby resulting in a high pf-i solution (pH 10.8, 50% 
I&W) which contains non-oligomsric, non-complexed sodium vetproate. This high pH for the 
solution (termed “sodium divalproate pH-adjusted solution”) is ,maintained throughout the 
manufacturing process; thus, the ollgomeric form is forever destroyed. The sodium valproate in 
pH-adjusted solution is then shipped into the United States where the sodium valptoate pH- 
adjusted solution is diluted’ with alcohol and sprayed onto anhydrous lactose to form a 
granulation, This granulation is then tableted, and coated with cellulose acetate phthalate. 

The sodium valproate pHad]usted solution imported into the ,United States contains no 
trace of the patented divalproex sodium oligomer, nor does it conlain the divalproex sodium 
monomer at any stage of the wet granulation or iableting‘ process. Therefore And& formulation 
cannot literalb infringe any valid claim of the 731 patent. 

The specification of the ‘731 patent recites several properties that are characterktic of 
the oligomeric divalproex sodium and, therefore, can be used to identify the claimed oligomer or 
complex. These properties Include NMR spectra, mixed melting-point determination, IR 
spectra, and X-ray diffraction. See ‘731 patent at cal. 2, lines M-16. In addltion, the claimed 
oiigomer is described as a crystalline, stable ,solid which has the advantage of being non- 
hygroscopic. Independent testing of Andrx’ Proposed Products dearly establishes that the 
oligomeric form of divalproex sodium is completely absent at all stages of the manufacturing 
process that occur within the United States, 

Using these and other assays, side-by-side comparison of the claimed oligomer in 
solution, in powder form, and as final product with analogous forms used in And& Proposed 
Products e~nfirms that Andrx’ Proposed Products do not contain the claimed oligomer. From 
the data resulting from these comparative tests, it is conclusive that Andnr’ Proposed Products 
use the prior art compound, sodium valproate. The results of these comparative assays are 
summarized below and are fully presentad in the attached Exhibit A. 
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As shown in the above table, Andrx’ Proposed Products are clearly distinct from the 
claimed oligornerlc compound of the 731 patent. Specifically, the sodium valproate pH- 
adjusted solution used in the preparation of Andrx’ Proposed Products has a pi-l of 10.8. This is 
significantly higher than the p+l of 7.1 measured for the pat_ented divalproex sodium oligomer in 
solu * n at an identical concentration. The high pll for the solution used in the manufacture 
Aii- drx’ Ptopo&ed Products completely disrupts and forever destroys the claimed ollgometic 
form. Neither can the monomer exist at this high pH. The pW measurements for the find 
formulated tablets of Andrx’ Proposed Products is also much higher than the Depakote’ tablets. 

The IR spectra for And& Proposed Products further illustrate their distinction from th; 
claimed oligomeric divalproex sodium. A distinctive peak at about 1’685 cm” is identiied in the 
IR spectra for the patented divalproex sodium oligomer. This distinctive peak is consistently 
present in sofution, in the active ingredient (drug substance), and Sn the final Depakote’ product, 
The distinctive divalproex sodium peak is completely absent in Andtx’ Proposed Products 
(solution, granulation, and final product). The kR spectra for Andrx’ Proposed Product mimics 
that of the prior art compound, sodium valproate (see Exhibit A}. 

Moreover, Andrx’ Proposed Products have a melting point much higher than the 
patented ollgomer. An&x Proposed Produtis showed no physical change between 18oOC and 
400% (the upper limit of the melting point apparatus). The claimed oligomer is reclted as having 
a melting point range of 98-KWC, which was confirmed by And& tests, 

&tot&r distinctive charaderistii of Andrx’ Proposed Products is that they are 
-Isygrascopic;, The non-hygroscopic property of the, claimed oligomer was relied on by the 
$@r&re @the ‘731 patent to sstabllsh a patentable dMinc#on from the compounds in the prior 
art (see ‘731 patent, col. 2, lines 25-26 and lines 56-61). Thus, the hygroscopicity of Andrx’ 
Proposed Products illustrates its similarity to the prior art compounds and supports the position 
that they fall outside the claims of the ‘731 patent, both literally and under the doctrine of 
equivalents. 
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Finally, the X-ray diffraction pattern exhibited by Andrx’ Proposed Products is clearly 
different from the X-ray diffraction pattern exhibited by the patented oligomsrs. The distinctive 
pattern for Andm’ Proposed Products shows a doublet peak at 5.75-5.9 and 6.8-6.9 units, 
whereas the patented ollgomer does not exhibit the doublet p&k. Instead, the patented 
oligomer exhibits a single peak at about 7.5 units. The X-ray diiractlon pattern is a strong 
indication that Andnr;’ Proposed Pro&M is a completely different compound from the patented 
oligomer. 

