
October 24, 2001

Dockets Management Branch
Food and Drug Administration
Department of Health and Human Services
Room l-23
12420 Parklawn Drive
Rockville, MD 20857

CITIZEN’S PETITION

This citizen’s petition is submitted by Apotex Corp pursuant to section 505 (j) of
the Federal Food, Drug and Cosmetic Act and 21 CFR 10.25 (a), 10.30, 314.122
and 314.1.61.’ This petition requests that the Food and Drug Administration
(FDA) determine that the 50 mg to 100 mg dosing to be administered as needed
for relief every four to six hours, not to exceed 400 mg per day regimen for the
listed drug UItram8 tablets was not withdrawn from the labeling for reasons of
safety or effectiveness, and that the inclusion of that dosing regimen in a generic
drug product does not render it less safe or effective than Ultram tablets.
Therefore, TorPharm’s abbreviated new drug application (ANDA)  75-981 may
reference the discontinued dosage schedule for labeling purposes.

A. Action Requested

Apotex Corp requests FDA make a determination that Ultram’s sponsor did not
discontinue the 50 mg to 100 mg every four to six hours not to exceed 400 mg
per day dosing schedule from the drug product’s labeling due to safety or
effectiveness reasons. Apotex Corp. requests FDA make a determination that
omission of the titrated dosage regimen and usage of the 50 mg to 100 mg
dosing schedule would not render the proposed generic drug product less safe or
effective than the currently marketed innovator product. Apotex Corp. further
requests FDA then make a determination that TorPharm’s ANDA based on
Ultram tablets may include the discontinued labeling that was previously FDA-
approved.

’ On October 26, 2000, FDA published a “Draft Guidance for industry on Referencing
Discontinued Labeling for Listed Drugs in Abbreviated New Drug Applications.” 65 Fed. Reg.
64225. Although the draft guidance is consistent with the relief sought, this citizen petition is
submitted pursuant to the above-listed statute and regulations, not pursuant to the draft guidance.

1



B. Statement cf Crcunds

Apotex Corp is the US agent for its corporate affiliate TorPharm. TorPharm is
the sponsor of pending ANDA 75-981 which references the listed drug Ultram
tablets. The generic form of Ultram tabiets is known as tramadol. TorPharm
submitted its ANDA in order to manufacture tablets containing 50 mg of tramadol.
Tramadol  is indicated for the management of moderate to moderately severe
pain in adults.

The NDA for Ultram tablets is held by RW Johnson. The product received final
approval March 3, 1995. On August 21, 1998, RW Johnson received approval
for a titrated dosage schedule change denominated in the “Orange Book” as D-
44; “in a clinical trial, fewer discontinuations due to adverse events, especially
dizziness and vertigo, were observed when titrating the dose in increments of 50
mg/day every three days until an effective dose (not exceeding 400 mg/day) was
reached.” The FDA medical review report for this titrated dosage schedule does
not indicate that the change was made in response to any concerns regarding
the safety or efficacy of the original 50 mg or 100 mg dosing regimen (copy
attached). This titrated dosing schedule was granted 3-year market exclusivity
(expired August 21, 2001) but then later had a pediatric exclusivity extension
attached to it to expire February 21, 2002.

TorPharm submitted its ANDA on August 29, 2000 with a statement that their
proposed labeling does not include the titrated dosing schedule covered by the
exclusivity code D-44.

On December 23, 1999, RW Johnson received approval for another titrated
dosing regimen represented by exclusivity D-63; “to allow a titration dosing
regimen using a 25 mg dose.” This dosing schedule too was granted 3-year
market exclusivity to expire December 23, 2002 and an additional pediatric
exclusivity to expire June 23, 2002. The FDA medical review report for this
titrated..dosage schedule does not indicate that the change was made in
response to any concerns regarding the safety or efficacy of the titration regimen
(copy attached).

On March 8, 2001, FDA requested TorPharm to update their exclusivity
statement to address the D-63. On May 10, 2001, TorPharm -did so by
submitting a certification stating that their labeling did not include the dosing
schedule covered by the D-63 exclusivity code.

On September 4, 2001 FDA notified TorPharm that they acknowledged that
TorPharm did not seek approval of labeling that includes the new dosing
schedule protected by the D-44 and D-63 exclusivities. However, pending
resolution of issues regarding the differences between TorPharm’s  proposed
dosing information for its drug product and that information in the last approved
for the reference listed drug, Ultram, FDA deferred comment at this time.
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Referencinq Discontinued Labeling

The Drug Price Competition and Patent Term Restoration Act of 1984 (known as
the Hatch-Waxman Amendments) created a framework for patent term
extensions and non-patent exclusivity periods for brand name drug products and
a system for speeding FDA’s approval of generic drug products. One provision
of the Hatch-Waxman Amendments requires that an ANDA must provide
information to show that the labeling proposed for the generic drug product is the
“same as the-labeling approved for the listed drug,” with minor exceptions not
relevant to this petition. 21 U.S.C. section 355(j)(2)(A)(v). While there is no final
agency guidance regarding the exact situation presented here, other areas of the
statute and regulations demonstrate how FDA deals with similar situations.2

When an ANDA references a drug that has been withdrawn from the
marketplace, FDA may still approve the ANDA upon a determination that the
withdrawal was not for safety or effectiveness reasons. 21 U.S.C. section 355
(j)(6); 21 CFR 314.122 and 314.161. Similarly, FDA is also authorized to
approve an ANDA that omits in its labeling an indication or other aspect of
labeling for the listed drug that is protected by patent or exclusivity (21 CFR
314.94(a)(8)(iv)).  In this circumstance, omission from the NDA’s labeling of
protected aspects is allowed if the omission does not render the generic drug
product less safe or effective than the listed drug for all remaining, non-protected
conditions of use. 21 CFR 314.127(a)(7).

In conformance with the above referenced provisions, FDA should make a
determination that the Ultram tablets labeling that references 50 mg to 100 mg
every 4-6 hours dosing was not withdrawn for safety or effectiveness reasons.
FDA should also determine that omission of the currently protected information in
the labeling will not render TorPharm’s generic drug product less safe or effective
than the currently marketed Ultram tablets product. Upon such determinations,

FDA should allow TorPharm’s ANDA to reference the discontinued labeling and
allow final approval.

Safety and Effectiveness of the Original Dosing Schedule
(50 mg to 100 mg administered for relief every four to six hours not to exceed
400 mg per day).

There is no documentation that the old dosing regime was discontinued for safety
or efficacy reasons. In fact, if immediate pain relief is needed, the medical
examiner suggested that the old regime would be more appropriate than the new
titration regime.

’ The issue addressed by this petition is not one for which a suitability petition may be filed. 21
CR?  314.93.
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The stated intent of the manufacturer in changing the dosing schedule was to
reduce the incidence of discontinued drug usage, not concerns for safety or
effectiveness of the dosing schedule. However, it is widely acknowiedged that
brand name drug companies make labeling changes in an attempt to secure
exclusivity and delay competition-an “intent” that has little to do with the safety
and efficacy of the old labeling. FDA has agreed that a “patent may be a valid
reason for labeling differences between the reference listed drug and the ANDA
drug product and that such differences should not be a basis for refusing to
approve an ANDA.” 57 Fed. Reg. 17950, 17968 (April 28, 1992) (preamble
finalizing 21 CFR 314.127(a)(7)) (copy enclosed).

Conclusion

This citizen petition asks that FDA make a determination that the original dosing
regimen was not withdrawn for safety or effectiveness concerns and, therefore,
TorPharm’s  ANDA can properly reference that dosing schedule for use on a
generic drug product’s labeling.

C. Environmental Impact

This petition is entitled to a categorical exclusion under 21 CFR 25.30 and 25.31.

D. Economic Report

Apotex Corp. will submit an economic analysis upon request.

E. Certification

The undersigned certifies that, ‘to the best knowledge and belief of the
undersigned, this petition includes all information and views upon which the
petitioner relies, and that it includes representative data and information known to
the petitioner, which are unfavorable to the petition.

Respectfully submitted,

Marcy Macdonald
Associate Director, Regulatory Affairs
Apotex Corp.

Attachments
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NDA 20-28 MS-0 1#‘5-015
A& 21 ,a

The R.W. Jobson  pmact~ticd  Rswh k!Stititc
Attenrion:  Natasha RogotCki
Manager, Regulatory Affacrs
920 ROUIC 202 SOUL! P.O. Box 300
I+ritan,  Xew Jersey 08869

Dear 11s. Rogozcnski:

Please refer 10 your  supplemental new drug  applications  dated August 11. !997. rccci~xd
AUQUSI 23. 1997, and dated Aprii 9, 1998, received April 10, 1993, submirrqd  under  sscrion
jQTtb\  of Ihe Federa]  Food, Drug, and Cosmttic Act for Ulrr~ll (tramado hydrochloride tablers).

These supp\emend  new drug applications (S-014) provide  for tie addition of the follo\ving  text
in the DC&A,GE  ,O.D AD~STRATION  scdiori of the labciing:

ntsc supplemental  n&v drug applicarians  (S-01 5) also provide far minor adminisrrad~-e  chmg~S

and thF:  fo[lo\\~jng  cbge in the ADVERSE EVZXTS  se&on of the labeiine:

We have conpiercd  the review of these  supplemental  applications and ha\le concluded that
&quare infomkon  has btcn prtscrkd to demonstrare  that the drug product is safe and
cEccri~-c  for use as recommended  m thy pmposd labeling  dated April 9, 1998, wirh :he
f’{]on.ing  addition  :o t& DOS,4GE  AND ADMIXIS~TION section:

i
: _’

ticcordingly,  these sqplcment;;i  appiica6on.s  are approved tfktivc on the date of &is Ma.



. ’* .. . .‘. w

(i e* -1
care fracxitioner”  ktter) is issued TD piz~ysicians  and others rqor&ble  for patieht care,  t\‘c

request that you submit a copy of the letter to this NDA and a copy to the following  adhess:

MEDWATCH,  HF-2
FDA
5600 Fishers Lane
Rockville,  MII 20857.

WC x&mind you that you must comply with the requirements for an approved  m-4 ser fori],
under21 CFR 314.30 and 314.81.

IfYou have 2nY  questions,  contact D’AMie  &r&r, Project  Manager,  at (301)  S27-2090:

Sinctrtfy,

.--

e..

MJXI E. Hyde,  PbD, M.D.
A.&g %uty Erector
Division of Anti-Inflammatory Analgesic  2nd

oPht$almic Drug Producti  ’
US-c of Drug Evaluation v
Center  for kg Evaluation ad R:SCXC~

--a
-..

c

-



ND.4 x-231/s-0143-015
Page 3

CO:
.hdti~~ai  NDA 20-28 1
m-SjUDiv.  Files .
~-j5043. Gmtcr -
HIND-%O!J.Hyde
KF-I;?vf ed Watch (with L&cling)
HFD-002.1’0~~  (with l&e&g)
KFD- 105’.4DiL4  (with labeling)
HFD--tO  DDMAC (with labing)
HFD-6  1 YOGD;(witb iabcring)
HFD-2  I ..kCS  (with labeling) - for diug  discussed  at advisory comirree  mc&g.

HFD-95  DDMS (with i&eIing)
HFD-GO DNDC Division Dirxtor
DISTRICT OFFICE

D;aiied b>,: ccW.4ugu.g  19, 1998
iniriaicd  b>*:
final:

-

--



NAME:
APPLICANT.:

PE4RMACOLOGIC  CATEGORY.
PROPOSED INDICATIONS:
DCBAGE  FOR&I & ROUTE:
csu :

kL4’I5ZRLALs  REWWED:

.

at&m <&nadal hydrochloride)
R.W. -Jakxnn
920 Routa  202 Soti
P.O. Box 300
bitan,  NJ 08869

-.

of pk.
Oral.

Study report,‘3 va1,,-  submitted in
arnendmeat  dated 8-27-97.

Tramadal is a synthetic compound W& opioid a&&y. It is indicated far
the management-of pain Like opioids, the more comnao~2  non-serious
adverse events  sre seen  in&e CBS-and GI.anti:.The.  txa.mnnt
adyse events in the labeling are dizdn&tiga and nausea. V?’
cpotrfs these symptoms  gaaeraI.ly resolve ~ncantinud therapy (but
constipation  usually  remains a persistent pdhn~. Therefore it is -
reasonable to tryto imedgate  strabgiies to amdiaraf%+  thesf3 eventa  at

theonset of therapy in hope8  of increasing  the fraction of patients that can
achieve a t&n&e.  stabre regimen,

The applicant  undertook a abort trip1 pnmna4--  AL-. - -
to a &able dose of 200 mg/day.  As a
amending the D9sAGE.!!  AD&
f&w;Jlg sent&$ at the end:

~___. ---‘*”



, -. . . .
.

r

t h a letter datgW3of98,  fie a%On  Xmwd.ed a labeling change to add a
3axed Warming far the kzure R8k The appIicaat  has appeded t&t
request,  and EM of the daCe Of &is review the appeal  is &XI under
consideration;l -. -

-3-a -
c3inicalstuc$- s

The study is a mufticenter,  randomized, dauble-blind,  placebkonkolled
parallel study of three dZ&nt titration rates  f& initiatig tramado2
therapy on tap of ataMe NSAII)  therapy in patient3  with ost.e~arthritis
Double-blind treatment lasted  14 days. A ho-monkh  open label &on
was offered to compkers.

JQlkwik
Males or femaLea  45 years or older with spmptimatic,  X-ray confirmed
ostRoarthritis  for at leaat one year, who have been an a stable N&Q) dose *

-- .
for at.least  30 days and who RX&~ ~dditioeal  @in relief.  AU subjects  were
ta be m “generally good  health,”  and females  were required to be incapable
of pregnancy ar b practice one af the methods  of birth conkal spedfied by
the study protoco7.

I
. Rheumatoid arkhrXs; a&ding 8pandyIiti.s;  active gout; kauma,

-z infection, or. a-Pasc&r necrosis of ihe senti joint.
. Contraindication ta tzamadol  or NSAID’s.
. Using coumadin-type  anticoagulanti,  lithium methotrexate

hypogIycemics,  phenothiazines,  dative hyp&i~. , oral

. Investigational dzq we in past 30 days.
* kitraticular steroids  in past 3 months.
* Narcotic or alcohol abuse in past 12 months.
. Serpurn  crea&.ine > L5 n@dL.
8 Pregnant ‘dF lacfztin~  females.-_ -- -- -
. SignifT~t  medid &se&e.

- . .

. L..i

,I ,,. ,-



-’ ‘.Total DNy Tramadol Dose

I - D a y
by

4-Day
uay

7
Titration

Tltratlon O-Day

2 0 0
TItrallon

50
Phm

1

2 5 0200 0
100 5 0

3 2 0 0
0150 5 0 0 - -. -

. -

Bhding of the different  do~es~  ?a~ &ieved using a combination of SO mgBlir
ination  of 50 mgtrynadul capsuks  and ma- plac&o capsules, give 85 one capsule

2 capsuleq-i-h Forq~-h For the 50 mg dose, on& tie kst capsule  each day contained
Olltainedizamadol. For the 100 mg dose, the second aid fourth capsrites  contained

fzrtrao m&s containedtrtramadol.  For the 150 zng,.d but the tEird capsule contained tramadol
Bar the 200 mg dose, all capsules  contained kamadol.Bar ined tramadol.
packaged in blister’cards. The study  usd tr 2L. Medicaki~n  wasMedic&cm was -

placebo batch #R6024.placebo  batch #R6024. ~- ----- batch #EL8023 andamadol  batch #EL8023 and

event,
be recu
‘bass

- ---.
ihen--
sp3cif-
. fur



N o .  randamlzed  - -  -‘-
Did not take study cfmg
Lost to follow-up

P r i m a r y  a n a f y s i s  group
completed
0is~ntinued

Adverse Event
ineffective
IntsraJlT%nt  Illness

i
Protwol violation

Patient Choice

.
IO-Oay

Titration P(amt>a'
'-' '3z-f. -.-El

' 0 0
0 1

I130
87
43

40
1
0
1

129
92
37

31

6-6

64

4
3
0
0
1
cl

A.11
Patlents

465
2
4

459
352
107

94
5
3:

3
2

.
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.’ . . . *

\ .
,’ Baseline Demographics

1 -Day 4-&y
TitratJon Tkation

IO-Day i
Tjtratj*n  placab p

130 129 1 3 2
%MaI% 3 7 % 28% 30%.
XWhite  * - 9 0 % 89% 89% 97% 90%
Mean Age (years) 62.1 62.3

,Meen Weight (pounds)
62.3 - 67’ 62

199 19’3 195
Sential Joint

19s 796

Knee 5 7 %
Hip

57% 4 8 %
1 3 %

5 7 %

S p i n e  ’
15% 12%

5 4 %

1 4%
Other

11%
7 2 %  .13X!

2 3 %
16% lax

2 2 % 7 7%
16%

Mean Time Since
9 % 15.7’0

Diagnosis (vears) 1 9.6 0.3 8.3 8.1 - 8.6

Primary Analysis of Number:  of
NausealVomiting

Imoe T

DjSCOntinirations

1 P-va’ue :‘4
tjnearity 0 . 0 4

- - Non-Linearfty 0 .15

Fish&s Exact Test

1I-Day  vs. P Iacebo
-.

0 . 0 0 4
4-Day vs. Pfacebo 0.009

c lo-Day  vs. Placebo 0 . 0 4

l-Day v s .  lU-Day - 0.7 5

l-#ay vs .  4-Day 0.43

A 4-Day vs. IQ-Day
(F=rcrn  appiicant’s Tabie IO, vd. 57.1, p. 35.)

0 . 2 5

-



-Although the2 -. -prmaaxy  adpit achieves hatitidy significance  at 0 04 it
.c3nxmt & int%rpetad as 3fiowiog  an effect of titration schedule.  This-is  ’
.because  the lipear trend can be erplai.zed  merely by tie diE&rence’bet~been
placeba  ti the active arm8- The pee comp8risons  even witiout
aajuabeat for mdtiplidty,  8hoW  110 SWi&kaUY s+xi&ant di&rences  in
diaa*~tiw z5hr.na-esr  or v-i*.

.-
. ‘Jb tabie b&w shSva the mmber  of nausedhomitig  discontkudim~~  by
day for each afthe lireuhnen~ group, togetier with total nauseaho~ting
discx~~~ua~ons  fbr_sach group.  An inherent  bias in the endpoint
d&bon arises  beam- t&e more rapid the titration, the longer the
exposure at the highest dose, dtfiough this bias ia parUy mitigated by the
tendency of these particukv adverse  events  to oc-IIV early in treatment. IR
order tcr Ma q3aIize the comparison,  the reviewer computed the
numbe.rs  df discontinuations  ‘for each group before completing 5 days of
therapy at 200 x&day, ie, cmsideri;ng  o& discontinuations &rough  day
5 in the ~-Day arm, through  day 8 in the &Day am, and through day 14 in
the IO-Day arm. ‘Es could be viewed as a rate of “failure to achieve target
therapy." This endpoint is designated ‘5D200”  in the table. ‘.

Discontinua

3
I

200 1’

4

5 I
2 0 0 .2
2 0 0

6 2 0 0

7 2 0 0 1
8 200
9 2 0 0 1

ons for 1
4-Day

Titration
lhsi Numb-z
.50 2

100 3
750 5

2 0 0
2 0 0
200 1

200 7
2 0 0
200 7

2 0 0
2 0 0
200 1
200 1
2 0 0

1 5

1 2

5 0
SO 2
so 2

700 )
1 0 0
700 2

1 5 0
150 1
150 1

2 0 0
200 1
200 1
200 1
2 0 0

’ 1.
11

.,

PkW3bQ
!C!cse  N u m b e r

0
0--I0 1

0
0
0

0
0
0

0
0
0

_i

0
0 .-.

