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{onnisstoner:
1, Lee S, Simon, MD, FACP, FACR, declare as follows:

1. t have been 4 clinieal Rheumatologist for 235 years. | am Americas Board of internal
Medicine (ABIM) certified in Intarnal Medicine and Rheumatology. Tam = fellow of the

N

American College of Physicians (1991) and the American College of Rheumatology {1986}, 1
served as the Division Direcior of Analgesic, Anti-inflammatory and Ophihalmniogic Drug
Products {DAADIITY (2601-2003), within the Center for Drug Evaluation and Research

{CHER) FDAL isarvéd on and was the Acting Chalr (19995 of the Arthritis Advisory

Commitice of the DA 3P (1993-2001). 1 also served on the advisory commiitees for the
Division of Over the *'T.fmm o Dieugs (19961, Center for Devices {1995, and for the Division of

Hematologic and uwgtrocntefn}ocm Dirug Prodocts (1996
Z. { have had *\t::nawc experience in drug development in the US, and have served on

consulting advisory b(;}ams for many different companies. This experience includes drugs and
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her therapeatics u;\:egﬁfor pain, anti-inflammatary effects, alteration of bone turnover, as well as
modifying in Mmm(wm dizease staies.
3. tama mmcmai in SBHG, LLC, aud provide consuliing services to Horizon Phamsa, USA,
Inc. 1 understand that =§A£31~:zon Pharma, USA, Ing. 15 a wholly owned subsidiary of Horizon
Pharma, Inc,, which mm the U8, rights to VIMOVG®, a fixed doss combination product
COMPrising naprox aﬂd gsomeprazede. | am being compensated for my time in this proceeding
at my standard consul mo rate. My compensalion in no way depends on the outcome of this
proceeding or the contgsit of my opinions. I amy not eraployed by, nor recelving grant support
from, Horizon Pharmaé or any ot its related companias.
4. Twasa Na.tionaéi Institutes of Health (NIHD funded tnvestigator for 12 years working at
the “wet benel” deve E@;m* o methodologies for in vitro measures approximating collagen
turnover including the deuiopm wt of 3 commercial assay for measuring the carboxy-terminal
portion of type | pmcoﬁgiagm as a marker of new bore synthesis (19811993},
5. { served for iwé terms on the Board of Tivectors of the American College of
Bheumaiolegy {ACRY { if“} §—1093, 19941997, served as the Chair of Edacation for the ACR
and on the Ecucation Lf. gmmittes of the National Arthritis Foundation, [ served as the Scientific

Y

Absiract Selection € ha_;r of the Annual Meeting of the ACR {2002}

&, T was gwarded Lhc 2063 Distinguished Service Award of the ACR and have been awarded
the 2003 Scientific Lwdu’s hip Award of the Lupus Research Institute. | served on the Steering

Conumiites of E\@Pﬁv\fa T, a group developing recommendations for the design and
implementation of d;mw% trials investigating pain. Lam on the Steering Committee and was Co-
ghair of the 2004, 2{}1“’ OMEBERACT (Outcome Measures in Rheumatology) Biannual Meeting,
OMERALCT s g consa‘si‘ got group of the World Health Organization {WHQ) through the
fnternational League D"{ Associations of Rhenmaiofogy {TEARY. § served on the Steering
Commitice of the NiH { sieoarthritls Initiative (280 1-2003)

7.  have been op th»‘ sditorial board of nmultiple foumals asd have authored more than 110

iginal publications, h..\'it w articles and chapters, and have served as a co-editor of 4 books, |
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Juideline on the Treatment of Chronic Pain i

r'w

was Co-chair of the Amerwm Pain Soclely
Chronie Anthrnits (3 999“‘*20@ th

% $

8. i served onthe Egiciemiﬁc Advisory Committes of the Nationa! Usteoporosis Foundation,
have been the Viee Cha air of Medical Affairs of the Arthritis Foundation, Massachusetis Chapter
as well as serving on ,n:s Board of Trustess (19922001}, | was an Associate Professor of
Medicine at Harvard ‘f\«éedicai School £1995-2003) where | had been full time faculty since 1981
ary Associate Chiefof'?‘i!iedicinﬁ Beth fsrael Deaconess Medical Center (BIDMU) (159928013,
Dirvector of the Core ‘v-ed;waa Clerkship {1986-2000), Divector of Clinical Rhewrnatology

*y

esearch (19952001 }-: director of Graduate Medical Education at the BIDMO and the

;«’«’J

Deaconess Hospizal { §98’}----EG{}§ 3. and Chair of Rehabititation Services at the Deaconess Hospital
{1986-1995), Harvard M edical School betore joining the FDAL
g, As a chinical in‘%-"r.-: tigatos, 1 have conducted numercus clinical trials assessing the
gastrotntestinal ﬁi}rbidéii*y associated with chronic NSAID use.  In my clinical investigator role, {
have participated nm em} clinival trials. Tam the first author of the Hest endoscopy trial
regarding the first it lmm;:m wse of celecoxib compared with naproxen and placebo (1998}, I am
the first authorofa 3 r?;omh experience fn patients ireated with naproxen versus celecoxib and
placebo including t}lacébo angd collaborated on clinical profocol design, interpretation of evidence
on multiple reports rtgar ding important NSAID induced outeomes regarding adverse events in
paticnts treated for mi.hger one year of six months. | have written multiple review articles and
book chapters rcgardinfg safety of the NSAIDs and Coxibs. Representative publications in this
area of which tam an :{mthor mclude:
e  Simoen LS, EH&{ULEI”H HT, Bittoaan RM. Archasobault W, Polisson RP. Risk factors
for serious gonsteroidal-induced gastroimestinal complications: Regression analysis
oi'the -\,’EU( O8A trisl Fam Med 1996, 28: 202-208;
s Himon ME Lanza FL, Lipsky PE, Hubbard RCT, Talwalker S, Schwartz BD, Isakson
PC, Geis GS Preliminary study of the safety and efficacy of 8C- 38635, A novel

cyelons j»g na& 2 inbibitor Arthritis Rheum 1998; 410 15%1- 1602;
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“'<

s Simon LS, 7. Zhao, LML Arzuetles, IB. Letkowith, 8D, Dedhiva, JG. Fort, and KE.

