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H C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Hesith Service
i
e Food snd Drug Administration

NDA 20-698 Rockvile MD 20857

Braintree Laboratories, Inc.

Attention: Mark vB. Cleveland, Ph.D.

60 Columbian Street FEB 18 1%
P.O. Box 850929

Braintree, MA 02185

Dear Dr. Cleveland:

Please refer to your new drug application (NDA) dated February 26, 1996, received
February 28, 1996, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act
for MiraLax (polyethylene glycol 3350, NF) Powder.

We acknowledge receipt of your submissions dated December 7, December 14,
December 17, 1998, February 8, and February 11, 1999.

This new drug application provides for the use of MiraLax (polyethylene glycol 3350, NF)
Powder for occasional constipation.

We have completed the review of this application, as amended, and have concluded that adequate
information has been presented to demonstrate that the drug product is safe and effective for use
as recommended in the submitted final printed labeling (package insert, patient package insert,
and immediate container labels submitted February 11, 1999). Accordingly, the application is
approved effective on the date of this Jetter.

At the next printing of the labeling, please revisc the patient information sheet and the package
insert so that they can be separated and the patient information sheet given to the patient.

We remind you of your Phase 4 commitments specified in your submission dated
December 17, 1998.

Protocols, data, and final reports should be submitted to your IND for this product and a copy of
the cover letter sent to this NDA. If an IND is not required to meet your Phase 4 commitments,
please submit protocols, data and final reports to this NDA as cotrespondence. In addition, under
21 CFR 314.82(b)(2)(vii), we request that you include a status summary of ¢ach commitmentin
your annual report to this NDA. The status summary should include the number of patients
entered in each study, expected completion and submission dates, and any changes in plans since
the last annual report. For administrative purposes, all submissions, including labeling
supplements, relating to these Phase 4 commitments must be clearly designated "Phase 4
Commitments."
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Validation of the regulatory methods has not been completed. At the present time, it is the policy of
the Center not to withhold approval because the methods are being validated. Nevertheless, we
expect your continued cooperation to resolve any problems that may be identified.

In addition, please submit three copies of the introductory promotional materials that you propose to
use for this product. All proposed materials should be submitted in draft or mock-up form, not final
print. Please submit one copy to this Division and two copies of both the promotional materials and
the package insert directly to:

Division of Drug Marketing, Advertising, and Commumcanons, HFD-40

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.

If you have any questions, contact Alice Kacuba, Consumer Safety Officer, at (301) 827-7310.

Sincere

Lilia Talarico, M.D.
Director
Division of Gastrointestinal
and Coagulation Drug Products
Office of Drug Evaluation 111
Center for Drug Evaluation and Research

APPEARS THIS WAY ON ORIGINAL
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Polyethylene Glycol 3350, NF Powder C antie '
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This bettie contains :

255 grams of polyehviens giycol 3350, "&Pow17uw1wnommofpowuer
NF powder '

into the cap of the bottis
&MNMIuam(Soz)olm
Uicensed Under U.S. Patent No. 5,710,183 8. Drink the echudion.
6. Treatment for 2 to 4 days may be reguired to pro- .
Dustamd by . duce a bowel movement. R
Briffiites . & Tom
Sreintres, MA 02168
Keep this and other drugs out of reach of children.
Store at 25°C (T7°F)
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Polyeihyiane Giycol 3350, NF
Poveder

DESCRIPTION
nwmmmm.mw
glycol 3350, NF) is & gynihetic polygiycol having an aver-
agemﬂmmmomam.mmmmmm
(6 ot 1638 than 90.0 percant and not greater than 110.0
perwnofmammmm.mmbmmls

" HO(C;H,O),H In which n repracants the average aumber of

Below 55°C R is & free flowing white

! axysthylane groups.
powder freaty soluble in watar.

Miralax is an osmotic agent for the tsatment of constipa-
tion.

