CENTER FOR DRUG EVALUATION AND RESEARCH

Approval Package for:

APPLICATION NUMBER:

19-653/S-027 & 19-697/S-024

Trade Name:

Generic Name:

Sponsor:

Approval Date:

Indications:

Ortho-Cyclen 0.25mg/0.035mg

Ortho Tri-Cyclen 0.18mg/0.035mg,
0.215mg/0.035mg, 0.25mg/0.035mg

norgestimate/ethinyl estradiol tablets
Johnson RW
01/16/2001

Ortho-Cyclen & Ortho Tri-Cyclen: For the prevention
of pregnancy in women who elect to use oral
contraceptives as a method of contraception.

Ortho Tri-Cyclen: For the treatment of moderate acne
vulgaris in females, greater than or equal to 15 years
of age, who have no known contradictions to oral
contraceptive therapy, desire contraception, have
achieved menarche and are unresponsive to topical
anti-acne medications. |
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C NDA 19-653/S-027
NDA 19-697/S-024
R.W. Johnson Pharmaceutical and Research Institute
Attention: William R. Sisco
Associate Director, Regulatory Affalrs
920 Route 202 South

P.O. Box 300
Raritan, NJ 08869-0602
Dear Mr. Sisco: :
Please refer to your supplemental new drug applications dated July 18, 2000, received July 19, 2000
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for ORTHO-CYCLEN®
(norgestlmate/ethmyl estradiol) Tablets, ORTHO TRI-CYCLEN® (norgestimate/ethinyl estradiol)

Tablets.
These "Changes Being Effected" supplementai new drug applications provide for revisions to the

graphics and wording for points 4 and 5 of the “Instructions for using your Diapak® Tablet Dispenser”
section of the Detailed Patient Labeling/Brief Summary Patient Package Insert, approved on November

We have completed the review of these supplemental applications and have concluded that adequate
information has been presented to demonstrate that the drug products are safe and effective for use as

22, 1999.
recommended in the submitted final printed labeling (patient package insert submitted July 18, 2000)
Accordingly, these supplemental applications are approved effective on the date of this letter

In addition, please submit three copies of the introductory promotional materials that you propose to
use for these products. 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 inserts directly to:
Division of Drug Marketing, Advertising, and Communications, HFD-42

Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857
If a letter communicating important information about this drug product (i.e., a "Dear Health Care
 Practitioner" letter) is issued to physicians and others responsible for patient care, we request that you
submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2

"FDA
5600 Fishers Lane
Rockville, MD 20857

Please submit one market package of the drug product when it is available



NDA 19-653/S-027
NDA 19-697/S-024
Page 2

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, call J ennifer Mercier, B.S., Regulatory Project Manager, at (301) 827-4260.

Sincerely,

Susan Allen, M.D.

Director

Division of Reproductive and Urologic Drug Products
Office of Drug Evaluation III

Center for Drug Evaluation and-Research



Susan Allen
1/16/01 01:38:57 PM
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ORTHQ TRI-CYCLEN® 21/28 Day Regin'ien
ORTHO-CYCLEN® 21/28 Day Regimen
{norgestimate/ethinyl estradiol)

I

This product (like alf oral contraceptives) is in-
tended to prevent pre%nuncy. it does not profect
against HIV infection (AIDS) and other sexually
transmitted diseases.

ORTHO TRI-CYCLEN® 21/28 Day Regimen: Each
white tablet contains O.180 mg nor%esrimore and 0.035 mg
ethinyl estradiol. Each light blue tablet contains 0.215 m
norgestimate and 0.035 mg ethinyl estradiol. Each blue tablet
conlains 0.250 mg norgestimate and 0.035 mg ethiny!
estradiol. Each green tablet contains inert ingredgi;enrs.

{Note: refills with 21 pills do not contain green toblets.)

