Novartis Pharmaceuticals Corporation
59 Route: 10 .
) East Hanover, NJ 07936—1080

ot 073981 8306

5600 Fishers Latie . -
Rockville, MD . 20857

' Dear Dr; qudcdclv{/‘_:& |

Pursuant to21 C. F R § 10.20 and 10 30(d) No' artls Pharmaceutlca

_(“Novartls or the “Company”) submrts th1s Ietter 1 response to andf m“oppos tlon to- the

’ March 22 2001 Cltlzen Petltlon submltted by Pubhc CltlZCn regardmg Novartls New Drug
prphcatron (NDA) for tegaserod maleate tablets- (“tegaserod”) Tegaserod - Novartls
| 1nvest1gat10na1 drug for the treatment of abdommal pam dlscomfort and constlpatlon in
female patients with‘ Trritable Bowel Syndrome (C-IBS) -- is under review at the Food and
Drug Adinruistrution (“FDA”) Division of Gastreintestiual and Coagulation Drug Products
(the: “D1v1s1on”) An approvable letter was issued by the D1V1s10n on August 11 2000 in

- response to’ the tegaserod NDA.

Novurtié believes that the public health and safety of its products are of the utmost

~ importance. In the case of tegaserod, clinical data ﬁOul_mpre than 4,500 patients have
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' | E-i ‘?between tegaserod and placebo with regard to the 1n01dence of ovanan cysts In ‘S| ort; the:

_ tegaserod because, according to Public Citizen, tegaserod
" potentially serious adverse effects.” The clinical recor

-~ claims.

As for safety and’ Pubhc Citizen’s unsubstantlated clalm that tegaserod causes  the

£ 'formatlon of ovanan cysts chmcal studles have demonstrated that thei’e is o dlfference

L extensiyei-’safety data collected provide stron“g: evidence -that there _i\S=;ﬁi0”_Ca\IS%fllv,‘I:1vnk between

~the administrationiof tegas‘erod and the formation of ovarian cysts.

Snmlarly, the efﬁcacy of tegaserod is clearly supported by the chmcal record and has

iibeen demonstrated m two double—bhnd placebo—controlle” d'studles Pubhc

,?{‘»:con ved allegatlons that Novartxs'mampulated efﬁcacy :

o SlmpIY‘IS absurd.

PR




e fj subrmtted to: FDA an: addltlonal study of 1 500 female patlents that conﬁrmed the safety and

> 'efﬁcacy of tegaserod

E iﬁAs w111 be dxscussed in greater detaﬂ beIow the allegatlons and clalms hurled by

: Pub cF’Cltlzen reﬂect an mcomplete outdated and d1$torted understandmg of the clmlcal data
a‘r‘elatmg to tegaserod “Public szen s attempt to besmlrch Novartls and the chmcal record
. :f " _j[‘;_}f‘for tegas oo d in this regard lacks all credlblhty And Public Cltlzen S shameful efforts to
S tnvxahze Imtable BoweI Syndrome (“IBS”) are an affront to the up to 40 million patlents
. who. suffer from this hfe—altenng condmon (Drossman DA Wh1tehead WE, Carmllen M.

' f‘f.,“f-Imtab1e bowel syndrome‘ A techmcal rev1ew for practlce gu1dehne development

‘ ”_astroenterology 1997 112 2120—2137 (Ex D), Lynn RB Fnedm LSQ Irntable Bowel

e Syndrome NEnglJMed 1993; 329: 1940 1945 (Ex E))
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- reviewed the animal data in’ rats and has'concluded that there is no’ treatment-re 1
_the incidence of ovarian cysts. QQ ) The prechmcal data were prov1ded to the D1v151on and
fpresented in connectlon with the Advxsory Commlttee Meetmg ) & '