1 I

’ Total discmjnuations:  p 5.45 for difference among the thm actjje arms
’ SDZDO=Discmtinutio befwe cm&kg 5 Clays  at the 260 mg dose: pk.67  for

difference among ths the active  mm
(Based on applicant’s Table 11, vol. 57.1, p. 40. Statistical analy-ses by reviewer.)

3usea o r  Vomitting
1 O-Da-f i



.’

:. ,’

:
,‘.

Day
1
2
3

4
5
6

7
8
9

1 0
11
1 2
1 3
1 4

Total
m200:

7-OEly
Titratlon

Dose Numbe
200 4

200 4
200 2

200 1
200 1
200

200
200 7
200 1

200
200
200
200
200

1 4

72

.on$.,b.m’i  1
4 - D a y

Tltratlon
bsa N u m b e

50 2
700 2
150 4

200. 1
200 2
200 1

200 7
200

2 0 0

200
200
200
200
2 0 0

13

13

r

I
Titratidn

Ease Numbe,
50
50 1
50 1

100
100
700

1.50
150
750

200
200
200
200
2 0 0

2
2

Placebo
Ckse Numb<

0
0
0

0
0
0

0
0
0

0
0

: 0
0
0

0

-

!f

’ Total  discontinuations: p= &CO62  for diRerenw among the three active arms
’ .SD200=Dlswtinu~cns  b&r-e aq@hg 5 Days at the 200 mg dose: p=4.b10? for
drfkfem3  among &-thfw a&e arms
(Etaad on appiicant’s  TaMs 1 I, vat 57.1, P. 41. SMktim~  analyses by reviewer.)

Furthe ii~~~fiigition showed that one patient in *&e IO-Day arm
was hospitalized for acute skims 0~ h 7; and subsequently  diagnosed
with vestibdar neuritis. He WBS COAX 8~ 2 dis~ntinuation  for
iptercurrent  illness, not dizziness. If he were indaded as 8 &z&as



:
:. .:

i n  P a t i e n t s  b

10.
11
12
13
1 4

Total
SD200~

200 1
2 0 0
2 0 0

2 0 0
200
200.
2 0 0
200
200
2 0 0
2 0 0

2 2

2 2

;qoritln,ucd
4-Day

Tltratlon
Dar;e N u m b e

5 0 4
100. 8
150 3

2 0 0 2
2 0 0
2 0 0 1

200
2 0 0
200

2 0 0
2 0 0
200
2 0 0
200

la

1 3

3r A n y Ad
1 O-Day

Titrat ion
iha Numbel

50 2
50 1
5 0  .3

700
100
100

150
1’sq
150

200
200 .1
2 0 0
2 0 0
2 0 0

7
7

P!a&  .’
!he Number

0
0
0

0
0
0

0 . .
0
0

0
0
0
0 -
0

0

(Derived from applicaMs  T&e 16, VOL 57.1, P- 54-62 and Attatiment  6, p- 113-136.
Statistical analyses b reviewer.)

Even vn’.‘-J1  this ahrnati~~ a*tian,  there is fkirly strong evidence that
tikation schedule affects  discontinuations die to dkzzinesshrtigo,  wiik the
lU-Day Titration pxfoxming best.



Day
I
2
3

4
5
6

7
8
9

10
11
12
13
1 4

Total’
jOZOO

Disi=ontfnu

1 ;Day
Titration

Gas Nurrtbe

200 4
200 1

200 .I

200 2
200 7
200 3

200
200 1
200
200
200

4 0

3 2

thms f o r ’
4-Day

Titration
bw Numbcr

50 2
100 7
150 8

200 2
200 3
200 2

2 0 0 '3
2 0 0
200 1

200 1
2.00
200 7
200 1
2 0 0

31

2.7

nY Adverse  E v e n t
1 O-Day

Tltratlon I PlarwbQ
Des Numbtw  Dose Numbel

50 0
50 3 0
50 3 1 a I

1 0 0 t 0
100 1 0
100 2 cl :

150 ‘1 0
1 5 0 3 0
150 1 0

1

200 1 0
200 3 0
200 '1 0
200 1 0
2 0 0 0 1

20 3
2 0

i Total diicmtinuations:  p= O.CH  1 for differena  amcwg the tire= acfi-ve arms
50200=0isconfinu~tions  before  ampfting  5 Days at the 200 rng dose:  g.157 for

difference among the h-ef3 active arms
(Eased on applicant’s Table 1 I, vol. !57.1,  p- 42. Stafisticaf  anafyses  by reviewer.)



~toportional Hazards  Regression of
Time td Dlscmtinuation

I
P-values from Paiwise  Compafison~’

Nausa  adar &cziness  and/or Any A&erss
Comoarison Vamitinq Vertioo Event

1 O-Day vs. l-Day 0.<3 <O.OOl 0.001--
1 O-Day vs.-4-Oay O-29 0.002 0 . 0 5

&Day vs. l-Day 0.60 Cl.71, 0 . 1 8
{From appiicant’s Table 12 vol. 57.1, p. 43:)

These results provide fkixly strong evidence far superioiity  of the l&Day
arm over the other two fur dizzhhsshertigo  dikontinuations md of the IO-
Day arm ov,t?r  the l-Day arm for any adverse  event cbcon~uations,  even 3
one were IXJ make modest adjustments for mukipkity.

S ores sndbal  Assessments
The q&ant did not provide  statistic a.nalpsi.s of efficacy  variables, but a
tabulation of results was $rovidea

Pain Score, Globais a n d  Resc~
1 -Day 4-Day 1 O-Day

Titrat ion Titrat ion Titrat ion
I

Pain Score C&ggf~
&or77  Raseftnq

MBan
, 93

N

- 1 . 3 - 1 . 5 - 1 . 7
2.8 2 .7 2 . 9

125 1 2 4 1 3 0

2 3 %
3 8 %
2 9 %

2 %
5 %
3 %

2 0 %
3 6 %

13%
41%
31%

4 %
-3.x

4 %

1 1 %

3 3 % ’
5 %
4 %
3 %

15%
3 9 %
3 3 %

6 %
2 %
5 %

9 %

2 0 %
4 4 %
2 6 %

5 %
4 %
1 %

1 7 %
44”Io
3 0 %

4 %
4 %
1 %

9 x

. (From appkaks  Tabie 19, vd. 57.1, P- 69.)

- 1 . 1

: 2 . 8
66

27 %
2 6 %
3 7 %

9 x
6 %
1 %

2 2 %
2 5 %
4 1 %

. 7 %
3 %
2 %

7 %
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-1. An exclusivity determination will be made for a17 origiFaJ
appli$Cations, but only for certain supplements.--

PARTS' II h&t;and III of this Exclusivity Summary only ii ycu
answer myes" to one or more of the following question
the submission. about

a)

b)

cl

Is it an original NDA?
YES/ / r-70 /A/

Is it an effectiveness supplement?

YES /y/ m /-/

If yes, what type? (SEl, SE2, etc.) (06(eo( SE2

Did it require the review of SkoVlci
clinical data othe

support a safety claim or change in kabeling r~
safe-ty? (If it required review only of bioava;,,,,,,,,
or biqequ&v+lence data, answer "no.")

r than to .
zlaced to
i 7 ah; 1 i +,r

- - -

-e-L - - --.- --.. -.-__.
/---‘ .-.- . ---... - __ .-_ --
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1

d) _ Dl'd the applicant reqest exclusivity?

.

If the answer to Cd) is "yes," how many yearsexclusivity did tie applicant request?
.-. -

of

GO

2. Has a product with the same active ingredi~t(s), dosace form
strengrzh, route of administration, and dosing s:hedule'previously been approved by FDA for the same use? (RX-co-OTk
switches should be answered NO-please, indicate as such.)

)-Es/ / NO /x/
.s If yes, NDA # Drug Name

Ii? THE ANSWER To QUESTION 2 is "US,"
BLOCKS ON PAGE 8. GO IXRDCTLY TO T'E SI~CX?JXZ?Z

< "

3. 1s this drug product or indication a DES1 uDvade?

YES/ /
.

-. 3% /A/
IF EiX ANswEx TO QUESTION 3 IS 'YZS,'
BLOCXS  ON PAGE-~ (

G&z!EcTIiYTo~sI~~
even if a study was required for tie upgrade). -

(Answer either #I or #2 as appropriate)
_--a74..

Has FDA previously approved under section 505 of the Act any
drug product containing the same active moiety as
under corqideration?
(including other

Answer "yes" if the act~~h~o?~?

or clatlqxtes)
esterified forms, salts, complexes,
has been previously annroved, &elate:

particular form of the active moiety, e-g- bum this
this particulares:er or salt (including salts with hy&o& or coordination

bonding) or
chelate,

other non-covalent derivative (such as a comDJex
the

or clathrate) has not been approved.

coT:ound requires metabdlic
Answer "3b: ii

conversion (other thandeesterliicacion of an esterified fom of the d&-g) to ?rodl;ce
an already approved active moiety.
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if “y& Ya . *
active

laenrify cbe approved drug product(s) containing
moiety, and, if known, the NT% # (5) .

mA#

NI)A#

NDA#
. . .

the

.

cnwT

Tf the product .COntainS more than one active moiety(aS &fined
L.T rart IL, #LT. Part rI, #I) , ~5 aerlned
under:seci '

has FDA previously approved an apcl;cationLL_I =pplicationunder,section SOS containing w m of the active mGiee;iss in
the dtig product?the dtig b,ruai we mniciri2s  in
oneone never-before-approved active moiety and one previously

If, for example, the combination containsuilnizainsneveir-befc
approved active moiety, answer "yes."appra ' reviously
1sis marketed under an OTC monograph,Tiarnerea unaer (An active moiety that;P+T~ that
approved under an KDA, is considered not previouslyapproved.)but that was never7.L. was neverapproved under

ilyappraved.)

N/A ’ YES /-/ NO i-1
if “yes ( ” identify the approved dru
active moiety, and, g prodmt (s) containing the

if Jam+m., the NDA #(s).

NDA8

NDA$

NDA#
-

PART III

To qualify for three years
supplement must contain "

of exclusivity, a n  a p p l i c a t i o n  o r

a..
reports of new clinical investiaariors(other than bio?vailability  studies) essential to the a~&$ df

the application and conducted or sponsored by the applicant."
section should &z completed only += This
1 or 2 was "yes.'

-A the answer to PART II, Question

Page 3



1. Does ihe application contain repcrts o f clinical
.investigations? (The Agency
investigations"

inte,rprets I' c 1 ini Cdl
to mean inyestigations conducted on humans

other than bioavailability studies.) If the application
contains clinical investigations only by virtue of a right of
reference to clinical investigations in another application,
answer "'yes," then skip to question 3 (a). If the answer to
3 (a) is "yes' for any investigatidn referred to in another
application, do not complete remainder of summary for that
investigation.

/
f <-tieenS Oh pg* 1 -

, G.,/ cf,t,,mrtcQ a dmi3 ry+u Jk ES/ /
da rC in u+l* *-npy Pd shta.b&i

x ru'o /-/ _

IF "b,w GO,$
,t a%ui St-lra-+ti*  i%f

IRECTLY TO THE SI- BL#CXS ON PAGS%r*ftr- adwx-e w&d;tCO&,~{,Cj:
'

2. A cliiical investigation is "essential to the approval" if the
Agency could not have approved the application or supplement
without relying on that invesxigation, Thus, the
investigation- is not essential to the approval if 1) no
clinical investigation is necessary to support the supplement
or application in light of previousl-y  approved applications
(i.e., information other than clinical trials, suc:i as
bioavailability data, would be sufficient to.provide a basis
for approval as an AHDA or 505(b) (2) application because of
what is already kncwn about a previously approved product), or
2) there are published reports of studies (other than those
conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient
to support approval of the application, without reference to
the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a
clinical investigation (either conducted by the appiicant
or available from some other source, including the
published 'literature) necessary to support approval of
the application or supplement?

.-_e ',rEs /x/ NO /-//

-

If “IlO, n state the basis for your conclusion thar a
clinical :rial is not necessa-y for approval AND GO
DIXECTLY TO SIGNATU-iE  BLOCK ON PAGE: 8:

-. -'

&

.-
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\

(5) DA, the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug
product and a statement
wobld not

that the publicly available data
independently

application?
support approval of the

YES /-/ NO -/‘x/
IF the answer to 2(b) is "yes," do you personally
know of any reason to disagree with the annlicant's
conclusion? If not applicable, answer N6:

l

(1)

12)

.

If yes, explain:

If the answer to 2(b) is "no." are you aware of
published studies not. conducted or sponsored by the
applicant or other
could

publicly available data
independently dembnstrate that ,

theeffectiveness of this drug product? safety and

If yes, explain:

(cl If the answers to (b) (1) and (b) (2’) were both "no M
identify the clinical investigations submitted in tZke

-

application that are essential to the approval:

#I = -i-p5 00-s: bn h&.d~Q~ U-+ hrv',na T;+Y&o* R&r of Uc7-52d~ \ - .

Studies comnaring two products with the same ingredient(s) are
considered-to be bioavailability studies for the'purpose of
this section.

-.. 3. In additizn to being essential,
to support exclusivity.

investigations ,must be rlnew"

investigagion"
The agency interprets **ne; clinical,

to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a
previously approved drug for any indication and 2) does not
duplicate the results of anotherinvestigation
on by the agency to demonstrate

that was relied
the effectiveness of a

previously approved drug product, i.e., does not redemonstrate
something the agency considers to have been demonstrated in an
already approved application.

Page 5
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cl

..-

!

. -
Fo'r each investigation identified as "essential to the
approval," has the investigation been relied on by the
agency to demonstrate.the effectiveness of a previously
approved drug product? (If the imestigation was relied
on'only to support the safety of a previously approved
drug, answer *no-m)

I. . .
Investigation #1

Investigation #2

If YOU have answered
investigaCioc.s,

"yes '1 for one or moreidentify each such investigation  and the
NDA in which each was relied upon:

For each investigation identified as "ess&ntial to the
approval", does the investigation duplicate the results
of another investigation that was relied CT) by the agency
to support the effectiveness of a previously apD-ovcd
drug product? --

Investigation #l ‘i-z / / NO IX/
Investigation #2' YES/ / NO /-/
If you have answered rryesW for one cr &ore .-- Investigation,identify the NDA in which a simila,r investigation was
relied on:

-

If ehe answers to 3(a) and 3(b) are .no -"new" identify eachinvestigation in the application or'supplement  that
is essential to the approval ti.e-
luted in #2(c),

the investigations
less any that are-hot *new"):

c

Fage 6
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4. TO be e14igible for eXClUSiVity,
essential to approval must

a new investigation that is

sponsored by the applicant.
also have been conducted .or

An investigation was "conducted
or spozlsored by" the appl5cant if,
conduct of the investigation, before ur during the

1) the applicant was the sponsor
of the TM) named in the -form FDA 1.571 filed with t,?c ~gcacy-
or 2) the applicant Ior its predecessor in interest) provide;
substantl"al support for the study. Ordinarily, subsrantialsupport will-mean providing 50 percent or more of the cost of
the srudy.

al For each investigation identified in resmnse to question
3(c) I if the investigation was carried Gut under an IVIZ
was the applicant identified  on the FDA 1571 as ;h;!
sponsor?

Investigation #1 I
1

IND # YES /A/ I NO ,
i -/ Explain:

I
!

Investigation #2 !
I

DJD # YES /-/ ! NO /
1

-/ Explain‘:

I

(bl .For each investigation not carried out under an IND or
for which the applicant was not identified as thesponsor, did zhe applicant certify that it or the
applicant's predecessor in interest p'rovided substantial
support for the study?

-

1nvestiga:ion #L I
!

YES / / -lain. !
I

NO /-/ Explain
-- I

I
t.
I
I

InveZtigation #2 !
I

YES 7 / -lain ! NO /
I -/ Explain

L
I
.I

Page 7
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(cl N&Withstarldklg  an answer of "yes" to (a) or (bl, ar0,
there other reasons to believe that the applicant should
not be credited with having "conducted or sponsored"
stlhdy? (Purchased studies may not be used as the hai:
fQr exclusivity. However, if all rights to the drug are
purchased (not just studies on the drug], the applicant
may be considered to have sponsored or cbnducted the
studies- sponsored or conducted by its predecessor in
interesC.1

If yes, explain:

Signa

cc : Original NDA Division File RFD- 93 Maiq Amt Holovac
-’

Page 8
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NDA 20-281/S-016

The RW. Johnson Research Institute
Amxxion: Natasha Rogozenski
Ass&t Director ofRegulatory  .4&s
920 Route 202 South
P.O. Box 300
Raritan, New Jersey 08869-0602

Dear Ms. Rogozensld:

Please refer 20 your supplemental new drug application dated February 23, 1999, received February
26, 1999, submitted under section 505(b)  of the FederaI  Food. Drug, and Cosmetic Act for Ultram
(uamadol  hydrochloride tablets)  Table& 50 mg ‘and 100 mg.

We acknowiedge receipt of your submksions dated March 8 and 30; &pril  16; June 7;
August 25; and December 2, 14. and 22, 1999.

This supplemental new drug application provides for the addition of a score to the Ullrarn  50 mg Tablet
in order to allow a titration dosing regimen using a 25 mg dose.

We have completed the review of this supplemental application. as amended, and have concluded that
adequate informarion  has been presented to demonstrate that the drug product is safe and effective for
use as recommended in the agreed upon labeling te,xt Accordinglv,  the supplemental application is
approved effective on the date of this lener.

The final printed labeling (FPL) must be identical to the enclosed labeling (tex for the package insert).
Marketing the producr  with FPL that is nor identical to the approved labeling text may render the
product misbranded and an unapproved new drug.

Pi&se submit 20 copies of the FPL as soon as it is available, in no case more l k 30 days af?er  it is
printed. Individually mount ten of the copies on heavy-k& paper or similar mater& For
adminiszkve  purposes, this submission should be designated “FPL for approved stspplen~er~tal  N13A
number 20-28  E-016.” AppmvaJ  of this submission by FDA is nor required before the labeling is
used.

Be advised that. as of April 1, 1999, all applications for new active ingredients, new dosage forms, new
indications, new routes of admiknation,  and new do&g regimens a~ required  to
contain an assessment of the safety and effectiveness of the product in pedkzric  patients unless this
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NDA 20-28 l/S-O 16
Page 2
requirement is waived or deferred (63 FR 66632). We note t&at  you have not fi&Qed  the

. .

requirements of 21 CFR 3 14.55 (or 60 1.27). We are defer&g sub&sion  of your pediatric studies
until 12/OXXKMI.  However,  in the interim, please  submit your pedianic dn~g development  plans.  wit&in
120 days from the dare cTf this Ierter UnlesS  you believe 3 waiver IS appropnate.

If you beiieve that this drug quaiifies  for a waiver of the pedianic study requirement,  you should submit a
request for a waiver with supporting information and documentation in accordance with the provisions

- of21  CFR 314.55 within 60 days Fran  tie date of this letter. We will notify  you within 120 days of
receipr  of your response  whether awaiveris~ Ifr ziiyer is not gmnted WGll ask yolr to
submit your pediatric drug development plans within 120 days horn the date of denial of the waiver.

Pediatric studies conducted under the terms of secdon  505.4 of the Federal Food, Drug, and Cosmetic
Act may result in a&titionai  marketing exclusivjr for cart+ pr&ucts (p&iitric exdusitity).  You
should refer to the Guidancefir  Indue on Quai[&ingmfor  Pedhric  ErciuJiv$y  (avaiIable  on our

. *web site at www.fdaeovi&oe&urzJ -fix- J.$lais~* for pied&& .exclti~you
should submit a “Proposed I%&& Study Request” @TSR)  i- addition to your plans for pedi&ic drug
development described above. We nzomm&-thatyvrrsubmira+op~&  Pediti~Study-Request
Ghin 120 days from  the date  of this 1euc-r.  If you am unable ro mecr this time fjame but are interested
.in pediatxic  exclusivity, please n&+-t&-f&&on  in*ricing. FDA generally viin  not accept studies
submitted to an NDA before issuance of a Written Request as responsive to a Written  Request.
Sponsors should obtain a Writrm  Request before subm&ng  pediatric stud.&  to an NDA. If you do nor
submit a PPSR or indicate that you are interested in p&atric exciusrvrt)?,  we will proceed wtth the
pediatric drug development plan thar you submit and notify you ofthe pedianic snxlies that are required
under section 2 1 CFR 3 14X5. Please note that satsfacnon  of-&e requuenients in 2i CFR 3 11.45
alone may not qualify you for pediatic exclusivirv.  FDA does not necessarily ask  a sponsor to
complete the same scope of m&es tn qua@ ti.pediaacq 3s ir dtw m ii&iUe
requirements of the pediatric rule.