In view of these side-by-side tests, Andr%’ Proposed Products are shown to be distinct, 
and therefore do not literally infringe the claims of the ‘731 patent. 

Further, Andrx’ formulation cannot infringe any valid claim of the ‘731 patent under the 
doctrine of equlvaients. Both the specification and the prosecution history of the ‘731 patent 
admit that sodium vabroate and via- are :known prior art cpmpounds that have been 
used for the treatment of epileptic seizure.&.and convulsions. Additionally, v%&&z acid and 
valproic acid salts, such as sodium salts, have tong been known to be useful Cn the treatment of 
epileptic seizures and convubions, See generally United States Patents Nos. 4,261,974 and 
4,292,425, 4,3@#,176 and 4,323,507. Therefore, because Andrx imports into the United States 
sodium valproate pH-adjusted soWion which contains the prior art, non-oligomeric sodium 
valproate, and this compound is employed at all stages of the formulation process for And& 
Proposed Products, the claims of tie ‘731 patent cannot be expanded under the doctrine of 
equivalents to include And& Proposed Products. 

Finally, It is noted that the ‘731 patent fails to contain any claims that recite a process for 
forming the claimed oligomer or pharmaceutical formulation containing the claim&t oligomer. 
Accordingly, there can be no valid claim of infringement of the ‘731 patent under 35 U.S.C. 5 
271 a- 

United States Patent No. 5.212.326 

U. S. Patent No. E&212,326 (the ‘326 patent) which is a continuation of the ‘731 patent 
discussed above, also provides protection only for the ollgomeric form of the sodium valproate- 
valproic acid complex (termed “dlvelproex”), The broadest claims from the ‘326 patent are 
reproduced below: 

1. An ollgomer having a 1 :I molar ration of sodium valproate and valproic 
add of the unit formula, (C~sCHpCHo)2CHC0,NaI(CH~CH,CHt)2CWC0,H) and 
containing about 4 to 6 such units. 

2. An oral pharmaceutical dosage farm for treating the symptoms of epileptic 
seizures or convulsions, containing as the active principal an aligomer having a 
1 :I molar ratio of sodium valproate and valproic acfd of the unit formula, 
(CHsCHPCH,)~CHCO,Na/(C;HsCH,CH,BCMO~H), and containing about 4 to 6 
units. 

3. An oligomer having a 1 :I molar ration of sodium valproate and valproic 
acid of the unit forrnuta, (CW~CH~CH~)ZCHCO~N~/(C~~~JCH~CHZ)~CHCO?H) and 
containing about 6 such units. 
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4. An oral pharmaceutical dosage form for treating the symptoms of epiltsptic 
seizures or convulsions, containing as the active principal an ofigomer having a 
‘l :I molar ratio of sodium velproate and valproic acid of the unit formula, 
(CH,CHzrCH&CHCO,Na/(Cti&H~~H&tlCO~H), and contciining about 6 such 
units. 

5. An oligomer having a i:1 molar ratio of sodium valproate and valproic 
acid of the unit formula, (Ct=t,CH,CH&HCO,NaI(CH,CH,CH&CHCOrH), and 
having physicakhemicall properties as Jotlows: (a) stable, white crystalline 
powder; (b) melting point of 98O to 100%; end (c) an infrared spectrum having 
strong absorption bands at about 295?,2872,2932,1685,1555 and 1370 cm-‘. 

Claims I-4 of the ‘326 patent require an oligomer comprising. from 4 to 8 units of sodium 
valproate and valproic acid. Claim 5 of this patent requires an ollgomer comprising units of 
sodium valproate and valproic acid and having specific properties. 