Johnson. Ei;c.fz»mmic- and Gastrointestinal Safety Comparisons of Etodolac,
Nabumeimé, and Oxaprozin from hearance Clabms Data from Patients with
Asthrtis. C imicai Therap 1999; 200 1218-1255;

¢ Simon LS, EWe;fwer AL, Graham DY, Kivitz AL, Lipsky PE, Hoebbard RC, Isaksos
PC, \f’ez‘bt. o KM, Shawn Y, Zhao WW, Geis GS The antiinflammatory and upper
gastraintes i al effects of cafecoxib in theumatold avtheitis: A randomized, controfled
trial J4MA | 9")‘} 2820 1921-1928;

s Silverstein H: Faich G, Goldstein JL, Simes LS, Pincus T, Whelton A, Makach K,
Eisen {3, Aémwai NM, Stenson WFE, Burr AM, Fhao WW, Kent 31D, Lefiiowith 18,
Verburg ‘x.f&i Ciels 38 Gastrointestinal toxleity with celecoxb vs nonsteraidal anti-
inflanunated

randomized controtied trial J4A04 2000:284(1 03124 7-5;

v drugs for ostevarthritis and theumaoid arthritis: The CLASS stuay,

¢ Chan FRL, EC.:‘}&;’,? B, Goldstein JL, Lanas A, Peara DA, Scheiman IM, Simesn LS,
Singh G, Stﬁ!ma&a M4, Wilcox CM, Berger MF, Breazng A, Dodge W A novel
composite f‘mig oint to evaluate the gastrointestinal {G1) effests of non-steroidal anti-
inflammaic r\ drugs through the entire Gl tract T Rheumatol. 2009:36:12;

s Uever B, ,Jg . Simosn, LS, Singh G, Stiliman, M, Berger, MF GE-REASONS: A
Novel 6@‘«1@1‘&& Prospeciive, Randomized, Upen-Label, Blinded Endpoint {PROBE)

Trial Aml {mommmcmi 2613 Feb 12. doi: 18.10838/aj5.2012.467. [Epub ahead of
printf; and |
s DMioore RA, i‘) ey S, Simon LS, Emery B Monsteroidal Anti-loflammatory Drugs,
bastrc»pmtgcmm, and Renefit-Risk 2013 Pain Pract, 2013 Aug 14 doi
SRS ifpa};“sr.'i 2100, [Eput abead of print].
0. Acopyofmy c%wiczsfﬂm vitae is attached as Exhibit Al
it { understand ths ti, cladm 62 of the subject applicatinn relates 1o a methoed of treating a
disease or disorder mmm;a,ﬁg admindstering 1o the patient naproxen, or pharmaceutically

accepiable sait the“m\f and esomeprazole, or pharmaceutioally acceptable salt thergof,

e
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concomitant with amum&zrut;ﬂn of low dose aspivin. The method is important in that the patient
is also taking low doae aspirin {LIDAY and so s abready at elevated viak for developing ulosrs, and

the use of NEAIDs, suvh s maproxen, is typically, and by FDA label, contraindicated in such

3

atients. The method mvoi ves the concomitant administration of fow dose aspivin with 20 g
gsomeprazole, or phat‘n scentically acceptable salt thereof, in contbination with SO0 myg

Haproxen, or g phdrmmyem cally acceptable salt thereof, which is one of the approved dosages of

YVIMOVOY, As disous s d belaw, it has now been demoastrated that, instead of increasing the

..'.;

alreagdy elevated risk ¢ i eveloping ulcers, patients treated in accordance with the method have a
reduced risk U‘fut‘wimu}e uleers. Clalim 76 is similar o claim 62,

12 Pam famliar w ztb the data presented in the subject application as well as Anglolillo er al.,

J Thromh Thrombolvsis {published online: December 25, 2013 ("Angiolillo™). For clarity, some

of the data in Angioiiiib is aleo dinclosed in the specification of the present applcation, bat

Angiolillo provides k eip i analysis of the poo_‘ig‘ﬁd data with respect fo LDA use versus LIXA non-

usk,
13, Angiolillo po wi*d data from 5 Phase HI clinical studies of a fixed-dose combination of
enteric-coated naproz«:eu (300 mg) and immediate-release esomeprazole magnesinm (20 mg)

3

{DAPESO Y in pamm {zs compared to enteric~-coated ("ECT) naproxen (300 mg) alone}, and
stratified the data iisasegi an LDA use (<325 myg datly, administered at any time during the @md}‘;
and LDA non-use. fd Angioliflo analyzed dats from 2317 patients receiving treatment, of which

1157 received WARE

RO, OF the patients that received MAP/ESO, 298 also received

concomitant LA,

14, Thestudics ﬁnf-ii\' £d in Angioillo found “thar MAPESO-treated patients weore

substantially less ik Lw} than those taking B naproxen to develop [a gastric uleer], frrespective
of whether they were ?:ai\‘mg LDA or net” See Angiolillo, Discussion {emphasis in origival). In
addition, there was also “a trend in the NAWESQO group for those taking LA to be bess likely to

have a {gasiric wicer] aﬁt sach of months 1, 3, and 6 than those not faking {LDAL™ & (emphasis

added). This finding S iflustrated in Figore 2 of Angiolillo (shown below), which sommarizes
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