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2. Patent- och marknadsdomstolen forpliktar STADA Arzneimittel AG och

STADA Nordic ApS att solidariskt ersétta Takeda Pharmaceuticals U.S.A. Inc. for

dess rittegangskostnader med

- 890237 EUR varav 818 010 EUR avser ombudsarvode,

- 249 907 GBP, varav 195 188 GBP kr avser tekniskt bitrdde och utlandskt
ombud,

- 25291 USD, och

- 87132kr

jamte rénta enligt 6 § rintelagen (1975:635) fran denna dag till dess betalning sker.
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BAKGRUND

Takeda Pharmaceuticals U.S.A. Inc. (Takeda) utgér den amerikanska grenen av
Takeda-koncernen och ér ett globalt biofarmaceutiskt foretag. Takeda innehade ett
europeiskt patent, EP 1 644 019 B2 (grundpatentet), vars giltighet 10pte ut

den 1 juni 2024.

Takeda har efter ansokan den 4 december 2013 beviljats ett tilliggsskydd med
ansokningsnummer 1390058-4 (tillaggsskyddet). Tilldggsskyddet beviljades den 5 juni
2014 och tradde 1 kraft den 2 juni 2024 efter att giltighetstiden for grundpatentet 16pt
ut. Tillaggsskyddet avser prodrogen lisdexamfetamin (L-lysin-d-amfetamin) valfritt 1

formen av ett farmaceutiskt godtagbart salt, sdrskilt mesylatsalt.

Tillaggsskyddet beviljades med dberopande av forsdljningsgodkdnnandet for Elvanse i
Sverige, SE 47382-47384 (SE-Elvanse-godkénnandet) och forsiljningsgodkdannandet
for Elvanse 1 Storbritannien, GB PL 08081/0052-0001 (Elvanse-godkédnnandet).
Giltighetstiden for tilldggsskyddet 16per till och med den 31 januari 2028. Takeda

siljer lisdexamfetamin under handelsnamnet Elvanse.

STADA Arzneimittel AG och STADA Nordic Aps (STADA) ér en del av den globala
STADA-koncernen som i1 huvudsak tillverkar och distribuerar generiska likemedel.
STADA har den 31 oktober 2023 véckt talan om ogiltighet avseende Takedas
tillaggsskydd.

YRKANDEN OCH INSTALLNING

STADA har yrkat att Patent- och marknadsdomstolen ska ogiltigforklara
tillaggsskyddet.

Takeda har bestritt kdromalet.

Parterna har yrkat erséttning for sina rattegdngskostnader.
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GRUNDER

STADA

Enligt Europaparlamentets och radets forordning (EG) nr 469/2009 av den 6 maj 2009
om tilldggsskydd for lakemedel (tilliggsskyddsforordningen) &r produkten

dexamfetamin och inte lisdexamfetamin.

Tillaggsskyddet avser lisdexamfetamin som bestar av den aktiva ingrediensen
dexamfetamin och aminosyran L-lysin. Varken lisdexamfetamin eller L-lysin har
nagon egen farmakologisk, metabolisk eller immunologisk verkan. Den enda aktiva
ingrediensen 1 lisdexamfetamin dr dexamfetamin. Dexamfetamin har ingen metabolisk
eller immunologisk verkan. Dess farmakologiska verkan fordndras inte genom
lisdexamfetamin. Produkten enligt tilldggsskyddsforordningen ar séledes

dexamfetamin.

Mot bakgrund av att produkten i tilliggsskyddsforordningens mening dr dexamfetamin
och inte lisdexamfetamin ar tilldggsskyddet ogiltigt pa grund av att det meddelats 1
strid med artiklarna 2, 3 a), 3 d) och 13 i tilliggskyddsforordningen pa sé sitt som

anges 1 det foljande.

Tillaggsskyddet har meddelats 1 strid med artikel 2 1 tilldggsskyddsforordningen; dels
pa grund av att det skett en tidigare saluforing av dexamfetamin, dels pa grund av att
dexamfetamin inte skyddades av ett patent i den mening som avses i artikel 2 nir
tillaggsskyddet meddelades. Dessa omstéandigheter innebar var for sig att produkten
dexamfetamin inte omfattas av tillimpningsomradet for tilliggsskyddsforordningen
och sédledes inte kan bli foremal for tillaggsskydd. Saluféringen av dexamfetamin har
skett 1 Sverige som likemedel sedan dtminstone 1930-talet. Under 1930—-1960-talen
meddelades ett antal forsiljningsgodkdnnanden for dexamfetamin under
handelsnamnen Sympametin, Fenedrin, Pafazedrin och Dextenal. Dexamfetamin har
dven saluforts som licensldkemedel i Sverige sedan i vart fall &r 2000 under
handelsnamnet Metamina. Den tidigare saluforingen av dexamfetamin i bl.a. Sverige

har inte foregatts av ett sddant administrativt godkdnnandeforfarande som avses i
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artikel 2 1 tillaggsskyddsforordningen, eftersom de saluforda lidkemedlen inte erhallit
godkénnanden enligt Europaparlamentets och radets direktiv 2001/83/EG av

den 6 november 2001 om upprittande av gemenskapsregler for humanlidkemedel
(lakemedelsdirektivet). Tillaggsskyddet har ddrmed meddelats i strid med artikel 2 och
ar ogiltigt.

Tillaggsskyddet strider mot artikel 3 a) 1 tilldiggsskyddsforordningen eftersom den
aktiva ingrediensen dexamfetamin inte skyddas av grundpatentet. Grundpatentet
skyddar lisdexamfetamin och dess mesylat- respektive hydrokloridsalter. Den aktiva
ingrediensen dexamfetamin, tillika produkten enligt tilliggsskyddsforordningen,
skyddas inte av grundpatentet. Tilldggsskyddet har dirmed meddelats 1 strid med
artikel 3 a) och ér ogiltigt enligt artikel 15.1 1 tilldggsskyddsforordningen.

Tillaggsskyddet strider mot artikel 3 d) i tilldggsskyddsforordningen eftersom varken
SE-Elvanse-godkdnnandet eller Elvanse-godkdnnandet var det forsta godkdnnandet for
saluféring av produkten, dvs dexamfetamin. Ansdkan om tillaggsskydd beviljades med
hanvisning till Elvanse-godkénnandet som det forsta godkdnnandet for forsiljning som
lakemedel 1 EES-omrédet. Detta forsidljningsgodkdnnande meddelades den 1 februari
2013. I ansokan om tilldggsskydd uppgavs vidare SE-Elvanse-godkénnandet som det
forsta godkénnandet for forséljning som likemedel 1 Sverige. Detta forsiljnings-
godkidnnande meddelades den 22 juli 2013. Godkénnande for saluforing av den aktiva
ingrediensen dexamfetamin, tillika produkten, inom EES-omradet har dock sedan
tidigare meddelats genom forséljningsgodkdnnandet den 6 juni 2008 med
godkénnandenummer PL 00289/2278, (Teva-godkdnnandet), och forséljnings-
godkédnnandet den 8 juni 2011 med godkédnnandenummer 74643.00.00 (Medice-
godkinnandet). Foljaktligen utgjorde varken SE-Elvanse-godkénnandet eller Elvanse-
godkédnnandet det forsta godkdnnandet for saluforing av produkten, dvs dexamfetamin,
enligt artikel 3 d) i tilliggsskyddsforordningen. Tillaggsskyddet har dirmed meddelats
1 strid med bestimmelsen i artikel 3 d) och &r ogiltigt enligt artikel 15.1 1
tillaggsskyddsforordningen.
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For det fall ratten anser att ndgot av de édldre svenska forséljningsgodkdnnandena for
dexamfetamin uppfyller kraven enligt artikel 2 i tilldiggsskyddsforordningen sé utgor
detta dldre svenska forséljningsgodkidnnande for dexamfetamin det forsta
godkénnandet for saluforing av produkten dexamfetamin som likemedel enligt artikel
3 d). Tillaggsskyddet har ddrmed meddelats i strid med artikel 3 d) och &r ogiltigt
enligt artikel 15.1 1 tilliggsskyddsforordningen.

Tillaggsskyddet strider mot artikel 13 1 tilliggsskyddsforordningen eftersom den
verkliga giltighetstiden &r negativ och dverstiger sex manader, vilket det saknas
rattsligt stod for. Tilldggsskyddets giltighetstid ska enligt artikel 13 berdknas utifran
den tid som forflot mellan ans6kningsdagen for grundpatentet (den 1 juni 2004) och
datumet for det forsta forsidljningsgodkdnnandet for produkten 1 gemenskapen, minskat
med fem ar. Produkten, dexamfetamin, beviljades forséljningsgodkidnnande 1
gemenskapen 1 vart fall redan den 6 juni 2008 genom Teva-godkdnnandet. Baserat pa
Teva-godkdnnandet blir giltighetstiden for tilliggsskyddet negativ och den negativa
giltighetstiden uppgar till cirka ett ar. Det saknas réttsligt stod for att bevilja
tillaggsskydd med en negativ giltighetstid som dr ldngre &n sex méanader. Ett
tillaggsskydd med negativ giltighetstid dverstigande sex manader kan inte ens efter en
hypotetisk forlingning bli gdllande och ska dérfor ogiltigforklaras. Bedomningen blir
densamma om domstolen (felaktigt) bedomer att nagot av de édldre svenska

godkdnnandena utgor det forsta godkédnnandet.

Takeda

Tillaggsskyddet har beviljats 1 enlighet med artikel 3 1 tilliggsskyddsforordningen.
Produkten enligt artikel 1 b) i tilldggsskyddsforordningen utgors av lisdexamfetamin.
Tillaggsskyddet avser produkten lisdexamfetamin valfritt i formen av ett farmaceutiskt

godtagbart salt, sdrskilt ett mesylatsalt.

Produkten skyddas av grundpatentet och tilldggsskyddet har meddelats i1 enlighet med
artikel 3 a) 1 tilldggsskyddsforordningen. Det godkénnande for saluféring av en
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produkt som avses i artikel 3 d), med hanvisning till artikel 3 b), i tilliggsskydds-
forordningen &r det forsta forséljningsgodkinnandet for att salufora produkten i den
medlemsstat dar tilldggsskydd soks. Det forsta forsiljningsgodkdannandet som
meddelades for att salufora produkten lisdexamfetamin som likemedel i Sverige ér
SE-Elvanse-godkénnandet som beviljades den 22 juli 2013. Tilliggsskyddet har
meddelats med stod av SE-Elvanse-godkénnandet. Tilliggsskyddet har saledes
beviljats 1 enlighet med artikel 3 d) i tilliggsskyddsforordningen.

Lisdexamfetamin har inte saluforts 1 Sverige innan SE-Elvanse-godkidnnandet (eller
nagonstans i EES innan likemedlet Elvanse godkindes i Storbritannien). Produkten,
dvs lisdexamfetamin, faller inom tillimpningsomradet for tilliggsskyddsforordningen

pa sétt som anges 1 artikel 2.

Artikel 13 1 tillaggsskyddsforordningen ar inte en ogiltighetsgrund. En felaktig
berdkning av tillaggsskyddets giltighetstid kan inte innebéra att tilliggsskyddet
forklaras ogiltigt enligt artikel 15 1 tilldggsskyddsforordningen. Tilldggsskyddets
giltighetstid har emellertid berdknats pa ett korrekt sétt utifran godkénnandet for
lakemedlet Elvanse 1 Storbritannien eftersom detta utgor det forsta godkédnnandet inom

gemenskapen for produkten lisdexamfetamin.

UTVECKLING AV TALAN

Parterna har hénfort sig och hanvisat till skriftliga sakframstillningar (se aktbil. 151
och aktbil. 165).

UTREDNINGEN

P& STADA:s begéran har det héllits vittnesforhor med Prof. Lorenz Meinel som horts
som partssakkunnig. P& Takedas begéran har vittnesforhor med Prof. Christoph U.
Corell och Prof. Bernd Clement hallits, som bdda horts som partssakkunniga.

Parterna har aberopat omfattande skriftlig bevisning.
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DOMSKAL

Inledning

Provningsordning

STADA har gjort gillande att tilliggsskyddet beviljats i strid med artiklarna 2, 3 a) och
3 d) i tilldggsskyddsforordningen och dérmed &r ogiltigt. STADA har vidare anfort att
giltighetstiden for tilldggsskyddet ar felaktigt berdknad och att tilliggsskyddet dven av
denna anledning &r ogiltigt (artikel 13).