ORTHO-CYCLEN® 21/28 Day Regimen: Each blue

tablet contains 0.250 m% norgestimate and 0.035 mg ethinyl

estradiol. Each green tablet contains inert ingredients.
{Note: refills with 21 pills do not contain green lablets.}

BRIEF SUMMARY

PATIENT PACKAGE INSERT

Oral confraceptives, also known as “birth control pills” or “the

pill,” are taken to prevent pregnancy. ORTHO TRICYCLEN

may also be foken fo treat moderate acre in females who are

able to use the pill. When taken correctly o prevent preg-

nancy, oral contraceptivés have a failure rate of less than 1%

f)er year when used without missing any pills. The typical

ailure rate of large nymbers of pill users is fess than g% per

year when women who miss pihjs are included. For most

women oral contraceptives are also free of serious or unpleas-

ant side effects, However, forgetiing to take pills considerably

increases fhie chances of pregnancy.

For the majority of women, oral conlraceptives can be taken

safely. But there are some women who are at hi?h risk of

developing cerlain serious diseases that can be Tatal or may

cause femporary or permanent disabilify. The risks associated

with taking oral confraceptives increase significantly if you:

® smoke |

* have hi%? blood pressure, diabetes, high cholesterol

* have or have had clotting disorders, heart atiack, stioke,
angina- pecloris, cancer of the breast or sex organs,
joundice or malignant or benign liver tumors

Although cardiovascular disease risks moy be increased with

oral contraceptive use after age 40 in healthy, nonsmoking

wormen [even with the newer Tow-dose formulations), there are

also greater potential health risks associated with pregnancy in

older women.

You should not take the pill if you suspect you are pregnant or

have unexploined vcgin%l bleeding. pecy Pre9

Cigarette smoking increases the risk of
serious cardiovascular side effects from
oral contraceptive use. This risk increases
with age and with heavy smoking (15 or
more cigarettes per day} and is quite
marked in women over 35 years of age.
Women who use oral contraceptives are
strongly advised not to smoke.

Most side effects of the pill are not serious. The most common

such effects are nousea, vomifing, bleeding between menstrual

periods, weight gain, breast tenderness, and difficully wearing

contact lenses. These side effects, especially nausea and

vomiting, may subside within the first three months of use.

The serious side effects of the pill occur very infrequently,

especially if you are in good health and are young. However,

{gé should know that the following medical condifions have

n-associated wilh or made worse by the pill:

1. Blood clots in the legs {Ihrombophlebitis), lungs {pulmonary
embolism) sIoEFoEe or pture of a blood vessel in the
brain (stroke), blod age of blood vessels in the heart (heart

afiack or angina pectoris) or other organs of the body. As
mentioned o%ovefx:;oking increasesgrhe isk of heart aftacks
ond stiokes, and subsequent serious medical consequences.
. In rare cases, oral coniraceptives can cause benign but
dangerous liver tumors. These benign liver tumors can
tupture and cause fatal internal bleeding. In addition, some
studies report an increased risk of developing liver cancer.
However, liver cancers are rare. .
3. High blood pressure, dlthough blood pressure usually
returns Yo normal when the pill is stopped.
The symptoms associated with these serious side effects are
discussed in the Detailed Patient Labeling. NotifY your doctor
or health care provider if you notice any unusual physical
disturbances while taking IKe pill. In addition, drugs such as
dfampin, as well as some anticonvulsants and some anfibiotics
may decrease oral contraceptive effectiveness.
There is conflict among studies regarding breast cancer and
ool contraceptive use.” Some studies have reported an increase
in the risk of developing breast cancer, particulary at a
younger age. This increased risk appears to be related to
duration of use. The mojority of studies have found no overall
increase in the risk of developing breast cancer. Some studies
have found an increase in the incidence of cancer of the
cervix in women who use oral contraceptives. However, this
finding may be related to factors other tﬁcn the use of oral
contiaceptives. There is insufficient evidence to rule out the
possibility that pills may cavse such cancers. .
Taking the combination 1%ill provides some important non-
contraceptive benefits. These include less painful menstruation,
less menstrual blood loss and anemia, fewer pelvic infections,
and fewer cancers of the ovary and the lining of the uterus.
Be sure to discuss any medical condition you may have with
your health éare provider. Your health care provider will toke a
medical and family history before prescribing oral contre
cepfives and will examine you. The physico?excminclion may
delayed Io another fime if you request it and the health care
provider believes that it is a good medical practice to post
pone it. You should be reexamined at least once a year while
taking oral confroceptives. The Detoiled Patient Labeling gives
you further information which you should read and discuss with
your health care provider.
ORTHO TRICYCLEN and ORTHO-CYCIEN {like all oral
contraceplives) are intended o prevent pregnancy. ORTHO
TRHCYCLEN is also used fo treat moderate acne in females
who are able Io take oral contraceptives. Oral contraceptives
do not profect against ransmission of HIV {AIDS}and othet
sexually transmitted diseases such as chlomydia, genitol
herpes, genital warts, gonorthea, hepctitis B, and syphilis.