In addition, please submit three copies of the introductory promotional materials that you propose to use
for this product. AI1 proposed materials should be submked  in d&t m mock-up form, not final  print.
Please submit one copy to this Division and VJ.JO  copies of both the promodonal  materials and the
package inscrr  directiy to:

Division of Drug Ma&ring, Adverdsing, and Communj&on~,  HFDa
Focul  and Drug Adminisrration
5600  Fishm Lane
RocKlIe,  Maryland 20857
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-.

lf a letter cammunicating  impOr&ant  irnbmation  about this drug product (i.e., a “Dear  Health  Care
Prmkimer”  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 ad-:

MEDWATCH,  HF-2
FDA

! 5600 Fishers Lane
Rockville,  MD 20857

Please submit one market  package of the drug product when it is availab!e.

We remind you that you must cbmply ~%h the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.51

If you have any questions, contact Yoon J. Kong, Pharm.D., Regubxy  Project Manager, ar (301)
82?-20?0.

-. . .- - -1,:  ! CI P * , ,
I . _...  - a..,,  -‘it-+.Y

.: LIP.1  '11, -tXt

Karen Mitiun,  ‘M.D.
Director
Division of Antibatory, Analgesic and

orjhthahnic I3ugPmh.m
Of&e of Drug Evaluation V
&mer for Drug Evaluarion  and Rese&ch”
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1 ULTRAM@ (tramadol hydrochloride tablets)
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ULTF?Ah$  (tramadol hydrochloride tablets)  is a centrally acting

analgesic. The chemical name for tramadol hydrochloride is (i)c;s2-

[(dimethyiamino)methyl~l-(Fmethoxyphenyi) cyclohexanol

hydrochloride.  Its structural formula  is: .

[Strudtural  Formula]

The molecular weight of tramadof hydrochloride is 299.8. Tramadoi

hydrochlonde  is a white, bitter, crystalline and odorless powder. It is

readily soluble in water and ethanol and has a pKa of 9.41. The

water/n-o&no1  partition coefFicient  is 1.35 at pH 7. ULTRAM tablets

contain 50 mg of tramadol hydroohlonde  and are white in color. inactive

ingredients in the tablet are corn starch, hydroxypropyl methylce!iulose,

lactose, magnesium stearate,  microciystailine ceilukxe, polyethylene

glycol, polysorbate 80, sodium starch  glycotate,  titanium dioxide and

wax

CLINJCAL  PHARNACOLOGY

P h a r m a c o d y n a m i c s

ULTRAM is a centrally acting synthetic analgesic corn&d: Although

its mode of action  is not completely understood, from animal  tests, at

least two complementary mechanisms appear applicable: -binding  of

parent and MI metabotite to p-opiojd receptors and weak inhibition of

reuptake of norepinephrine and serotonin.  Opiojd  activity is due to both

low affinity binding of the parent compound and higher affinity binding of

the 0-demethyiated met&&e  Ml to, I-opioid receptors. In animal

31 models, Ml is up to b’ times more potent than tramadol in producing
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analgesia and 200 times more potent in p-opioid binding, Tramadol-

induced analgesia is only partially antagonized by the opiate antagonist

natoxone in several animal tests. The relative contribution of both

tramadol and MI to human analgesia is dependent upon the plasma

concentrations of each compound  (see CLNCAL  PHARMACOLOGY,

Pharmacokinetics).

Tramadof  has been shown to inhibit reuptake of norepinephtine  and

serotonin  in vitro, as have some other opioid analgesics. These

mechanisms may contribute independently to the overall analgesic

profile of ULTRAM. Analgesia in humans begins approximately within

one hour after administration and reaches a peak in approximateiy  two

to three hours.

.

Apart from anatgetia,  ULTRAM administration may produce a

constellation of symptoms (it-&ding dizziness. somnoience,  nausea,

cqnstipation,  sweating and pruritus) similar to that of an opioid.

However, tramadot  causes less respiratory depression than morphine

at recommended doses (see OVERDOSAGE). In contrast to

morphine, tramadoi  has not been shown to cause histamine retease. At

therapeutic doses, ULTRAM’has  no effect on heart rate, left-ventricutar

function or cardiac index. Orthostatic  hypotension has been observ&.

Pharmacokinetics

^_

.

The analgesic  activity of ULTRAM  is due to both parent drug and the Ml

metabofite (see CLINICAL PHARMACOLOGY, Pharmacodynamics).

Tramadol is administered as a racemate  and both the c-1  and [+I forms

of both tramadol and Ml are detected in the circulation. Tramadol is

weil absorbed orally with an absolute bioavailability  of ?‘5%.- Tramadoi

has a volume of distribution of approximately 2.7Ukg and is only 20%

bound to plasma proteins. Tramadol is extensively metabolized by a

number of pathways, including CYP2D6  and CYP3A4,  as well as by

conjugation of parent and metaboiites. One metaboiite,  Ml ,  is

phan-nacologicaiIy  active in animal models, The formation of M1 is
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dependent upon Cytochrome P450(2D6)  and as such is subject to

both metabolic induction and inhibition which may affect the therapeutic

response (see PRECAUTIONS - Drug interactions). Tramadol and its

metabolites are excreted primarily in the urine with observed plasma

half-lives of 6.3 and 7.4 hours for tramadol and M1, respectively. Linear

pharmacokinetics  have been observed fallowing multiple doses of 50

and 100 mg to steady-state.

Absorption:

Racemic tramadoi  is rapidly and almost completely absorbed after oral

administration. The mean absolute bioavaifability  of a ?M, mg oral dose

is approximately 75%. The mean peak plasma concentration of

racemic  tramadol and Ml occurs at two and three hours, respectively,

after administration in healthy adults. In general, both enantiomers  of

tramadol and MY follow a parallel time course in the body following

single and multiple  doses although small differences (- 10%) exist in the

absolute amount of each enantiomer  present.

Steady-state ptasma concentrations of both tramadol and Ml are

achieved within two days with q.i.d.  dosing. There is no evidence of

self-induction (see Figure 1 and Table 1 below).

[Figure 11
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a5

a6

87

88

Table I

Mean (%CV) Pharmacokinetic  Parameters for

Racemic Tramadol and M-i Metabolite

. . .

Population/ Parent  Drug Peak Cow
9

Time to -

Dosage Regimena Metaboiite OwW
ClearanWFb tm !hW

P*ak (hrs).  jmUmin/Kg)

Healthy Adults, Tramadof 592 (30)
IO0 mg qid, MD p.o.

2 . 3  (61) 5.90 (25) 6.7 (15)
. .

I Ml

I

310 (29)
I

;:i?A.(46)

I

"C

I 7AJ '1J4) I

.

a9

90
91

92

9 3
94

--

HeaiVty Adults, Tramadd 308 (25)
100 mg SD p.0.

1.6 (63) 8.50 (31) 5.6 (20)
.: ,_ . .

M l 55.0 (36) 3 . 0  (511 C 6.7 (IS)

Geriatric. (>75 yrs) Tramadol 208 (31) 2.1 (19)
50 mg SD p.0.

6.39 (25) 7.0 (23).

M l d d C d

Hepatic I m p a i r e d ;  7ramadol 217 (11) 1.9 (16)
50 mg SD p.o.

4.23 (56) 13.3 (11)
,

M l 19.4 (12) 9.8 (20) C 18.5 (15)

Renal  impaired, Tlatnadol C c

CL1 C-30 mUmrn
4.23 (54) To.6 (31)

100 mg SD i.v.

M l c c C 11.5 (40)

Renal lmpafred, Tmmadol ” c C 11.0 (29)
CL<5 mUmin

3.73 (17)

100 mg SD i.v.

M l C c c 16.9 (78)

a SD = Slngie dose. MD = Multiple dose. pa.= Oral administration,

i.v.= Intravenous administration, q.i.d.  = Four times daily

b F represents the oral bioatilability  of bamadot

C Not applicable

d Not measured
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Food Effects:  &al adminkkation  of ULTRAM  with food does not

tignifkantiy  affect its rate or extent of absorption, therefore, ULTRAM

can be actministered without regard to food.

Distribution:

The volume of distribution of tramadol was 26 and 2.9 liters/kg  in male

and female subjects, respectively, following a 100 mg intravenous dose.

The binding of tramadol to human plasma proteins is approximately

20% and binding also appears to be independent of concentration up to

10 pg/mL. Saturation of piasma protein binding occurs only at

concentrations outside the clinically relevant range. Aithough  not
confirmed in humans, tramadol has been shown in rats to cross the

blood-brain barrier.

Metabolism:

Tramadol is ex-tensivety  metabolized after oral administration.

Approximately 30% of the dose is excreted in the urine as unchanged

drug, whereas 60% of the dose is excrked  as metabolites. The

remainder is excreted either as unidentified or as unextractable

mebbolites. The major metabolic pathways appear to be N- and O-

demethyiafion  and glucuronidation or sutfation  in the liver. One

metaboiite ~esmefttyltramadoi.  denoted M7) is pharmacoiogicaily

active in animal models. Production of Ml is dependent on tie CYP2D6

isoenzyme of cytochrome  P450 and as such is subject to both

metabolic induction and inhibition which may affect the therapeutic

-_

response (see PRECAUTIONS - Drug Interaction). ’

Approximately 7% of the population ‘has reduced activity of the CYP2D6

isoenzyme of cytobrame  P-450. These individuals -are “poor

metabolizers” of debrisoquine, dextromethorphan, tficyciic

antidepressants, among other drugs. After  a single oral dose of

tramadol, concentrations of tramadol were only  slightly higher in “poor

metabolizers”  versus “extensive metabolize&,  while Ml concentrations

were lower. Concomitant therapy with inhibitors of CYP2D6  such as

,,_ ,,_ ”  . ,__
;. .,- ,.,. ^ .- .,
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fluoxetine, paroxetine  and quinidine could result in significant drug

interactions. In vitro drug interaction studies in human liver microsomes

indicate that inhibitors of CWZLX such as fluoxetine and its metaboiite

norfluoxetine,  amitriptyline  and quinidine inhibit the metabolism of

tramadol to various degrees. suggesting that concomitant

administration of these compounds could resuit  in increases in tramadol

cuncentrations and decreased concentrations of Ml. The
pharmacologicat  impact of these alterations in-terms,  of either efficacy

or safety is unknown.

EIimh don:

The mean terminal plasma elimination ha&lives  of racemic tramadoi

and racemic Ml are 6.3-k 1.4 and 7.4-k 1.4 hours, respectively. The

plasma elimination ha/f-life  of tacemic tramadol increased from

approximately six hours to seven hours uponmultiple dosing.

Specjal PopuIations

Renal:

!.mpaired renal function results in a decreased rate and extent of

excretion of tramadol and its active metaboiite, MI. fn patients with

creatinine  clearances of less than 30 mUmin,  adjustment of the dosing

regimen is recommended (see DOSAGE AND ADMINISTRATION).

Tne  total amount of tramadol and Ml removed during a 4hour dialysis

period is less than 7% of the administered dose.

Hepatic:

Metabolism of tramadol and MI is reduced in patients’with’advanced

cirrhosis of the liver, resulting in both a larger area under the

concentration time curve for tramadol and longer tramad and Ml ,

eiiminatian  half-lives (13 hr. for tramadol and 19 hr. for Ml). In cirrhotic

patients, adjustment of the dosing regimen is recommended (see

DOSAGE AND ADMitiISTRATlON).

Age.
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Healthy alderty  subjects aged 65 to- 75 years have ptasma tramadol

c&eotrations  and elimination haif-lives  comparable to those observed

in healthy subjects less than 65 years of age. In subjects over  75 years,

maximum serum concentrations are siightiy elevated (208 vs. 162

ng/mL)  and the elimination half-life is slight@ prolonged (7 vs. 6 hours)

compared to subjects 65 to 75 years of age. Adjustment of the daily

dose is recommended for patients older than 75 years (see DOSAGE

AND ADM1NISTRATlON).

Gender:

The  absolute bioavailability  of tramadol was 73% in males and 79% in

females. The plasma clearance was 6.4 mL/min/kg in ma/es and 5.7

mUmin/kg  in females following a 100 mg IV dose of tramadol.

FolJowing  a single oraf dose, and after adjusting for body weight,

females had -a 12% higher peak tramadol concentration and a 35%

higher area under the concentration-time curve  compared to males.

The clinical significance of this difference is unknown.

Clinical Studies

ULTFZAM  has been given  in single oral doses of 50, 75, 100, 1.50 and

200 mg to patients with pain following surgical procedures and pain

following oral surgery (extraction of impacted molars).

--

in single-dose modeis  of pain following oral surgery, pain relief was

demonstrated in some patients at doses of 50 mg and 75 mg. A dose

of ‘100 mg ULTRAM  tended to provide analgesia superior to codeine

sulfate 60 mg, but. it was not as effective as the combinstion  of aspirin

650 mg with codeine phosphate 60 mg. In single-dose models of pain

following surgical procedures, 150 mg provided analgesia generally

comparable to the combination of acetaminophen  650 mg with

propoxyphene  napsylate  100 mg, with a tendency toward tater peak

effect.

ULTRAM has been studied in three long-term controlled trials

involving a tot& of 820 patients, with 530 patients receiving ULTRAM.
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Patients with a variety of chronic painful ‘conditions were studied in

double-blind trials of one to three months duration. Average daiiy  doses

of approximately 250 mg of ULTRAM in divided doses were generally

comparable to five doses of acetaminophen 300 mg with codeine

phosphate 30 mg (TYLENOL” with Codeine #3) daily, five doses of

aspirin 325 mg with codeine phosphate 30 mg daily, or two to three

doses of acetaminaphen 500 mg with oxycodone  hydrochloride 5 mg

(lWOX@}  daily.

Titration Trials

tn a randomized, blinded clinical study with 129 to 132 patients per

group, a lo-day titration to a daiiy  ULTRAM dose of 200 mg (50 mg

q.i.d.),  attained in 50 mg increments every 3 days, was found to result in

fewer discontinuations due to dizziness-or vertigo than titration over only

4 days or no titration. In a second study with 54 to 59 patients per

group, patients who had nausea or vomiting when titrated over 4 days

were randomized to re-initiate tiLTRAM  therapy using slower titration

rates. A 16-day  titration schedule, starting with 25 mg c&M and using

additional doses in 25 mg increments every third day to 100 mg/day  (25

mg q.i.d.),  followed by 50 mg increments in the total daily  dose every

third day to ZOO mg/day  (50 mg q.i.d.),  resulted in fewer

discontinuations due to nausea or vomiting and fewer discontinuations

due to any cause than did a lOday  titration schedule.

APPEARSTW WAY
ON ORlGlNAl.
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INDICATIONS AND USAGE

ULTRAM is indicated for the management of moderate to moderately

severe pain.

CONTRAlNblCATlONS

ULTFWM shbuld  not be administered to patients who h&e previously

demonstrated hypersensitivity to tramadol,  any other component of this

product or opioids. It is also contraindicated in cases of acute

intoxication with ,alcohol, hypnotics, centrally acting anaJges$s,  opioids

or psytiotropic  drugs.
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WARNINGS

Seizure Risk

Seizures have been reported in patients receiving IJLTRMl

within the recommended dosage range. Spontaneous pdst-

marketing reports indicate that seizure risk is increased with

doses of ULTRAM above the recommended range. Concomitant

use of ULTRAM increases the seizure risk in patients taking:

l
S e l e c t i v e serotonin reuptake inhibitors (SSRI

antidepressants or anorectics),

. -Tricyclic  .antidepr8ssants  (TCAs),  and other tricyciic

compounds (e.g., cyclobenzaprine,  promethazine,  etc.),

or

. Opioids.

Administration of ULTRAM may enhance the seizure risk in

patients taking;

. MAO inhibitors (see also WARNiNGS  - Use with MAO

Inhibitors),

. Neuroleptics,  or

. Other drugs that reduce the seipre tiweshofd.

Risk of convulsions may also increase in patients with epilepsy,

those with a history of seizures, or in patients with a recognized

risk for seizure (such- as head trauma, metabolic disorders,

aidohoi and drug withdraw+, CNS infections). In ULTRA&l

overdose, nalaxone  administration may increase the risk of

seizure.

Anaphylactoid Reactions J
Serious and rarely fatal anaphylactoid reactions have been reported in

patients receiving therapy with ULTF?AM.  These reactions often occur

following the first dose. Other reported reakions include pruritus,  hives,

bronchospasm, and angioedema. Patients  with a history of

anaphylactoid  reactions to codeine and other opiojds  may be at
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increased risk and therefore should not receive ULTRAM (se

CONTRA1NDICATIONS).

Use in Opioid-depeident  Patients

ULTRAM  should not be used in opioid-dependent  patients. ULTRAM

has been shown to reinitiate physicaf  dependence in some patients that

have been previously dependent on other opioids. Consequently, in

patients with a tendency to opioid abuse or opioid dependence,

trealment  with ULTRAM is not recommended.

Use with CNS Depressants

ULTRAM should be used with caution and in reduced dosages when

administered to patients receiving CNS depressants such  as alcohol,

opioids. anesthetic agents, phenothiazines,  tranquilizers or sedative

hypnotics.

Use with MAO Inhibitors

Use ULlRAM wiih great caution in patients taking monoamine oxidase/
inhibitors, because animal studies have shown increased deaths with

combined administration.

--

PRECAUTlONS

Respiratory Depression

Administer ULTRAM ~~tious’fy in patients at risk for respiratory

depression. When large doses of ULTRAM are administered with

anesthetic medications or alcohol, respiratory depression may result.

Treat such cases as an overdose. If naloxone js to be administered,

use cautiously  because it may precipitate seizures  (see WARNINGS,

Seizure Risk and OVERDOSAGE).

Increased intracranial Pressure or Head Trauma’

UCTRAM  should be used with caution in patients with increased

intracranial  pressure or head injury. Pupillary  changes (miosis)  from

tramadol may obscure the existence, extent, or course of intracranial

pathology. Xticians  should also maintain a high index of suspicidn  for
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adverse drug  reaction when evaluating altered mental status in these

patients if they are receiving ULTRAM.

Acute Abdominal Conditions

The administration of ULTRAM may complicate the clinical assessment

of patients with acute.abdominal  conditions.*  . ._ _

Withdrawal 1

Withdrawal ‘-3!Z?!i%) 0ti7 IT UL I w,JFF?ii$55i~ntie~  abtiptly. ‘.-.

These  s-e. drmty, . I .$B; pain;-
nausea, tremors, diarrhoea,  upper respiratory symptoms, piloerection,

and rarely hallucinations. Clinical experience suggests that withdrawal

symptoms may be relieved by tapering the medication.

Patients Physically Dependent on Opioids

ULTRAM is not recommended for patients who are dependent on

opioids. Patients who have recently taken substantial amounts of

opioids may experience withdrawal symptoms. Because of the difficulty

in assessing dependence in patients who have previously received

substantial amounts  of bpioid  medication, administer ULTRAM

cautiously to such patients. _

Use in Rena{ and f-fepatic Disease

Impaired renal function results in a decreased rate and extent of

excretion of tramadol and its active metabolite,  Mi. In patients with

creatinine  c&r-ao.AL4.fmin,  dofing-raduction  is

recommended (see DOSAGE AND ADMINISTRATION).’