L 108 154—5 8) Novartls provxded chmcal data on the exght adverse event reports Of ovarian

i : cysts reported in the tegaserod—treated patlent group (Adv Comm Tr at 101 109 Novams
,Bneﬁng Doc at 87 89) In addltlon Novartls presented the Adwsory Commlttee w1th the
kop1mon and ana1y51s of an expert endocnnologlst who closely exammed the relevant case
E dreports medlcal hlstones and. pathology reports relatmg to the adverse event reports (Adv ‘
! "Comm T r. at 101 108) Spec1ﬁcally, the expert concluded that four of the cases d1d not
i m’volve:-or de‘mo‘nstr_ate the existence of ovarian cysts; the expert dlagnosed‘ these:ca‘t_ses‘ as

follows: .

! In addltlon prechmcal studles do not suggest the presence of treatment—related Cr ses”m

ovariancysts. (Adv. Comm. Tr. at' 106) ‘In fact; an expert panel retamed by Novartis has.
crease in




ieysts pnor to entry 1n the studles (Adv Comm Tr..at: 104

| No’vart»is;BrieﬁngDee.' at i:88),. The_sother two cases' mvolvedﬂ pa?le’nts Wlt;h newly occurring

- ovanancysts (Adv. Comm. Tr. at 104) ; One'pafient<-,was»*'dieg110sed w1th epolycystic ovary
(“‘PCQ"’); ‘ﬁ@.) PCO is n‘of a disof‘der »aSsociateci w1th abdommal paln or develepment of
| large ‘cystsr; 1d) ‘The»other patient was diégnOs;edWﬁh acystor oVarianj_follicIe, th—at» arose

o dunng fthe' petient’s menstrual cycle an’d‘regresSed ina ‘subsequenlt cyele. dd)

Of the elght adverse event reports of ovarlan cysts, five patlents underwent surgery

4(Adv ‘Comm. Tr at 104—105 154 55; see also FDA Bneﬁng Mat at 16). Followmg surgery,

three of the five 'pati.ents were found not to have ovarian cysts. (Adv. Comm. Tr. at 103-105,

: 2 Thispatienthad-.a- ten';ye'ar history of ovari‘an cy'sts. (Adv. Comm. Tr. at 155)

o 3 Followmg surgery, one of the two patlents was found to have appendlcltls with incidental
T ;‘dramage of an‘ovarian cyst and the second patxent was dlagnosed with adenomyos1s and ovarian

. chst (Adv. Comm. Tr. at 104).

4 Based upon apooled analysxs of cllmcal data to date there is no difference in the frequency of
- pelvic susgeries, regardless of twpe or cause, between tegaserod and placebo treated patients -~
(0.1% tegaserod vs. 0. 2% placebo) : :




| ""a_tgreédi.‘tﬁafit‘thefe‘fWas‘ nocausefor concern over the preclinical and clinical data regarding the

 incidence of varian cysts. (Adv. Comm. Tr. at 225-26).

Followmg the Adv1sory Comm1ttee meetmg, Novartxs submltted to the D1v1smn an .

. ;fsddltlonal study of 1 500 female patlents showﬁtg no adverse event t'eports of evanan cysts
inthe tega'serod—treated group;.s I'n‘a;pooled‘analysisof all c_ontrolled‘;; double—blind studies,
o subm'itltedto. the Divisien in December 2000 there was no difference in the tegaserod-treated
"‘group Versus placebo w1th regard to the incidence of ovarian. cysts (0 13% tegaserod VS.
, ’O 12% placebo) Overall the prevalence of ovarian cysts found in the chmcal tnals is
’ | con51stent W1th that found in the general population. (Borgfeldt C Andolf E Transvagmal
| sonograph;c ovarian ﬁndmgs in a random sample of women .25-40 yea‘rs old. Ultrasound
" Obstet Gynecol 1999 May; 13(5): 345-50 (Exci F)). | | |
Public Citizen’s attempt to artificially heighten concern over other adverse évents
reported by patients treated;withtegaserodi is equally unpersuasi\fe; In thts connection,