HOW TO TAKE THE PILL

N

IMPORTANT POINTS TO REMEMBER

BEFORE YQU START TAKING YOUR PILLS:
. gngURE (o] REA?( THESE D|R"ECTIONS:
ore slart taking your pills.

Anyﬂmeysluou are not ?u?:m%r to do.

. THE RIGHT WAY TO TAKE THE PILL IS TO TAKE ONE PILL
EVERY DAY AT THE SAME TIME. .
IF you miss pills you could get pregnant. This includes
starting the pccz late.
The more pills you miss, the more likely you are fo get
pregnant. X E

. MANY WOMEN HAVE SPOTTING OR LIKGHT BLEED-
ING, OR MAY FEEL SICK TO THEIR STOMACH DURING
THE FIRST 1-3 PACKS OF PILS. ¥ you feel sick to your
stomach, do not stop laking the pill. The problem will
usually go away.
If it doesn’t go away, check with your doctor or clinic.

. MISSING PILLS CAN ALSO CAUSE SPOTTING ‘OR UGHT

BIEEDING, even when you make up these missed pills.

On the days you igke 2 pills o moke up for misse'dppi[ls,

you could also feel a litfle sick to your stomach.

IF YOU HAVE VOMITING OR DIARRHEA, for any reason,

or IF YOU TAKE SOME MEDICINES, including some

antibiotics, your pills may not work as well. Use o backup
method {such as condoms, foam, or sponge) uniil you
check with your doctor or clinic.

6. IF YOU HAVE TROUBLE REMEMBERING TO TAKE THE
PILL, 1alk fo your doctor or clinic about how to make pilt
taking easier or about using another method of birth confrol.

7. IF YOU HAVE ANY QUESTIONS OR ARE UNSURE
ABOUT THE INFORMATION IN THIS LEAFLET, call your

doctor or clinic.

BEFORE YOU START TAKING YOUR PILLS
. DECIDE WHAT TIME OF DAY YOU WANT TO TAKE
YOUR PILL:

N

w

o

©

Itis important fo take it at about the same fime every day.
. Ié%(%llfléﬂ' YOUR PILt PACK TO SEE IF IT HAS 21 CR
o The 21 il pack has 21 “aclive” pills {with hormones) to
toke Tor % weeks. This is followed gy 1 week without pills.
¢ The 28+ ill pack has 21 “active” pills {with. hormones) to
take for 3 weeks. This is followedp by T week of
“reminder” green pills {without hormones).
ORTHO TRI-CYCLEN: There ore 7 white "active” pills,
7 light blue “active” pills, and 7 blue “octive” pills.
ORTHO-CYCLEN: There are 21 blue “active” pills.
AISOFIND: - -
1} where on the pack fo start taking pills,
2) in what order fo take the pills.