Metabo!i&%  of tramadol and Ml is reduced in patients. with advanced

cirrhosis of the iiver. In cirrhotic patients, dosing reduction is

recommended (see DOSAGE AND ADMiNISTRATION). -

With the prolonged haKlife  in these conditions, achievement of steady-

state is delayed, so that it may take several days for elevated plasma

concentrations to develop.

Information for Patients
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9 ULTRAM (tramadol hydrochlotide tablets) may impair mental or

physical abilities required for the performance of potentially

hazardous tasks such as driving a car or operating machinery.

- ULTFWM should not be taken vvith  afcphol  containing beverages.

l ULTRAS  should be used wit/-~  caution when taking medications such

as tranquilizers, hypnotics or other opiate containing analgesics.

l The patient should be instructed to inform the physidan  if they are

pregnant, think they might become pregnant, or are trying to become

pregnant (see PRECAUTIONS: Labor and Delivery).

l The patient should understand the single-dose and 24-hour  dose

limit and the time interval between doses, since exceeding these

recommendations cart result in respiratory depression and seizures.

Drug interactions

Tramado)  does not appear to induce its own metabolism in humans,

since observed  maximal plasma concentrations after mu/tip/e oral. _.
doses are higher than expected based on single-dose data. Tramadoi

is a mild inducer of selected drug metabolism pathways measured in --

animals.

Use with Carbamazepioe

Concomitant administration of ULTRAM with carbamazepine

causes a significant increase in tramadol metabolism, presumably

through metabolic induction by carbamazepine.  Patients receiving

chronic wrbamazepine  doses of up to 800 mg daily mdy require up to

twice the recommended dose of ULTRAM.

Tramadol is metabolized to Ml by the CYPZD6 P-450 isoenzyme.

Quinidine is a selective  inhibitor of that isoenzyme, so that concomitant

administration of +quinidine  and ULTRAM results in increased

cuncentrations  of tramadol  and reduced concentrations of M-t. The

clinical consequences of these findings are unknown. In vitro, drug

.
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interaction studies in human liver microsomes indicate that tramadol345
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has no effect on quinidine  metaboiism.

Use with inhibitors  of C’fP2D6

In vitro drug interaction studies in human liver microsomes  indicate

that concomitant administration with inhibitors of CYPZD6  such as

fiuoxetine, paroxetine, and amitriptyline  could result in some inhibitjon  of

the metabolism  of tramadol.

U s e  w i t h  Ci+$dine .- .’

Concomitant administration of ULTRAM with cimetidine does not

result in ciinicaliy  significant changes in tramadol  pharmacokinetics.

Therefore, no alteration bf the ULTRAM  dosage regimen is

recommended.

Use wifb MAO inhibitors

fnteradions  with  MAO inhibitors. due to interference with

detoxfication  mechanisms, have been reported for some centratly

acting drugs (see WARNINGS, Use with MAO Inhibitors).

Clse with Digoxin and Warfatin

Post-marketing surveillance has revealed rare reports of digoxin

toxicity and alteration of warfarin  effect, including elevation of

prothrombin times.
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Carcinogenesis,  Mutagenesis, Impairment of Fertility

Tramadoi  was not mutagenic in the fdlowing  assays: Ames Saimone//a

microsomal  activation test, CHCYHPRT mammalian cell assay, mouse

tymphoma assay (in the absence of metabolic activation), dominant

lethal mutation tests in mice, chromosome aberration test in. Chinese

hamsterj,  and bone marrow micronucleus tests in mice and Chinese

hamsters. Weakly  mutagenic results occurred in the presence of

metabolic activation in the mouse iymphoma assay and micronudeus

test in rats. Overall,  the weight of evidence from these tests indicates

that tramadol does not pose a genotoxic risk to humans.

A slight, but statistically significant, increase in two common murine

tumors, pulmonary and hepatic, was observed in a mouse

carcinogenicitjr  study, particularly in aged mice (dosing orally up to 30

mg/kg for approximately two years, although the study was not done with

the Maximum Tolerated Dose). This finding is not believed to suggest

risk in humans. No such finding occurred in a rat carcinogenicity study.

No effects on fertility were observed for tramadol at oral dose levels

up to 50 mg/kg in male rats and 75 mg/kg in female rats.

Pregnancy. Teratogenic  Effects: Pregnancy Category C

There are no adequate and well-controlled studies in pregnant women.

ULTF!AM should be used during pregnancy only if the potential benefit

justifies the polent&isk  to the fetus.

Tramadol has been shown to be embryotoxjc and f&otoxic  in mice,

rats and rabbits at maternally toxic doses 3 to 15 times the maximum

human dose or higher (120 mg/kg  in mice, 25 mg/kg or hig)ler in rats

and 75 mg/kg or higher in rabbits), but was not tetatogenic at these

dose levels. No harm to the fetus due to tramadol was seen at doses

that were not maternally toxic.

No drug-related tefatogenic  effects  were observed in progeny of

mice, rats or rabbits treated with tramadol by various routes (up to 140
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mg&g for mice, 80 mg/kg for rats or 300 mg/kg for rabbits). Embryo

and fetal toxicity consisted orimariiy  of decreased fetal weights, skeletal

ossitication  and increased supernumerary ribs at matemafly toxic dose

levels. Transient delays  in developmental or behavioial  parameters

were also Seen in pups from rat dams allowed to deliver.  Embryo and

fetaj lethality were reported only in one rabbit study at 300 mg/kg, a

dose that would  cause extreme maternal toxicity in the rabbit.

In peri- and post-natal studies in r&s, progeny of dams receiving oral

(gavage)  dose levels of 50 mg/kg or greater had decreased weights,

and pup survival was decreased eariy in lactation at 80 mg/kg (6 to 10

times the maximum human dose). No toxicity was observed for progeny

of dams receiving 8, 10, 20, 25 or 40 mg/kg.  Maternal toxicity was

observed at all dose levels,  but effects on progeny were evident only at

higher dose levels where maternal toxicity was more severe.

Labor and Delivery

ULTRAM should not be used in pregnant women prior to or during labor

unless the potential benefits outweigh the risks.  Safe use in pregnancy

has not been established. Chronic use during pregnancy may lead to

physical dependence  and post-partum  withdrawal symptoms in the

newborn. ‘Tramadol  has been shown to cross the placenta. The mean

ratio of serum tramadol in the umbilical veins compared to maternal

veins was 0.83 for 40 women given tramadol during labor.

The effect of ULTRAM, if any, on the later gr&th.  development, and

functional  maturafion  of the child is unknown.

--

APPEAP,S THiS:'c'AY
ON ORIGINAL
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420 Nursing Mothers

--.--.--ti--4limended  for obstetrical preoperative medication

422..

423;

424

425

4 2 6

or for post-delivery analgesia in nursing mothers because its safety in

infants and newborns has not been studied. Following a singie Iv 100

mg dose of tramadol, the cumulative excretion in breast milk within 16

hours postdose  was 100 fl of tramadol  (0.1% of the maternal dose)

and 27 &of Ml.

Pediatric .U’se427

; 428

429

4 3 0

431

432

433

434
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The pediatric use of ULTWM is not recommended because safety and

efficacy in patients under 16 years of age have not been established.

Use in the Elderly

In subjects over the age of 75 ye&s, serum concentrations are slightiy

elevated and the elimination half-life is slightly  prolonged. The aged

also ten be expected to vary more widely in their ability to tolerate

adverse drug effects. Daily doses in excess of 300 mg are not

recommended in patients o v e r  7 5  { s e e  D O S A G E  A N D

ADMlNISTRATlON).
_ _

ADVERSE REACTIONS

ULTRAM was administered to 550 patients during the double-blind or

open-label extension periods in U.S. studies of chronic nonmalignant

pain. Of these patients, 375 were 65 years old or older. Table  2

reports the cumulative incidence rate of adverse reactions by 7, 30 and

90 days for the most frequent reactions (5% or more by 7 days). The

most frequently reported events were in the central nervous system and

gastrointestinal system. Although the reactions listed in the 6bie are felt

to be probably related to ULTRAM administration, the reported rates

also include some events that may have been due.to underiying disease

or concomitant medication. The overall incidence rates of adverse

experiences in these trials were similar for ULTRAM and the active

control grouos, TYLENOL*  with Codeine #3 (acetaminophen 300 mg
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with codeine phosphate 30 mg), and aspirin 325 mg with codeine

phosphate 30 mg.

Table 2

Cumulative Incidence of Adverse Reactions for ULTRAM  in

Up to 7 Days Up to 30 Days Up to 90 Days

DizzinessNertigo 26% ,31% 33%

Nausea 24% 3 4 % 40%. . . .._.
Constipation 24% 38% 46%

Headache 18% 26% 32%

Somnolence 16% 23% 25%

Vomiting 9 % 13% 17%

PIUIWS 8% 10% 11%

“CNS
Stimulation”’

7% _ 11% 14%

Asthenia

Sweating

Dyspepsia

Dry Mouth

Diarrhea

6% 11% 12%

6% 7% 9%

5% 9% 13%

5% 9% 10%

5% 6% . 10%

’ “CNS Stimulation” is a composite of nervousness, anxiety, agitation,

tremor. spastic&y, euphoria, embtional  lability and hallucinations.

Incidence 1% to less than 5%, possibly causally  reiated:  the following

iists  adverse reactions that occurred with an incidence of 1% to less

than 5% in clinical trials, and for which the possibility of a causal

relationship with ULTRAM exists.

Body as a Whole: Malaise.

Cardiovascular: Vasodilation.
:
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Centra l  Nctrvous  System: Anxiety, Confusion, Coordination

disturbance, Euphoria, Nervousness, Sleep disorder.

Gastrointestinal:  Abdominal pain, Anorexia, Flatulence.

Musculoskeletal:  Hypertonia.

Skin: Rash.

Special Senses: Visual disturbance.

Urogenital: Menopausal symptoms, Urinary frequency, Urinary
/
retention.

Incidence less than I%, possibly causally related: the following lists

adverse reactions that occurred with an incidence of fess than 1% in

clinical trials and/or reported in post-marketing experience.

Body as a Whole: Accidental injury, Allergic reaction, Anaphylaxis,

Suicidal tendency, Weight loss.

Cardiovascular: Orthostatic  hypotension, Syncope, Tachycardia.

Central Nervous System: Abnormal gait, Amnesia, Cognitive

dysfunction. Depression, Difficulty in concentration, Hallucinations,

Paresthesia, Seizure (see WARNINGS), Tremor.

Respiratoj: Dyspnea.

Skin: Stevens-Johnson syndromefloxic  epidermal necroiysis,

Urticaria,  Vesicles.

Special Senses: Dysgeusia.

Urogenital: Dysuria, Menstrual disorder.

Other adverse experiences, causal  relationship unknown: A variety of

other adverse events were reported infrequently in patients taking

ULTRAM  during’ clinical biais  and/or reported in post-marketing

experience. A causal relationship between ULTRAM and these events

has not been detenined. However, the most significant events are

listed below as alerting information to the physician.

Cardiovascular: Abnomal ECG, Hypertension, Hypotension,,
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498 Myocardial ischemia, Palpitations

.-

499

500

50-l

502

503

504

505

,*; 506

5 0 7

508

509

Central Nervous System: Migraine, Speech disorders.

Gastrointestinal: Gastrointestinal bleeding, Hepatitis,..Stomatitis.

Laboratory Abnormalities: Creatinine increase, Ekevated liver

enzymes, Hemoglobin decrease, Proteinuria.

Sensory: Cataracts, Deafness, Tinnitus.

DRUG ABUSE AND DEPENDENCE

tiLTRAM has a potential to cause psychic and physical dependence of

the morphin&y$e  (p-opioid). The drug. has been associated with

craving, drug-seeking behavior and tolerance development. Cases of

‘abuse and dependence on ULTRAM have been reported. ULTRAM

.

510 should not be used  in opioid-dependent patients. ULTRAM  can

511 reinitiate physical dependence in patients that have been previously

512 dependent ‘0; chrdrkally using  other opioi&. In patients with a

513 tendency to drug abuse, a history of drug dependence, or are

514

515

chronically using opioids, treatment with ULTFWM  is not recommenhed.
--

- 516 oVERDoSAGE

517 Cases of o.verdose  with tramadol have been reported. Estimates of

518 ingested dose in foreign fatatities‘have  been in the range of 3 to 5 g. A

519 3 9 intentional overdose by a patient in the clinical  ‘studies produced

5M emesis and no sequelae. The lowest dose reported lo be associated

521 with fatality was possibly between 500 and 1000 mg in a 40 kg woman,

522 but details of the case are not completely known.

523 Serious potential consequences of overdosage are respiratory

524 depression and seizure. In treating an overdose, primary attention

525 shotild  be given to maintaining adequate ventilation along with general

526 Swment ..@hiie .mloxane wiil reverse some, but not all,

527 symptoms caused by overdosage with ULTRAM  the risk of seizures is

528 , also increased with naloxone  administration. In animals cam&ions
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following the administration of toxic doses of tramadol could be

suppressed with barbiturates or benzodiazepines but were increased

with naioxone.  Naloxone administration did not change the lethality of

an overdose in mice. Hemodialysis is not expected to be helpful in an

overdose because it removes less than 7% of the administered dose in

a 4-hour  dialysis period.

DOSAGE AND ADMINISTRATION

For patients with moderate to moderately severe chronic pain not

requiring rapid onset of analgesic effect, the tolerability  of ULTRAM can

be improved by initiating therapy with the following titration regimen:

ULTRAM should be started at 25 mg/day qAM and titrated in 25 mg

increments as separate doses every 3 days to reach 100 mg/day  {25

mg q.i.d.1.  Thereafter the total daily dose may be increased by 50 mg

as tolerated every 3 days to reach 200 mgiday  @O mg q.i.d.f.  After

titration, ULTFWM  50 to 100 mg can be administered’ as needed for

pain relief every 4 to 6 hours not to exceed 400 mgtday.

For the subset of patients for whom rapid onset of analgesic effect is

required and for whom the benefits outweigh the risk of discontinuation

due to adverse events associated with higher initial doses, ULTRAM 50

mg to 100 mg can be administered as needed for pain relief every four

!O six’hours,  not to exceed 400 mg per day.

Individualization of Dose

Available data do not suggest that a dosage adjustment is nkzessary  in

elderly  patients 65 to 75 years of age unless they also have renal or

hepatic  impairment.  For eldedy  patients over 75 years old, not more

than 300 mgiday  in divided doses as above is recommended. In all

patients with creatinine dearance less ,than 30 mUmin. it is

recommended that the dosing interval of ULTFWvi  be increased to 12
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hours, with a maximum daily dose of 200 mg. Since oniy 7% of an

administered dose is removed by, hemodialysis, dialysis patients can

receive their regular dose on the day of dialysis. The  recommended

dose for patients with cirrhosis is 50 mg every 12 hours. Patients

receiving chronic carbamazepine doses up to 800 mg daity  may

require up to twice the recommended dose of ULTRAM.

-

.

HOW SUPPLJED

ULTRAM (tramadol  hydrochloride tablets) Tabiets  - 50 mg (white,

scored, film-coated capsule-shaped tablet) debossed “ULTRAM” on

one side and “06 59” on the other side.

100’s NDC 0045-0659-60  bottles of 100 tablets

500’s NDe 0045-0659-70 bottles of 500 tablets

packages of 100 unit doses in blister packs - NDC 0045-0659-10 (IO

cards of 10 tablets each).

Dispense in a tight container. Store at co&oiled  room temperature (up

to 25aC.  7ioF).

--
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3ackground
Tramado hyd.rochIoride  is a synthetic, centmily-acting  ana&sk The drug has opioid
activity and it also inhibits the reuptake of norepinephrine  and serotonin.  L&e  bpioids,
the most frequently reported adverse events are seen in tht CNS and GI system to include
dizzxxss/vertigo,  headache,  ~0mno1cn~t,  constipation nausea, and vomiting.
Dizziness/vertigo, nausea and vomiting are events  most commonly associated with
discontinuation of treatment. With opioids  these symptoms usually resolve on continued
therapy (except for the constipation) and therefore it is reasonable to investigate stratcgics
to overcome these adverse events at the beginning of therapy. In a previous supplement
approved August 1998, the sponsor submitted  the results of a study showkrg  that a slow
titrationto 200 mgidgyoverl0days  couidruiuccdiscmtinuationductoad~~cv~,
particl&uiy  dipincss and/or vertigo, in xxnp&xm toaoneorfburdaytitrationto2OOmg.
As a rest&  the following paragraph  was added to the DOSAGE AND ADMIMsTRAnON
section: - -

,. ,_ .^ ,.,_ ”  . _.
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In tne current suixnission,  the sponsor reports  the result  of a clinical trial designed to
determine whether even a slower titration rate of tmmadol  would reduce the incidence of
discontinuation due to nausea and/or  vomiting in subjects who previously had difficulty
tolerating tramadof  because of nausea and/or vomiting. As a result the applicant proposes
to amend the DOSAGE AND ADMIMSTRATION  section as follbws:

The appiicant  also proposes to add to -the CLINICAL STUDES section  the following
infomxtion (there is no titration studies’ text in the cument  labeling):

I -24‘



and/or vomiting and other adverse events was investigated in a clinica/  trial
with two  phases, a 14-day open-label run-in and a 28&y double-blind
During the open-label run-in phase subjects were titrated in 50-mglday’
increments to a dose of 200 mg/day over four days. Subjects who
dis&ntinu&  tramadol due to nausea and/or vomiting were then etigibie  to
enter the 28-day double-blind phase in which they were randomized to one of
three titration regimens. Tfie regimens were: lb-day titration using 50-mg
increments every tbtee days to 200 mg/day;  16-day  titration using 25mg
increments every three days to 100 mg/day  and followed by 50-mg
increments every three days to 200 mg/day;  23day titration using 25-mg
iJlcrements  every three days to
for three days to 150 mg/day.

‘I00 mgfday  foollowed by a 50-mg  increment

Of 931 subjects with chronic pain who entered.the open-labef  phase, 212
discontinued due to nausea and/or vomiting. Fifty-four, 59, and 54patients
were randomized to the IO-, 16-, and 13day  titration groups respkctively
Significantly fewer subjects (22%) discontinued because of nausea and/or
vomiting in the 16-day group compared to the lo-day group (46 30/ ) p=O 006
(see Figure 2). Significantly  fewer subjects discontinued due to an;adver&
event in the 16day group (33.9%) vs. the lo-day  group (53 7%), p=O.O34.
Results in the ?3-day group were similar to the 16day group

Figure 2

-m
iis
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Study.Design

This we, a multicenter,  outpatient, randomized, double-blind, pamlIe study composed  of
two phases:  a screening/open-label run-in and a double-blind phase. Potential study subjecrs
who had chronic pain for at least  three months prior to the study, whc received a daily dose
of nonstcriodal  anti-inflammatory medication (NSAID) for at least 30 days and who
required additional pain rehef  were to be enrollc:d in the open-label/m-in  phase. The open-
Iabetktn-in  phase was to have been up to 14 days in duration.

In the open-labekun-in  phase, tramadol was to be tiuated in.50 mglday  increments to 200
mg/day  over four days. Subjects were to continue on the 200 mg/dzy  dosage for up IO 10
days. Subjects who experienced nausea and/or vomiting during the open-labd~t-u~-in
phase, severe enough for the subject to discontinue tramadol, were to be randomizcd-kro
the doubIe-blind  phase after a lo-day wash-out period. Approximately 150 adult male
and female subjects were to be randomized in the double-blind phase to one of three
tramadol treatment regimens. The three tramadoi  dosage regimens were designed to
achieve a maximum dose (200 mglday or 1.50 mg/day)  at different rates oftitration (IO-, 16-
or 13-dsy).  J&&acebo  tre%zn$zum  was w. The double-blind phase
was to have been up to 28 days in duration. Subjects who did not experience nausea and/or
vomiting severe enough to discontinue tramado  by the end of the open-labeikun-in phase,
were td be discontinued from me study.