CLIMCAL PHARMACOLOGY

Phanmacology: Mivalax ia as oemotic agent which

. causes watet 10 ba retained with the 8tool.
. Easantially, compiata recovary of MiraLax was shown in

normal subjects without constipation. Atampts et recovery
of MiraLax in constipated palients rasuited in incomsiote
and highly veriahle recovery. in vilro study showad ind)-
rectly that MiraLax was not fermented into hydrogen of
methane by tha calonic microfiora in human faces.
MiraLax appsars to have no effect on the active abeorption
or sacrstion of glucase o eisctroiytes. Thers is no evi-

.1 dence of tachyphylexis.

CLINICAL TRIALS

in ohe study, patisnts with leas than 3 bowel movameants
per week wera rantomized to Miclax, 17 grams, of
placebo for 14 days. An increase in bowel movement fre-
quency was ohaerved for bath treatiment groups during the
firat wesk of traatmant. Miralax was statistically supstior
to placebo during the second waek of traatmant.

In another study, patients with 3 bowel movemants or less
per waek and/or laes than 300 grams of stool per weak
ware randomized to 2 dose levels of Miralax of placebo for

© 10 days each. Success was Gefined by an increase in both

bowe! movement fraguency and dally stos! weight. For
both parametars, supariorily of the 17 gram dose of
MiraLax ovet placebo was demonstrated.
INDICATIONS AND USAGE

for the treatment of occasional constipation. This product
should be used for 2 weeks or (038 or as ckecied by 8
physiclan.

CONTRAINDICATIONS

MiraLax Is contraindicated in patients with known of sus-~
pected bowe) obstruction and patients known to be aliergic
% poiyethyiene giycol.

WARNINGS

Patients with symptoms suggestive of bowel obstruction

. (nausaa, vomiting, abdominéd pain or distantian) should be

svaluatad to rule out this condition Lisfors initiating Miralax
therapy.

;- PRECAUTIONS »
~ General: Patients presenting with complaints of constip
) tion sheuld have 8 thorough medical history and physical

examination to oatect aseociataq metabolic, andocring and
neurogenic conditions, and medications. A diagnostic evel-
yation should include a structural axaminetion of the caion.
Patients shoukd be sducated about good defacatory and
ating habits (such as high fder Giets) and Westyle
changes (adequate dietary fber and fluid \ntake, reguiar

axarcie) which may producs more reguiar bowel habits.
\MiraLax should be adminiatered dissolved in approximatety
B ounces of watsr.

intarmation for Patienta: MiraLax goftans the stoot end
mwnsthehaquanwotbmnimovmmwmﬂlm
wataﬂntﬂesmol.ltsnwldmmtakmbvmmm
being dissotved In 8 cunces of water. Shotid unususl
cramps, bloating, of diarhea occur, consuit your physician.
Mtnuaysmaynareqwodbpmduuawmlmov&
mant. mmm:mmmmzmemrmsm
28 diracted by a physician. Prolonged, frequent of exces-
Mcmofmrammayr&mmﬂmylalmbalmanﬂ
dapandence on Iaxatives.

Laboratory Tests: Noeumml'lslnruﬂnamaimwlabo-
ramyry tests have basn dsmonstrated.

Dimg Intaractions: o specific drug interactions have
been damonstrated.

" Carclaogenesis, Mutagenesls, Impairmant of Fartiity:

mngtermcardnocenmmwwlicmchym
mdwpmducﬂwtoﬂdwmmmmmwm
porformed with MiraLax.

Pragnancy: Category C. Animal reproductive Studies have
not been nm«maﬁwmmnmmm
MwMimhxunmwmmmmm
mapmonamwomm.mmmmmm.
Miralax should only ba administared 1 3 pregnant woman
it clearly neaded.

Padistrie Use: Safety and effectivensss In pediatric
pauemnasnmmmm.