. Pubhc Citizen claims that the incidence of diarrhea and‘syncopef\(fajnting) reperted' in

-® One patient was diagnosed as having an ovarian cyst during the baseline period before
- treatment with tegaserod and received treatment for the cyst during the study period. -




’k; v "(Adv Comm Tr at 1 11).° Overall the dlscontmuatron rate due to drarrhea was low (2 1%) -

‘ 'among the tegaserod—treated patrents (Novartrs Bneﬁng Doc at 77 88 89 Advt Comm Tr.
at 111- 112 114—1 15, 149; FDA Brreﬁng Mat at 16, 17) In most cases the drarrhea occurred
5 early - w1th approxrmately half of the cases occumng in the ﬁrst week of treatment =% wWas
‘:most often observed asa smgle eprsode and resolved w1th contmued therapy‘ (Novartrs
Bneﬁng Doc. at 76 77; Adv. Comm. Tr at 111 112, 150, 228-29) Importantly, there were
. no serious adverse reactrons dueto drarrhea that requrred hospltahzatron for dehydratron or

- electrolyte abnormahtres (Adv. Comm Tr. at 227-28) All of these data were’ rev1ewed and .

% ~cons1dered by the Advrsory Committee.’ (I_ at IO9 118 150 226—29)

¢ FoIlowmg the Advrsory Commrttee Meetmg, Novartxs submrtted addrtxonal data on the o
-~ incidence of diarrhea from a 1,500 all-female—patlent study that had been completed Data from
. that study were consistent with what had been observed in the other Phase 111 clinica J_tudles

* Clinical data to date demoristrate that 9% of patients receiving tegaserod 12mg/d reported
" diarrhea as an adverse event cogrpared with 5% of patients receiving placebo.. Corresponding
figures for severe diarrhea are 3% (tegaserod) and 1% (placebo) Based ‘upon all Phase 111 data,

= ‘the discontinuation rate due to drarrhea is 1.6%. -




: "experrence to vdate syncope has been reported in 0 3% of tegasero

placeboftreated patrents,

Furthermore more than 10 000 ECGs in the Phase III program -—a majonty of wh1ch
| - were obtamed at the approx1mate tlme of max1ma1 drug concentratlon (Tmax) (the .
' concentratlon level of drug in the bIood stream) -- Were centrally analyzed and rev1ewed ina

i blinded fashion;;by an independent expert 'cardlologrstf«fr_etamed by Novartis. (Novartrs o

S Briefing Doc. at'85-87; Adv. Comm. Tr. at 113-14) 'The results of this ahalySis ‘sho"Wedv

: tegaserod to have no deletenous effects on the ECG specrﬁcally no effects on the QTc .
g interval or other ECG mtervals and no dlfference in arrhytlnmas were observed between
tegaserod and placebo. (Novartis Briefing Doc. at 85-87, 89; Adv. Comm. Tr. at 113'-14;

'FDA Briefing Mat. at 16).
As for Pubhc Crtlzen s companson of tegaserod to c1sapnde a mlxed S-HT

antagonist and S—HT agomst and Lotronex® (alosetron hydrochlorrde) a S-HT antagomst

in an attempt to predict the mcgience or type of adverse events, such an exe_r01se .1s




II69-II77 (Ex H) Adv Comm Tr at 30) Dunng th1s penod N vartis.

| ":large randomlzed double—bhnd pIacebo-controlled studles in supp tegaserod(B301 s

g 'B307 and B351) AlI patients: enrolled in the studles met the, mterna a'lly‘ feeo‘ghized’f

- Rome dlagnostlc criteria for C-IBS.? (Novartls Brleﬁng Doc at 17; Adv. -»omm T r at 33

SR 8 85, 120). Aﬁer consultmg with FDA and an adv1sory panel of aca emlc experts retamed

e The efﬁcacy of tegaserod and the results of studies B301 and B351 were ! fully rewewed w1th