E l i
--w

Men and women, I8 years of age or older, who had a chronic painful  condition for at
Y

feast three months prior to study entry not resulting from maiignancy  and who were
orherwise  in generally good health,  were eligible for enroilrnent.  EIigibIe subjects must
have been on an UNSAID  daily &r at least 30 days prior to the study and required
additional pain relief.  Women were required to be postmenopausal for at least  one year,

-

surgically sterile, or using  at-r adequate form of birth c.~nuol.  Women  of childbearing
potential were required to have had a negative urine pregnancy test at Visit. 1 before open-
label study medication was dispensed.

Trigenkal  neuralgia, post-herpctic neuralgia, a chronic painful  condition resulting ikn
malignancy, a painful  condition not appropriately h-eat&  with cbronicalIy  admit&scrod
analgesia  (e.g., myocardial  infarctiOn,  temponrmandrbular  joint syndrome,
thrombophiebiris),  or a cku-onic  paid51  uxdition solely related to dysmcnozhca  or
recurrent  headache
A pai&kI  cundition  ti requird  the continued use of a&g&c drugs more powerfui
than study medication.
History  of estimated creatinine  clearance  c30 mUmin
Abnormal rcml or hepatic  funcdon  that would compromise their welfare or confound
the study results.

NDA 2033 1 SUPP. 016 4
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Any disease or condition  that could  result in altered absorption, excess accumuIation,  or
impaired metabolism or excretion of tit test medication.
Subjects who in the opinion of the investigator should not have been enrolled in the
study because of the precautions, warnings or contraindications sections of the
ULTRAS package insert.
Investigational drug or investigational device use within the !ast 30 days.
Daily opioids use fur pain rtfef.
History ofnarcotic abuse or aIcohoI.abuse  within the 1st 12 months.
Prcgnazt  or lactating women.

I. Open-Label Phase
During the open-Me1  phase, all subjects were to rcceivt,  up to four 5C-mg tabIets  of
rramadol  daily. Subjects were to titrate according to the foII&ing  schedule:
l Day I: 50 mg V-W

*- -

l Day 2: 50 mg b.i.d. . .
l Day 3: 50 mg Cd.
l Days 4- 14: 50 mg q.i.d.

2. Double-Blind Phase ”
Subjects who entered the double-blind phase were assigned randomly to re&ve one ofthree
t’ramadol  dosage regimens  that employed either  a lo-, 16, or 13day tin-anon  schedule in
order to achieve a maximum dose of either 200 mgiday for the lo-  and 16-&y regimens or
150 mg/day  for the 13-&y regimen Study medication was administered as two identically-
appearing cq~suits, four times daily (q.i.d}  of hthcr  placebo or 25 mg tramadol  over the 28-
day treatment period (Days I-28). &?~&ebo  )w .
table below.

See

Study Medication Dosage and Titration Schedules During the Doubie-Blind
Phase

Treatment Group
(Protocol Regimen #)

Dose of Tramadol  HCI by Study Days

1 O-Days to 200 mg
(Regimen  #l)

16-Days to 2.00  mg(Regimen $2)

1-3 4-6 7-9 10-12 13-15 16-28

SO mg 50 mg 50 mg
(AM)

50 mg
b.i.d. ti.d.

50 mg 50 mg
q.i.d q.i.d. q-i-d.

25 mg 25 mg 25 50
(4 b.i.d

tid mg zmg 50 mg mg
q.i.d- Lid. q.i.d

13-Days to 150 mg
(Regimen #3)

“,

25 rng, 25 mg =mg
(AM) b.i.d

=mg 50 mg
Lid

50 mg
q.i.d. t.i.d Lid

NDA 20.281 Si~pp. 016 5



Tramadol HCl, 50 mg (Batches R6696,  R6968  and R6970)  was supplied as tablets in
open-label bottles of 100. Tramadol HCl,  25 mg and placebo (Batches R6722, R6723,
R6724 and R6725)  were supplied as idenri=IIy-appearing  blue opaque, size #O’capsuIc~
for &he double blind phase.

No treatincnt  other  than the study  drug and the subject’s stable dose ofNSAID were IO be:
used by subjects during  the course  of the study. However, subjects may have had
concurrent ilIn&sses that required prescription or over-tic-counter  medication during thi
course of the .srudy. In this event, an accurate record was documented in the  case report
form of all medications and treahnenb  used during the course of the study, includine  the
drug name, dose, dosage regimq  duratios  and indication for such use. !i~ cases where the
use of concurrent medication was  unavoidabie,  the investigamr  made a clinical judgment as
to the severity and relatedness of the tidication  for concur&x-medication  on th.5appruptiate
case report form.

Subjects could be discontinued from the study due to a serious or limiting adverse event,
treatment faiIure, significant protocol violation (e.g.,  non-compliance}., development of an
intercurrent iIlness that put the.subject  at undue risk or would have invalidated the studv
results, or at the request of the subject. Subjects who discontinued were nbt replaced. it
the time of premanxe  withdrawal from the study, efficacy and safety evaluations
scheduled for tie final visit were fo be performed. The investigator was to record the
reason for premature discontinuation on the subject’s CW.

Safety was evaluated by adverse event monitoring, and by physical examinations, vital
signs (sitting blood pressure  and puke rate) and body -weight that were measured and
recorded ar the screening visit, prior to ranhomizatioh  (if appIic&le),  %nd  at the final  visit
or the day of premature discontinuation.

A I O-cm Pain Visual  Analogue  (WA) scale was used as a pain assessment instrument.
PVA assessments  were tiade at Qie beginning of the open-label/run-in  phase and double-
biind  phase (if appkablc)  and at final tisic  or at the time of premature discontinuation.
Also, At the final visit or at the time of premature discontinuation, the subjects and the
investigators provided an ovdl rating  of how weil the study medication controlled the
subject’s chronic pain. OveraIl medication assessments utilized  a five-point scale with
rating ranging from very good to Wry poor.

AnaIyses  were to be performed for subjects who were random&d to double-blind
treatment and took at 1-t one dose of the study  medication (i.e., the hat-to-treat
group). The  pnlmary endpoint of the ady was tie proporticm  of subjects in the IO-day
and 16-&y trea!ment  groups  who discontinued study thezrapy  due to nausea  and/or
vomiring.  Painvise  diffexncts  between treatments in percent of subjects discontinuing

NDA 20.281 Supp. 016 6



were to be cxarnined  using the chi-square test and the Cochran-Amirage  trend test for
proponions  was to be used to test the hypothesis that slower titration schedules would
result in smaller proportions of subjects discontinuing due to nausea and/or  vomiting.

The  rime to discontinuation was also summarized  and analyzed for subjects  who
discontinued due to nausea and/or  vomiting. For these analyses, subjects who
discontinued study therapy for reasons  other than nausea and/or  vomiting  and subjects
who did not discontinue from the study prematurely were treated as censored
observations. Th.e  distribution of time to discontinuation due to nausea and/or vomiting
was summarized for each treatment group. Estimates of the survival  distribution for each
treatment group were calculated by the Kaplan-Meier method. Differences between
tre,atmentswere  tested using the log-rank test.

,-

The !analyses described above for the primary endpoint &re repeated for the foIlow.ing
secondary endpoints: discontinuations due to any adverse event,  disconrin&&s  due to
any adverse eventkixug  ineffective, and discontinuations due co any specific adverse
eventfs)  (other &an nausea a&or vomiting) that accounted for a substantial proportion of
discontinuations.

Other parameters, including demographic  and baseline charaeretistics,  study medication
compliance, assessments of pain and efficacy of the study medication, adverse events. viral
s&ns,  and body weight measurements, were summarized by double-blind phase treatment
group; no analyses were to be performed for these variabies.

No statistical tests were planned to evaluate  efficacy differences among treatment groups.
The mean, median and SD of the PVA scores for both the baseline  (end of open-iabekun-in
phase for those subjects randomized to the  double-blind phase) and final  vi& (or time of
discontinuationj  were to be caictiafed  and summarized for subjects in the open-labekn-in
phase (randomized,  non-mndoznizi  and all subjects) and double-blind phase (each
treatment group}.

For the overall medication assessment by the subjects and the  investigators, the number and
percen:  of responses~in  each category (i-c, vexy’good,  good, no change, pock  ana very poor)
were tabuIated for subjects in the open-Iabellrun-in  phase fra.ndomi;ed,  non-randomized and
all subjects) and double-blind phase (each treatment  group).

All planned analyses were periormed

In addition,  the same ana@sts were npcatcd for subjjcxts  who discontinued due to
headache and dkzkss, the only specific adverse events  fotk than nausea and/or
vomiting) that accmmtdfor  a substantial pmporkion  of discontku&ons. Tbt analysk  of
the endpains  discontinuation due to all causes  was not performed  since only four
additional subjects discontinued  the double-blind phase due to rtasom other  ban advcrse
events br lack of effectiveness.



Deaths or Disc-

I. Open-Label/Run-In  Phase

No deaths  occurred  during the open-IabcYrun-in  phase of the study. A total of 301
(32.3%} subjccts~disconiinued  open-label treafmenr  due to advcfic  events (kbie  below).
Of these 30: SubJccts,  166  were randomized to the double-blind phase  of the study.

.^.

Tre+nent  Limiting Adverse Events  Reporled  by ~1% of Open-Label/Run-In
P base  Subjects

Adverse t‘vent’

Non-Randomized Randomized Ail Subiecrs
@=X2)

-Jo
(N=166) (N=928:

*.- -

n P!!bl rl PLbl n\-,

Nausea
.- \‘- I il \‘” I

42Vomiting (5.5) 14319 185
Dizziness (2.5)

(86.1)
48

(20.0)

34
(28.9) 67 (7.2)

Somnolence (W 3
21

f1.V 37 (4.0)

Pniritus
(2-8) 3 (1.8)13 24

C o n s t i p a t i o n
(1.7)

(2.6)

3 (1.0)
? fO.0)
3

. 13 (1.4)
Headache

8
(I-8) 11 (1.2)

Any Adverse Event
(1.0) 3135 (1.8) 11 (1.2)

rt (17.7) 166 (100.0)
Subas who dhxhwd ~WSC  ofmorc  rhan one rtv& event  me indud&  in =,.h

301 (32.4)

category  tht applies.

APPEARS THIS WAY
ON ORIGINAL

2. Double-Blind Phase

No deaths occurred dtig  the double-blind phase of the study. A rota1  of 65 subjects
including 29 (53.7%) in the IO-day,  20 (33.9%) in the IMay, and 16 (29.6*/j  in the 131
day kmadol HCI rimfion  groups-discontinued  double-blind treatment  dui to adverse
events (table bciow).  Nawa,  ~oJ”iting,  and headache were the adxrse cvcm that  led to
the disccmtimation  of the greatest numbers  ofsubjccts-

APPEARSTHiSWAYON ORfGtNAL

NOA 20.231 Supp, 016
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Double-Bhd  Treatment .Limiting Adverse Events Summarized by Treatment

GKUp

Adverse Even?

Tramado? HCI Group/Titration
S c h e d u l e

1 O-Days to
200 mg/day

16-Days t o  13-@/s l o
200 150 “g/day

mg/day
(N = 54) (?G 55) (N = 54)

n (“+bb) n (%I?. n (%“>
22 (42.6) 11 (18.6) I I

8 (14.8) ‘-3
(20.4)

(8.5) 34 (7.4) 3
(5.1)

J5,6)
1

2 (3.7)
(1.9)

1 (1.7) 1
2 (3.7)

(1.9)-
Q (0.0) 0

1 (1.9) (1 (0.0)
(0.0)

1
0.

(1.9)
(0.0) ! (1.7) 1 (I.9

Nausea
Vomiting
Headache
Dizziness
Abdominal Pain
Constipation
Rash
<-- 1
SOmnOlcnce 1Dyspnoea (1.9) 1 (1.7) 0 (0.0)

Gastroesophageal RefJw
1 (1.9) u (0.0) 0 (0.0)
1

Thinking Abnormal
(1.9) 0 (W 0

I
(0.0)

Urtictia (1.9) 0 (0.0) 0
1

(0.0)

Chest Pain
(1.9) 0 (0.0)

0 @?I
0 (0.0)

Depression 1 (1.7) 0
0

(0.0)
Diarrhoca (0.0) I (1.7) 0

0 (0.0)
(0.0)

Mouth Dry 1 (1.7) 0
0

(0.0)

PlUiCUS
(0.0) 0 (0.0) 1

0
(1.9)

Skeletal Pain (0.0) 0 (0.0) 1
0 (0.0) i

(1.9)

Any Adverse Event (l-7)
29 653.7)

0 (0.0)
20 (33.9) 16 (29.6)

’ Subjcus  who discantinucd  tmasc  of mm thin OX acirmc  CYC~I are incjtiect  ;n
b achcatcpytlwapplk
Pcrcmrag= arc based on tbe total numbcz of subjuu III ach trunncnr pup

Serious adverse events  were repxted  for the subjects,  aU in the op&-lab&~-in
phase of the study, including Subject 06002 @ain, broachitis,  and COPD),  Subject
24018 (squamous  cd caxinotna),  and Subject  28048 (marked urinary @eation
secondary to benign prostatic hypatrophy). All of t&c cvtafs were considered  by
the investigators to have an adikciy  relationship  to the sudy medication

NOA 20.281 Supp.  016



E.fficacv  rj,+=SUk~

1. Open-LabcYRun-In  P.kse

As shown  in the table below, tie mean PVA at baseline  was 6.0 cm, while  the mean  PVA
at the finai  open-label visit  was 3.3 em Over 65% ofsubjects in Ifie open-i&eVm-in
phase ~kd the study mdicatian as verj good or good. Over 65% of the investigators
rated the overall therapeutic effect of the opm-label  srudy medic&n  on rhc subject’s  pain
control as very good or gocd.

Open-LabeVRun-In  Efficacy Variables

I Non- RandarCed
Randomized

All Subjects- -
/

rI\‘,4pak
Screening

Mean 5.9 (6.2) .
(Median)
Std. Dev. 2.02
&firVMzuC 0.2 40.0
N 760

Final OL

~Eian)
3.9 (3.6)

Std. Dev. 2.53
Min./Max 0.0 /IO.0
N 701 -

f)versl  J
Missing N (%)
Very Good

59 (7.7)
N (“x3)

Good
205 (26.9)

No Change
N w
N (%)

297 (39.0)

Poor
156 (20.5)

N (%)
very Poor

25 (3.3)
N (?G)

N
20 ( 2 . 6 )

762

6.2 (6.5) 6.0 (6.2)

1.93 2.61
1.3 j9.8 0.2 AO.0
167 927 0

a
h 3.9 (3.6)

2 _--
2.53 cp -‘.
0.0 /lO.O

701 z?

APPEARS THIS WAY
OH ORlG1NAl.

Missing
Very Good
Good
No Change
Poor
Very Poor_ _

N (%) 60 (7 .9)
N (%) 185 (24.3)
N (%) 314 (41.2)
-N (%) 157 (20.6)
N (%) 29 (3.8)
N (%) 17 (2 .2)

N 762

NDA 2.0281  SUpfX  0% 29



2. Double-Blind Phase

As shown in the table below, the mean PVA at the start of the double-bikd phase  raged
from  5.6 10 6.2 cm among the three mrnadol HCl titration groups, while the mean PVA at
the tinal double-blind visit ranged from 4.0 TO 4.8 cm.

Over 6.1% of subjects in each of the three titration groups  rated the study mcdiczion as
very good or good. Over 59% of the investigators rated the overall therapeutic effect of
tbe double-blind study medication on the subject’s pain control  as very good or good.

OoubloBIind  Efficacy Variables

Tram&I HCI  Group@ranon Schcduk

pJy&&&&&
Basdine

Mean (Median)Std. Dev.
Min/Max
N

t O-Days to
- -

IfSDays to
200 mg/day

13-Dayi to
200 mg/day 150 my’day -.

6.2 (6.6) - 5.8 (6.5)
2.15 2.34

5.6 (5.8)
2.370.3

f9.6 0.5 l10.0 0 . 9  0.553
59 54

Final
Mean (Median)
Std. Do.
M&Max
N

Missing N (%) 0
Very Good

(0.0) 0
N (%)

(0.0)
13 (24.1)

I (1.9)
19Good N (%} 12

21
(322) (22.2)

No Change
(38.9)

N f%)
20 ( 3 3 . 9 ) 21

14 (25.9)
(38.9)

16Plxlr N (%) (27.1) 16
3 G.6)

(29.6)
2

, Very  Poor N (%)
(3 -4) 2

3 (5.6)
(3.7)

2 (3.4)
N

‘2 (3.7)
54 59 54

r Over-
Missing N (‘Ye) 0Very  Good (0.0) 0N (%) 19
Good (16.7)

(Q.0) (1.9)17
N (%)

25
(28.8) 9

(46.3)
(16.7)

23
No Change N (%)

16 (29.6) (39.0) 23 (42.6)
POar

N (%}
14 (23.7) 16

4 (7.4)
(29.6)

very  PL?? N 5(%) 0
(0.0)

5 (5.1) (9.3
(3.4) 0

N
(0.0)

54 59 54

’ Start of double-blind phase (Visit 2)
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DISCUSS1 ON:

1~ a previous supplement approved  August 1998, the sponsor presented results of less
discontinuations due to dinintulvertigv  when using a 1 C-day titration schedule. Tnis  IO-
day titration plan did not show significant fewer discontinuations due to nausea/vomiting.
In the current submission the sponsor tested a 16day titration rate in comparison  to the
approved 1 O-day titration schcduk  in the aim of achieving lcsr,  withdrawals due  to
adverse events. A I3-day titration arm of up to 150 mg of tramado  per day was also
included in the study but this reviewer does not find rhis titration  schcdulc  cIinicaIIy
applicable (and apparently SO does the sponsor who makes  no claim for this titration
schedule).

This s,tudy_is  not offered in-support of a new indication or for a comparative claim.

The rcsuks  of this study indicate  that a 16-day  titration rate o’ftramado1  does$du& the
incidcncc  of discontinuation due to nausea x&or vomiting in subjects  who previously
had difficulty tolerating  tramadol  because ofnausta and/or vomiting. The percentage of
subjects in each double-blind treatment group who discontinued due to nausea and
vomiting signifkanly  higher for subjects in the l&day titration group (46.3% of
subjects), than  in the 1 S-day and 13&y titration groups (approximately 22% in both).

CONCLUSIONS:

‘This reviewer‘s 0pinion.i~  hat the data offer sufficiently  stmng  cvidencc  that a Id-day
titration rate can reduce discontinuations,due  to nausea/vomiting so as to suppon  adding
this information to the labeling.

However, this reviewer believes that the proposed warding may miss the target audience.
In general, the proposed additions are much too long and detailed than the heafth  car6
prefessiorial may ever  need. Moreover, due to this reason,  many of them may discontinue
reading  cr may fail to initiate reading  the label at all. Also, the IO-day titration schedule
is not r&nmended  anymore under  the proposed DOSAGE AND ADMINISTR4TION
section and therefore, there is no apparent reason to provide details of this regimen  under
the CLINlCAL  STUDES section. Below is the proposed sponsor’s Iabding  annotated
with tis rcviewcr’s comments.

Recommended nddirions  lo the proposedpackage  inserr  are  idenrz&d  &y shaded:tik
and recommended deierionr  are idenrified  by a v

-\ . .

7 Titation  Ttiafs (under Clinical Studies]

1

- - - _ - -. _

--“F

.

.
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it$kwtljs  Comments: - Tie I O-day  titration sched~k  .IS no1 recommended anymore
w&r the proposed DOSAGE &‘D ,-iLMLWSti  Tih..
section and them ore,  fhere  is no apparenr  reason  10f
pnmkk  de~uils of &is regimen under the CWN(C~L -_I
STUDJESsection.  Moreover. adding this  nol-reconrnrelzded
infonnarion may create  c significant c0nfuioft  amojtg
readers.