Garlatric Use; There is no evidance for spacial consldera-
mmmmmmmmmmpmm,
MgeﬂatﬂcnurslnnhomenﬂhﬂBammcmof
umrheanccunedamermmndedﬂguose. it diar-
thea oceurs Miralax should be discontinued,

ADVERSE REACTIONS

Naiea, abdominal bloating, cramping end fiatulence may
occur, High doses may produce dlarmhea aNd excessive
#toof fraquency, particularly in eiderty nursing home
patiants.

Patients taking other medications containing poiyethylane
glyco! have occasionally developed urticanta suggestive of
ah allerglc raaction.

OVERDOSAGE

Thera have baen 0 reports of accidental verdosage. In
the avent of overdosage dlarhea would ba the expected
mwmnmwerdmddnmomumummc\nm-
eomlmtmesuonofm.mydmmouemdima
may result. Medication shouid be terminated and free
watsr administered. Tha on L Dgq 18 >50 gm/kg in mice.
rats and rabbits.
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mmrwm(wnmwpnymmaom PATIENT INFORMATION i
of winter, Each botta of Miral.ax is Suppited WIh & meass= siraLax® (Polystiylene Giycol 3350, NF Powdeq isapre- |
mupmamanmcomnnmdmmm wmmwnmmnasmnwmmwm {
whan fiied to the Indicatad line. doctof to tragt constipation. This product should oniybe -
fwomndaya(dstosshwm)mavbnmmdtopm umdbympsmnmrmmnmnmm
2 bowel : How o toke
HOW SUPPLIED ! Tne dose is 17 gras sach day or 63 directed by physician.
mw«dmdm.fuofalmmmmmm lt{snoulualmnhemﬂbymm. Measure the dose
mmr.mmmummmmma«mau wngmomumm(amommmmmnuf
oz.mnmmroizssgmdmﬁwwmmdanm. powdan.stkwdmnlvelnagm {8 02) of water. Taking
mntalnocofsznnmsdhnmnowm ) moreummmmmeddaemywmlmmmm
The ca on each bottie I8 marked with 8 measuring line 0 severe diaThed.
mdmmmnmammmmom Haw will it work
m(w1mmwm). Mimmmmmmdiwummmmmm

STORAGE o
: smatzsweescmmm&emmmm

mlmmwmmmmlnmm.mnm
bowolmovumtwlnusualymmmmmﬁmm.
amwghtmmaymbmmuwm

’ - c . Se0 USP *Con- How long should | taka it
DRt e amnasgon o
: Weoks. may r
Dictrbuted by Brainires Laboreturies, inc., Braitree, MA | you have had several satstacory bowsl movaments.
\ smmm«m.mwm.ammwx

. 02185

yous physician. MiraLax is intende foc up 10 8 two week
course of therapy. You ghould not use for a longer time
uniess directed by your doctof. '

3
mmmmwmwmmmmmy (usvally

; ummmmdtmmm)piemmswssmywr
doctor iHastyle changes which may proguce more reguiar

; mﬂm(wmaummmdwm.mm
OXErCise).
who Should NOT take MisaLax
eraux!'lwldnmmusoﬂbyd\udm. it should not be
madumﬂmnumuwmdbnpmsiclan.
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' NDC 52268-800-03
PRESCRIPTION LAXATIVE

| Polyethylene Glycol 3350, NF Powder

This bottle contains
527 grams of polyethylene glycol 3350,

NF powder
Licensed Under U.S. Patent No. 5,710,183

Briiires

Bralnires, MA 02185

|

Lot No.

PATIENT WFORMATION
MireLax® (Polyothylene Giycol 3350, NF Powder) 2

shouia only be used by the peraon for whofn Kt was prescribed.

How to take
Tha dose is 17 ommaachdaymnulremdw

Noxt Swps

Afta¢ successfully complating the MiraLax therapy (usbally between one and two
mdmlwwwmchmumm
more raguler bows) habits (sdequats dletary and fuid intake, reguiar exarcise).

waeks) please discuss with

Who Should NOT teke Miralax

MiraLax should not be used by chlidren. 1t should not ba Lised by pregnant
women unless prescribed by a physiclan.