Andrx’ formulation cannot iiteralfy infrfnge any valid clJm of the ‘326 patent because the 
vatproate sodium pH-adjusted solution that Is imported into the llnfted States for preparation of 
Andm’ Proposed Products do2&not, .co@ain, any treco. of zod!~-~,.~~~orner as claimed, 
in the ‘326 patent. Further, no detectable amouiit of the sodium divalproex oli@m~~ent 
at any stage of Andnr’ wet granulation or tablet formation process for Andre’ Proposed Products. 
See generally, discussion of Andrx’ Proposed Product vis-&-vfs the ‘731 patent, above, and the 
accompanying data. Therefore, the Andre formulation cannot literally infringe any valid claim of 
the ‘326 patent. The melting point and iR spectra of And& Proposed Product do not match the 
properties listed in claim 5 of the ‘326 patent. Specifically, the @ tented oliqomer Is claimed as a 
white crystalline powder exhibiting a melting paint of 98°-100DC and strong 1R bands at 2957, 
2872, 2932, 1685, 1555 and ‘l370 cm-‘. As detailed in the discussion of non-infringement of the 
‘731 patent, above, and the accompanying data presented in Exhibit A, the melting point for 
Andm’ Proposed Products is much higher than 98°-1000C and does not exhibit a characteristic 
IR peak at or near ‘I665 cm” 

And& formulation also cannot infringe any valid claim of this patent under the doctrine 
of equivalenta. The established knowledge that sodium valproate and valproic acid were used 
for treating epileptic seizures and convulsions more than one year prior to the filing date of the 
‘326 patent ior the related ‘731 patent remove And& Proposed. Products from the scope of 
equivalents thet would be afforded the claims of the ‘326 patent. The Andrx formulation 
contains onlykod&.m va$roat% a prior art compound. Therefore, the claims of the ‘326 patent 
cannot be properly asserted to include the Andrx formulation because the claims would read on 
the prior art. 

Because the ‘326 patent aiso fails to contain any claims that recite a process for forming 
the claimed oligomer or a pharmaceutical forinulation containing the claimed oligomer, there 
can be no valid daim of infringement under 35 U&C. $271(g). 

For the above reasons, And& Proposed Products will not infringe any claims in the listed 
patents. 
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It IS hereby certified that on March 26. 2003, a copy of this Notice has been sent by 
registered maii, return receipt requested, and by FZXPRESS MAIL, retuin receipt requested, to 
Abbott as the holder of New Drug Application for Depakote’ Tablets and owner of U.S. Patent 
Nos. 4,9$8,731 and 5,212,326 in an envelope addressed to: 

Abbott Lz+boratories 
100 Abbott Park Road 
Abbott Park IL 60064 

Respectfully, 
Andre Labs, L.L.C. 

v Intellectual Property Counsel 
Andrx Corporation 
4955, Orange Drive 
Davie, Florida 33314 



Exhibit A 

Side-by-side comparison of Depakote* v. As&x” Proposed Product 
(Raw Data) 



. 

:withul pH adjustmat) 

~cwsSohhon ofDepakote7 

No&: 
a. A boiled water (PH 7.3) ws used to prepared all the soIutionsNi, except for Andxx Divalprocx Sodium Solution 

(A6 is). 
b. Concemation wa6 calculated based on vaiproic acid. 

2. Results af Infrared (IR) Studies 
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59,2935,2784,2523 @),195S@),1707,1542, 

Sodium Valproate (solid) 

a. 1) TIM soluriot~ samples (#b3) were dispersed between two flat ZnSe plates, whether tha solid satnplts (#M-9) 
were prepared as KBr pellets. 

2) The spcma of solution samples (#l-3) were subtracted by the specmn of vvatcr. 
3) Tbe coating of sampbs # 8-9 WCC@ removed in sample preparation. 

b. Exoep far rhose broad peaks indicatcd by A(@& all pm&s listcd here are gmeralfy sharp. 
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3, Results oXM&i~g Point Studies 

, m&cd at -152LtC to yield a dark brown 

Note: 

a. Each sample was studied tbrcc times. 

4. Rest&s of H(ygtwscopielty Studies 

A, Andre Grsnulstion vs, Divalproex Sodium Drug Subatmce 

b. The potency of An&z granulation is 69,29% (V&V, in terms afdivlllproex aodium). The dara shown here data 
were calculated based on the &ug substance prescntcd ia the sampIe. 