--

Reykwcf  s Comments:

NDA 2Q28t Supp. 016
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-

i
1,
i
i

RJXOMMENDGTIONS:

The supplement should be apprcwcd with tb
_, )“ = a&ow changes in the proposed  labeling.

.-- -.’ ‘_.
--. -- -

NOA 20.287 Supp.  076
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MEDICALTEAMLGqDER  REVIEW

A~TI-WFI~MMATCIRY,  ANGGESIC  AND OPHTHALMIC DRUG
PRODUCTS  DMSION -- HFD-560

NDA#:
SUBMISSION DATE:
TYPE:

20-281, SE2-016

BOW’ DATE:
REVIEWER:

Feb. 23, 19%.
Efficacy Supplement
Dec. 20,1999.
John Hyde, PbD.,  M.D.

N&:
,SPONSOR:-

PIUi?&4COLOGlC  CATEGORY:
PROPOSED INDICATIONS:
DOSAGE FORM & ROUTE:

RELATED REVIEWS
i

i
cso:

I
,

!! RESUME:

Uham (tramado  HCl).
RW. Johnson
920 Route 202
P.O. Box 300
Raritan, NJ 08869
phone (908) 704-4600

Andgeslc
Management of P&I ’
Scored tablets, oral, 50 mg

Medical Officer Review of 7l1.199.
‘Chemij$ry  Review of 9/?/99.

Y. Kong, Pharm.D.

i
I

Utram was approved on 3/3/95  for m&ag.ement  of pain with recommended

I

dosing of 50 to 100 mg every 4 to 6 hours, not to exceed 400 mg/d&y.

1

Supplemexit  014, approved on 8/21/98,  *mcluded  additional dosing information
relkcti& the results a study  t&t showed dizzines.s  and vertigo-were reduced

i
when Ultram’was initiated  with a titration regimen increasing the dose 50

I
mg!day every 3 days.

This supplement consists  of two parts:  the introduction of a scored‘  tablet to
allow a 25 mg dose, and labeling to refkt use of the 25 mg dose in a slower
titration regimen (16days)  that was shown TV red&e discontiauatio& for
nausea  and vomiting compared  ta more  rapid titration.

The Chemistry  Reviewer  found the CMC changes  acceptable  and
recommended approvd.  The Medical Reviewer agreed with the conclusions
of the titration study and found the application approvable,  pending some



Lllam mAlO-281,  SEMo’L6
’ Page 2 ’

modifications  to .the proposed labeling text, mclu+kg  FWIW~ of references to
the previous IO-day titration study.

This reviewer agrees with the approvability  of the application. However
some additiunal  labeling changes are recommended, as’discussed below. ’

._. .
DfSCUSSION:
(See Medical Review for applicaks  original proposed labeling text.)

The recommend dosing for ULTRAhI  is 50 to 100 mg every 4 to 6 hours not
to exceed 400 &day.  Without substantial evidence of efficacy data fo; the
25 mg d&e, the recommended dosing should still  be 50 to 100 mg. Evidence
was not provided that khe 25 mg dose will provide adequate acute pain relief
and is reasonable to presume it would not. The labeling should clearly reflec’t
that the titration regimen is for chronic usage, where an immediate analgesic
effect may not be required.

It is acceptable to include information about the previous titration study,
since its results pertain to CNS, rather than  GI effects, However reference
to osteoarthritis (OA) patients s6ouH be eliminated, since 0.4 ti hot an

’approved indication, and the fact of tBese  patient having OA was incidental
the major object of the trial was to study discontinuation due td the adverse’
events.

The section describing the clinical trial results is too wordy. Suggested
wording is presented below. ._

Reference to titration study results can be removed fkom the dOSAGE AND
-4DMINISTRATION section, since the information is described in the ciinical
trials section. .

&?commended  changes to the Iabeling  are presented on the next page:
. c

APPEARSTHIS  WAY
UN ORIGINAL



. .

i

Reviewer’s Recommended changesfromW l a b e l i n g :

Under Clinicsi  Studies, insert as last paragraph:

RCI -m--

L--- .- -. .-
.- ,

Under DOSAGE AND ADMINISTFL4TlON:

l F&ah first DaragraOh  of

i-
ent ammved k+be!ing,  but delete last sentence

3k
l

l Insert as second paraamDh: -.

i
I

- - - - i



Lkix&  N-DAD281,  SEZ-016.
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i

Discussions with the Applicant
The above recommended wording was faxed to the applicant 12/6/99.  The
applicant  was contacted by telephone on E/13/99.  FEIA staffwas Yoon  Kong,
CSO, ant.? Dr. Hyde. See separate  teiecon  notes.

The-applicant accepted FDA wording for the text describing the clinical
trizk, bqt wanted to included  a graph comptig  discontinuation for nausea
and vormting, shqwing resulta for the IO-day titration to 200 mg/day  the 13-
day titration to 150 mg/day,  and the l&day titration to 200 mg/day.  ‘The
applicant agreed to include the graph but to eljminate the 13-day  titration to
150 mgiday, since 150 mgiday  does not represent a recommended dosing
regime?.

.

*

?ae applicant also proposed making changes the D&SAGE AND
AIXMIMSTRATION section to describe the dose titration for chronic pain
before, rather-than after, the description of dosing for acute  pain.

In subsequent fau communications, the applicant agreed to some editorial
changes in the DOSAGE AND ADMINISTRATION  section  as r&lecr.ed  in
draft text dated 12/14/99.

i

RECOMMENDATIONS:
The labeling proposed by the applicant in thesubmission  dated 12114/99  is
acceptable and shou.Id  be approved.

Since the applicant is currently investigating pediatric  use of this product in
‘response  to a written request add is expecting to submit the data by March
2000, the requirement to submit pediatric data may be deferred to the
earliest permitted date (WUOO). .

-.

APPEARS THlS WAYON ORiGfNAL
Orig NDA # 20-28  1
KFD-550LDiv  File
HFD-340
KFD-sxuCsO/fCoag

APPEARS THfS WAYOW ORlGlNAt
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Cbembtry  R&w #1 I .  DiVirin . 2. NDA Number
AFD-550 20-281

3. Name and Address oTAppliunt
The R WJohson Pharmfmt~tica.l  Rstcarch  Institute,  700 Route 202 SOL&, P.

4. Supplement

0. Box 670 hitan,  NI 01869-0402
Num bcr Datr

I
20-2sl&16  2Q3/99

5.  Name  orDrug WLTRAM*fabla

7. Supplement Provides for:

6. Nonproprietary  Name Tramadof HCI  table5

the addition of o score 10 the LX TL4.W  50 mg Tablet in ordcz to dlow
8. Amendment(s)

physicians to prescribe a new tintion dosho regimen at 25 mg.
S&99
8-25-99

*
9. Phannacolo~ical  Category IO.  HOW Dispensed: Rx

1
1’1. Related Documents- None

12. Dosagt Form Tables

14. Chemical Name and Strueturc

13. Potcnq{ia}: 50 and 100 mg

CH30
APPEARS THIS ViAY

A ON ORlGiNAL
TRAMADOL  . t-ICI

M. W. = 299.84

Fornular: Gs HI5 NO2 .HCJ

Tbt results  of these  studies  dantmsaatt  chat  the

J&M* SO mg mbkts widi~
.- . . - .

I

.

--
- .
-
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7
17. Name: Review Chemist Signature

3an Ho. Chcmisr

I

bC: NDA 20-Z 8 1

HF-D-55O/Divkion  File
HFD-550/Lcwin

HFPSSOIB.  Ho
HFD-SSO/I’arel
HFD-930X. W. Chcn

Dot SD: 2028 1 S I 6SCOKEABH

APPEARS THIS WAY
ON ORIGINAL
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Tranmdol  BCI Tabists  50 mg Scored
j NDA 20-28I/Supplcme~t

3,652,589

Expintion Date

March 2151989

3.830,934 Aqut2Q,  I991
-

.’

4

Waxmn Hawh
Expiration  Date: 2000, basal on

aPProvd of NDA 20-28 1, March 3,
1995.

.

APPEAASTHlSWy,f
ON ORlGINkt



EXCLUSIVITY SUMMARY FOR NDA # 20-281 suPPL # siz-016

Trade Name UItram Tablets, 50 mg and 100 mg GP-nek Name Tramado Hydrochloride Tabietd

Applicant Name The R. W. Johnson Rcseaxh  Institute
Hi% # 550

Approval Date If Known

PART I IS AN EXCLUSlYITY  DETERMMATION  -NEEDED?

1. An exclusivity determination will be made for all original applications but only for c qain s

supplements. Complete PARTS II and III of this Exclusivity Summy only jfybu answer "YCS"  :‘, one
or more of the following question about the submission.

ia} Is it an origina NDA?
Y E S  f-/ NO/g /-

b) Is it an cfFcctiv~~c~~ supplement?

If yes, what t4’pe? (SE1, SE2, etc.) - 5% z

c) Did ir require the review of clinical data ocher char,  to support a safety claim or chanoe in
labeling related to safety? (If it required review 0x1~ of bioavailabiiity or bioequiv,$enceSata,
answer “no.“) -.

-

.
If your answer is “no” because you believe the study is a bioavaiIability study and, ‘herefore,
not eligible for exclusivity, EXPLAIN why itis a bioavailability study, including your reaons
for disagreeing with any arguments made tiy tile applicant that the study was nor simply a
bioavaiiability  s t u d y . . .’

If it is a suppkmcnt requiring the review of clinical data but if is nor an effectiveness
supplement, destibe  the change OF claim that is supported by tie clinical data:

.- .^. ..-__

Form OGD-011347 Revised IO/1398
cc: Original NDA Division File HFD-93  Mary Ann Holovac



4 Did the appliant request excju,siviq?

NO/ /

if the a=werto Cd) is “yes,”  how many years of exclusivity did the applicant  tequB[?

3 Li <“CL rL

e} Has pedhaic exdusivity  been granted for his Active Moiety?

.-. tic

IFYOUKAVi  ANSWE~D”NO”TO  ~OFTHEABOVEQUESTIONS,GODI~CTLYTO
THESIGNA~BLOCKSONPAGE8. _

2. i-k a product with the samc&tive ingredient(s), dosage form, strength  route of admin&&on  and
dosingkhcdulc,previously  becnapprovcd by FDAforthcs&~?(d  to OTCswirches .&u;dbc
answered NO-please indicate as such)

YES/ / J?O/X  /

Ifyes,NDA# . DrugName  - - - -

IFTHE~WS~RTOQUESTION~'IS."YES,"GODIRECTLYTOTHE
ONPAGE& S1GNATI-W BLOCKS

3. Is this drug product or indication a DESI upgrade? A .-_

YES/__/ NO/v,'/

IFT~~SWERTOQUEST~ON3lS"YES,"GO  DIRECTLYTG  THESIGNATUREBLOCKS
ON PAGE 8 (even if a study was required for the upgrade).

PART II FIVE-YEAR EXCLUSIVfTY  FOR NEW CHEMICAL  ENTITIES

-’

(Answer eider #I or #2 as appropriate)

1. Single active inmedient  product.

Has FDA copiously aproved under section 505 of the Act any dq product containing the same active
moiety as the drug under consideration? Answer “yes” if the active moiety (in&ding other csterified
forms. saki. complexes, chelates or CIatiuates)  has been previously approved, but this particular  form
of the active moiety, e-g-, this p+cular  ester or salt (including salts titfi  hydrogen or coordination
bonding) or other non-covaknt  derivative (such as a compkx,  &elate,  or da&me)  has not been
approved. Answer “no” if the compound requires me&olic conversion (other than deeslerification  of
an eskrified  form of the drug} to produce an already approved active moiety.

YES /,r/ NO 1-1

Page 2



If”yes,”  idatify  tbc approved drug product(s) containing tie active moiery,  and, if known, the ND,+

WI-

NDA#

.I

2. i;ombination urodua.

If Ibe product contains more h.n one active moitty(as  defined in Part II, #I), has FDA previous!y
approved an application under section 505  containing anv one of the active moic& in the drug
product? If, for exam$e, tie combination uxxains  one never-before-approved active noiew and one
prc6oJLsly  approved active moiety, answer “yes.” (An active moiety that is marketed undc; an OTC
monograph, but that was never approved under an NDA, is considered not previously wpmved+)

if “yes,” identify the approved drug product(s) containing the active moieq,  and, if known> the NDA
x(S)-

.’

NDA#

NDA#

NDA#

h
-.
-’

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART 11 IS “NO,” GO DIRECTLY TO THE
SIGN-JJURE  BLOCKS ON PAGE 8. IF “YJ.3” GO TO PART III.

PART u_7 THREE-YEAR EXCLUSIWT?’  FOR NDA’S AND STJPPLEMZXTS

To qualify for three years of exclusivity, an application or supphent  must contain “reports of new
clinical imexigtions (other than bioavailabiliry studies) essential to the approval of the application and
tinducted or sponsored by the applicant”
PART. II, Question 1 or 2 was “yes.”

This .~ect.ion  should be compieted only if the answer to

Page 3



1. Does the appkation  Contain reports  of clinical investigations? (T&c  Agency interprets  ‘!ciin&
investigations” to mean invmigS.kms conducted on humans other than bioavailability  studies,) lftbe
appiication contains clinical investigations only by virtue of a right af reference to chnicai
investigtions  in another applicatim,  answer  “yes,” then skip to question 3(a). If the answer to 3(a) is
“yes” far any investigation referred to in another application, do not complete remainder of summary
for that investigation.

WL.+=~ (7%~ Agency interprets  ‘!ciin&
ban bioavailability  studies.) lftbe
- r;*L’ a f  reference t o  dinicai

;AL~ ,,a). If the answer to 3(a) is
t romniete  remninh-7 nfclrm-.

‘y

IF “NO,” CO DIREC-I-LY 7-O THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigatiqn is “essentiai to the approval” if the Agency couid not have appioved  the
application or supplcmcnt without relying on that investigation. Thus, the investigation is not es.sential
to the approval if I) no clinica investigation is necessary to support rhe supplement or application in
light of previously approved applications (i.e., information other than clinical triafs,  such as
bioavai!abiliryc data, would be-sufficient to provide a basis for approval as an ANDA  or 505(b)(2)
application because of what is akeady known about a previously apprcked product), or 2) there are
publisiicd reports of studies (other than those conducted  or sponsored by the applicant) or other publicly
available data that independentIy would have been sufficienr to support approval of the application,.
without reference to the clinical investigation submitted in the aFpiication.

(a} In Iight of previously approved appiicatioas,  is a clinical investigation (either conducted by
the apphcant or available G.OIIT same otficr  source, including the pubtished likrature) necessary
to support approval of the application or supplement?

Es f i I- - NO /-/

If “no,” state the basis for YOUI  conch&on that  a cl&cal  trial  is not necessary for approval AND
GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list of published studies retevant to the safety and tffectiveness
of this drug pro.duct and a statement  that the publicly available data would not independently
support approval of the application?

APPEARSTHIS WAY
ON ORIGlNAt

Page 4



(l)ifthetUWCT to 2cb) is “yes,” do you personally  know ofany reason to disagree widl
the applicant’s conckiion?  If not applicable, answer NO.

YES I-/ NO/ /
-‘. - -.’ ---- - .

If yes, explain:

-.

APPEARSTHISWAY
ON ORIGJNAL

(2) If the answer to Z(b) is “no,” are you aware of published studies not conducted or
sponsored by the applicant or other publicly available data thar could independently
demonstrate the safety and,cffectiveness of this drug product?

If yes, explain:

YES : J. NO/.Y/- -

ki'i'EARSTHlS\VAY
GN ORlGlNAL

(c) If the answers to (b)(I) and (b)(z) were both "no," .tdentifi  the clinical investigations
submitted in rhe application that arc essential to r2le approval:

c R.P$S -Lq -)

h APPEARS THtS WAY
ON ORI6INAl -.

-’
Studies comparing two products with the same ingredient(s) are consider& to be bioavailabihq  studies
for the purpose of this section

3. In addition to being tsscntial,  investigations r-mist  be “new” to support exciwivity.  The agency
interprets “new clinical investigation” to mean m, investigation thaf 1) has nor been relied tin by the
agency IO demonstrate the effectiveness of a previously approved chug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency fo demonstrate the
effectiveness of a ptiousiy  approved drug product, i.e., does not ndemonztrate  someting the agency
considers to have been demonstrated in an already approved application.

. - .--_

APPEARSTHlSWAY
ON ORIGINAL

P a g e  5



a) For each investigation identified as “essential LO  the approval,” has the investigation &a
r&d on by tie agency to demonsnate  the effectiveness of a previously approved drug product?
(If the investigation was relied OQ oniy to support the safety  of a previously approved drug,

answer “no. “)

Investigation #I YES 1-l

If )7ou have answered “yes”  for one or more investigations, identify each such investigation  and
the WDA in which each was relied qxm:

.

(b) For each investigation identified as “essential  to ‘&e  approval”, doti the investigarion
duplicate the res&s of another investigation that’&s relied on by the agency to suppan tie
effectiveness of a previously approved drug product?

Investigation #I YES/ I NO/K i

.
If YOU  have answered “yes” for one or more investigation, identify the NDA in which a similar
investigarion was relied on: A

--

-.

- c) If the answers IO 3(a) and 3(b) ate no, identie each “new” investi@on  in the application or
su$pkment that is essez&I  to the appmval  (Le.,  the investigations listed in #2(c), less any that
are not “new”):



t

: -.  I-I .- ..(

,
* ’

4. To be eIigibJe for exchsivity,  a new investigation that is csscntial  to approval must also have been
conducted or sponsored by the applicant An investigation was “conducted or sponsored by” the
applicant if, before or during tie conduG of the investigation, I} the applicant was the sponsor ofthe
IND named in the form FDA 157 I filed with the 4. gency, or 2) the applicant (or its predecessor in
interest) provided subs&r&i  support foF the Study. &kriIy, substantial support wiIi mean providing
50 pcrccmr  or.more of the cost of the study.

a) For each investigation identified in response  to question 3(c):  if the investigation uas -ied
out under an RJD,  was the applicant identified on the FDA I571 as the sponsor?

1nvcstigation  #I 1 __ .

IND q---:jYES /&I ! NO/-/ Explain:
!

; _ _’ !
1 !

,

Investigation #2 t
I

IND# Y-Esr 1 ! NO/-/ Explain:

APPEARS THIS WAY
ON ORIGtNAL ’

(b) For each jnvestigalion not carried out under an Q-ID or for which the applicant was not

identified as.  the sponsor, did the applicant cetify &at it or the applicant’s  predecessor in interest
provided substantial support for the study?

A

Invesrigatiori  #I !
!

Y-E.3 I IExpcpiain ! NO i-1 Explain
!

I

!
APPEARS This ‘MY

ON m;giw
! .

.
I

-.-

Investigation #2 !

YES f-j Explain ! NO 1-1  Explain

P a g e  7

_, ‘_^
.

,. .” .,.-



(cl Nddhstanding an answer of “yes” to (a) or (b), are then otin reasons to Micvc  that the
applicant shou@ not be credited with h ’
studies may not be WA as the basis  for exclusivity.

awng “conducted or sponsored”  the study? (Purchased
However, if aIt rights LO  the drug are

purchased  (not jut studies on the drug), the applicant may be considered to have sponsored or
conducted tire studies  qxux&&f or conducted by its predeces&  in interest.)

YES I-/ NO/X/-

If yes.  explain:

Tit& i7 , ‘, . <$ C ,.: ;... (. :.- .
;

Division Director

cc: Origjnal NDA Division File HFD-93 Mary Ann Holovac

P a g e  5



Pediatric Page Printour for YOON KONG
Page I of 1

PEDIATRICPAGE
[Compkte  for all otiginal  applicarian and ail efficacy supplcmcnrs)

NDAIBLA  Number: 2028 I Trade Name: ULTRAM  fTRAMADOL  HCL)  TABLETS -
Supplement
Number: -16 Generic Name: TRAMADOL  HYDROCHLORSDE
Suppiemetii  Type:  m Dosage Form:

Regclatory Action: k’ Proposed
- Indication:

Management of moderate to moderateIy scvcrr
jp&

ARE THEREPEDIATRIC  STUDIES 1N THXS SUBM.ISSION?
NO, No ytiver end no pcdiatric~data

What are the INTENDED Pediatric Age Groups for this submission?