N

w

CHECK PICTURE OF PILL PACK AND ADDITIONAL
INSTRUCTIONS FOR USING THIS PACKAGE IN THE BRIEF
SUMMARY PATIENT PACKAGE INSERT ON REVERSE SIDE.
4. BE SURE YOU HAVE READY AT AlL TIMES:
ANOTHER KIND OF BIRTH CONTROL {such as condoms,
foam, or sponge to use as a backup in case you miss pills.
AN , FULL PILL PACK.

WHEN TO START THE FIRST PACK OF PILLS

You have a choice of which day to start taking your first pack

& pill, ORTHO TRICYCIEN aed ORTHOCTIEN ore

available in the DIALPAK® Tablet Dispenser which is preset for

a Sunday Start. Day 1 Start is also provided. Decide with your

doctor or clinic which is the best day for you. Pick a time o

day which will be easy to remember.

SUNDAY START:

ORTHO TRI-CYCLEN: Take the first “active” white pill of the

first pack on the Sunday after your period starts, even if you

are st} bleeding. Fyour periﬁ %ins on Sunday, start the

pack that same day.

ORTHO-CYCLEN: Take the first “active” blue pill of the first

pack on the Sunday ofter your period starts. even if you are

still bleeding TF your peri% @ins on Sunday, slart the pack

that some day.

Use onother method of birth control as a backup method if

you have sex anyiime from the Sunday you start your first pack

until the next Sunday {7 days]. Condoms, foam, of the sponge

are good backup methods of birth controf.

DAY 1 START:

ORTHO TRI-CY'CLEN: Toke the first "active” while pill of the

first pack during the first 24 hours of your period.

ORTHO-CYCLEN: Toke the first "active” blue pill of the first

pack duting the first 24 hours of your period.

You will not need to use o backup method of birth control,

since you are starting the pill ot the beginning of your period.

WHAT TO DO DURING THE MONTH

1. TAKE ONE PILL AT THE SAME TIME EVERY DAY
UNTIL THE PACK IS EMPTY.

Do nof skip pills even if you are spotting or bleeding between

monthly pgrigds or leel s);gk to yob)rosrorgoch (nousegL

Do ot skip pills even if you do not have sex very offen.

2. WHEN YOU FINISH A PACK OR SWITCH YOUR
BRAND OF PILLS:

21 pills: Wait 7 days fo start the next pack. You will
proﬁgh_/ have your period during that week. Be sure that
no more than 7ycci);ys paiss between 2 1-day packs.

28 pills: Start the next pack on the day dfter your lost
reminder” pill.
Do not wait any days between packs.

WHAT TO DO IF YOU MISS PILLS

ORTHO TRI-CYCLEN:
If you MISS 1 white, light blue, or blue “active” pill:
1. Take it as soon as you remember. Toke the next pifl at
éour regular time. This means you may foke 2 pills in 1

ay. :
2. You do not need fo use a backup birth control method if
you have sex.
IFyou MISS 2 white or light blue “active” pills in @ row in
EK T OR WEEK 2 of your pack: L
1. Take 2 pills on the day you remember and 2 pills the
fiext day.
2. Then take 1 pill @ doy until you finish the pack.
3. You MAY BECOME PREGNANT if you have sex in the
" 7 days after you miss pills. You MU\$/19 use another birth
coritrd] method {such as condoms, foam, or sponge) as
a backup for those 7 days.
WEEK.N“SS 2 blue “active” pills in a row in THE 3RD

1. If you are a Sunday Starfer: ’
Keep faking 1 pill every day uniil Sunday. On Sunday,
THROW CgUT the rest of the pack and stari a new pack
of pills thot same day.

If}_%ou are a Day 1 Starter:

THROW OUT the rest of the pill pack and stort a new
pack that same day.

2. You may not have your peried this month but this is .
expecied. However, if you miss your period 2 months in
atow, call your doclor or clinic because you might be
pregnant. . . .