Side Eecta/Drug

Reactions
Qccasionally, MiraLax may Causa nBUSES, stomach fuliness, cramping, Giasthea

mdlagas.mmmnywhavasymmmwchamea,mm

abdominal Wnum.mmmmuhwmm. Onrare
mmnmw“mnmmwm“mmdm
allerpic reaction. 1f you gat an ailergic reaction you ghould discontinue the med-

cation and call your goctor.
llmmaﬂadehpﬂMMthldhhm

oy

prescription onty laxative
mtchhnmnmmwwdmmnﬁwmﬁon. This product

" Directions ‘,.fg
1. Note: o botie op ls amessuring €39 ()
markad 0 contain 17 grama of powder (3

" when flad 10 the ncicated ine B !
| 2. Dally dosals 17g por day 0 g ) 1
© " directad by physician. S
| o pour 17g(about 1 heaplng taie- B ' =

! mm)otpomormmemume % =0

N e. — 1=

‘ {8 0z)of | o

\ 4, Diasoive the powder in8 o E.g

| 5. Drink the solution. =

: @, Tragtment for 210 4 days may be =

. required to produce a bowel move- =

;  ment

# 1 2

‘ Bonly 0

] Kaepm%smm«ugsmnotm )
- | ot children. )
 stora at 25°¢ (77°R i

S22 fpa/iﬂw

{
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and lifestyle changes (adaquata distery fibar and fluld Intake, reguiar exercite) |

| wiich may produce more reguiar bowel habits. _
" MiraLax ehoutd bo administerad disscived In approximately 8 ounces of watsr.

MiraLax®
Polyathylens Giycol 3350, NF
Powder

OESCRIPTION

A whits powdar for raconstitution. MiraLax (polysthylens glycol 3350, NF) s a
synthetic polyplycol having an average moleculer weight of 3350. The achal
molecular waight is nat less than 80.0 parcent and not grester than 110.0 per-
cont of the naminal vaius. The chemical formisa i in which n repre-

sants the average number of axyethylens groups. Below 55°C Rt is a free fowing

whits powder fresty soludle in water,
MiraLax ts an csmotic agent for the treatment of constipation.

CLINICAL

2 Micalax Is 88 osmotic agent which causes water b be retained
with tha stool.
Essentially, compiete recovery of Miral.ax wis sShown In normal subjects without
constipation. Attampts at recovery of Miralax in constipaied patients resuitad In
incompiete and highly variable recovery. In vitro study showed indiractly that
Miralax was nat farmanted into hydrogen ar methane by the colonic microfiora
In mman faces. MiraLax appsare to have no sffect on the active absorption o
sacration of ghicase Or glectiolytes. Thare IS no evidence of tachyphylaxis.
CLINICAL TRIALS
In one study, patianta with jesa than 3 bowal movements psr wagk were ran-
domized to MiraLax, 17 grams, or ptacabo for 14 days. An incrsasa in bowal
movament frequency was cbasrvad for bath trestment groups diring the finst
_wiek of troatment. MiraLax was statistically Suparior 10 placebo during the sac-
ong week of treatment.
in another study, patients with 3 bowe! movements or 1689 per week and/or less
than 300 grams of stool per week wera randomizad to 2 dose levels of MireLax
or placebo for 10 days each. Success was defined by an incraase in both bowet
movement fraquency and dally stool weight. For both parameters, superiority of
the 17 gram coss of MiaLAX aver piacebo was 6emonsiTated.
INDIGATIONS AND USAGE
For the treatment of occaslonal constipation. Thie product should bie veed for 2
weaks or less or ag directed by 8 physicisn.
CONTRAINDICATIONS
Miralax Is contraindicated in pgtionts with known or suspected boww) obstruc-
tion and patiants known to be allergic to polyethyisna glyeol.
WARNINGS
Patients with symptoms suggastiva of bowsl cstruction (nausea, vomiting,
abdominal pain or dlstention) shouid be evakeated to nuls ot this condition
bafors inftiating Miralox tharapy.
PRECAUTIONS
General: Patients prasenting with complaints of constipation should have a
thorough madical history and physicsl examination to detect associated
metaboiic, endocring and newngenic conditions, and madications. A Otapnostic
svaluation should Include a structurs! examingtion of the colon. Patients should