-NcoNatcs  (O-30 Days ) LChildren  (25 Months-12 years) 7 3--c ., J i: . 4

~Infants (I -24 Montfis) &Adolescents (13-l 6 Years)
.

La be1 Adequacy
E’ormulation  Status

Inadequate for ALL pediattiL?ge  groups

Studies Needed 1
Study Status _ _

Arc there any Pediatric Phnsc 4 Commitments in the Action Letter for the Original  Subm&jon? N-C

COMMEN-XX

Spansor hs a written  request Icucr for Ihe originai NDA 20-28 1_

‘CL.,

NAGERJCONSUMER  SAFETY  OFFKER,

/Z LiJ 7 $
Date :. !: .:..I . -. -”

WPPEARSfHiSWAYUN WGMAL

htrp://150.148.153.183~‘Pe~TracMeditdata~Eir;n.cfm?AoN=Z028  ! &SN=l6&ID=633 13-J 0199



i

-J+bi 16: DEBARMENT  CERTIFICATION
The R.W. hhrxwn Phtiau=iticd’  &search lnstitutc certifies that we did not

and will not WC in imy capacity  the scmicts  of any person debarrsd under

subsections 306(a)  or 306(-b)  of the FedcraI  Food and Drug and Cosmetic Acr

in’conncctian  with this New Drug Application.
A

Sandra c. Cattrcll,  PhD
Dirccror,  Rcguhmy Affairs
The R%tf. Johnson Phannaccutid  Research Institute
Route 202 P.O. Box 300
Raritan, New Jeiscy 053694602

APPEARS THIS WAY
ON ORlGlNAt

*
-
-
-.



MTE e/r7/99

Questions raised:
.-

We re&est that the firm commit to include the
revised batch  record in the next annual rcpa~.
Firm is recommended-to send the c-ommkmcnr to
the rcvicwcr  by fax foilowed  by an ofkial
amendment to this supplement (S-01 6).

9 ElAPPLICANT/

-PONSOR TELEPHONE

Agrcrd.

C C?IN  PfZ.WN

Tramadol HCI Tablet

APPEARS THIS WAY
ON ORIGINAL

h RW.Johnson

NAME AND TITLE OF PERSON WITH
WHOM CONVERSAT3ON  WAS HELD

Dr. Sandra Cottrtlf
Dirrclor, Rrguhtory Affairs

.



Food  and Drug AWon
Center for Drug Evaluation and Research
ofiicc of Drug Evaluation v
Division ofAnti-hfhmmatoty,  Analgekic

hydrochioriic  tablcrs)

/arid Ophthalmic Drug Products (HFD-550)
Attnz  Document Control Room Ml5

mA &

9201 corporac  BouIevard
scored 5ornguLnbLv  (tramaciol

Rockvillc, Maryland 20830
HCI tabkts)
Dose Titration Labeling Change

Rcfrsrence  is made to NDA 20-281 for UL?&U@  (mad01 HCI tablets)  approved on
March 3. 1995, ami its supphrmt  S-014, approved August 2 I, 1998; to correspondence
filed with the Agency to m-7on May 2, 1997 and July I I, 1997 for Protow
CANS-047;  and to wrrespon~e  filed to NIX 20-281  on October  13;- 1997 with
regard to a HTrrtg  scored tilet. -

. .

At this time, the R W. Johnson Phamxactutical  Research institute is submitting a
suppkrncnt  to NDA 20-281  containing Chemistxy, Manufkctig  and Controls
infomation!sg the scormg dfthe 50 mg tiado~  hvtictioridc  tablet4.h~ M

-‘study report for PIotc&f CA.PSs-047,  and pro&cd labcling changes to further enhance
compliance and tolerability  of the pmduct

l The Chemistry, Manufacturing  and Controls information contains data to support the
physical/chemical  qwlifkkm of a 50 mg scared tabld WC have provided finished
prcxiuct spedcations  ior the 50 mg scored  tab

t _-
I I

- Final study rcsub of Aotocoi  CAPSS-047  indicate  that the sIower &ration  regimen of
tram&l hydrochltide (25 mg increments  eve 3-days) signifkantly  nxiuced  tie
incidence of discontinuation due to advesc wents,  cspazklly  nausea and/or  vomiting.

l  T h i s  supplanent  contains  proposed lab&g change  t o  the f3inicaI S t u d i e s ,
DOSAGE and ADMINSTIUTfON  and HOW SUPPLED  sections of our current
package insert  New text is provicId  under the Clinical Srudies  section which
inwrpotaks dtscriptions  of rhc &ubltb,lind  Stur$ Aatocol  CAPSS-CW:  “An
Evaition of the Effect of Xticm Schcdula of uLW {tmnadoI HCI)  in



-

describes tbc double-blind  snpdy  &&ii- tfil:  @&is of siowed  titration (Study
Pmtocoi TPS-DOS. “An Ev&aticm  of VaryinB  Titration  Rates of ULTRAM’

For eat of tim, We art providing a side-by-side text  comparison  of the curmx  vcrsjon
(Psckagt  Insert 635-19-227-4) and tht new version of the fInal product  labeling
incorporating the proposd Changes.  We will provide the Agency with the new numerical
idtifier  for the &al product  labeling  associate4  ~4th  this supplement  tier  approval and
‘upon  submission of&e iinal pmducr  Iabcling  to the FDA. A diskette containing the

*’ Illming  text for this new vssion of the I&.l product ‘labeling in Mcrosofi  word 7.0
f-at, 35 well  as hard copy  of this documem,  are appended.

o{--&s submined  January 13,  1999
copy of the Form FDA 3397 is provided he&n.

.
In addition at this time in N with 21 CFR  tj 3 14.50(j),  wc state  that this
suppkrn~l~  Tcpp~C~On, upon tppl~ml  by the U.S. Food and Drug Administration, is
entitled lo a Thea  year peripd of marketing exclusivity under provisions of 21 CFR
5 3 t 4.1 OS(b)(S),  and nsper;tiiy request the granting of this exclusiviry. We certify that
the study upon which this supplementi  applicafion  &a is a ‘hew  clinical investigation”
that  is “essential  to approval of the proposed  lab&g  changes in this supplement, and was
“conducted or sponsotad  by thi  applicant’* within  the meaning  of 2’1 CFR 4 314.108(a).

The arckivai-znd  review  copies  of this supplcmcnt  arc enclosed. As required  by CFR 4
314.71@);..-wi  Cdfjl tit- a fieM~0py  containing a me copy of the Chemisf~.
Manufacnving  -Md.Cmt&&-mz+n,  ?l CFR 4 319.50(d)(l),  and a copy of the
application  form rq&d under 21 CFR $ 314,50(a) (Form FDA 356h)  has been
p&d+  directly IO the FDA Di&ct  Of&c in North Biunswick,  New Jersey.

Should you have any questions  please  ‘contacr  me directly at (908) 7064033  or our phone
number dedicated  for FDA use at (908)  7M&00.

?Ae RW. Johnson
ticalReseaz~ InstMe-------_ _, -. -

cc: Lt Cm&. D’Annic Guuta (XF’D-550)  (Lata only)



.

CORIUSPONDENCE
Transmission of missing volumes
NDA Supplement S-01 6

.

Rdrmce  is made to NDA 20-281 for UTRsM* (tramado  HCI tablets) approved on
bfarch 3, 1995, its suppiement  SO16, subrnintd  Fcbwy 23, 1999 and a ukplx~ne  call

/I
pIa by Lt. Cm& D’Annic  Guntcr.  Project Manager  for the pmdtkt LL Cdr.  Gtmcr
identified  that tic archival  copy of this supplcmenr  was missing four volumes in
transmiti. We, have clarified thar these are Volurncs  9 tiough 12 and = providing

1
them at this time. -

I Plcart accept our apology for this omhsioh h
-

Should YOU have any questions please contacr  me dirccriy  at (908) 7044033 or our phone
number  dedicated for FDA use at (908) 704400.

. Sinccrciy.

-
.

SendnCmel~,PhD.
Dirttror
Regulawy  Affain

cc: Lt. Cm&. D’Annie  G-untex  #D-550)  Fn= only)



I

Ceacr far Drug k&ation  and Rexarch
OfikcofDnxgEv&wion V

uLl-IL4hP(tAnladol  -

Division of Anti-inflammatory,  AIlaIgaic
hydrochloride tablets)

. “d OphtttaImic  Drug $oducts  (HFD-SSO} Bm,.
! Attn: Document  ConmA  Room  N115
J 9201.  ccrpme  Boulevard

Aincndnikt to NDA Supplcnmt S-016:

Rockville,  MaryLand  20850
Immtigator  Financial Disclosue ,

Refcrcncc  is made to NDA 2b-Bl for ULTR.&& {txamadof  HCI tablets) apprvvid on
March 3.1995,  and to a supplunmt  submitted Fcbnmxy  23, 1999 and acknowledged  by
tie Agency on March 3, 1999 as S-016 with  a decision IO fik date of April 27, 1999 in
accordanccwitb  21 CRF314.IOl(a).

)r

Rcfmncc  is also made to tbe Fed& Register  of December 31.1998,  with tbc &XII rule,
tffcctivc  Fb 2, lsigg’,  od the r@ikmcnt  for ‘&u&al  disclosure  by ckinical
investigators, as dcscrihed  in 21 CFR 54.

5’
..

_ The  subject suppkcnt  contained a new-,kwbk-blind  study, Pmtocoi  CApSS-047: “An
Evalna&x~  of.@a-EfI”.ofT$m$on  Schedulu  of ULX#,kP  (mmadol  HCI) in Subjects-.. -. - . -,_ . .

with Chronic Pain'+,  which mmplettd  double-blind conduct  &I &nil 30, 1998 and was
issued on December  8,1%X Whereas this new study, ‘is used fo support” the subject
application  that. WY; “mbasiatd  .-on- or afler F&ruaxy 2, 1999,” R W. Johnson
Wsumacnrtical  Rucmb Xnstitutt  CRWJFw  interprets  the regulations  to mpire our due
diligence in obtaining rem@vc data of &it&l  discicwrc  on invcscigatws
participaringinthisnevnprrviousfysubmirrtdstudy,~~IcAPSS-047.

AccordingIy,  RWPRI is axmdng OUT supplcmcnti  NDA S-q6 with the finmid
disclosure inf&.zation. Rcfaracing the lf2tt.m  of 3anuary  20, 1999 Srom Douglas L.
Sporn,  Dinctor oflicc 0fGckc Drugs, item number 3, we quest that this infbnmioa
be placed in the appkation  “immediately  following the pa&t and cxcfusivify
cenidcation  tiomatian”  and pmeding Item 16, Debmmt Catification



Should  you have any 4ustims  pkw contact  me dktfy ia (908) 7044033  ix our phone
nuder dcckated  forFDA  USC at (908)  7044600.

APPEARSTHIS WAY
ON ORibNAL

I $‘.

‘-6br&kl@U-

- -.--. .- - -
“--- ---- ---
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.

: ORIGINAL.

. . .
Food and Drug Administration
Ccntci  for Drug Evaluation and Research
Office of Drug Evaluation V
Division of Anti-mammatory,  A&g&c
and Opk&alrnic  Drug Products (HFD-550)
Attn:  Document Control Room  N115

! kOI-CoTorate Boulekird
’ RoctiIIe, Maryiand 20850

Dear SirlMadami

S-01 6 Scored 5Omg  ULTRA?@  (txxmadol
HCI tablets)  - Response  to ,%)A
Request fdr  Elxtronic  Copy of Chical
Reports

Reference is made  to NDA 20-281  for I-K- (namadol  HCl tahlcn)  approved on

March 3, 1995. and to Supplement  S-016 fifed  on February 23, I999 10 provide for a
Chtistxy, Manufacturing  and Controls  amendment supporting the scoring of the 50 mg
~~11ado1  hydrochloride tablet, and proposed labeling changes to proridc for titration of
the product, to-f&her  enhance Com~UhnC~ anrf toIer&iiitv  of the prQducr Reference is
also made to a voice mail message received  By Dr. Sandra Coctrell (R. W. Johrzson
Pharmaccaticaf  Research Institute on April  14, 1999 from Dr. Constance Ltwin
(HFD-550).  requerdng  a CD-ROM contain&  clccuonic  copies on CD-RO&[ afthe two
clinical stud&s  provided in that submission.

--
- .-.

. In response  to this request, ~~Iosedis  a CD-ROM containing electronic copies of clinical
study reports for CAPSS-047:  “An Evaluation  of the Effect of Tinzion  Scheduk if
Uf.?tRNd (tran1ado1  HCI) in Subjects  with Chronic Pain”<

<-y]and T&DOS.  ‘An Evaluation of Vawhg  Tmarion  hcs of ULTF%MQ
I

Tramadol  HCI (RWJ 26898402)
.

C~
h Subjects with Chronic  Pain of Osrm~iis”

WORD 7.0, for OFFICE 95.
Pkase note thar  these documents are proolidcd  in Microsoft

Shoufd  you have any further  questions or requests, please conwt me directly  at (908)
7044033 or our phone numbu  dedicated for FDA UC as (9~18)  7@~600.

!%.ndra CottreIl,  Ph.D
DirecTor
R:gulatq  AfTa&



. SUPPL NEW CORRES~ JCfN-71S
FoodimdhgA,3m&&m
Cc&r for Dxug Evaluation and Ruaxh
Office of Drug Evaitioa  V

uLTRANd(Wl

Divisioll  of Anti-w, Annlgi=sic
hydPxhfoli&  tablets)

and Op&zbaimk  Drug Products  @FD-550)
A~!Dz Documplt  Control  Room N115,

B’

9201 corp;oratc  Botl.kYd~-
Respond+  Agency

R&hille,  Muytand 208 50
Request  for Electronic Copies
of Current Labc!ing and propOsed
Dost Titration L&cling  Change

RefcrcTxre  is made to NDA 21F281  for ULTUJ@’ {tzsmadol  HCZ tahfcts)  approved  on
March 3,1995, and to a Supplement  (Sol 6) submitted on February 23,2999,  to provide for
a50mgscordtablctandatitrationlnbtfingch2ngt.

In respow to a voice mail request  &II Dr. Constance  L&n, Project Manager, WC arc
hereby  pmvid.ing  a diskette WORD 6.0, Wmdow~  95) with tie current labeling  for -
ULW (tramadol  Xl tablas)  and the labeling  pmposcd  in auf Fcbnury  23, 1999
s3bmisitm  (S-016). Dr. Lain mtcd  that the ckcnmk  copies  of the lab&g were

_
-

rupcstcd  by the Medical Review=  fat LILTRAM. -.

If I czxn be of further  assistance, please  contact me at (908) 704-4033  or use our number
dgicated to FDA USC, (908) 704-4600.

sinGcTcly,

-br&or
Regulatory Aff’aks  -

Aarimt  l3ixecm
RqulatoryAff8in  “’ .. :



,
T~-ERW)OHNSON

PHARMACEUTICAL ftES3JXCH INSTITUTE

. . EC22 I999
Food md Drug Administion NDA M=281
Center for Drug Evaluarion  and Research ~(uamadal
Office of Drug Evaluation V
DiViSiion  of Anti-Mlammatory,  Anaigcsjc

hydrochiotidc  tablets)

and Ophthalmic  DNg IWucts (NFD-550) COR.&SPOM)EN~IE
Artn:L%ument  Conool  Room  N I 15 Find Labeling  for 50-mg  Scored Tabla

; 92bJ Corponre  Boulevard and ‘-,
Rockvillc,  Maryland 20850 D&c Titration LabcIing Change (S-016)

Reference is‘madc  to NDA 20-Z 1 for ULpL4MB)  @mad01  I-ICI table&) approved  on
03 March 1995, an4 to a Suppicmcnt  (S-016) submined  on 23 February 1999. to provide
for a SO mg scored t&let  and a titration tabcling change. Referent:  is also made to
comsponcknces  to this supplcmcnr  by Xx RW. Joitnson  Ph&aceutical  Research
Institute @WIPR3I on 07 June 1999.02 December 1999 and 14 Dcccmbcr 1999.

On 14 Dcccmber  IPP9, RWJPRI provided tic fi~&~,  running text version of the revised

&aft labeling LO  support our 23 February 1999 submission (S-016) along with an
elecrronic  copy of this final  proposed new labeling (WORD 7.0, Windows 95KXficC
971 which &lecti  the full exch~gc of dialogue and FAX& text behvcen  the
Agency ad RWNZL  Jn a teleconference with Dr. Yoon Kong on 21 December
1999. we notified tie Agency of an error in Fi,aurt 2 of the package insert which

. depicts the time to discontinuation dui to nau@vomiting. A problem with a old
vinjon of rhc softkrc CauKd  a m&r error in rhc dara plot.  The correct version of
Figure 2 is included in this submission along with the editorial changes FAXrd from
the Agency on 21 December  1999. RWJPRI  agrees witi  the -FDA reviewer’s
rcrommcnded  changes  to OUT submission of final proposed TKW  iabcling  darn...
14 Dcccmbcr  1999 with one  clarification which follows:

At this time,  WC UC providing the corncted  final m&g text and the corresponding
ckmronic  copy.

APPEARSTHISWAY
ON ORlGlHAL



If I can be of funher asshct. please  contact me at (908) 7044222  or ‘USC 0~

number dcdicarrd  IO FDA use. (908)  704-4600.

Sincerely,

The RW. Johnson
Phmtical Research hsticutc

-;r
Natasba  Rogozcnski

APPEARSTHIS WAY
ONORfGlNAL

; cc: Yoon Kong PharmD (HFD-550) addirionat copy,‘iticluding  diskettr,.via Courier

--
-.



Dr. Conscanct  ti @F-D-550)
Food and Drui Adm.inistmtion

.
uLTRAM@  .-”

Center  for  Drug Evaluation and Rsca~&
Office of Drug Evaluation V

@m3dol  FJCI tabI&) /y+,

/
* . . .; -.

Division of Anti-inflammatory, ~nnlgcsic :
*.._- L. ‘\’

and Ophthamic  Dmg  Products QXFD-550)
--._

9201 Corpolatc  Bodcva.& ‘<f;%

Roctille,  Maryland 20850 .
AmTuhla .‘f,=
‘Fkpxsc t o  Rcvicwjnn - -)- .’

.id--

Dear Dr. Ho:
A

PUIZUZS to OUT ttltphonc discussion  of 17 AU~U.SI 1999, this Iertcr, king provided
both as a FAX and subsequent cmnqmdc(1ct  to tie NDA file, scnm IO m&c the
foIlowing  commiment  ngarding NDA 20-281 suppl~ent  S-015, (Scored 50 mg
LEl-lWd!J (uamadol  HCI ‘tabI&) submitted  23 Fcbmuy  1999:



.

!
!

If you have my question5 conccndng  &is submksion,  please conucr me ztt (90Q 704
4033, or USC our phone lint de&a& for FDA use, (908) 76d4600.