. You MAY BECOME PREGNANT if you have sex in the
Z after you miss pifls. You MUX? use anofher birth
control method {such as condems, foam, or sponge] as

4

a backup for those 7 days.
If you MISS 3 OR MORE white, light blug, or blug “aclive”
pins, in a fow {during the first 3 week‘ﬂ:
1. If you are a'Sunday Starter:
Keep‘-tokirg 1 pill évery day until Sunday. On Sunday,
THROW OUT the rest of the pack and slart @ new pack
of pifls that same day.
lfl_%ou are a Day 1 Starter:
THROW OUT the rest of the pill pack ond start @ new
pack that.same day. . .
2. You may not have your period this month but this is
See reverse side for additional information.

Instructions for using your DIALPAK
Tablet Dispenser on reverse side.




BRIEF SUMMARY PATIENT PACKAGE INSERT (continued)
expected. However, if you miss your period 2 months
in a row, call your doctor or clinic becpguse you might be
pregnant.
3. Yoy MAY BECOME PREGNANT if you have sex in the
Z days after you miss pills. You MU?T) use another birth
m%fmerhod {such a5 condoms, foam, or spange} as
+» @ backup for those 7 days, - . N
ORTHO-CYCLEN:
IFyou MISS 1 blue “active” pil:
1. Take it as soon as you remember. Toke the next pill at
your regulor time. This means you may.foke 2 pills in 1 day.
2. You do not.need lo use a backup birth control method if
you have sex. :
If you MISS 2 blue “active” pills in a row in WEEK 1°OR
WEEK 2 of your pack: . A
1. Take 2 pills on the day you remember and 2 pills the
next doy.
2. Then take 1 pill a day until you finish the pack.
3. You MAY BECOME PREGNANT if you have sex in the
Z days after you miss pills. You MUST use another birth
control method (such as condoms, foam, or sponge) as
@ backup for those 7 days.

If you MISS 2 blue “aclive” pills in a row in THE 3RD
WEEK:

1. if you are a Sunday Starter:
Keep foking 1 pill every day untit Sunday. On Sundoy,
THROW QUT the rest of the pack and sfart a new pack
of pills that same day.
If you are a Day 1 Starter:
TI—&OW OUT the rest of the pill pack cind stort a new
pack thot same day.
. You may not have your period this month but this is
expecled. However, if you miss your period 2 months
in a row, call your doclor or clinic because you might
be prégnant.
You MAY BECOME PREGNANT if you have sex in the
Z days after you miss pills. You MUST use ancther birth
coritrol method fsuch as condoms, foam, or sponge) as
o'backup for those 7 days.
If you MISS 3 OR MORE blue “active” pills in o row

[\

w

|during the first 3 weeks}:

1. If you are a Sunday Starter:
Keep rokinog 1 pill every day until Sunday. On Sunday,

THROW
of pills that same day.

UT the rest of the pack and start o new pack

if you are a Day 1 Starter:
THROW OUT the rest of the pilt pack and start a new
pack that some day.

2. You may ot have your périod this month but this is
expecled. However, if you miss your period 2 ménths
in‘a row, call your doctor or dlinic because you right
be pregnant.

. You MAY BECOME PREGNANT if you have sex in the
Z days after you miss pills. You MUST use another birth
contiol method [such os condoms, foam, or spongel os
a backup for those 7 days.

w

A REMINDER FOR THOSE ON 28-DAY PACKS:
IFyou forget any of the 7 green “reminder” pills in WEEK 4:
THROW AWAY the pil?s ou missid.
Keep taking 1 pill each day until the pack is emply.
You do not need o backup method. . ..

FINALLY, IF YOU ARE STILL NOT SURE WHAT TO
DO ABOUT THE PILLS YOU HAVE MISSED: Uss o
BACKUP METHOD anyiime you have sex. KEEP TAKING
ONE "ACTIVE" PRL EACH DAY uniil you can reach your

doctor or clinic.

Instructions for l.‘lsi'nrgll your
‘Dialpak® Tablet Dispenser

Please R_edql_ Me!

O Sunduy Strt
S
O Day 1 Start -

There are fwo ways fo start taking birth control pls, .
Sunday Start or Day 1 Start, <= <
Your helth care provider will fell you which to use.