Samtliga ogiltighetsgrunder som STADA har framfort utgér fran att ”produkten” enligt

artikel 1 b) 1 tillaggsskyddsforordningen dr dexamfetamin och inte lisdexamfetamin.

Enligt artikel 1 b) 1 tilldggsskyddsforordningen definieras “produkten” som den aktiva

ingrediensen eller kombinationen av aktiva ingredienser 1 ett lakemedel.

I detta fall dr parterna Gverens om att det inte dr fraiga om en kombination av aktiva
ingredienser 1 ett ldkemedel. Det forsta domstolen har att prova ar saledes vad som
utgor den aktiva ingrediensen i ldkemedlet, dvs 1 Elvanse, 1 tilldggsskydds-
forordningens mening. Domstolen konstaterar hdr att det 4&r STADA som har att visa
att den aktiva ingrediensen dr dexamfetamin och inte lisdexamfetamin. Om domstolen
finner att STADA inte lyckats visa detta utan kommer fram till att den aktiva
ingrediensen 1 Elvanse, och dirmed dven produkten, &r lisdexamfetamin kan STADA:s

talan redan av det skélet inte vinna bifall.

Om STADA lyckas visa att den aktiva ingrediensen i Elvanse — och ddrmed produkten
— ar dexamfetamin finns det anledning for domstolen att gd vidare och prova om
tillaggsskyddet ar ogiltigt enligt ndgon av de grunder som STADA angett. Takeda har 1
detta sammanhang medgett att om produkten ska anses vara dexamfetamin &r
tillaggsskyddet ogiltigt enligt artikel 15 a) 1 tilliggsskyddsforordningen eftersom

dexamfetamin inte skyddas av grundpatentet, se artikel 3 a) 1 forordningen.
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Grundpatentet

Fran grundpatentets beskrivning framkommer bl.a. foljande. Amfetamin har sedan
lang tid anvénts for behandling av sjukdomar sisom ADHD. Ett problem med
anvindandet av amfetamin dr den missbruksproblematik som &r forknippad med
anvindningen. Uppfinningen ror vissa amfetaminkonjugat, med minskad risk for
missbruk, som minskar den euforiska effekten samtidigt som de bibehaller terapeutiskt

effektiva blodkoncentrationer efter oral administrering.

Grundpatentets patentkrav 1 avser foreningen L-lysin-d-amfetamin. Grundpatentet

skyddar saledes lisdexamfetamin.

Begrepp och uttryck

I forsdljningsgodkdnnandet for Elvanse 1 Sverige ingér flera bilagor, bl.a.
produktresumén. I den anges foreningen “’lisdexamfetamindimesylat” under avsnitt 2.
Kvalitativ och kvantitativ sammansdttning. I detta ssmmanhang &r inte sjélva
saltformen av betydelse, dvs “dimesylat” och fortsdttningsvis bendmns darfor

foreningen utan sitt salt.

Begreppen L-lysin-d-amfetamin och lisdexamfetamin avser samma molekyl
(fortséttningsvis lisdexamfetamin eller LDX). P4 motsvarande sitt &r ”d-amfetamin”
och “dexamfetamin” tva olika bendmningar for samma molekyl (fortséattningsvis

dexamfetamin eller DEX).

De kemiska strukturerna avseende foreningarna lisdexamfetamin och dexamfetamin
har dskadliggjorts av Prof. Sir Robin Jacob (Sir Jacob) 1 hans réttsutlatande 1 fig. 1. En
rod pil dr infogad som utgar frin en av bindningarna i LDX-molekylen och det anges

dér att det dr en kovalent bindning.
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Figure I A structurally distinct drug
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Domstolen konstaterar 1 detta ssmmanhang att en kemisk bindning &r en
dragningskraft mellan atomer som gor att de kan binda sig till varandra, t.ex. genom en
kovalent bindning. En kovalent bindning bildas nér tva eller flera atomer delar pé ett
eller flera elektronpar och bildar en molekyl. Sir Jacob nimner ocksa som en
jamforelse de tvad molekylerna vatten (tva viteatomer kovalent bundna till en
syreatom) och koldioxid (en kolatom kovalent bunden till tvd syreatomer), se s. 5 1

hans réttsutlatande.

Fragan om vad som utgor den aktiva ingrediensen i Elvanse och dirmed ir

produkten enligt artikel 1 b) i tilliggsskyddsforordningens mening

STADA har gjort géllande att begreppet aktiv ingrediens har en sirskild betydelse
enligt tilldggsskyddsforordningen som dr oberoende av hur motsvarande begrepp
forstas enligt det regulatoriska regelverket. Enligt STADA har det regulatoriskt mindre
betydelse om en substans har en egen medicinsk verkan medan det, vid bedomningen
av vad som utgdr den aktiva ingrediensen enligt tilliggsskyddsforordningen, déremot

har avgorande betydelse att substansen har en egen medicinsk verkan.

Takeda har mot detta anfort att bolaget inte gor géllande att det regulatoriska
regelverket ar bindande i alla avseenden men att det 4r uppenbart att EU-domstolen
inom ramen for regelverket for tilliggsskydd beaktar det regulatoriska regelverket,

sarskilt vid bedomningen av “aktiv ingrediens”. Vid beddmningen av om en produkt
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utgdr en aktiv ingrediens maste utgangspunkten siledes enligt bolaget vara hur

substansen har kategoriserats enligt det regulatoriska regelverket.

Patent- och marknadsdomstolen gor foljande bedomning.

Av motiveringen till forslaget till tilliggsskyddsforordningen framgér att med
hianvisning till att tilliggsskyddet ligger 1 granssnittet mellan patentsystemet och det
lakemedelsregulatoriska systemet har unionslagstiftaren valt begreppet produkt som en
gemensam ndmnare mellan de tva systemen. I forslaget anges att bestimningen “aktiv”
har lagts till ”substans” for att inkludera konceptet av en “aktiv ingrediens” eller "aktiv
substans” som anvinds i patentlagstiftningen. (Se Commission of the European
Communities COM [90] 101 final — Syn 255, 11 April 1990, - Explanatory
Memorandum, p. 28.)

Av artikel 1 b) 1 tilldggsskyddsforordningen framgér att produkt” &r den aktiva
ingrediensen eller kombinationen av aktiva ingredienser 1 ett likemedel. Begreppet

aktiv ingrediens definieras dock inte i1 forordningen.

EU-domstolen har i den delen uttalat att det framgar av artikel 1 b) jamférd med

artikel 4 1 forordningen att begreppet produkt, vid tillimpningen av forordningen, avser
den aktiva ingrediensen eller kombinationen av aktiva ingredienser i ett likemedel. Av
EU-domstolens praxis framgar vidare att begreppet aktiv ingrediens i tilldggsskydds-
forordningens mening ska forstas pa samma sétt som definitionen av “aktiv substans” 1
artikel 1.3 a) 1 ldkemedelsdirektivet. (Se EU-domstolens domar den 9 juli 2020 i mal
C-673/18, EU:C:2020:531, Santen, p. 43), den 15 januari 2015 i mé&l C-631/13,
EU:C:2015:13, Forsgren p. 23 och p. 24, och den 19 december 2024 i de férenade
malen C-119/22 och C-149/22, EU:C:2024:1039, Teva, Merck Sharp — Dohme och
Clonmel Healthcare, p. 41-46.)

I anslutning till detta kan ndmnas att det i punkten 16 1 motiveringen till forslaget till

tillaggsskyddsforordningen anges att forordningen syftar till att erbjuda berorda parter
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ett enkelt och transparent system. Vidare betonas att dokumentationen som krévs for
att bevilja ett tilliggsskydd dels ska vara begrénsad till vad som dr absolut nédvandigt
(strictly necessary) for att den granskande myndigheten ska kunna ta beslut, dels

baseras pé objektiva data som ar enkla att verifiera.

Domstolen delar Takedas uppfattning att utgangspunkten, vid bedémningen av om en
produkt utgor en aktiv ingrediens, darfor méste vara hur substansen i fraga har
definierats med avseende pa sin funktion i ldkemedlet enligt det
lakemedelsregulatoriska systemet, dvs det system som reglerar processen for
forsaljningsgodkinnande av ldkemedel — genom ldkemedelsdirektivet

(jfr. PMOD 2022:13 och PMOD 2023:8).

I fraga om vad “aktiv substans™ enligt likemedelsdirektivet innefattar kan féljande

konstateras.

Godkénnandeprocessen for ldkemedel regleras 1 lakemedelsdirektivet. I artikel 3 a)
definieras begreppet aktiv substans enligt foljande. ”Substans eller blandning av
substanser som dr avsedd att anvéndas i tillverkningen av ett likemedel och som, nir
den anvénds vid tillverkningen av ett lidkemedel, blir en aktiv substans i det lakemedlet
som dr avsett att utova farmakologisk, immunologisk eller metabolisk verkan i syfte att
aterstélla, korrigera eller modifiera fysiologiska funktioner eller att stilla en diagnos”.
En bestandsdel i ett ldkemedel som inte dr den aktiva substansen eller forpacknings-

materialet definieras i artikel 3 b) i ldkemedelsdirektivet som ett hjdlpdmne.

Enligt artikel 54 b) 1 ldkemedelsdirektivet ska ldkemedlet mirkas och i en bipacksedel

anges med en deklaration av de aktiva bestdndsdelarna.

Vidare i ladkemedelsdirektivet, bilaga 1, del 1, under Sammanfattning av
ansokningshandlarna, under A. Administrativa uppgifter regleras de uppgifter som
sokanden maste ange 1 sin ansdkan, bl.a. att det ldkemedel som ansdkan géller ska

identifieras med namn och namn pa aktiv(a) substanser. I samma bilaga, del 3,
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Toxikologiska och farmakologiska undersékningar, framgar att det ar likemedlet som

undersoks.

Slutligen kan nimnas att en sammanfattning av produktens egenskaper
(produktresumén) ska innehélla bl.a. uppgifter om art och méngd av de aktiva
substanserna. De farmakologiska uppgifterna ska ocksa uppges i sammanfattningen,

enligt vad som krévs 1 enlighet med artikel 11 1 ldkemedelsdirektivet.

Det framgéar saledes fran det regelverk som stadgas i ldkemedelsdirektivet att det ar
den aktiva substansen som é&r i ldkemedlet som dr foremal for godkédnnandeforfarandet.
Denna substans anges i produktresumén under avsnitt 2. ”Kvalitativ och kvantitativ

sammansattning”.

I forfarandet for forsdljningsgodkinnandet har de regulatoriska myndigheterna beaktat
de uppgifter som ldmnats av sokanden angdende den aktiva substansen
lisdexamfetamin vid beviljandet av forsidljningsgodkdnnandet utifran de krav som
stélls 1 direktivet gillande bl.a. kliniska prévningar avseende farmakologisk effekt. I
produktresumén for Elvanse framgar under avsnitt 2 bl.a. att kapslar om 20 mg
innehaller 20 mg lisdexamfetamindimesylat, motsvarande 5,9 mg dexamfetamin.
Lakemedlet Elvanse innehaller alltsa kapslar med foreningen lisdexamfetamin-
dimesylat. Det ar alltsa lisdexamfetamin som dr den aktiva substansen i godkdnnande-

forfarandet for lakemedlet Elvanse.

STADA har, till stod for att det dr dexamfetamin som utgor produkten 1
lisdexamfetamin, gjort gillande att oavsett om lisdexamfetamin betraktas som en egen
substans sd saknar den en egen farmakologisk, metabolisk eller immunologisk verkan
dé den terapeutiska verkan uppkommer forst efter att lisdexamfetamin hydrolyserats

till dexamfetamin.

Domstolen delar inte STADA:s uppfattning eftersom bade regelverket for

forsidljningsgodkénnande och vad unionslagstiftaren uttalat avseende den aktiva
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substansen avser den aktiva substansen i ldkemedlet och i1 den delen tas inte i

beaktande hur den aktiva substansen metaboliseras i kroppen.

STADA har dven pekat pa att det i produktresumén (avsnitt D1) anges att
lisdexamfetamin ar en prodrog och att det 4r dexamfetamin som &r likemedlets aktiva
bestandsdel samt att det 4r dexamfetamin som 4r den aktiva metaboliten av

lisdexamfetamin.

Domstolen konstaterar att Dr Lincoln Tsang i sitt rattsutlatande angett att en prodrog —
som &r ett kemiskt derivat som maste “aktiveras” av enzymatiska och/eller kemisk
transformation in vivo for att sldppa (release) den aktiva delen (moiety) — kan bedomas
vara en aktiv substans enligt EU farmaceutisk lagstiftning (EU pharmaceutical law).
Det ér enligt Dr Tsang prodrogen sjélv som dr den aktiva substansen som innefattas 1

lakemedlet, sasom det avspeglas 1 produktresumén och bipacksedeln (se p. 25).