. FDAand the Advisory Committee (Novartis Briefing Dog. at 20;27-46, 59-72; FDA Bneﬁng _

Mat, at 1-9; 17; Adv Comm. Tr. at 28-94 120-24 130-38; 141-42, 144-47 159-65 216-22)

- *These cntena require t the presence of abdominal discomfort. or pain reheved by abowel

“movement or associated with a change in the frequency or consmtency of stools. (Novartls ,

Briefing Doc. at 17; Drossman DA, Thompson WG, Talley NJ, et al. Identlﬁcatlon of subgroups
of functlonal gastromtestmal disorders. Gastroenterology Int 1990 3 15 9-72 (Ex D); Adv o

>"expected to have on. average <3 bowel movements/week durlng the 4-week baselin 'nod Q)
All patiepts however were requged to have demonstrated abdominal dlscomfort or pam dunng
the baseline period in-order to confirm the diagnosis of IBS. (Adv. Comm Tr. at 33) '
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45 57, 61) These results suggested that the “response” deﬁmtlon used in the study may

- have been too strmgent to allow for the detectmn of a treatment effect. (Ll ) Asa result
:Novartls met w1th expetts in gastroenterolo gy and statlstlcs and w1th F DA to dlscuss and
e ;vmutually agree upon; a’u; ap‘propnate deﬁmtlon of “respons ’ for the ongomg Phase IH tnals

" (Adv. Comm. Tr. at 45).

Based on these discussions, and in agreement with FDA, the original SGA of relief

gk ,-‘was‘rynodiﬁed and adopted as the definition of :resp’onse‘ for the primary efﬁcacyfVaﬁ,ab‘le in

the remaihing, rigorously blinded Phase T studies. (Novartis Briefing Doc. at 17, 20-21, 36;"

. 1°In addition, patients were permitted to use (non-bulkmg) laxatlves as rescue medlcatlon 1f they
. had no bowel movements for 4 days associated with bothersome abdominal discomfort.
©' - (Novartis Briefing Doc. at 18; Adv. Comm. Tr. at 34). As aresult, laxative intake was"
- considered tobe a potent1al confoundmg mﬂuence.e
. -factored into the: final statistical analysis of the pnmary efﬁcacy ‘variable to account for its -
- .potential confoundmg 1nﬂuence (Novartts Bneﬁng Doc. at 23; Adv. Comm. Tr. at 37, 49—50)
~ The statistical methodology was thoroughly reviewed at the: Adv1sory Commlttee Meetmg
' (Adv Comm. Tr. at 37, 49). Tl}g additional study of 1, 500 female patients (B358) submitted to
. FDA followmg the Advisory Comnittee Meetmg also factored laxative use into. the efficacy
- analysis.

tthe equest of FDA, laxative use was -
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£ Comrmttee on the Desrgn 'of Treatment Trrals for the Functmnal Gastromtestmal Dlsorders)

_ (S_e_ Veldhuysen Van Zanten S.TD Talley N, Bytzer P et al. Des1gn of treatment trials of
fu_nctlonal gastromtesvtmal d1$orders, Gut: 1999; 45 (Suppl. 1I): H69f‘11‘7 7 (Ex.. H)). The Rome
H .Comnﬁit'ee recommended ‘fhat.the‘primary 'out”eor_ne measure iﬁsed in_IB”SﬁtrieIs should |
“i'nte”grate'tﬁe contribution of a disparate group of symptems.” Id.) The SGA of relief
> clearly satisfies suetr requirements. |
'NovartiS_’ modiﬁcation of 'rhei definition of response was apprepriate mall respects.
- ‘As1de from the fact that FDA reviewed and approved the modlﬁcatlon redeﬁnmg response

. criteriaina protocol amendment pnor to unbhndmg of a study isin full comphance with

e : “’-raccepted statlstlcal and chmcal trial prmcrples (ICH harmomsed tnpartlte guldehne