Save thé;gﬁins_fruc\li_qns. -

dial-
SET THE DAY:
O3 Sunday Start: the arow  wp'the “V* shape on the refil with
on your empfy Diolpak should ~ she “V*"shape dt the fop of your
paint to'SU (Sunday). Diofpak. Snap the tefillin place.

01 Day 1 Start: tuin the diel
on your empty Didlpok until the

arrow points fo the first day of .

your period (i your period starfs
on Tuesday, the areow will point
to TU).

Wait 24 hours to take your next

pill. To take pil “2," turn the
dial on your Dialpak fo the
next doy. Continue to take one
pil each day unfil ol the pills
have been faken.

I op

* “fime every day. Itis

You are ready to take pilt “1.”

* You should atways begin your pif
~ oycle with pill “1,” gs shown on

the inner part of the refl ng.

Take.your p
important 15 toke the correct pill

. each doy and not miss gny pilks.
To kielp you remember, foke your
pill gt the same time as anofher
daly activity, fike turning off your
“olarin:dlock or brushing your
teeth> 5o

1 o=

1f this is the first time you
are taking birth control pills, or if
you hiove not foken birth confrol
pills for 10 days or more, your
first step s to wait until the
first day you get your
menstrual period. Then,

follow these instructions for either . .

Sunday Stort or Day 1 Start.

Remaove pill “1 by pushing
down on the pill. The pill will
come out thiough a hole in the
back of the Dialpok.

9

|
] ]
SEEEEEE)

When your refill is empty,
keep your Dialpak case.

o If your refill contained 21 pills,
you will not take a pil on doys
22 through 28, you must start a
new refill on the day following
doy 28.

* If your reflf contained 28 pills,
you will stort a new refill on the
day after il *28.”

2,4

O Sunday Start
3 Day 1 Start

When you get your period:
 You will use o Sunday Start
if your doctor fold you to foke
your first pill on a Sundoy. Toke
pilt “1” on the Sunday after your
period storfs.

If your period starts on o Sunday,
toke:pill “1” that doy,

© You wiluse o Day 1 Start
if your dactor fold you fo take pill
“1" on the first day of your
period.

Swallow the pill. You will
take one pil each day. If you use
a Sunday Start and you are
toking the pill for the FIRST TIME,
YOU MUST USE.A BACK-UP
METHOD OF BIRTH CONTROL
FOR THE FIRST 7 DAYS. If you
use o Day 1 Start, you ore
protected from becoming preg-
nant as seon as you foke your
first pill.

Turn the dial to the pilt
“1” position fo remove
the empty refill ond insert o
new refil. THE FIRST PILL IN
EVERY REFILL WILL-ALWAYS BE
TAKEN ON THE SAME-DAY OF THE
WEEK, NO"MATTER WHEN YOUR
NEXT PERIOD STARTS.

If you miss one pill.... toke it o5 soon gs you remember. Toke the
next pill ot your regular time: This means you may take hwo pills in‘one
day: You will not need a batk-up method of birth control if you have
Sex. o

1f you miss two or more pills in a row... YOU MAY BECOME
PREGNANT if you have sex during the next 7 days!

YOU MUST USE A BACK-UP METHOD OF BIRTH CONTROL {condoms, foam,
or sponge) for those 7 days and follow the instructions below.

LOOK AT THE PILL NUMBERS ON YOUR REFILL — the insfructions below
depend on which pills you miss, and if you used o Sundoy Start or Day
1 Stort.

O Sunday Start 2

a. ff you miss two pills in a row of pills T through 14 .
Take two pills as soon as you remember and two pills the next
day, then keep toking one pill each day as usvol.

b. 1 you miss pils 14 and 15 or

if you miss two pills in a row of pills 15 through 21 or - .
if you miss three or more pils in a row of pills
1 through 21:

Keep taking one pill each day until Sunday.

On Sunday, THROW OUT the rest of the pills and stort

few refil.