/ Sineerrly,

i
! -

Dr. consianc: L.-win W-550)
Dr. Baxtholome  Ho (HFD-550)



AL

Division of Anti-inflammatory, ~nnigezic
and Ophthalmic Drug Products (HFD-550)

M . ;y._L .-
- c

920 I Corporate  Bodcvard
L’

Roctill,e, Maryland tU85U

j.4 ;, ” ‘.z%

R~S~IYSC  to R~~ic~i~tg  ‘: ‘- -,:

Chemist Request r

Pursuant to our trlqhont diction of~l7 Aqpst  1999, this iex-tcr,  being provided
both as a FAX and subsapcnt  czxqxmdcnct  to the NDA f&z, srxs to make the
foilowing  cotitmmt regarding NDA 20-281  supplcxn~t  S-015, (Scorui 50 mg
ULl-TUMe, (tramadol- HCI’tiIcts)  submitted 23 February 1999:



Food and Drug Administmion
Ccntcr for Drug Evaluation and Rcrcarch
Ofhe of Dnrg Evaluation V
Division of Anti-Inflammatory, Analgesic
an+ Ophthalmic Drug-Prcxiucts (HFD-‘350)
AOn: DQXIIEX  Control  Room N 115
9201 Corporate Boulevard
Rockville, Maryland 20850

hydrochloride tablets)

COFUUZSPONDENCE~“’
Response to Agency .
Request for Electronic Copy ofProposed
Dose Titration Labeling Chvlgc {S-O 16)

Dear S&Madam:

Refcrcnct  is made to NDA 20-281 for ULTKkM@  (trznadol HCI tablets) approved on
March 3, 1995. and to a Supplement  (S-016) submitted on February 23, 1999, to provide for

50 mg scored tabla and a rirration  labehg change, as well as to a comspondencc to t&at
+rpiement  in which the Thi RW. Johnson Pharmaceutkal  Research  Institutr (RWJ?R.I)
responded  to a voice mcssagc  quest from  Dr. Consbncc  t&n, Project Manager,  to
reuivc an additional copy of the diskette (WC&D 6.0, Windows 95) with the current
labeling for ULTRAS”  (tramadol HCI rabiets) and the labeling propoxd in our February
23, 1999 submission (s-0 I 6).

At this time, in response to arekphone request on December 2, 1999 by Ms. Yoong Kong
: ,

the new Pr~jcct Manager, RWJPRI  is providing an additional clec.:ronic copy of thl
pro& new lab-eiing (WORD 6.0. V+‘ii&w~ 95) associated with our February 23, 1999
submissidn  (S-0  16).

IfI fan be of fimha assistance, please  contact me at (908) 7043033  or use our number
dedicatd to FDA UK, (408)  7044600.



THE 9 u: IcnNs0.Y ., _:
PHAR.~!KEL’TICAL  RESEARW  INST~TLTE,_-.*, r-‘-:..::s-..:- i: __ ..-. ..

Foad- and hug Administration WA X-281
&$cf for Drug Evaluation and Research
office  of Drug Evaluation V

ULmM (naTnad01

Diviskm of &ti-hff  ammahxy,  Ana&&
hydrochlorjde  tab&i)

. .

and Ophthalmic Drug Producu  (HFD-550) COfU?ESPONDENCE
Atox  Ddcument Con&d Rmm’Nl L 5
920 I Corporate  Boulevard

Final Proposed L&ding

. Rochi~k, Maryiand 20850
and Diskette  for 50-mg Scoed T’abkt
and Dose Timjon Labeling Change (S-016).  _

Rtktn~t is made to mA X-281 for ULTRUP  (trarnadol HC1 tab{=)  appmv& on
. March 3,1995,  and to a Supplement (S-016) submitted  on February 23, 19!39,  to provide for

a 50 mg se-oral  tablet and a rinarion labeling change. In response to Agency requests,
additi~nd  diskene topics of the draft lab&g were provided‘ a$co~pondenccs  to this
mpplancnt  by the Tbc  RW. Johnson Pharmxeutical  Research Instirur:  (RWIPRI)  on
hmc 7,1999  and Deccmba 2, 1999.

Refcrcnct is also made to a FAXed  communication by chc Agncv on December 6, 1999
tivjth  alternative labcfing text under the sections Chical  Scudi.& and DOSAGE AhD
ADrnSTR4TION. RWPFU FPXed  a  siight modif?cz&on  t e x t  p r o p o s a l  o n
December IO, 1.?99,  in anticipation of a teIecor&rence between the Agency and RWJPiU
on Dczmbcr 13, 3 999. Subsecpcnr  IO that meeting and discussias  therein, on
December 13. 2999 the Agency provided another FAX of text rcilecting  the discussions of
changes agreed upon, as well as @nor additional edits.

At this tims RWPFU is providi?g tic finaI, running text version of the revised drafI
Iabefing to support  OUT February 23, 1999 submission (S-O 16) along with an dectmnic  copy
of &his finai  proposed new Iabcling (WO&I  7.0, Windows 95IOffict 97). This trXI ~-&tcts
ail exchange of dialogue and FAXed tnrr bcfween  the Agenc)c  and RWJPN.



-er ~sis~Ce7 Pk= ccmcf me at (908) 704433 or use  ouT nmbtr
,j&sd 10 Ff)A USC, (908) 704-4600.

$mrely,  .A.

Sandra C. Cmrell .
Natasha  Rogozenski

Regulatory AtTaiis  - AS.Skta.nt  Director
Regularpry Aifairj“

i .-
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Federal Register Notices

‘



. .

3.7950 Feaeraf  R&ster / Vol. 57.  No. 81 / Tuesday, Aprils 28, 1992  / Rules a+ Regulations
, -
DCPA~EfdT OF HEALTH  AND
HUMAN SERWCEB

Food and Drug Alaminkvadon

21 CFR FarKs 2 5, tU, 31U,  314,324,
and 413

[Doerret  NO.  86WEr4]

FEN OQOSkB63

Abbrevhazed  New Drug ApplEcatlon
RC$k?tiofts

AOENCY:  Food and Drug Administra  tlon.
KHS
ACTION: FioQ[ r&3.

GUMMARY: The Food and Drug
Adminisrratfan  (FDA]  is issuing final
regulations for most of its requirements
for abbreviated new drug epplicstiorts

/(MDA’@. FDA pubiiPhed  a proposed
de for WA’s in the Federal Regkter

’
’ of July 10.1!#89  (54 FR 2&372). These

regulations implement title I of the Drug
Rice Competition &ad Pa tent Term
Restoration Act of 1884  (Pub. L. 98-417)

’
(rhe 1984  amendments]. This find ruIe ,
covers subjects such as ANJJR  content
and format. epproval and nonapproval
ol an application and suitability
petitlaDs.  This rule does not finalize the
provisions aT the proposed ruJe on
patent  c&ificallon  and market
exdusivi~~~ FDA is 6 tiII examining  rhe
issues perG&g  to those  provisions and
~Jll finalize them In e futcre edition of
the Federal Register.
EFFECWE DblSfE’  The reguia fions k-illbeccme  effective an June 29.1992.
FOR  FLIRTHER IUFORMbTlOW  eOHT/Vrr:
P!ii!ip L. Chao, Center for Drug
Evalue tion and Research  fHFLL382),
Food and Drug  Administration. 5600
Fishers Lane, RockvlUe.  MD 20867, WI-
295-8049.

A. lvew Drug? ApprovaI:  183U  to 196..
In 1938, Congress passed the Federai

Food. Drq,  and Cosmetic A& (the ecr).
The act created  a premarket  epproval
eystem’lor  drug products that required
epplicancl;  weking  drug product
approval  ~a submit a new drug
qqkation @JIJJ%]  to rTA.  The NDA
would contain information
demonsbating. among other things. that
the drug prgdud  was safe. The act also
pretidcd that an NDA would
autam8ticeIly  $scome  effective (i.e.. the
pmduct  cou.Id be lawftiy marketed)
within Q fixed period unless the agency
afi!irmetively  refused to approve the
appUcatiorL

tn addition to drug products that had
an effective NDA. many products were

marketed without effective applications.
These products were identical, similar.
or rels ted to products wirh effective
NDA’a. The manufacturers of these
products had conduded  that their drug
products were generally recognized as
safe, or bed received advisory opinions
from FDA &at an NDA w2s not requfred
because the products were gcneraUy
recognized az safe.

In 1962 Congrese  amended tic drug
epprovaI pmviaions  of rhe 6ct to require
&irmetive  epproval  to ND/i’s  before
marketing- The amendments requited
applicants to shaw that their products
were both safe and effective [Pub. L 57-
781 (October 10,19&Z)).  Thus. on or after
October 10,1967..  a person could not
market a new drug without WI epprovcd
NDA that contained sufficienl eafety
information ae eelI  as substantial
evidence estabWing the drug’s
effectivcnesx for its Wended uses.

The 1982 amendmenu  aiso deem&
NRA’s  that had become efiective before
October 10,1962.  to be approved. As
with poetenactment  drugs. rhe W62
amendments required these “pre-1962”
drug5  to be shown to be effective for
their intended uses. Consequently. FDA
began a program to evaluate the drugs
that had been deemed approved to
determi.ne  whether there was
substantial evidence of fhejr
elfectlveness.  This systematic
eva1uetJon  and the implementabon  of
FDA’s findings became krmwn  as the
Drug Efficacy Study Kmpiementation
(DESX].  Under DESI.  FDA contracted
with the Nationa  Academy of Sciences/
National Research Co~ciI  (NAS/NRC).
which established expert panels  to
review evelIable widence  or
effectiveness and to provida
recommendations to FDA. F23A
conaldcrcd  the NAS/NRC  panels’
recammendations  about the
effectiveness of &eae DESI  dogs. and
annorlnced  its conclusiona through
Federal Register notices. These notices.
known BS ‘DES1  notices. contain she
acceptable marketing conditions for rhe
class of drug products  covered by &be
notice.

8. The MDA Procedure for he-1962
Drug

JI a manufacturer had a pre-1962  NDA
ix effec! for a drug p&uct. FDA
continued its approval if the
manufacturer submitted a supplemental
new drug application to conform the
product’s ir&~&ons  for use to those
determined  to be effective in the DE?SI
review. Yet. as &ted above. many &g
products  had active ingredisnts  and
h&cations  that were identical or very
similar to the drug products found to be
effective in the DESl  review but lacked

NM’s themselves. In hplemenring the
DES1  program wtrh respect la these
duplicate producti,  FDA concluded rhat
each such drug product  was E “new
w that required  its own approved
NDA before it could be Iegally marketed
[UniledStotns  v. Generix  Drug Corp..
460 US. 453 (‘1983)).  Additionally, l!DA
issued a policy statement in the Federal
Reglsrer 01 May 28.1966  (33 FR 77583
that revoked the earlier advisory
cplnione that drugs corrfd  be markelbd
witfrout prior FDA clearmce.  This rule
was codified et 21 CFR 310.100.

Shortly  thereafter, FDA created the
ANDA  procedure for the approval af
duplicate products in reliance on the
DES1  evaluation. In brief, afler the DES1
program had found a pgnIcuIar drug
product to be effective and srrftable  for
ANDA’s.  FDA publiebed a rederal
Register  notice announci~  Its
concluslous.  Any manufatiturer  of a
duplicate drug product that did not have
an approved  NDA  was cben required to
submit an ANDA  to obtain approval to
market the dupllcace version of the
approved drug. (See 34 FR 2871.
February 27.1869:  35 FR 6574, April 2+,
1970;  and 35 FR 11273. July 14.1970.)

Before 19Ei4,  FDA based these ANDA
approval6 on the theory &hat  the
evidence oE ef3ectiveness necessary for
approval of an NDA had been provided,
reviewed,  and accepted during the DES1
process. Evidence of the drug’s safety
had been determined on the basis of
information contained In the pioneer
NDA and by the oubsequent  marketing
experience with the drug. FDA required
ANDA  applicants to submit information
that showed the applicant’s ability 10
manufacture E product  of acceptable.
quality whose saEety  aDd effectiveness ‘.
were eqiivsient  to he drug product
whose safety and &ectfveness  had
been established. Thus, ANDA

.:, ,’

applicants provided information on the
drug pr,oduct’e forn&a  tion.
neaufacture. quality  control procedures, j
and Iebeung.  DES1  notices spe&ied
additional Information. such ~5

btoavailabilJ~/bJoequivalance  dars.  for
the ANDA.

C. Procedures for Duplicates  of Post-
I962 Drop (“Puper NDA ” Policy)

FDA never extended its ANDA  policy
far pre-1962  drug3 tu duplkstea  of drugs
first approved for marketing on or after
October 10,19BZ. drhough ft did
consider the possibility of such an
exteneion  either by regulatioa  or tbrougb
legfslation.  (See 54 PR 28872 ix 23873
and citations therein.) Ae patents began
to expire for many post-1962  drugs,
including some high volume,
rhcrspeutically  important drug products.



Proposed Q 314,120  &scribed  the
circumstancqs  under which FDA would
send a not approvabie letter. Propaeed
5 314.18(e)(l)  and (a](2) vouid require
applfcantB Lo amend withdraw,  or noti&
FJJA  of an i.menc  to am&d an .
application  or abbreviated application.
Ptoposed  (I 314.120(a.1(33  wouId permiz
applcants tu ask PDA to provide a
heating on the questIon of whether there
are grounds for denywapprova,J of the
appLScaclon  under. sectian sOS(d]  or (j)(3)
of the &et.  A;pplfcants  would be required
ta respond to a not approvable letter
within 10 days, except  that ANDA
sppticants.  under propased 8 3%BuOCb),
wouId liave 180  &ys ttirespond

65. Moat wmmem cm proposed
P 31~~41 recommended changes  to
response,tim=  One comrqmt  suggested.
aman* B ZL4.l.2D(a)  to g&z appucants
3’Cdays  tu respond  ta a. nuz  appmPable
Iecter.  Twa comments asked that the
tegtkdiuc~ require ANDA applicants to
respond to armt approvable letter
M~~JI-ZO  d.ays txther  than the IBD days
given at 8 a14.x?@).

FDA dCclfnes  to amend the rule es
8 uggeated  by the comments. The
comments did not conah, any
~u.czti~c~~cion  for revising the respanae
times. and FDA lees no reason to do 80~

68.  One comment aeked that propased
% 31~4.120(~)(3)  be revfsed  to make clear
chat ANDA  and NRA  ~ppllcants.  upon
receipt of a not approvabie letter, have
the right to request  that the agency
provide the applfcant  an oppofiunity for
B hesrtng.  .

Section 314x~~(a)(3)  was intended to
appIy to both ANDA  applicants and to
NDA applfcants.  FDA.  therefore, agree6
with the comment and has revised  the
pmvIsidn  aaxdingly,  FDA has elsa
rcvieed B 31d%VLYl(b)  er, clarify  that an
ANDA  applicant must make its request
For R hearing to FDA wlthln  10 days
after the date of the not appmveble
lerter.

Se&u,  824.  r.&-Subm~mg  on
Abbreviated .qpplrcab’un  far,  or a
SOW)f21(Cl  Pehtion  That Reiies on,  d
Lsrrrd Drug 77x1  IS no Ldngw  Narkered

Section 314Szs--Refusal  to Approve an
Appficutiun  or’cm  Abbrwlated
A;;ljbjd tit A p plicorion-

FDA r&ejved  ao comments on this
* prosvision  and hiss fin&ze4  it wiGwlrt
subarantive  change.

SeCtiOn  314.227-4k~ed  to Approve an
Abbreviated A!& Drug  Appiicution

Proposed I 314~~ provided  a list of
reasons for refusing to approve an
ANDA In generd.  these reBsone
comsponded  to chose Iisted at eecticm .
505[))[3)  afthe set.

7X. One umment  asked FDA to
amend proposed, f 314-1mc) to describe
the type of information that  it would
require an AIVDA  applfcanr  to submit  to
show &at an active ingredient  in au

’ ANDA  product is the same as the active
ingmdtent  tn the reference  listed drug.  In
brief. proposed 9 ~w.~P(c)  would in
relevti part have F’DA refuse  to
approve an ANDA  if rhere  is insufficient
information ta show  chat the active
ingredfentis) in tie proposed drug
product ore the “same” aa those in the
reFerance  listed drug.

Under 21 C?R 314.120.  II R3A beJievee
that au application is not approvable. it
will notify the applicant in wrtting  and
describe the detiencies  in the
appiication.  Thu.  in the situation
described by the comment  the applicant
couId use the agency’s M&XL response
to determine how it could demonstrate
that its active ingredient ie the same as
that in the reference listed drug.
Depending upon the ckcumscances.  an
applicant might find additional guidance
in drug compendia or FDn guidelines.
(See paragraph 28 above for a related
comment.) The commenl’s  suggestion.
cherefarb  is unnecessary.

-!?I. RPposed  B 31$.127[g)  [no:‘-“-“l4i
5 314.127(a)(7))  would petit  F’DA to
refuse to approve an abbreviated 1
appJicatlon if information in the ANDA
“is insuffident  to show that the Iabeling
proposed for the drug is the same as the
labeling approved for the lfeted +
. . . except For changes required
because of differences approved ia B
petition under B 314.83 or because the
drug product and the reference listed
drug are produced or distributed by
different manufacturers.” One comment
said F’DA  ah&d  also require ANTIA
holders to obtain current labeling for the
llsred  drug every 6 months and update
their awn labeling accordingly.

FDA.hsa  revised P 314.150  to require
ANDA holders to mainrein current
labeling. failure 10 do 80 may reeuh in
wtrhdrawai  oi approval. i;53A  w-ill  not.
however. requcre  ANDA  holde=  to
OOLWI current MelIng  or to update  choir
OW-I  labeling every 6 monrhs  because

drug labeling does not change on a
reguiarly  scheduled basis

ZL A eecond comment recommended
adding “or because of patent
requirements” to thr,end  of pmposed

_. fi 314.%27~).
m&agrees chat a patent may be a

valid reason for labeling differences
between the reference listed drug and
the ANDA  drug product and that such .
differences should not be a basis For-
refusing fo approve an JWDA m)A has.
therefore. revised  the ruIe  to indicate
that labeling dlfferencze  may also be
due to gat~~ts  or ~&~ivity.  However.
FDA  cautions that i2 4 not approve an
ANDA  wifh dtfferent  Jabelhxg if the
labelfag  differences affect product
safety or effl cacy.  For exampIe. if the
patent prorecta information on R new
doslng re&nen  and EDA  concludes that i
the preexisting  doeIngre@men  is unsafe, :
the  different Iabeling for the proposed \‘.
ANDA  product would be grounds for
refusing to approve the ANDA

:;

74. Reposed  § 314.127(h)(l)[i) (now
8 324.127(a)@)(i)(A))  would permit  FDA
to refuse  to approve an ANDA  if FDA
had any Information  that the proposed
drug piaduct’s inactive ingredients  are
unsafe for use under the conditions
presalbed,  recammendd,  or suggested
iu the proposed  drug product’s labeling.
Proposed  P 3l4.127Ch)C1@1)  [now
5 314.l.Z7(a)(0)~i)(B)  would penni R3A
to refuse to approve an ANDA  if the
proposed drug prcduct’s  wapoeidon
WBR unsafe under the cunditiom
prescribed recommended. or suggested
in the proposed labeling  betxuso of the ’
type or quantity of inactive ingredients
included or the manner In which the
inaaive  Ingredients are inciudeb  One
comment asked EDA  to merge proposed
5 314.127(h)(l)(i) and (h)(l)(ii) or to
explain dreir differences.

FDA detlines  to revtse the ruie AS
euggestcd. Section 314.TZT(a)(B)(i)(A)
and (a)@)(llCBl  (proposed
5 314.1Z’(h)(l)(i)  and [h)(l)(ii))  reflects
the statutory language at Be&ion
5G(j)(3)(KJ{i) and (j)@](H)(ii)  of the acr,
respectively, and serves different
purposes. To illustrate if FIIA
concluded that m inactive ingredient in
a proposed MA product  wag unsafe.
it could refuse to approve the P&DA
under 5 314.lZ’[a)(8)(i)(A).  If rhe
proposed ANDA  producr lnvulved  a
combination of inactlve Ingredjen ts and
the combinetion  (as opposed to each
inactive ingredient). either by the type
or quantity  of an inactive ingredient or
the manner of fotmularion  of the
inective  ingredients into r&e product.
shows that the product wae unsafe. the
refusal to approve the ANDA  would
occur under S 3%.lt7(a)(8)(i)(B).
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