: statrstlcal prmcrples for chmcal tnals 5 1 prespec:lﬁcatlon of the analysrs Federal Regzster
| September 16 1998 63 (1 79) 21-22). Furthermore like Pubhc C1t1zen s safety clarms this

* ‘matter was ﬁllly‘rewewed andg‘jlscussed at the AdvrSory Committee Meetmg.v '(Adv. Comm.
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. suffér from abdominal pain, bloating and constipationa

ni disorder often’ as'soé_iatea'ﬁWithi significant dlsabmty and:'ifripairinept

this deblhtatmg b?

S patients who
i their mamsymptoms Clmxcal
o .‘_'studiéis':hayé demonstrated Qt@é’éserod to b"e safé and é;ffé:é%ive for thé ‘:f»;’r‘eatment of abdominal
. pain, ‘d'ilscquoft*grid’ constipation in female patiéﬁts with IBS. ‘In;p'eirticular; dat# frorﬁ two
. double-blind, placéido-contfolled‘studi’es ha{ie’ démoﬁétrated.its efﬁéécy in trcating, this |
»_“.h"debiblitavtin‘g’disofdler. F ﬁrfheﬁnore, the Advis'otyr Commitfeéfand ‘twoéi‘ndep'endent experts
4 k"\égre'e‘ that the cliniéél data‘t'do not support N causal link Betw‘e‘en ﬁhe édmjnistration of v
- fegaserod and the f;)'rmatign of ovarian éyét’s., For all of the .forcgbi%ﬂg; reasons, teg’avsefod} has
| a favorébl_e ﬁsk—beﬁc;ﬁtgproﬁl_e that strongiy sﬁﬁpbrts aﬁproval. Inthls fcoﬂnect_ibﬁ,’ W‘e': look

- forward to working with FDA toward final action on the tegaserod NDA.

% % e
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- Respectfully submltted g

e “NOVARTIS PHARMA UTICALS

' By: |

Do&;o‘thyP Watson D
V1ce Pres1dent General Counsel

Enclosures (Submltted To Dockets Management Branch Only)

: cc Dockets Management Branch (HFA-305)

" Food and Drug Adm1mstratlon
5630 Fishers Lane, Room 1061
Rockville, Maryland 20852
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_Phannaceutlcals Counsei
”ﬁ.*Legal Department .~

o Fax 973—781-6477

5630 Flsher"Lane Room IO
e Rockvrlle Maryland 20852

o (“Novartls” or the “Company % submxts for ﬁ

Novams Pharmaceuticals Corporatnon
59 Route 10
: East Hanover NJ. 07936- 1080

G Tel 973781 8300 .-

VARTIS

Telephone 973-761-8009" -

© May21,2001

i 'Dockets Management Branch (HFA-305)
- Food and Drug Administration- *.

’ Dear Madam/Srr

] Pharmaceutlcals Corporatlon

hng an ongmal,f and four copies of its.comments in
response to and i in opposition to the szen Petmon filed by Pubhc Citizen concernmg Zelmac.

~ (tegaserod). Also enclosed are copxes of materials referenced in Novartls submlssmn document.

: Pursuant to 21 c F. R § 10 20 an,u

We understand that Pubhc szen 'S petmon was submltted to Dr Janet Woodcock,
- Director of the Center for Drug Evaluatlon and Research, and that an ofﬁmal docket has not been
established as of yet for Public: Citizen’s. petmon In this connectlon kmdly file the enclosed

. papers to the appropriate docket at the time a docket number is asmgned to Public szen s

- petition.

Should you have any questions regarding this matter, please do not hesitate to contact

-me.
Ve’ry truiy yours,
NOVARTIS PHARMACEUTICALS
CORPORATION ;

/ Mark D lelo /
Pharmaceutlcals sel -
MDP/rva »
. 'Enclosures

cc: Janet Woodcock, MD

*
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