O Day 1 Start &2

a. [f you miss twe pills in a row of pills 1 through 14:
Take two pils as soon as you remember and two pills the next
day, then keep taking one pill each doy s usual
b. If you miss pills 14 and 15 or
if you miss two pillsin o row of pills 15 through 21 or
if you miss three or more pils in a row of pills
1 through 21: .
THROW OUT the rest of the pills and stort a new refil that day.

I you miss pills 22 through 28...

Some reflls contain 21 pills and some contain 28 pils. i your

refill contains 28 pills, remember that pills 22 through 28 are

“reminder” pills and do not contain active ingredients.

o If you miss any of pils 22 through 28, you wil stll be protected:
Theow away the missed pills and keep tuking one pill each day unfl
you finish the refil. Start o new refilfon the day.ofiér il “28." .

Side effects: -~ .

Some side effects are normal and will go awoy.after the first 1, 2 or 3

maonths as your body gets used to the pil. For more informafion on side

effects see'the BiieF Summary on the other side of his page, the’

Detailed Patient Information Lobeling that come with your pills, or ask

your health care provider or pharmacist.

)
ORTHO-MCNEIL
g

ORTHO-McNEIL PHARMACEUTICAL, INC.
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CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
19-653/S-027 & 19-697/S-024

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS




NDA 19-653/S-027
ORTHO-CYCLEN® (norgestimate/ethinyl estradiol) Tablets
: NDA 19-697/S-024
ORTHO TRI-CYCLEN® (norgéstimate/ethinyl estradiol) Tablets

CSO Labeling Review

This supplement, the sponsor has made revisions to the “instructions for
using your Dialpak® Tablets Dispenser” section of the insert.

Original:

Uit

Boasove ol *17 by pusing
; o ot i, Th il el
cefill with the “V* shope of the cotme oyt Srough a folg i the
10 ofyour Diclgok. Saep the otk of the ok

S8 B8
naw refill by fining Remtave piil “17 by poshing
$$'§fsmmm§mm Mwm;lhpi\yﬂ
the “v* Supe ot the fapof yar mwmo!ﬂemm
Dipok. Srop the vefil v place. bk of the Bidpek.
o wre cedy 1 toka il “1.”
Yo hohd vy begh gour ol
~yde wihpll 1, as stawn on
the inper prt of the tefilt ng.

Changed to above.

¢ The sponsor has updated the graphics and the instructions for points 4
and 5 of the instructions. This change was done to ensure better patient -
compliance and proper insertion of the refill ring.



Recommendation: :
The changes are acceptable and should ensure better patient compliance and
proper insertion of the refill ring.

Jennifer Mercier

Terri Rumble

Ridgely Bennett, M.D.

Dena Hixon, M.D.

Susan Allen, M.D.



Jennifer L. Mercier
1/16/01 11:13:21 AM
CSO

Labeling [patient]

Terri F. Rumble
1/16/01 12:54:05 PM
CSO

Ridgely C. Bennett
1/26/01 09:14:28 AM
MEDICAL OFFICER

Dena Hixon
1/26/01 11:53:59 AM
MEDICAL OFFICER

Susan Allen
1/26/01 02:37:52 PM
MEDICAL OFFICER



NDA 19-697/5-024
CBE-0 SUPPLEMENT

The R.W. Johnson Pharmaceutical Research Institute

Attention: William R. Sisco

Associate Director Regulatory Affairs JUL 31 2000
920 Route 202 South

P.O. Box 300

Raritan, NJ 08869-0602

Dear Mr. Sisco:

‘We have received your supplemental drug application submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: ORTHO TRI-CYCLEN (norgeétimate/ethinyl estradiol) tablets

NDA Number: 19-697

Supplement Number:  S-024

Date of Supplement:  July 18, 2000

Date of Receipt: July 19, 2000

This supplemental application, submitted as a "Supplement - Changes Being Effected" supplement,
proposes the following changes: revisions to the graphics and wording for points 4 and 5 of the
“Instructions for using your Dialpak® Tablet Dispenser” section of the Detailed Patient Labeling/Brief
Summary Patient Package Insert, approved on November 22, 1999.