Dr Tsang har refererat till Riktlinjer for produktresumén (A guideline on Summary of

Product Characteristics):

26. The SmPC Guideline® states at page 5/29 that: “If the active substance is an ester or
pro-drug, the quantitative composition should be stated in terms of the quantity of the
ester or pro-drug. When the active moiety is an active substance of an already approved
medicinal product, the quantitative composition should also be siated in terms of the
quantity of this active moiety”. An example is then given on the same page of the SmPC
Guideline: “75 mg of fosphenytoin is equivalent to 50 mg of phenytoin”. Thus, the
SmPC Guideline confirms that the active substance can be a prodrug, and this is distinct

from the active moiety.

Domstolen konstaterar vidare att det i ansdkningsforfarandet for forsiljnings-
godkédnnandet for Elvanse har krivts att sokanden ldmnat uppgifter om att
lisdexamfetamin ar en prodrog och att dexamfetamin dr likemedlets aktiva metabolit.
Detta dr uppgifter som sedan ska finnas i produktresumén. JAimfor avsnitt 2 i
produktresumén, dér det anges att mdngden 20 mg av lisdexamfetamindimesylat (dvs

den aktiva substansen) motsvaras av 5.9 mg dexamfetamin.
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Sammantaget, utifrin det regelverk som styr godkdnnandeforfarandet, kan domstolen
inte finna stod for STADA:s pastdende att det dr dexamfetamin som ska betraktas som
lakemedlets aktiva bestandsdel och ddrmed utgdra produkten i tilldggsskydds-

forordningens mening.

Som domstolen ovan kommit fram till ar det utifran det likemedelsregulatoriska
systemet vid de ansvariga myndigheterna som den aktiva substansen anges i de
handlingar som atfoljer forsiljningsgodkannandet, dvs det 4r den substans som varit
foremal for de provningar som krévs for ett godkdnnande. Den aktiva substansen som
anges i lakemedlet Elvanse ar lisdexamfetamin, vilken forening ocksa &r foremélet for

det beviljade tillaggsskyddet.

STADA har hirvidlag gjort géillande att &ven om lisdexamfetamin skulle betraktas som
en egen substans, framgér det att lisdexamfetamin saknar en egen farmakologisk,
metabolisk och immunologisk verkan och produkten utgors saledes av dexamfetamin.
Bolaget har med den utgdngspunkten gjort gillande att produkten i ett ldkemedel som

innehaller lisdexamfetamin, utgdrs av dexamfetamin.

Eftersom de regulatoriska myndigheterna redan har konstaterat att den aktiva
substansen &r lisdexamfetamin har de ddrmed ocksa redan tagit stédllning till att
lisdexamfetamin har en egen farmakologisk, immunologisk eller metabolisk verkan.
Det saknas ddrmed skil for domstolen att gora en fornyad provning av detta. Den

utredning som STADA &aberopat till stod for detta saknar ddrmed betydelse 1 malet.

Domstolen kommer ddrmed fram till att det &r lisdexamfetamin som 4r den aktiva
substansen i1 Elvanse och sdledes den aktiva ingrediensen” enligt artikel 1 b) 1

tillaggsskyddsforordningens mening.

Fragan dr da om den praxis som utvecklats av EU-domstolen betriaffande tolkningen av
begreppet aktiv ingrediens paverkar vad Patent- och marknadsdomstolen kommit fram

till ovan.
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STADA har sérskilt pekat pd avgorandena frdn EU-domstolen i Forsgren och Santen
samt EU-domstolens domar den 4 maj 2006 i mél C-431/04, EU:C:2020:531,
Massachusetts Institute of Technology (MIT), den 14 november 2013 i mal C-210/13,
EU:C:2013:762, Glaxosmithkline Biologicals och Glaxosmithkline Biologicals,
Niederlassung der Smithkline Beecham Pharma (GSK) och den 21 mars 2019 i mal
C-443/17, EU:C:2019:238, Abraxis Bioscience (Abraxis).

STADA har till stod for sin tolkning anfort bl.a. f6ljande.

Lisdexamfetamin bestar av den aktiva ingrediensen dexamfetamin som ar kovalent
bunden till den inaktiva ingrediensen L-lysin. Den enda aktiva ingrediensen i1 Elvanse
ar dexamfetamin. Det star klart att dexamfetamin utgor en bestandsdel av
lisdexamfetamin och att dexamfetamin ér lakemedlets aktiva bestdndsdel. Att
dexamfetamin och L-lysin &r kovalent bundna till varandra i lisdexamfetamin paverkar

inte hur bedomningen av produkten ska ske.

Det saknas stod for att betrakta lisdexamfetamin som en enda substans vid en
beddmning av vad som utgor produkten i tilldggsskyddsforordningens mening.
EU-domstolen har i flera avgoranden bedomt substanser som pa olika sitt &r
sammankopplade med andra substanser och som péaverkar de andra substansernas
medicinska verkan pa olika sétt. Den generella princip som framtrader &r att en
substans maste ha en egen medicinsk verkan for att kunna klassificeras som en aktiv
ingrediens enligt tilldggsskyddsforordningen. Denna konsekventa praxis visar att
kombinationer (eller ssammanfogningar, sammankopplingar, sammanséttningar) med
en inaktiv substans som fordndrar eller forbéttrar en aktiv ingrediens medicinska
verkan inte utgor “aktiva ingredienser” eller “produkter” i tilliggsskyddsforordningens
mening. Av EU-domstolens praxis framgar att det saknar betydelse hur den inaktiva
ingrediensen dr sammankopplad med den aktiva ingrediensen och att kombinationens
bestandsdelar miste betraktas var for sig och detta oavsett hur de har kopplats samman
i det enskilda fallet. Den aktiva ingrediensen, tillika produkten, dr dexamfetamin,

oberoende av den kovalenta bindningen till L-lysin.
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EU-domstolen har konsekvent definierat en “aktiv ingrediens” som en substans med
egen medicinsk verkan. Utredningen i malet visar att lisdexamfetamin inte har nagon
egen medicinsk verkan, detta da lisdexamfetamin inte passerar till hjarnan, dvs den
plats dar den medicinska verkan utdvas i detta fall. All farmakologisk verkan utdvas av

dexamfetamin.

Dérmed utgor inte, enligt STADA, lisdexamfetamin en aktiv ingrediens” enligt EU-
domstolens praxis och foljaktligen inte heller en ”produkt” 1 tilliggsskydds-

forordningens mening.

Patent- och marknadsdomstolen gor féljande bedomning.

Vid tolkning av rittsfall fran EU-domstolen har Hogsta domstolen i NJA 2022 s. 1051
uttalat att 1 de fall rittsfallen gar i en for enskilda patenthavare begransande riktning
talar det for forsiktighet 1 fraga om att ge dem betydelse for tvistiga fragor som inte &r
identiska med de som provats. Det bor i1 sé fall krdvas att det tidigare avgérandet
otvetydigt svarar pa de frdgor som ar aktuella” (se p. 17). I samma avgorande har
Hogsta domstolen vidare uttalat att det framstar som vanskligt att utifran mer generella
uttalanden som gors i andra rittsfall frain EU-domstolen bedoma ett fall dar
omstandigheterna (i det dér aktuella malet) 1 vissa avseenden avviker fran de som

foreldg 1 de malen (som var under prévning) (se p. 18).

Nar det giller de av STADA anforda avgdérandena fran EU-domstolen konstaterar
Patent- och marknadsdomstolen inledningsvis att omstdndigheterna i samtliga fall
skiljer sig frdn de som foreligger i det nu aktuella mélet samt att de anforda réttsfallen
gér 1 en, for de enskilda patenthavarna, begrinsande riktning. Inget av anférda
avgorandena frdn EU-domstolen ror en aktiv substans/ingrediens i form av en prodrog
och inget ror heller specifikt frigan om, som STADA gjort gillande, att den 1
lakemedlet angivna aktiva substansen (lisdexamfetaminmesylat) inte har ndgon egen

farmakologisk effekt sa att den darfor inte kan betraktas som en aktiv ingrediens.
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Under foreliggande omsténdigheter och i ljuset av vad Hogsta domstolen uttalat bor
darfor en forsiktighet anldggas i tolkningen av den nu aktuella tvistiga fragan utifran

vad EU-domstolen uttalat i de rittsfall som &beropats av STADA.

I MIT och GSK var den tvistiga fragan hur begreppet kombination av aktiva
ingredienser 1 ett lakemedel enligt artikel 1 b) i tilliggsskyddsforordningen skulle
tolkas, 1 Abraxis var frdgan for EU-domstolens provning en ny sammansittning av en
aldre aktiv ingrediens och 1 Santen en ny terapeutisk anvindning av en dldre aktiv

ingrediens.

I Abraxis rorde mélet en sammansdttning bestaende av en dldre kidnd aktiv ingrediens i
form av nanopartiklar, som var tickta av en bdrare av albumin. Patent- och
marknadsdomstolen konstaterar att i den engelska sprakversionen anvénds uttrycket
formulation, i jadmforelse med det svenska “sammanséttning”. Enligt domstolens
tolkning asyftas snarare med ”formulation” det svenska uttrycket formulering dvs hur
ett lakemedel dr formulerat, snarare dn det i den svenska sprakversionen anvdanda
”sammansittning”, som leder till en betydelse innefattande en sammanfogning (sétt
som bestdndsdelarna i en helhet hanger ihop pa). I Abraxis var det siledes

formuleringen av ingrediensen i likemedlet som var 1 fraga.

I Santen var fragan om den nya terapeutiska anvdndningen i det aberopade

forsdljningsgodkénnandet vid den nationella domstolen paverkade begreppet produkt.

Dessutom ror den nu aktuella fragan ett ldkemedel med en aktiv substans medan det 1
MIT och GSK var fridgan om den 1 de malen angivna aktiva substansen eller
ingrediensen kunde anses utgdra en kombination med en ytterligare substans och om
den da ytterligare substansen kunde betraktas som “aktiv ingrediens” i en kombination
1 enlighet med artikel 1 b) i tilliggsskyddsforordningen. I MIT var den ytterligare
substansen angiven som en barsubstans (polifeprosan) och i GSK var det frdgan om ett

adjuvans.
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Enligt Patent- och marknadsdomstolen kan dirfor inte ledning tas fran dessa
avgoranden (MIT, GSK, Abraxis och Santen) for tolkning av begreppet aktiv

ingrediens i den nu aktuella fragan.

Enligt STADA ska bedomningen av vad som dr den aktiva ingrediensen utga fran att
foreningen lisdexamfetamin ska betraktas som en kombination av den aktiva
ingrediensen dexamfetamin och den inaktiva ingrediensen L-lysin. Bolaget har till stod
for sitt pastaende anfort att ett sddant synsétt stods av bl.a. uttalandet i Forsgren
avseende att det inte dr av betydelse om en aktiv ingrediens forekommer i kovalent

bindning med andra substanser.

Domstolen konstaterar att 1 Forsgren hade sokanden, i sin ansdkan om tilliggsskydd,
angett att det var protein D som skyddet soktes for, vilket protein i ldkemedlet
Synflorix var angivet som bararsubstans och konjugerat med (kovalent bundet till) en
polysackaridantigen. Det dberopade grundpatentet avsdg skydd for protein D 1 sig och
det godkénda ldkemedlet innehdll saledes en annan ingrediens (dn den som avsags i

grundpatentet), jfr. p.7 och p.15.

I svaren pa tolkningsfragorna angav EU-domstolen under 1) att i friga om tolkningen
av bestimmelsen 1 artikel 1 b) och artikel 3 a) i tilldggsskyddsforordningen det 1
princip inte foreligger hinder for att bevilja tillaggsskydd for en aktiv ingrediens nér
”denna aktiva ingrediens har kovalenta bindningar med andra aktiva ingredienser som

ingér 1 ett ldkemedel”.