EL Andrx Cota Tablets and Finished Products v8. Deprtkote.’ Tablets 

I S8lltpld 

Andrx Core Tablets 
(Lot # 181ROOl) 

Andm FM&cd Product 
(Lot # 184ROOl) 

Depakoce’ Tablets, 500 mg 
(Lot # 4!Mc#-A&21) 

a. Samples were used aa is. 
b. Data were calculated base 

Weight Gain (%) ,@ RT! 80% RHb . 

i on XI - 2 (duplicate). 
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DiBmion Peak 03 2e) I 

5.9,7& 17.2,19.3,21.3,22.0,24.7,26.6,32.0 
J --- --- 

2 I b&x Core Tablets 
(Lot # 

- ~- 
I 5.8,6.9, T6.9, 19.3,21,2,21.9,24.5,26.4,31.9 

I 

5. Results of X-ray Powder l3iffraWion Studies 

3 
I 

Andm Finished Product, 500 mg 
I 

5.8,6.8,17.1,192,21.1,21.9,24.5,26.4,31.9 
sot # 18aOOl) I 

--- 
4 7.2,19.1,213 

I 

5 
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7.3,192,20.4,21*2 
(Lot # 990201FI) I’ 

--- I 6 -* Sodom Valproate (ILot # 9809016) 
S.6,6.7, 16.9,20.9,21.B,24.4,262,31,9 

r 
-m-----4- .,--- 
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Copies of U.S. Patent Nos. 

4,988,731 
S&212,326 
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This i6 a continuctkm-In+part of copending &ppiicw 
lion Se&d No. 66,2W, fllcd Aug. 20, 1979 now abaa* 
doned. 

This invcndvn rclote la s&t of valproic c&i. In the 
k+st deardo, 2~prttpylpmtaa0k Acid and i&s r&&i or 
rcrth akaki s&t (hcrcincftct ~tfcrrcd to a6 valproie acid 
and valprc~ctcs or vclpmcto srrlrp, respatively) bcve 
ban inuvdnwd in the ncma or dcugs Qscfd tilt crab 
iag cpilcpcic Azure8 or couvul6h~~. Mocs Cammoniy 
used cte valprek acid it&f or i&c sodium &t. The for. 
mer is a liqtiid rind aa such is lccc de&&Se for prcperin~ 
an oral dcwgcr form svlrilr: the Wer I I s&id tbct hcs 
poor atcbility chprscrtrirtics panioUy due to pro- 
notnwd hygmmccd&y. 

5 

10 

15 

20 

’ whcrcMrrprscnti~~=dnib IarwZ 
subsqatt iavc¶dgctiws have ccmlh8d r&c ale 3s 

ooxapouad con&s of 0r1c mofcoDk eat% of vclproic 
acid or dktbylecetic ncid acd cod&m ve#mte, How- 
over, it h@ ‘bctlr lbuad tkW the mok&cc crc distrib- 
umdBBMlodcoligvamr,nJrkchBuBsallhnuU 
otigitiiy believed. nm the atiium Eitlt may br lllus= 40 
ulwdr 

2 
anway, the new compwnd wbrreb n=2 can k made in 
t two+xnnponeot Iii&d medium whioh inciudu ace- 
lunch xn this insruroc, ccldium wlproate is.fenmcd in dtu 
bynddmOMsOMptc\ouclofonoMfofsmolrMku 
rqUi~i8nL ar the vdproic atid prasant, preftiy LI a 
suhasion in an ~cewpcai~ble ~hent for scid NaOH, 
c.q, urrrtu. The ntw compeunQ EM be mcovsred from 
the liquid phcse by evapar&@ Ihe colvant(s) mnd, if 
desk& Ihc new compound GUI be rccryetclkcd, for 
icwncc from actmdwwu, lmrn aceumiuile or oth- 
8cs, c)r tht mfarial may bc apt8y-&kd, lyophilizcd or 
pwi@td by ohromctoSraphy. 

tdenu P singk chemial 
moleeulcwtRnbe md by Jor~cnclysis, mnr 
spacmm. mixed u-Ming point drzwrmimh XR apea- 
uwca ad/or X-cay dilfraoxlea. Th8 I1w compound 
doe8 not have Lc cforcmentianad dcuimental phyckcl 
Chuwttrhaios of either of the rive sllaning mctcriclg ft 
is a oxyctelfiie, smble Aid. SurpricinSly, suob P us&I 
ctmpumad can be umde uaty from wl kaddand 
d+cbylaccdo acid an ollc Ildr c&the ClacP a*wldcthe 
;Icodhun or at d vakprv.k ackl. When etbu VJprotAm 
snlssueOPtRLL,lhepQmwimuBonutoldumol~ 
tiuprrlts, %trts~ltb~eompcad, cltherdoccnotays= 
ml&zt, dues auc fotwt or t h@tly umlablc In the pros- 
tine8 of any atiaosphccic rnviscuce 

The pmwrtti !br mpldng slsc compound6 of this in- 
&m ace btst Puctked by reforcocc to the k&wing 
WMI~JACS which, h-r, crcntit intended to limit tbc 
InvttsbJlJ in any msptQL . 