Unless we notify you within 60 days of our receipt date that the application is not sufficiently complete to

permit a substantive review, this application will be filed under section 505(b) of the Act on
September 17, 2000 in accordance with 21 CFR 314.101(a).

Please cite the application number listed above at the top of the first page of any communications
concerning this application. All communications concerning this supplemental application should be
addressed as follows:



NDA 19-697/5024
Page 2
U.S. Postal/Courier/Overnight Mail:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Reproductive and Urologic Drug Products, HFD-580
Attention: Division Document Room

5600 Fishers Lane

Rockville, Maryland 20857

If you have any questions, call Diane Moore, Regulatory Project Manager, at (301) 827-4260.

Slncerely,
’7/28

Terri Rumble

Chief, Project Management Staff

Division of Reproductive and Urologic Drug
Products

Office of Drug Evaluation Il

Center for Drug Evaluation and Research
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cc:

Archival NDA 19-653

HFD-580/Div. Files

HFD-580/Moore
HED-580/Allen/Mann/Shames/Bennett
DISTRICT OFFICE

Drafted by: erf/July 26, 2000

Initialed by: DSL for TM/7.28.00

final: erf dor DM/7.28.00

filename: NDA 19697 S024 ack letter.doc

CBE-30 SUPPLEMENT ACKNOWLEDGEMENT (AC)



THE R W, JOHNSON «
PHARMACEUTICAL RESEARCH INSTITUTE ¢

ROUTE 202, P.O. BOX 300, RARITAN, NEW JERSEY 08869-0602

Susan Allen, M. D. Acting Director NDA 19-653
Food and Drug Administration ORTHO-CYCLEN?® Tablets
Center for Drug Evaluation and Research (norgestimate/ethinyl estradiol)
Division of Reproductive and Urologic
Drug Products, HFD-580 Please Cross refer to:
Office of Drug Evaluation III
Attn: Document Control Room 17B-20 NDA 19-697
5600 Fishers Lane ORTHO TRI-CYCLEN® Tablets
Rockville, MD 20857-1706 (norgestimate/ethinyl estradiol)
9877 @%&im |
NDA SUPPL FOR L q b y /, _ CHANGES BEING EFFECTED

u oy FINAL PRINTED LABELING
Dear Dr. Allen:

Reference is made to our approved New Drug Applications 19-653 and 19-697 for
ORTHO-CYCLEN® and ORTHO TRI-CYCLEN® Tablets. At this time we are
submitting a Changes Being Effected Final Printed Labeling supplement for the
combination Detailed Patient Labeling/Brief Summary Patient Package Insert, which
the Agency initially approved on November 22, 1999,

The changes made to this component are in the "Instructions for using your Dialpak®
Tablet Dispenser” section of the insert. The graphics and wording for points 4 and 5
of this section have been revised to ensure better patient compliance and proper
insertion of the refill ring. '

At this time we are submitting 20 copies (12 on heavy-weight paper) of the Final
Printed Labeling of the combination Detailed Patient Labeling and Brief Summary
Patient Package Insert (component code 640-50-900-3) for ORTHO-CYCLEN® and
ORTHO TRI-CYCLEN® Tablets

If you have any queétions, please do not hesitate to contact me directly at (908) 704-
4301 or at (908) 704-4600, our number designated only for FDA use.

e e ptiis e
ey N -

Sincerely, . REVIEWS CumPLETED

hlorad.Sarau
/ovu Ycso acTion:
William R. Sisco | ﬁ-,m LiNAL DMF\OQ\J

Associate Director X
Regulatory Affairs -{cso INlT!ALS W \\DA?E . Enclosures

\\rarusraresO1\priusreg\orthotri\ler\pl_dfu_071300.doc/1 \\
LA JOLLA _ ‘RARITAN - SPRING HOUSE ZURICH