Omsténdigheterna 1 Forsgren skiljer sig 1 flera avseenden frdn de 1 det nu aktuella
maélet. I Forsgren var fraga om tilliggsskydd for ett ldkemedel Synflorix, innehédllande
tio serotyper av pneumokock-polysackarider som konjugerar med birarprotein och for
atta av dessa dr Protein D bdrarprotein. Grundpatentet rérde Protein D. Réttighets-
innehavaren hade 1 sin ansdkan om tilldggsskydd angivit att den aktiva ingrediensen
var Protein D. Den hédnskjutande domstolen ville bl.a. veta om Protein D (ett

bérarprotein), kunde betraktas som en aktiv ingrediens dven om det forekom 1 kovalent
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bindning med andra ingredienser (ett antigen). Det var i mélet klarlagt att
forsiljningsgodkédnnandet inte avsidg Protein D och att det uttryckligen angavs att
ndgot bevis inte fanns for dess egen verkan som vaccin mot Haemophilus influenzae-

bakterier.

I det nu aktuella mélet kan situationen beskrivas som den omvinda. STADA menar att
det 4r dexamfetamin som &r den aktiva ingrediensen i lisdexamfetamin, sé att den
delen av molekylen, som bolaget menar dr den aktiva delen av molekylen (dvs DEX),
ska betraktas som den aktiva ingrediensen med bortseende av den inaktiva delen
L-lysin. Vidare skiljer sig omstandigheterna i det nu aktuella malet pa sa sétt att det
ansoOkta och beviljade tillaggsskyddet avser likemedlet Elvanse innehallande den
aktiva substansen lisdexamfetamin. STADA har vidgétt att lisdexamfetamin och dess
mesylat- respektive hydrokloridsalter skyddas av grundpatentet enligt artikel 3 a) 1
tillaggsskyddsforordningen.

Svaret pé tolkningsfragorna i1 Forsgren under 1) kan anses ge ledning for en
beddmning av en situation nér en aktiv ingrediens forekommer med andra aktiva
ingredienser i ett likemedel och EU-domstolen har uttalat att om dessa dr forenade
med en kovalent bindning hindrar bestimmelsen 1 artikel 3 a), last tillsammans med
artikel 1 b), 1 princip inte ett beviljande av tilliggsskydd. Som EU-domstolen har
uttalat svaret pa fradgan avses omstandigheter som ror tva aktiva ingredienser 1 ett

lakemedel som foreligger tillsammans med en kovalent bindning.

Det som EU-domstolen har uttalat om nérvaron av en kovalent bindning mellan tva
aktiva ingredienser kan inte, enligt Patent- och marknadsdomstolen, utstriackas till att
som 1 nu aktuell fraga, leda till slutsatsen att dexamfetamin ska ses som den aktiva
ingrediensen i lisdexamfetamin, nir dexamfetamin &r bunden med en kovalent

bindning till den inaktiva aminosyran L-lysin.

EU-domstolen gav i sitt ndsta svar under 2) andra stycket i Forsgren ledning for

tolkning av artikel 1 b), i friga om ett bararprotein som &r konjugerat med en
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polysackaridantigen genom en kovalent bindning. Patent- och marknadsdomstolen
konstaterar att EU-domstolen i svaren pa tolkningsfragan avseende artikel 1 b) under
2) uttryckligen hénvisar till de omstandigheterna som var for handen i det nationella

malet.

Eftersom omstandigheterna i Forsgren skiljer sig fran omstandigheterna i nu aktuellt
mal kan inte ledning tas frdn vad som uttalats dar. Enligt domstolen kan dérfor inte
heller Forsgren ge ledning till hur den nu aktuella tvistiga fragan, dvs vad som utgor

den “aktiva ingrediensen”, ska besvaras.

Sammantaget finner Patent -och marknadsdomstolen inte ndgot stod 1 EU-domstolens
praxis for att molekylen lisdexamfetamin ska betraktas som en molekyl bestdende av

de tvé bestdndsdelarna dexamfetamin och L-lysin, som STADA har gjort gillande.

Som domstolen ovan kommit fram till &r det utifrén det ldkemedelsregulatoriska
systemet som den aktiva substansen anges 1 de handlingar som atfoljer
forsdljningsgodkannandet, dvs det dr den substans som varit foremal for de provningar
och utredning som krévs for ett godkédnnande. Den aktiva substansen, som anges i
lakemedlet Elvanse, dr alltsa lisdexamfetamin. Lisdexamfetamin ar foremalet for det
beviljade tillaggsskyddet. STADA har ocksé vidgatt att tilliggsskyddet omfattar
lisdexamfetamin. Av detta foljer att lisdexamfetamin ar ”produkten” i den mening som

avses 1 artikel 1 b) i tilldggsskyddsforordningen.

Sammanfattande slutsatser

Patent- och marknadsdomstolen har kommit fram till att det 4r lisdexamfetamin som ar
den aktiva ingrediensen i Elvanse och saledes ’produkten” i tilliggsskydds-
forordningens mening. Denna slutsats stdds enligt domstolens beddmning dels av
regelverket kring processen for ett forséljningsgodkénnande av likemedel, dels av vad
unionslagstiftaren har uttryckt i motiveringen till forslaget till tilliggsskydds-

forordningen. Denna slutsats motségs inte heller av den praxis som utvecklats vid EU-
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domstolen, i fraga om hur begreppen aktiv ingrediens och produkt i artikel 1 b) 1
tillaggsskyddsforordningen ska tolkas.

Eftersom STADA inte lyckats visa att den aktiva ingrediensen i Elvanse, och dédrmed
aven produkten, i tilliggsskyddsforordningens mening, dr dexamfetamin ska STADA:s

talan redan av det skélet ogillas.

Rittegangskostnader
Allmdnna utgangspunkter for prévningen

Takeda har vunnit framgang i mélet och ar darfor enligt 18 kap. 1 § rittegangsbalken
berattigat till ersédttning for sina rittegdngskostnader. Enligt 18 kap. 8 § réittegdngs-
balken ska ersdttning for rattegdngskostnad fullt ut motsvara kostnaden for
rattegdngens forberedande och talans utforande jamte arvode till ombud eller bitrade,
savitt kostnaden skiligen varit pakallad for tillvaratagande av partens rétt. Enligt
samma bestimmelse ska ersittning ocksa utgé for partens arbete och tidsspillan i

anledning av rittegangen.

Erséttning for ombudsarvode ska bestimmas med hinsyn till bl.a. mélets beskaffenhet
och omfattning samt till den omsorg och skicklighet med vilket arbetet utforts. Dérvid
kan dven beaktas sddana omstindigheter som tvisteforemaélets virde och den betydelse
som malets utgdng kan ha for parten. For en domstol, dven for den vari kostnaderna
uppstatt, kan det vara svart att med storre grad av sidkerhet avgora den ndrmare
omfattningen av det arbete som malet krivt for ombud och part. Det kan dirfor finnas
anledning for en domstol att godta erséttningsyrkanden, trots att mojlighet saknas att

helt 6verblicka det arbete som malet har pakallat (jfr. NJA 1997 s. 854).

Domstolen konstaterar att malet, som inleddes den 31 oktober 2023, far anses vara av
stor betydelse for Takeda di den svenska marknaden, enligt utredningen i malet, &r den
storsta marknaden 1 Europa for forséljning av Elvanse. Frdgorna i mélet har varit

komplicerade. Fem manader in i forberedelsen framstéllde STADA ett
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faststdllelseyrkande i andra hand till sitt ursprungsyrkande samt ett antal nya
omsténdigheter, vilket medforde avvisningsfragor samt en provning av dessa. Takeda
har ddrmed haft anledning att ligga ned ett omfattande arbete pd mélet, inbegripet
arbete med avvisningsfridgan. Domstolen anser 4nda att vissa av Takedas
kostnadsyrkanden som &r hanforliga till framfor allt arbete av utlindska ombud inte dr

skéliga for tillvaratagande av Takedas ritt vilket kommer att redovisas nedan.

Takeda har yrkat ersittning med 915 236 EUR, 502 182 GBP, 25 291 USD och
87 132 kr. Forutom kostnadsposterna for Takedas ombuds utlidgg, tolkarvodena samt
ett visst belopp av de totala kostnaderna for expertvittnena har STADA bestritt

kostnadsposterna eller dverldmnat till domstolen att prova skéligheten av desamma.

Ombudsarvode med vissa utldgg

Takeda har 1 ombudsarvode begirt ersiattning med 818 010 EUR varav 44 720 EUR ér
hanforligt till arbete med avvisningsfrdgorna. Ersdttning for utldgg for ombuden har
yrkats med 13 104 EUR. STADA har vitsordat kostnadsyrkandet for Takedas utligg
hanforliga till ombuden, varfor det ska bifallas. STADA har bestritt Takedas
kostnadsyrkande for arbete hdanforligt till avvisningsfragorna sasom for sent framstallt
eftersom domstolen fattat slutligt beslut 1 avvisningsfragorna. I 6vrigt har STADA
overlamnat till domstolen att bedoma skéligheten av yrkandet avseende

ombudsarvode.

Domstolen konstaterar att Takeda har framstéllt sina kostnadsyrkanden, dven de
avseende arbete med avvisningsfragan, vid huvudforhandlingens slut, dvs innan
handlédggningen avslutades. Domstolen finner att Takeda ddrmed har ritt att fa
kostnadsyrkandet avseende avvisningsfridgan provat av domstolen nir nu domstolen
avgor malet slutligt. (Jfr. 18 kap. 14 § rattegdngsbalken och NJA 2016:87. Takeda har
representerats av tre advokater och en bitrddande jurist. Mot bakgrund av vad som
redovisats inledningsvis bedomer domstolen att Takedas yrkande avseende

ombudsarvode ir skiligt och ska bifallas.
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Tekniskt bitrdde och utlindskt ombud med vissa utligg

Takeda har yrkat ersittning for tekniskt bitrdde med 145 188 GBP och for utldndskt
ombud med 294 776 GBP. Ersittningen for utligg hinforliga till dessa har yrkats med
61 533 GBP. STADA har vitsordat ett belopp om 2 500 GBP for utligg for ett tekniskt
bitrdde. I 6vrigt har STADA bestritt kostnadsyrkandet avseende utlindskt ombud samt
utligg for dessa, inklusive kostnadsposterna for réttsutlaitanden. STADA har vidare
overldmnat till domstolen att bedoma skéligheten av kostnadsyrkandet avseende

nedlagt arbete av tekniskt bitrdde.

Domstolen godtar att Takeda har haft behov av tekniskt bitrdde fore och under
rattegdngen och didrmed kostnader for detta. Domstolen godtar ocksé kostnaderna for
rattsutlatandena. Diaremot anser domstolen att kostnader hdanforliga till de utlindska
ombuden, vilka dr tre till antalet, inte varit skéligen pékallade for tillvaratagande av
Takedas rétt med annat én ett lagt belopp, sérskilt med hénsyn tagen till det godtagna
ombudsarvodet for de fyra ombuden 1 Sverige. I det godtagna beloppet inryms
kostnader hdnforliga till genomgangar och avstimningar med de utlindska ombuden.
Vid en samlad bedomning finner domstolen att en skélig erséttning for utlindskt
ombud dr 50 000 GBP samt utldgg for utlindska ombud och tekniskt bitrade ar

54 033 GBP (utligg for de godtagna rittsutldtandena samt de av STADA vitsordade
2 500 GBP for utldgg for tekniskt bitrade).

Erséttningen for tekniskt bitrdde bestdms till det yrkade, 145 188 GBP, for utlaindskt
ombud till 50 000 GBP och for utldgg for tekniskt bitrdde och ombud till 54 033 GBP.

Arvode tolkar

Takeda har begirt ersittning for arvode till tolkar med 47 500 kr vilket STADA har

vitsordat. Takeda ska dérfor tillerkdnnas denna erséttning.
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Arvode och kostnader héinforliga till expertvittnen

Takeda har begirt ersittning for arvode for tva expertvittnen med 29 938 EUR och
25 148 USD samt kostnader for dessa med 4 186 EUR, 686 GBP och 143 USD.
Rorande erséttning for arvode till expertvittnena har STADA vitsordat ett belopp om

sammanlagt 18 688 EUR. Vidare har STADA vitsordat expertvittnenas kostnader.

Domstolen bedomer att Takeda har haft skél att aberopa bevisningen och att kostnaden

for savil arvode som kostnader framstar som skalig.

Eget arbete och kostnader

Takeda har begért ersittning for eget arbete med 50 000 EUR och for egna kostnader
med 39 632 kr. Ersittning for eget arbete avser kostnader hanforliga till Olaf Wrobels
(Associated Director of Patents) och Bernd Kratzers (Vice President Intellectual
Property) arbete med bl.a. genomgang av inlagor, diskussioner om motpartens
yttranden, tillhandahallande av information och 6verviaganden, avstimningar och
moten med ombud och experter samt nirvaro och forberedelse vid huvudférhandling.
Kostnader for utldgg avser bl.a. resekostnader och hotell. STADA har bestritt

kostnaderna.