Informatien for Patiantn: Miralax softens the stool and increases the fre-
quency of bowel movements by retaining water in the stool. it should awayz be
taken by mouth aftar being dissoived In 8 ouncea of water. Should unusual
cramps, bloating, or diarrhea 6eaur, sonsult vour phyaleian.

Two 10 4 6ays may be required tn procuca & bowel movemant. This product
should ba used for 2 wesks or less or a8 directsd by & physician. Prolongad, fra-
quant or excessive usa of Miralax may cesult in electrotyts Imbalance end
dependence on [axativas. .
Laborwtery Testa: No ciinically significant affect on laboratory teste hava bean
demonatraied. -

Orug interactions: No specific drug imaractions have been damanatrated.
Carcinopenatie, Mitagonasls, impairmant of Fartility: Long term carcino-
genicity stucies, genstic tnxicity studies and reproductive toxiclty studies in an)-
mas have not been performed with Miralax.

Pregnancy: Catagory C. Anlmal reproductive Studies have not been performed
with MraLax. it i alza not known whether Miralax can cause fetal harm when
adminisiered o & pregnant woman, of can effect reproductive capacity. Miral ax
shouid only be administered t a pregnant woinman Iif cisanty nasded.

Padiatric lsa: Safety and effectiveness in padiatric patiants has nat been

Gertatric Use: There is no evidence for special considerations when Miralax is
administared to siderly patients.

In gerfatric nursing home patlents a higher incidence of dianhea eccurred at the
recommended 17 g dosa. I diarhea occure Miralax should be discontinuad.

ADVERSE REACTIONS ‘

Nauses, abxdominal bloating, cramping and fishslence may occur. High doses may
producs diamhen and excessiva stool fraquancy, particufarly in eideny nursing
home patients.

Patients taking other medicationa containing polysthyiens glyeol have occasion-
ally developed urticaria suggestive of an allergic reaction.

OVERDOSAGE

Thare have been no reports of accidantal overdosage. in the event of overdesage
dlarvhea would be the axpactad major svent. If an overdose of arug occumed
without conconitant ingestion of fiuld, delydmtion dus to diarthea may resuit.
Madication shoutd be tarminatad and fres water sdminigtered. The ol

LDgq is >50 gm/Xg In mice, rats and rabhits.

DOSAGE AND ADMINISTRATION

The usual dose is 17 grams (about 1 heaping tablespoon) of powder per day (or
as diractad by physician) In 8 ounces of water. Each bottie of Miralax Is suppiled
With & measuring cap marked to contaln 17 grame of isxative powder when filled
10 the Indicated line.

Two 1n 4 days (48 10 95 hours) May De required to produce & bows! movameant.
HOW SUPPLIED

in powdered form, for oral adminiatraion after dissolution in water. MiraLax is
available in two pachage sizes; a 14 oz. container of 255 grams of laxative pow-
der and a 26 oz. contalnar of 527 grama of lexative powder.

The cap on each bottle is markad with o measuring line and may be usad to
maasure a single MiraLax dnss of 17 grams (ahout 1 haaping tabiaspoon).

. Rxonly

* Stors at 28 degraes C (77 dsgress P); excursions permittad to 15-30 degrees C

{50-86 dagrass F). Ses USP “Controtied Room Temparaiure.®
Distributed by Braintres Laboratories, inc., Braintree, MA 02185
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