-1 

SvrpKicm bBufl!c auung blmds Br 2937, ;rEn, 2932&63, 
69 1SSS and, 13?0 WP~. Tba linr cwo rrl Uwc indiccte rhe 
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strcwg bands lodkatc theirretching vIbrationa of the mm the above axampks, it vdjl be stea that the new 
various metbykne group6 aad the CSO in the carbox- mprcirbl has qusl or bean physialogicpl praperdes 
ylic a&l group. while the weak, broad bands sl24JO thruidtbcr valpmic acid or radium valproate. Sinoc the 
aau 1300 cm-j we due te intramokcu~iy boundad ncwcompound bss &r superior phyaicai chanro~tirrky 
ox group of xhe carboxylk acid. s rhsa &her “monomer” ftim wtiph it tr mada, it greatly 

EXAMPLE 2 
Iat@wts rht prepdun of s&d pbannaocutiopl do* 
age Forms, and specific atnounta can be weighed out and 

In tht fashion OF Exampk .I bur using sodium va!p~lc blended with scaroh and/or 0tha-r biaderii IO form a 
ate with the molar equivalents of dibutylacatic acid or flotirble powder whioh can he ~orwardcd to nandard 
dierhyIace& acid, rcSpeca’ve~y, the corresponding hy. IO tabMing ma&W after srr~ulation. Neither the hygro- 
dregan sodiunu mlxtd salts of the sssumcd s%rnuWc II rcc'icsoditm ulr ofvalprtde acid nor the liqtid vale 
with hmb 3 oi 1, ~pe~dvsly, are obtained. En the pm c acid itself am be procemd in this f&ion without P 
imtanct of dibut@acecie acid, a very hygtoscapic pod* special preeautioss or stirs. 
uct is obtained which is very di~cult to hsa& and The new compound8 COB bt tableted in acoordance 
thtr&m cnsuitabk far phtmmccudod domge Tom. 

1s with tiplc XXII oCU%. Pac. No. 3,32S,361 and anal- 

The mixed salt obrsihtd with dlethylaoedc acid irr B 
ogous methoda. 4 chcu prooedures, one or more dilu- 

white crysaNat powder whii !s sublo to c&i 
em and/w excfpiaau are us+, e.g., star&, talcum 

storage wadirtons and crsc~rial~y noahyg=pic. 
patier, lubricaaf& diaiite~~rors, Uavedng agents, 
wieting agents awj tbt likt, lktt ad&d- of COW, 

EXAMPL.83 20 ani tht unwl#4lannrctutimixiy wccp~ble ODniuo er 

In a wmp6rinon of 63ntiwnvulsant a&idns CrQ 
di@erzts employed ia routi&@ faWn by tablet formula- 
lea 

A: valproic acid (St&k, liquid) The above 6truotnrc XI is the modt like& hue two& 
8: so&m valproatc (hygroscopio &id) meadeael vkw or tll8 nl-iditiydmgen &alpmtt 
c: compound (stabk solid) of Example 1 35 8adgtsmsa’btcozrfumcdbyIIta~mnrspecap,by 
the oral ED40 baaed on equimokc tiproic acid cc&a= mBkwkT weight pad atdcro6nalyrio vducs. mats, du 
imu nre wabltshed by standard prcotdures. The rc. new nmtcrid thauld he cbteriecd not by depicting a 
slm we Bli ff0llow~ st@ohamlfonnukbothyreFerenoetonaingkaoa 

pound of formula &?IWH~cIi cxicozlWRxc& 
0olx.x or I*cNm (ILGHCO f INaB vhereinbach 

It will bt underatood that vaziolls changes and modi- 
fiosdou5 c6n lw mtdt in rbt descus otpIGoedure, fonml- 

S. An &gomcr hwiug a 1:l mob ratio of aodhun 
vaiproata aad valp@c a& of the u&it fonaolo, 
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The new ~mpoehds can k: tableted in acccrdaace 
with &ample XIII of ‘U.S. Pat. No. 3$2Jf61 and a& 
ogous melhmls. In abbe Prooedurrs, one M  more d&l* 
ms andfor cxcipi*a(cr arc use4 q., our& I&W 
pow&r, lubricnats, disinfegnturo, f3maing agmo;, 
cx~kiriag t~gc~ts and tbc like. these additivaq ofeourrr, 
are the us~l phann~cutically acceptable C&W or 
diluenu emfloyd in rotttiae fashion by t&Jot totmade- 
tom 
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