Domstolen godtar att Takeda behovt ldgga ned eget arbete pa mélet och att Olaf
Wrobels och Bernd Kratzer behovt instélla sig till huvudforhandlingen. Med hdnsyn
tagen till de godtagna beloppen for ombudsarvode enligt ovan, samt till de redovisade
avstdimningar mellan ombuden, bitrddena och Takeda, anser domstolen att en skilig
ersittning for eget arbete dr 25 000 EUR. Takedas egna kostnader framstar som
skéliga.

Erséttningen for eget arbete och kostnader bestdms dérfor till sammanlagt 25 000 EUR
och 39 632 kr.
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Sammanfattning avseende rittegangskostnader

Av de foregédende bedomningarna domstolen gjort rorande den av Takeda yrkade
ersittningen foljer att STADA ska betala 890 237 EUR, 249 907 GBP, 25 291 USD
och 87 132 kr till Takeda. P& beloppen ska utga ranta enligt 6 § rintelagen fran dagen

for denna dom till dess betalning sker.
HUR MAN OVERKLAGAR, se bilaga 1 (PMD-02)
Overklagande, stillt till Patent- och marknadséverdomstolen, ska ha kommit in till

Patent- och marknadsdomstolen senast den 11 februari 2025. Det kravs

provningstillstand.

Ylva Aversten Josefin Park Anna Hedberg

I avgorandet har dven f.d. patentrddet Yvonne Siosteen deltagit som teknisk ledamot.
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Hur man overklagar

Dom i tvistemal, Patent- och marknadsdomstolen PMD-02

Vill du att domen ska dndras i ndagon del kan
du 6verklaga. Hir far du veta hur det gar till.

Overklaga skriftligt inom 3 veckor

Ditt 6verklagande ska ha kommit in till
domstolen inom 3 veckor frin domens datum.
Sista datum for Overklagande finns pa sista
sidan 1 domen.

Overklaga efter att motparten overklagat

Om ena parten har 6verklagat 1 ritt tid, har den
andra parten ocksa ritt att 6verklaga dven om
tiden har gatt ut. Det kallas att anslutnings-
overklaga.

En part kan anslutningsoverklaga inom en
extra vecka fran det att 6verklagandetiden har
gatt ut. Ett anslutningséverklagande maste
alltsa komma in inom 4 veckor frin domens
datum.

Ett anslutningsoverklagande upphor att gilla
om det forsta 6verklagandet dras tillbaka eller
av nagot annat skil inte gar vidare.

Sa har gor du

1. Skriv Patent- och marknadsdomstolens
namn och malnummet.

2. Forklara varfor du tycker att domen ska
indras. Tala om vilken dndring du vill ha
och varfér du tycker att Patent- och
marknadsoéverdomstolen ska ta upp ditt
overklagande (Iis mer om prévnings-
tillstand lingre ner).

3. Tala om vilka bevis du vill hanvisa till.
Forklara vad du vill visa med varje bevis.
Skicka med skriftliga bevis som inte redan
finns 1 malet.

Det dr inte sakert att du kan ligga fram nya
bevis. Vill du gora det ska du férklara varfor
du inte lagt fram bevisen tidigare.

Vill du ha nya f6rh6r med nagon som redan
forhorts eller en ny syn (till exempel besok
pa en plats), ska du beritta det och forklara
varfor.

Tala ocksa om ifall du vill att motparten ska
komma personligen vid en huvudférhand-
ling.

4. Limna namn och personnummer eller
organisationsnummer.

Limna aktuella och fullstindiga uppgifter
om var domstolen kan na dig: postadresser,
e-postadresser och telefonnummer.

Om du har ett ombud, lamna ocksi ombud-
ets kontaktuppgifter.

5. Skriv under 6verklagandet sjalv eller lat ditt
ombud gora det.

6. Skicka eller limna in 6verklagandet till
Patent- och marknadsdomstolen. Du hittar
adressen i domen.

Vad hander sedan?

Patent- och marknadsdomstolen kontrollerar
att 6verklagandet kommit in i ritt tid. Har det
kommit in for sent avvisar domstolen Gvet-
klagandet. Det innebir att domen giller.
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Om overklagandet kommit in i tid, skickar
domstolen 6verklagandet och alla handlingar
1 malet vidare till Patent- och marknads-
6verdomstolen.

Har du tidigare fatt brev genom férenklad
delgivning, kan dven Patent- och marknads-
overdomstolen skicka brev pa detta sitt.

Provningstillstand i Patent- och marknads-
overdomstolen

Nir 6verklagandet kommer in till Patent- och
marknadséverdomstolen tar domstolen forst
stallning till om malet ska tas upp till prévning.

Patent- och marknadséverdomstolen ger
provningstillstand i fyra olika fall.

e Domstolen bedomer att det finns anledning
att tvivla pa att Patent- och marknads-
domstolen domt ratt.

e Domstolen anser att det inte gir att bedoma
om Patent- och marknadsdomstolen har
domt ritt utan att ta upp malet.

e Domstolen behover ta upp malet for att ge
andra domstolar vigledning i ritts-
tillimpningen.

¢ Domstolen bedomer att det finns synnerliga
skal att ta upp malet av nagon annan
anledning.

Om du znte tar prévningstillstaind giller den
overklagade domen. Dirfor ér det viktigt att 1
overklagandet ta med allt du vill f6ra fram.

Vill du veta mer?

Ta kontakt med Patent- och marknads-
domstolen om du har fragor. Adress och
telefonnummer finns pa forsta sidan i domen.

Mer information finns pa www.domstol.se.
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PARTIES

Applicant

1. STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel

Germany

2. STADA Nordic ApS
Marielundvej 46 A
2730 Herlev

Denmark

Representatives for 1 and 2: Attorneys Martin Levinsohn and Jenny Blomqvist and
LL.B. Johanna Henningsson

c/o Setterwalls Advokatbyra

Box 4501

203 20 Malmé

Respondent

Takeda Pharmaceuticals U.S.A. Inc.
95 Hayden Avenue

Lexington, MA 02421

USA

Representatives: Attorneys Hdkan Borgenhill, Malin Malm Waerme and Arvid
Axelryd and trainee attorney Alva Skott

Advokatfirman Vinge KB

Box 1703

111 87 Stockholm

JUDGMENT

1. The Patent and Market Court dismisses the lawsuit of STADA Arzneimittel AG

and STADA Nordic ApS.
Doc.Id 2996886
Postal address Visiting address Telephone Fax Office hours
Box 8307 City Hall, 08- 561 654 70 Monday — Friday
104 20 Stockholm Scheelegatan 7 Email: stockholms.tingsratt@dom.se 8:00 a.m. — 4:00 p.m.

www.stockholmstingsratt.se
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2. The Patent and Market Court orders STADA Arzneimitte]l AG and STADA Nordic
ApS to jointly and severally compensate Takeda Pharmaceuticals U.S.A. Inc. for its

legal costs of

- EUR 890,237, of which EUR 818,010 relate to attorney's fees,

- GBP 249,907, of which GBP 195,188 relate to technical assistance and foreign
representative,

- USD 25,291, and

- SEK 87,132

plus interest according to Section 6 of the Interest Act (1975:635) from this date until

payment is made.
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BACKGROUND

Takeda Pharmaceuticals U.S.A. Inc. (Takeda) is the American branch of the Takeda
Group and is a global biopharmaceutical company. Takeda held a European patent, EP

1 644 019 B2 (Basic Patent), which expired on June 1, 2024.

Following its application on December 4, 2013, Takeda has been granted a
supplementary protection certificate with application number 1390058-4
(Supplementary Protection Certificate). The Supplementary Protection Certificate was
granted on June 5, 2014 and entered into force on June 2, 2024 after the validity period
of the Basic Patent expired. The Supplementary Protection Certificate concerns
prodrug lisdexamfetamine (L-lysine-d-amphetamine) optionally in the form of a

pharmaceutically acceptable salt, especially a mesylate salt.

The Supplementary Protection Certificate was granted on the basis of the marketing
authorization for Elvanse in Sweden, SE 47382-47384 (SE-Elvanse Authorization) and
the marketing authorization for Elvanse in the UK, GB PL 08081/0052-0001 (the
Elvanse authorization).

The validity period of the Supplementary Protection Certificate is up to and including

January 31, 2028. Takeda sells lisdexamfetamine under the trade name Elvanse.

STADA Arzneimittel AG and STADA Nordic Aps (STADA) are part of the global
STADA Group, which primarily manufactures and distributes generic pharmaceuticals.
On October 31, 2023, STADA filed an action for invalidity regarding Takeda's
Supplementary Protection Certificate.

MOTIONS AND POSITION

STADA has requested that the Patent and Market Court declare the Supplementary

Protection Certificate invalid.

Takeda has contested the claim.

The parties have requested compensation for their legal costs.
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REASONS
STADA

According to Regulation (EC) No 469/2009 of the European Parliament and of the Council
of 6 May 2009 concerning the supplementary protection certificate for medicinal products
(Supplementary Protection Regulation), the product is dexamfetamine and not

lisdexamfetamine.

The supplementary protection refers to lisdexamfetamine, which consists of the active
substance dexamfetamine and the amino acid L-lysine. Neither lisdexamfetamine nor L-
lysine has any pharmacological, metabolic, or immunological action of its own. The only
active ingredient of lisdexamfetamine is dexamfetamine. Dexamfetamine has no metabolic
or immunological effect. Its pharmacological action is not altered by lisdexamfetamine.

The product according to the Supplementary Protection Regulation is thus dexamfetamine.

Since the product within the meaning of the Supplementary Protection Regulation is
dexamfetamine and not lisdexamfetamine, the Supplementary Protection Certificate is
invalid on the grounds that it was granted in breach of Articles 2, 3(a), 3(d) and 13 of the

Supplementary Protection Regulation in the manner set out below.

The Supplementary Protection Certificate has been granted in violation of Article 2 of the
Supplementary Protection Regulation; on the one hand, because dexamfetamine had been
previously marketed, and, on the other hand, because dexamfetamine was not protected by
a patent within the meaning of Article 2 when the Supplementary Protection Certificate
was granted. Each of these circumstances individually means that the product
dexamfetamine is not covered by the scope of the Supplementary Protection Regulation
and thus cannot become subject of a supplementary protection certificate. Dexamfetamine
has been marketed in Sweden as a medicinal product since at least the 1930s. During the
1930s—1960s, a number of marketing authorizations were issued for dexamfetamine under
the trade names Sympametin, Fenedrin, Pafazedrin, and Dextenal. Dexamfetamine has also
been marketed as a licensed medicinal product in Sweden since at least 2000 under the
trade name Metamina. The previous marketing of dexamfetamine in Sweden, among
others, has not been preceded by an administrative authorization procedure as referred to in

Article 2 of the Supplementary Protection Regulation, since the marketed medicinal
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products have not received authorizations in accordance with Directive 2001/83/EC of the
European Parliament and of the Council of 6 November 2001 on the Community code
relating to medicinal products for human use (Medicinal Products Directive). The
Supplementary Protection Certificate has therefore been granted in violation of Article 2

and is invalid.

The Supplementary Protection Certificate contradicts Article 3(a) of the Supplementary
Protection Regulation because the active ingredient dexamfetamine is not protected by the
Basic Patent. The Basic Patent protects lisdexamfetamine and its mesylate and
hydrochloride salts. The active ingredient dexamfetamine, also the product according to the
Supplementary Protection Regulation, is not protected by the Basic Patent. Therefore, the
Supplementary Protection Certificate has been issued in violation of Article 3(a) and is

invalid according to Article 15(1) of the Supplementary Protection Regulation.

The Supplementary Protection Certificate contradicts Article 3(d) of the Supplementary
Protection Regulation because neither the SE-Elvanse Authorization nor the Elvanse
authorization was the first authorization for the marketing of the product, i.e.
dexamfetamine. The application for supplementary protection certificate was granted with
reference to the authorization for Elvanse as the first authorization for the sale of the
product as a medicinal product in the EEA area. This marketing authorization was granted
on February 1, 2013. The supplementary protection certificate application further stated
that the SE-Elvanse Authorization was the first authorization for sale as a medicinal
product in Sweden. This marketing authorization was granted on 22 July 2013. However,
authorization for marketing of the active ingredient dexamfetamine, as well as the product,
within the EEA has previously been granted through the marketing authorization on 6 June
2008 with authorization number PL 00289/2278, (Teva Authorization), and the marketing
authorization on 8 June 2011 with authorization number 74643.00.00 (Medice
Authorization). Consequently, neither the SE-Elvanse Authorization nor the Elvanse
authorization constituted the first authorization for the marketing of the product, i.e.
dexamfetamine, within the meaning of Article 3(d) of the Supplementary Protection
Regulation. The Supplementary Protection Certificate has been announced in violation of
Article 3(d) and is invalid according to Article 15(1) of the Supplementary Protection

Regulation.
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If the court believes that any of the older Swedish marketing authorizations for
dexamfetamine meet the requirements under Article 2 of the Supplementary Protection
Regulation, this older Swedish marketing authorization for dexamfetamine constitutes the
first authorization for marketing the product dexamfetamine as a medicinal product under
Article 3(d). The Supplementary Protection Certificate has been granted in violation of the
provision in Article 3(d) and is invalid according to Article 15(1) of the Supplementary

Protection Regulation.

The Supplementary Protection Certificate violates Article 13 of the Supplementary
Protection Regulation because the actual validity period is negative and exceeds six
months, for which there is no legal basis. According to Article 13, the term of validity of
the Supplementary Protection Certificate shall be calculated on the basis of the time
elapsed from the date of application for the Basic Patent (June 1, 2004) and the date of the
first marketing authorization for the product in the Community, less five years. The
product, dexamfetamine, was granted marketing authorization in the Community at least as
early as June 6, 2008 by the Teva Authorization. Based on the Teva Authorization, the
validity period of the Supplementary Protection Certificate is negative, and the negative
validity period equals to approximately one year. There is no legal basis for granting
supplementary protection certificates with a negative validity period longer than six
months. A supplementary protection certificate with a negative validity period exceeding
six months cannot become valid even after a hypothetical extension and must therefore be
declared invalid. The assessment will be the same if the court (incorrectly) assesses that

one of the older Swedish authorizations constitutes the first authorization.
Takeda

The Supplementary Protection Certificate was granted in accordance with Article 3 of the
Supplementary Protection Regulation. The product referred to in Article 1(b) of the
Supplementary Protection Regulation is lisdexamfetamine. The Supplementary Protection
Certificate concerns the product lisdexamfetamine optionally in the form of a

pharmaceutically acceptable salt, especially a mesylate salt.

The product is protected by the Basic Patent and the Supplementary Protection Certificate

has been granted in accordance with Article 3(a) of the Supplementary Protection
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Regulation. The marketing authorization for a product referred to in Article 3(d) with
reference to Article 3(b) of the Supplementary Protection Regulation is the first marketing
authorization for the product in the Member State where the Supplementary Protection
Certificate is applied for. The first marketing authorization issued to market the product
lisdexamfetamine as a medicinal product in Sweden is the SE-Elvanse Authorization,
which was granted on July 22, 2013. The Supplementary Protection Certificate has been
granted based on the SE-Elvanse Authorization. The Supplementary Protection Certificate
was thus granted in accordance with Article 3(d) of the Supplementary Protection

Regulation.

Lisdexamfetamine has not been marketed in Sweden before the SE-Elvanse Authorization
(or anywhere in the EEA before the medicinal product Elvanse was approved in the UK).
The product, i.e., lisdexamfetamine, falls within the scope of the Supplementary Protection

Regulation as set out in Article 2.

Article 13 of the Supplementary Protection Regulation is not a ground for invalidity. An
incorrect calculation of the term of validity of the Supplementary Protection Certificate
cannot result in the Supplementary Protection Certificate being declared invalid under
Article 15 of the Supplementary Protection Regulation. However, the validity period of the
Supplementary Protection Certificate has been correctly calculated on the basis of the
authorization of the medicinal product Elvanse in the United Kingdom, as this is the first

authorization in the Community for the product lisdexamfetamine.

FURTHER STATEMENTS

The parties have invoked and referred to written submissions (see case exhibits 151 and

165).

INVESTIGATION

At STADA's request, a witness examination was held with Prof. Lorenz Meinel, who was
heard as an expert witness of the party. At Takeda's request, witness examinations with
Prof. Christoph U. Corell and Prof. Bernd Clement were held, both of whom have been
heard as expert witnesses of the party. The parties have relied on extensive written

evidence.
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GROUNDS FOR THE DECISION
Introduction
Examination procedure

STADA has claimed that the Supplementary Protection Certificate was granted in violation
of Articles 2, 3(a) and 3(d) of the Supplementary Protection Regulation and is therefore
invalid. STADA has further stated that the validity period of the Supplementary Protection
Certificate has been incorrectly calculated and that the Supplementary Protection

Certificate is also invalid for this reason (Article 13).

All grounds for invalidity that STADA has put forward are based on the fact that the
“product” according to Article 1(b) of the Supplementary Protection Regulation is

dexamphetamine and not lisdexamphetamine.

Article 1(b) of the Supplementary Protection Regulation states that the term "product"
refers to "the active ingredient or combination of active ingredients of a medicinal

product.”

In this case, the parties agree that it is not about a combination of active ingredients of a
medicinal product. The first thing the court has to consider is what constitutes the active
ingredient in the medicinal product, i.e. in Elvanse, within the meaning of the
Supplementary Protection Regulation. The court notes here that it is STADA that has to
show that the active ingredient is dexamfetamine and not lisdexamfetamine. If the court
finds that STADA has not succeeded in demonstrating this and concludes that the active
ingredient in Elvanse, and thus also the product, is lisdexamfetamine, STADA's claim

cannot be upheld for that reason alone.

If STADA succeeds in showing that the active ingredient in Elvanse — and thus the product
— is dexamfetamine, there is reason for the court to proceed and examine whether the
Supplementary Protection Certificate is invalid according to any of the grounds stated by
STADA. In this context, Takeda has admitted that if the product is to be considered
dexamphetamine, the Supplementary Protection Certificate is invalid under Article 15(a)
of the Supplementary Protection Regulation because dexamphetamine is not protected by

the Basic Patent; see Article 3(a) of the Regulation.
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Basic Patent

The description of the Basic Patent reveals, among other things, the following.
Amphetamine has long been used to treat disorders such as ADHD. One problem with the
use of amphetamines is the abuse problem associated with its use. The invention relates to
certain amphetamine conjugates, with reduced risk of abuse, which reduce the euphoric
effect while maintaining therapeutically effective blood concentrations after oral

administration.

Claim 1 of the Basic Patent relates to the compound L-lysine-d-amphetamine. The Basic

Patent thus protects lisdexamfetamine.

Concepts and expressions

The marketing authorization for Elvanse in Sweden includes several annexes, including the
summary of product characteristics. It lists the compound “lisdexamfetamine dimesylate”
in Section 2. Qualitative and quantitative composition. In this context, the salt form itself

is not important, i.e. "dimesylate", and the compound is referred to below without its salt.

The terms L-lysine-d-amphetamine and lisdexamfetamine refer to the same molecule
(hereinafter lisdexamfetamine or LDX). Correspondingly, “d-amphetamine” and
“dexamphetamine” are two different names for the same molecule (hereinafter

dexamphetamine or DEX).

The chemical structures of the compounds lisdexamfetamine and dexamfetamine have
been illustrated by Prof. Sir Robin Jacob (Sir Jacob) in his legal opinion in Fig. 1. A red
arrow is inserted starting from one of the bonds in the LDX molecule, and it is stated there

that this is a covalent bond.
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Figure 1: A structurally distinct drug
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The court notes in this context that a chemical bond is an attractive force between atoms
that allows them to bind to each other, for example, through a covalent bond. A covalent
bond is formed when two or more atoms share one or more electron pairs and form a
molecule. Sir Jacob also mentions as a comparison the two molecules of water (two
hydrogen atoms covalently bonded to one oxygen atom) and carbon dioxide (one carbon

atom covalently bonded to two oxygen atoms); see p. 5 of his legal opinion.

The question of what constitutes the active ingredient in Elvanse and thus is the
product within the meaning of Article 1(b) of the Supplementary Protection

Regulation.

STADA has argued that the concept of active ingredient has a special meaning under the
Supplementary Protection Regulation that is independent of how the corresponding
concept is understood according to the regulatory framework. According to STADA, it is
of less regulatory importance whether a substance has its own medical effect, while when
assessing what constitutes the active ingredient according to the Supplementary Protection

Regulation, it is of decisive importance that the substance has its own medical effect.

Takeda has countered this by stating that the company does not claim that the regulatory
framework is binding in all respects, but that it is obvious that CJEU, within the framework
of the supplementary protection product framework, takes the regulatory framework into
account, particularly when assessing "active ingredient". According to the company, when

assessing whether a product constitutes an active ingredient, the starting point must be how
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the substance has been categorized according to the regulatory framework.

The Patent and Market Court makes the following assessment.

The explanatory memorandum to the draft of the Supplementary Protection Regulation
states that, with reference to the fact that the Supplementary Protection Regulation lies at
the interface between the patent system and the pharmaceutical regulatory system, the
Union legislator has chosen the concept of product as a common denominator between the
two systems. The draft states that the term “active” has been added to “substance” to
include the concept of an “active ingredient” or “active substance” used in patent law. (See
Commission of the European Communities COM [90] 101 final — Syn 255, 11 April 1990,
- Explanatory Memorandum, p. 28.)

Article 1(b) of the Supplementary Protection Regulation states that the term "product”
refers to "the active ingredient or combination of active ingredients of a medicinal

product." However, the term active ingredient is not defined in the regulation.

CJEU has stated in that regard that it is clear from Article 1(b) in conjunction with Article
4 of the Regulation that the concept of product, for the purposes of the Regulation, refers to
the active ingredient or combination of active ingredients of a medicinal product. The case
law of the CJEU further shows that the concept of active ingredient within the meaning of
the Supplementary Protection Regulation should be understood in the same way as the
definition of “active substance” in Article 1(3)(a) of the Medicinal Products Directive. (See
CJEU judgments 9 July 2020 in case C-673/18, EU:C:2020:531, Santen, Clause 43), of 15
January 2015 in Case C-631/13, EU:C:2015:13, Forsgren Clause 23 and Clause 24, and of
19 December 2024 in joined cases C-119/22 and C-149/22, EU:C:2024:1039, Teva, Merck
Sharp — Dohme and Clonmel Healthcare, Clause 41-46.)

In connection with this, it can be mentioned that point 16 of the explanatory memorandum
to the draft of the Supplementary Protection Regulation states that the regulation aims to
offer interested parties a simple and transparent system. It is further emphasized that the

documentation required to grant a supplementary protection certificate should be limited to
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what is strictly necessary for the examining authority to be able to make a decision, and

should be based on objective data that is easy to verify.

The Court shares Takeda's view that the starting point, when assessing whether a product
constitutes an active ingredient, must therefore be how the substance in question has been
defined with regard to its function in the medicinal product according to the medicinal
product regulatory system, i.e. the system that regulates the process of marketing
authorization of medicinal products — through the Medicinal Products Directive (cf. Patent

and Market Court of Appeal(PMOD) 2022:13 and PMOD 2023:8).

Regarding what "active substance" according to the Medicinal Products Directive includes,

the following can be stated.

The authorization process for medicines is regulated in the Medicinal Products Directive.
Article 3(a) defines the term active substance as follows: “A substance or combination of
substances intended to be used in the manufacture of a medicinal product and which, when
used in the manufacture of a medicinal product, becomes an active substance in that
medicinal product intended to exert a pharmacological, immunological or metabolic action
in order to restore, correct or modify physiological functions or to make a diagnosis.”. An
ingredient of a medicinal product that is not the active substance or the packaging material

is defined in Article 3(b) of the Medicinal Products Directive as an excipient.

According to Article 54(b) of the Medicinal Products Directive, the medicinal product

must be labeled and listed in a package leaflet with a declaration of the active ingredients.

Furthermore, the Medicinal Products Directive, Annex I, Part 1, under Summary of the
dossier, under A, Administrative data, governs the information that the applicant must
provide in their application is regulated, including that the medicinal product which is the
subject of the application shall be identified by name and name of active substance(s). In
the same annex, part 3, Toxicological and pharmacological tests, it is stated that it is the

medicinal product that is being investigated.
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Finally, it can be mentioned that a summary of the product characteristics (SPC) must
contain, among other things, information about the nature and quantity of the active
substances. The pharmacological data shall also be provided in the summary, as required

by Article 11 of the Medicinal Products Directive.

It is thus clear from the regulations laid down in the Medicinal Products Directive that it is
the active substance contained in the medicinal product that is subject to the authorization
procedure. This substance is listed in the SPC under Clause 2, “Qualitative and quantitative

composition”.

In the marketing authorization procedure, the regulatory authorities have taken into
account the information provided by the applicant regarding the active substance
lisdexamfetamine when granting the marketing authorization based on the requirements set
out in the directive regarding, among other things, clinical trials regarding pharmacological
effect. The SPC for Elvanse states in section 2, among other things, that 20 mg capsules
contain 20 mg lisdexamfetamine dimesylate, corresponding to 5.9 mg dexamfetamine.
Therefore, the medicinal product Elvanse contains capsules with the compound
lisdexamfetamine dimesylate. It is therefore lisdexamfetamine that is the active substance

in the authorization process for the medicinal product Elvanse.

In support of the claim that dexamphetamine constitutes the product in lisdexamfetamine,
STADA has argued that regardless of whether lisdexamfetamine is considered a separate
substance, it lacks its own pharmacological, metabolic or immunological effect as the
therapeutic effect only arises after lisdexamfetamine has been hydrolyzed to

dexamfetamine.

The court does not share STADA's view because both the regulations for marketing
authorization and what the EU legislator has stated regarding the active substance refer to
the active substance in the medicinal product and in that regard, no account is taken of

how the active substance is metabolized in the body.
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STADA has also pointed out that the SPC (section D1) states that lisdexamfetamine is a
prodrug and that dexamfetamine is the active ingredient of the drug, and that

dexamfetamine is the active metabolite of lisdexamfetamine.

The Court notes that Dr Lincoln Tsang stated in his legal opinion that a prodrug — which is
a chemical derivative that must be “activated” by enzymatic and/or chemical
transformation in vivo to release the active part (moiety) — can be considered an active
substance under EU pharmaceutical law. According to Dr Tsang, it is the prodrug itself
that is the active substance contained in the medicinal product, as reflected in the SPC and

the package leaflet (see Clause 25).

Dr Tsang has referred to A guideline on Summary of Product Characteristics:

26. The SmPC Guideline’ states at page 5/29 that: “If the active substance is an ester or
pro-drug, the quantitative composition should be stated in terms of the quantity of the
ester or pro-drug. When the active moiety is an active substance of an already
approved medicinal product, the quantitative composition should also be stated in
terms of the quantity of this active moiety”. An example is then given on the same page
of the SmPC Guideline: “75 mg of fosphenytoin is equivalent to 50 mg of phenytoin”.
Thus, the SmPC Guideline confirms that the active substance can be a prodrug, and

this is distinct from the active moiety.

The Court further notes that the application procedure for the marketing authorization for
Elvanse required the applicant to provide information that lisdexamfetamine is a prodrug
and that dexamfetamine is the active metabolite of the medicinal product. This is
information that should then be included in the SPC. Compare section 2 of the summary of
product characteristics, where it is stated that the amount of 20 mg of lisdexamfetamine

dimesylate (i.e. the active substance) corresponds to 5.9 mg of dexamfetamine.

Overall, based on the regulatory framework governing the authorization procedure, the
court cannot find support for STADA's claim that it is dexamfetamine that should be
considered the active ingredient of the medicinal product and thus constitutes the product

within the meaning of the Supplementary Protection Regulation.
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As the court has concluded above, it is based on the pharmaceutical regulatory system of
the responsible authorities that the active substance is stated in the documents
accompanying the marketing authorization, i.e. it is the substance that has been subject to
the tests required for authorization. The active substance listed in the medicine Elvanse is
lisdexamfetamine, which compound is also the subject of the granted Supplementary

Protection Certificate.

In this regard, STADA has argued that even if lisdexamfetamine were to be considered a
separate substance, it appears that lisdexamfetamine lacks its own pharmacological,
metabolic and immunological effect, and the product thus consists of dexamfetamine. The
company has based its argument on this point, claiming that the product in a medicine

containing lisdexamfetamine consists of dexamfetamine.

Since the regulatory authorities have already established that the active substance is
lisdexamfetamine, they have also already taken a position that lisdexamfetamine has its
own pharmacological, immunological or metabolic effect. There is therefore no reason for
the court to re-examine this. The investigation that STADA has relied on in support of this

1s therefore irrelevant to the case.

The Court thus concludes that it is lisdexamfetamine that is the active substance in Elvanse
and thus the “active ingredient” under Article 1(b) of the Supplementary Protection

Regulation.

The question then is whether the practice developed by the CJEU regarding the
interpretation of the concept of active ingredient affects what the Patent and Market Court

has concluded above.

STADA has specifically pointed out the CJEU rulings in Forsgren and Santen and the
CJEU judgments of 4 May 2006 in case C-431/04, EU:C:2020:531, Massachusetts
Institute of Technology (MIT), of 14 November 2013 in case C-210/13, EU:C:2013:762,
Glaxosmithkline Biologicals and Glaxosmithkline Biologicals, branch of Smithkline

Beecham Pharma (GSK), and of 21 March 2019 in case C-443/17, EU:C:2019:238,
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Abraxis Bioscience (Abraxis).

In support of its interpretation, STADA has cited, among other things, the following.

Lisdexamfetamine consists of the active ingredient dexamfetamine covalently bound to the
inactive ingredient L-lysine. The only active ingredient in Elvanse is dexamfetamine. It is
clear that dexamphetamine is an ingredient of lisdexamfetamine and that dexamphetamine
is the active ingredient of the medicinal product. The fact that dexamphetamine and L-
lysine are covalently bound to each other in lisdexamfetamine does not affect how the

product should be assessed.

There is no support for considering lisdexamfetamine as a single substance when assessing
what constitutes the product within the meaning of the Supplementary Protection
Regulation. In several rulings, the CJEU has assessed substances that are connected in
various ways with other substances and that affect the medical effects of the other
substances in different ways. The general principle that emerges is that a substance must
have its own medical effect in order to be classified as an active ingredient under the
Supplementary Protection Regulation. This consistent practice shows that combinations (or
joining, associations, compositions) with an inactive substance that alter or enhance the
medical effect of an active ingredient do not constitute “active ingredients” or “products”
within the meaning of the Supplementary Protection Regulation. The CJEU case law
shows that it is irrelevant how the inactive ingredient is linked to the active ingredient and
that the ingredients of the combination must be considered separately, regardless of how
they were linked in the individual case. The active ingredient, and thus the product, is

dexamfetamine, regardless of the covalent bond to L-lysine.

The CJEU has consistently defined an “active ingredient” as a substance with its own
medical effect. The investigation in the case shows that lisdexamfetamine does not have
any medical effect of its own, as lisdexamfetamine does not pass to the brain, i.e. the place
where the medical effect is exerted in this case. The entire pharmacological effect is

exerted by dexamfetamine.
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Thus, according to STADA, lisdexamfetamine does not constitute an “active ingredient”
according to the CJEU case law and consequently does not constitute a “product” within

the meaning of the Supplementary Protection Regulation.

The Patent and Market Court makes the following assessment.

When interpreting CJEU legal cases, the Supreme Court has stated in NJA 2022 p. 1051
that “if the legal cases go in a direction that is restrictive for individual patent holders,
caution is warranted in giving them significance for disputed issues that are not identical to
those that have been examined. In that case, it should be required that the previous decision
unambiguously answer the questions at issue” (see Clause 17). In the same ruling, the
Supreme Court has further stated that it appears difficult to assess a case where the
circumstances (in the case in question) in certain respects differ from those in the cases
(which were under review) based on more general statements made in other legal cases of

the CJEU (see Clause 18).

With regard to the CJEU rulings quoted by STADA, the Patent and Market Court notes at
this point that the circumstances in all cases differ from those in the current case and that
the quoted cases are restrictive for the individual patent holders. None of the quoted CJEU
rulings concern an active substance/ingredient in the form of a prodrug, nor does any
specifically concern the issue of whether, as STADA has argued, the active substance
specified in the medicine (lisdexamfetamine mesylate) has no pharmacological effect of its

own, so that it cannot therefore be considered an active ingredient.

Under the present circumstances and in light of what the Supreme Court has stated, caution
should therefore be exercised in interpreting the current disputed issue based on what the

CJEU has stated in the legal cases invoked by STADA.

In MIT and GSK, the disputed issue was how the concept of combination of active

ingredients in a medicinal product under Article 1(b) of the Supplementary Protection
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Regulation should be interpreted; in Abraxis, the issue before the CJEU was a new
composition of an older active ingredient, and in Santen. a new therapeutic use of an older

active ingredient.

In Abraxis, the case concerned a composition consisting of an older known active
ingredient in the form of nanoparticles, which were covered by a carrier of albumin. The
Patent and Market Court notes that the English language version uses the expression
formulation, while the Swedish word is "sammansittning". According to the court's
interpretation, "formulation" refers to the Swedish expression "formulering", i.e. how a
medicine is formulated, rather than the "sammansittning" used in the Swedish language
version, which leads to a meaning that includes a joining (the way in which the
components of a whole are connected together). In Abraxis, it was thus the formulation of

the ingredient in the drug that was in question.

In Santen, the question was whether the new therapeutic use in the marketing authorization

invoked before the national court affected the concept of product.

Furthermore, the current issue concerns a medicinal product with an active substance,
whereas in MIT and GSK the issue was whether the active substance or ingredient
specified in those cases could be considered to constitute a combination with an additional
substance and whether the then additional substance could be regarded as an “active
ingredient” in a combination in accordance with Article 1(b) of the Supplementary
Protection Regulation. In MIT, the additional substance was specified as a carrier

substance (polifeprosan), and in GSK it was an adjuvant.
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According to the Patent and Market Court, guidance cannot therefore be taken from these
decisions (MIT, GSK, Abraxis and Santen) for interpreting the concept of active ingredient

in the current issue.

According to STADA, the assessment of what the active ingredient is should be based on
the fact that the compound lisdexamfetamine should be considered a combination of the
active ingredient dexamfetamine and the inactive ingredient L-lysine. In support of its
claim, the company has stated that such a view is supported by, among other things, the
statement in Forsgren regarding it not being significant whether an active ingredient occurs

in covalent bonds with other substances.

The court notes that in Forsgren, the applicant had stated in its application for a
supplementary protection certificate that it was protein D for which protection was sought,
which protein was stated in the medicinal product Synflorix as a carrier substance and
conjugated with (covalently bound to) a polysaccharide antigen. The invoked basic patent
concerned protection for protein D as such, and the approved medicinal product thus
contained a different ingredient (than that referred to in the basic patent); cf. Clauses 7 and

15.

In its answers to the interpretation questions, the CJEU stated under 1) that, with regard to
the interpretation of the provision in Article 1(b) and Article 3(a) of the Supplementary
Protection Regulation, there is in principle no obstacle to granting a supplementary
protection certificate for an active ingredient when “that active ingredient has covalent

bonds with other active ingredients contained in a medicinal product”.

The circumstances in Forsgren differ in several respects from those in the present case. In
Forsgren, the issue was a supplementary protection certificate for the medicinal product
Synflorix, containing ten serotypes of pneumococcal polysaccharides that conjugate with
carrier protein, and for eight of these, Protein D is the carrier protein. The basic patent
concerned Protein D. The rightholder had stated in its application for a supplementary
protection certificate that the active ingredient was Protein D. The referring court wanted
to know, among other things, whether Protein D (a carrier protein) could be considered an

active ingredient even if it was present in a covalent bond with other ingredients (an
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antigen). It was made clear in the case that the marketing authorization did not refer to
Protein D and that it was expressly stated that there was no evidence of its own

effectiveness as a vaccine against Haemophilus influenzae bacteria.

In the current case, the situation can be described as the reverse. STADA believes that
dexamphetamine is the active ingredient in lisdexamfetamine, so that the part of the
molecule that the company believes is the active part of the molecule (i.e. DEX) should be
considered the active ingredient, disregarding the inactive part L-lysine. Furthermore, the
circumstances in the current case differ in that the supplementary protection certificate
applied for and granted relates to the medicinal product Elvanse containing the active
substance lisdexamfetamine. STADA has acknowledged that lisdexamfetamine and its
mesylate and hydrochloride salts are protected by the Basic Patent pursuant to Article 3(a)

of the Supplementary Protection Regulation.

The answer to the interpretation questions in Forsgren under 1) can be considered to
provide guidance for an assessment of a situation where an active ingredient occurs with
other active ingredients in a medicinal product, and the CJEU has stated that if they are
joined by a covalent bond, the provision in Article 3(a), read together with Article 1(b),
does not in principle prevent the grant of a supplementary protection certificate. As the
CJEU stated in its answer to the question, it refers to circumstances relating to two active

ingredients in a medicinal product that exist together with a covalent bond.

What the CJEU stated about the presence of a covalent bond between two active
ingredients cannot, according to the Patent and Market Court, be extended to lead to the
conclusion, as in the current issue, that dexamphetamine should be seen as the active
ingredient in lisdexamfetamine, when dexamphetamine is bound with a covalent bond to

the inactive amino acid L-lysine.

In its next answer under 2), second paragraph of Forsgren, the CJEU provided guidance for
the interpretation of Article 1(b) in relation to a carrier protein that is conjugated to a

polysaccharide antigen through a covalent bond. The Patent and Market Court notes that
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the CJEU, in its answers to the question for interpretation regarding Article 1(b), expressly

refers in 2) to the circumstances that were present in the national case.

Since the circumstances in Forsgren differ from the circumstances in the present case,
guidance cannot be obtained from what was stated there. According to the court, for this
reason Forsgren also cannot provide guidance on how the current disputed question, i.e.

what constitutes the “active ingredient”, should be answered.

Overall, the Patent and Market Court does not find any support in the CJEU case law for
the molecule lisdexamfetamine to be considered a molecule consisting of the two

components dexamfetamine and L-lysine, as STADA has claimed.

As the court has concluded above, it is based on the pharmaceutical regulatory system that
the active substance is stated in the documents accompanying the marketing authorization,
i.e. it is the substance that has been subject to the tests and investigation required for
authorization. The active substance listed in the medicinal product Elvanse is
lisdexamfetamine. Lisdexamfetamine is the subject of the granted Supplementary
Protection Certificate. STADA has also acknowledged that the Supplementary Protection
Certificate covers lisdexamfetamine. It follows that lisdexamfetamine is "the product"

within the meaning of Article 1(b) of the Supplementary Protection Regulation.

Summary conclusions

The Patent and Market Court has concluded that lisdexamfetamine is the active ingredient
in Elvanse and thus “the product” within the meaning of the Supplementary Protection
Regulation. This conclusion is supported, according to the court's assessment, on the one
hand, by the regulations governing the process for marketing authorization of medicinal
products, and on the other hand, by what the Union legislature has expressed in the
explanatory memorandum to the proposal for the Supplementary Protection Regulation.
This conclusion is also not contradicted by the case law developed by the CJEU regarding

how the concepts of active ingredient and product in Article 1(b) of the Supplementary
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Protection Regulation should be interpreted.

Since STADA has not succeeded in demonstrating that the active ingredient in Elvanse,
and thus also the product, within the meaning of the Supplementary Protection Regulation,

i1s dexamfetamine, STADA's action must be dismissed for that reason alone.

Legal costs
General starting points for the examination

Takeda has been successful in the case and is therefore entitled to compensation for its
legal costs under Chapter 18(1) of the Code of Judicial Procedure. According to Chapter
18(8) of the Code of Judicial Procedure, compensation for legal costs shall fully
correspond to the cost of preparing the trial and conducting the action, together with fees
for attorneys or counsel, to the extent that the cost has been reasonably incurred for the
protection of the party's rights. According to the same provision, compensation shall also

be paid for the party's work and time wasted in connection with the trial.

Compensation for attorney's fees shall be determined taking into account, among other
things, the nature and scope of the case and the care and skill with which the work was
performed. In doing so, circumstances such as the value of the subject matter of the dispute
and the significance that the outcome of the case may have for the party may also be taken
into account. For a court, even the one in which the costs arose, it may be difficult to
determine with a greater degree of certainty the exact extent of the work that the case has
required for the attorney and the party. There may therefore be reason for a court to accept
compensation claims, despite the lack of opportunity to fully overview the work that the

case has required (cf. NJA 1997 p. 854).

The court notes that the case, which was initiated on October 31, 2023, can be considered
of great importance for Takeda as the Swedish market, according to the investigation in the
case, is the largest market in Europe for the sale of Elvanse. The issues in the case have
been complicated. Five months into the preparation, STADA filed a declaratory motion in

the alternative to its original motion and a number of new circumstances, which led to
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inadmissibility issues and their examination. Therefore, Takeda had reasons to devote
extensive work to the case, including the work on the inadmissibility issue. Nonetheless,
the court considers that some of Takeda's cost claims, which are primarily attributable to
the work of foreign representatives, are not reasonable for the protection of Takeda's rights,

which will be explained below.

Takeda has claimed compensation of EUR 915,236, GBP 502,182, USD 25,291, and
SEK 87,132. In addition to the cost items for Takeda's representative's expenses, the
interpreter's fees and a certain amount of the total costs for the expert witnesses, STADA

has disputed the cost items or submitted them to the court to examine their reasonableness.

Attorney's fee with certain expenses

Takeda has requested compensation of EUR 818,010 in attorney's fees, of which EUR
44,720 is attributable to work on the inadmissibility issues. Compensation for expenses for
representatives has been claimed in the amount of EUR 13,104. STADA has certified the
cost claim for Takeda's expenses attributable to the representatives, which is why it should
be approved. STADA has contested Takeda's claim for costs for work related to the
inadmissibility issues as being submitted too late, since the court has made a final decision
on the inadmissibility issues. Otherwise, STADA has left it to the court to assess the

reasonableness of the claim regarding attorney's fees.

The Court notes that Takeda submitted its cost claims, including those relating to work on
the inadmissibility issue, at the end of the main hearing, i.e. before the proceedings were
concluded. Therefore, the court finds that Takeda has the right to have the cost claim
regarding the inadmissibility issue examined by the court now that the court has finally
decided the case. (Cf. Chapter 18(14) of the Code of Judicial Procedure and NJA 2016:87).
Takeda was represented by three lawyers and a trainee attorney. In light of what has been
reported at the outset, the court finds that Takeda's claim regarding attorney's fees is

reasonable and should be granted.
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Technical assistance and foreign representative with certain expenses

Takeda has claimed compensation for technical assistance of GBP 145,188 and for foreign
representation of GBP 294,776. Compensation for associated expenses was claimed in the
amount of GBP 61,533. STADA has certified an amount of GBP 2,500 for expenses for a
technical assistant. Otherwise, STADA has disputed the cost claim regarding foreign
representatives and their expenses, including the cost items for legal opinions. STADA has
further left it to the court to assess the reasonableness of the cost claim regarding work

performed by technical assistants.

The court accepts that Takeda had a need for technical assistance before and during the
trial and thus incurred these costs. The court also accepts the costs of the legal opinions.
However, the court considers that costs attributable to the foreign representatives, of whom
there are three, have not been reasonably incurred for the enforcement of Takeda's rights
by anything other than a low amount, especially taking into account the accepted
representative fee for the four representatives in Sweden. The accepted amount includes
costs related to reviews and reconciliations with the foreign representatives. In an overall
assessment, the court finds that a reasonable compensation for foreign counsel is GBP
50,000 and expenses for foreign counsel and technical assistance are GBP 54,033
(expenses for the accepted legal opinions and the GBP 2,500 for expenses for technical

assistance certified by STADA).

The compensation for technical assistance is set at the claimed amount of GBP 145,188,
for foreign representation at GBP 50,000 and for expenses for technical assistance and

representation at GBP 54,033.

Interpreter fees

Takeda has requested compensation for interpreters' fees of SEK 47,500, which STADA

has approved. Takeda should therefore be awarded this compensation.
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Fees and costs attributable to expert witnesses

Takeda has requested compensation for fees for two expert witnesses of EUR 29,938 and
USD 25,148, as well as their costs of EUR 4,186, GBP 686 and USD 143. Regarding
compensation for fees to expert witnesses, STADA has awarded a total amount of EUR

18,688. Furthermore, STADA has certified the costs of the expert witnesses.

The court finds that Takeda had reason to rely on the evidence and that the cost of both

fees and costs appears reasonable.

Own work and costs

Takeda has requested compensation for its own work of EUR 50,000 and for its own costs
of SEK 39,632. Compensation for its own work refers to costs attributable to the work of
Olaf Wrobel (Associate Director of Patents) and Bernd Kratzer (Vice President Intellectual
Property) including review of submissions, discussions of the opposing party's statements,
provision of information and considerations, reconciliations and meetings with
representatives and experts, and attendance of and preparation to the main hearing.

Expenses include travel expenses and hotels. STADA disputes the costs.

The court accepts that Takeda had to do its own work on the case and that Olaf Wrobels
and Bernd Kratzer had to appear at the main hearing. Taking into account the accepted
amounts for attorney fees as above, as well as the reported reconciliations between the
attorneys, the counsel and Takeda, the court considers that a reasonable compensation for

its own work is EUR 25,000. Takeda's own costs appear reasonable.

The compensation for own work and costs is therefore set at a total of EUR 25,000 and

SEK 39,632.
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Summary regarding legal costs
From the previous assessments made by the court regarding the compensation claimed
by Takeda, it follows that STADA must pay EUR 890,237, GBP 249,907, USD 25,291

and SEK 87,132 to Takeda. Interest shall be paid on the amounts in accordance with

Section 6 of the Interest Act from the date of this judgment until payment is made.

HOW TO APPEAL, see Annex 1 (PMD-02)

Appeals filed with the Patent and Market Court of Appeal must be received by the
Patent and Market Court no later than February 11, 2025. A permission to appeal is

required.

Ylva Aversten Josefin Park Anna Hedberg

Former Patent Councillor Yvonne Sidsteen also participated in the decision as a
technical member.
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How to appeal

Judgment in civil case, Patent and Market Court

PMD-02

If you want the judgment to be changed in any
way, you can appeal. Here you can find out
how it works.

Appeal in writing within 3 weeks

Your appeal must be received by the court
within 3 weeks from the date of the judgment.
The deadline for appeals is on the last page of
the judgment.

Appeal after the opposing party has
appealed

If one party has appealed in a timely manner,
the other party also has the right to appeal
even if the time has expired. It is called a cross-

appeal.

A party may file a cross-appeal within an
additional week from the expiry of the appeal
deadline. A cross-appeal must therefore be
submitted within 4 weeks of the date of the
judgment.

A cross-appeal ceases to be valid if the first
appeal is withdrawn or for some other reason
does not proceed.

Here's how you do it

1. Write the name and case number of the
Patent and Market Court.

2. Explain why you think the ruling should be
changed. Tell us what change you want and
why you think the Patent and Market
Court of Appeal should hear your appeal
(read more about permission to appeal
below).

3. Tell us what evidence you wish to refer to.
Explain what you want to show with each
piece of evidence. Submit written evidence
that is not already in the case.

It is not certain that you will be able to
present new evidence. If you want to do
so, you must explain why you did not
present the evidence earlier.

If you would like to make a request for
new interrogations of someone who has
already been questioned or a new review
(for example, a visit to a location), you
should state so and explain why.

Also state if you want the other party to
appear in person at a main hearing.

4. Please provide your name and personal
identification number or corporate
registration number.

Provide current and complete information
about where the court can reach you:
postal addresses, email addresses and
telephone numbers.

If you have an agent, please also provide
the agent's contact information.

5. Sign the appeal yourself or have your
representative do it.

6. Send or submit the appeal to the Patent
and Market Court. You can find the
address in the judgment.

What happens next?

The Patent and Market Court checks that the
appeal has been filed in a timely manner. If it
is received too late, the court will reject the

appeal. This means that the judgment stands.
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If the appeal is received in time, the court
forwards the appeal and all documents in the
case to the Patent and Market Court of
Appeal.

If you have previously received letters through
simplified service, the Patent and Market
Court of Appeal can also send letters in this
way.

Permission to appeal in the Patent and
Market Court of Appeal

When the appeal is received by the Patent and
Market Court of Appeal, the court first
decides whether the case should be
adjudicated.

The Patent and Market Court of Appeal
grants permission to appeal in four different
cases.

e The court finds that there is reason to doubt
that the Patent and Market Court ruled
correctly.

e The Court believes that it is not possible to
assess whether the Patent and Market Court
has ruled correctly without addressing the
case.

e The court needs to address the case to
provide other courts with guidance in the
application of the law.

e The court finds that there are exceptional
reasons to take up the case for some other
reason.

If you do not receive permission to appeal, the
appealed judgment will apply. Therefore, it is
important to include everything you want to
present in your appeal.

Do you want to know more?

Please contact the Patent and Market Court if
you have any questions. The address and
telephone number are on the first page of the
judgment.

More information is available at
www.domstol.se.
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