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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 314.161." 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listed drug Ultram® tablets was not withdrawn from the labeling for reasons of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* On October 26, 2000, FDA published a “Draft Guidance for industry on Referencing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 Although the draft guidance is consistent with the relief sought, this citizen petition is
submitted pursuant to the above-listed statute and regulations, not pursuant to the draft guidance.
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B. Statement of Grounds

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.



Referencing 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.?

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
()(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
CFR 314.93.



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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Approved August 21, 1998
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‘ -(\_(C Food azd Drug Adminisgaton

Rockville MD 20857

NDA 20-281/S-014¥5-015
Als 21, g
The R.W, Johnson Pharmaceutical Research Institute
Attention: Natasha RogozZiski
Manager, Regulatory Affairs

920 Route 202 SouL! P.O. Box 300
Raritan, New Jersey 08869

Dear Ms. Rogozenski:

Please refer 1o your supplemental New drug applications dated August 11. 1997, received
August 22. 1997, and dated April 9, 1998, received April 10, 1993, submitied under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Ultram (ramado! hydrochloride tablets).

£ These supplemental new drug applications (S-014) provide for the addition of the following text
in the DOSAGE AND ADMINISTRATION section of the labeling:

These supplemental new drug applicatians (S-01 5) also provide far minor administratnve changes
and the following change in the ADVERSE EVENTS section of the labeling:

We have completed the review of these suppiemental gpplications and have concluded that
adeguatz information has been presented to demonstrats that the drug product is safe and
effective for use as recommended in the proposed labeling dated April 9, 1998, wirh the
following addition to the DOSAGE AND ADMINISTRATION section:

Accordingly, these supplemental applications are approved effective on the date of this letter.
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Care Practitioner”™ letter) 1s iSSu
request that you submit a copy of the letter to this NDA and acopy t0 the following addres

MEDWATCH, HF-2

FDA
5600 Fishers Lane
Rockville, MD 20857.

We remind you that you must comply with the requirements for an approved NDA set forth
under21 CFR 314.80 and 314.81.
[f you have any questions, contact D’ Annie Gunter, Project Manager, at (301)827-2090.

Sinceraly,

— e A waigg
John E. Hyde, Ph.D, M.D.
Acting Deputy Director
Division of Anti-Inflammatory, Anajgesic anc
Orhthalmic Drug Products
Office of Drug Evaluation v
Center for Drug Evaluation and Ressarch
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Cco:
Archiva}NDA 20-28 1

HFD-350/Div. Files
HFD-550/D. Gunter
HFD-350/7 Hyde

HF-2\{ ed Watch (with labeling)
HFD-002/ORM (With labeling)
HFD- 105’ADRA (with |abeling)
HFD-10 DDMAC (with labeling)

HFD-613'0GDi(with labeling) . , :
HFD-21 ACS (v\/(ith labeling) - for drg discussed at advisOry commirtee mesting.

HFD-$5 DDMS (with lebeling)

HFD-330 DNDC Divison Director
DISTRICT OFFICE

Drafted by cek/August 19, 1998
[ninaled by:

final:

filename: S14AP8.820

APPROVAL (AD)
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DEPARTMENT OF HEALTH & HUMAN SERVICES ‘
{ o ‘ ‘ -
' .- MEDICAL TEAM LEADER REVIEW AS 21 B8
ANTIINFLAMMATORY, ANALGESIC AND O BETHAT M
’ P :
| "+ PRODUCTS DIVISION - BEFD-550 C DRUG_
NDA #: 20- STRO14
TYPES UBMISSION DATE: | Auzszst 21, 1937
REVIEW DATE: - poreiog Supplement
REVIEWER: [gustZl 1998,
~ John Hyde, PhD. M.D.
NAME: S -
APPLIGANT - g’lvt\fam (h-a::adol hydrochloride)
920 Rowte 202 South
P.0.Box 300
Raritan, NJ 08869
PHARMACOLOGIC CATEGORY. .
PROPOSED INDICATIONS: ﬁ‘;‘iﬁ"eﬁ o o
- DOSAGE FORM & ROUTE: Tablet 50 mg, o -
- CSu: D. Gunter ’
h MATERIALS REVIEWED: Study report3 val., submitted in
S amendment dated 8-27-97.
RESUME:

‘l...,._.Jm: i
Tramadg] iS a synthetic compounﬁ with 0pI0id activity. It is indicated far
the management-of pain Like opicids, the more common Non-serious

adverse events are seen in-the CNS.and Gl.svstem ' The two.most.camme
adverse events in the labeling are dizzinessfvartigo and navsea. With =

opicids these symptoms generally resolve on continued therapy (but _
constipation usually remains a persistent problem). Therefore it is
reasonable to try to investigate strategies to amelicrata these events at
onset of therapy in hopes of increasing the fraction of patients that canthe

achieve a tolerghle stable regimen,

The applicant undertook a short trial comparng L= ..
to a stable dose of 200 mgfday Asa.. . ‘é;:i “‘fiee Tates of titration up
amending the DQSAGE AND ADMINIST 4 priay »onh Propeses.
following sentence at the end: AL LIS °n by adding the

-
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© " Uloam, NDA 20-281, SLR-014
Page 2

( In a lettar datad 1/30/98, the divigion requested a labeling change to add a

Boxed Warnirg far the seizure rigk Th I has
request, and as of the date Of this revie; ?F?g s.pc?:égl Is stﬁ? pu?iilgz‘-i that

consideration~

-, -

. Clinical Study -
Study Design -
Genera] Design
The study is a multicenter, randomized, double-blind placebo-contralled
paralle] study of three diffarent titration rates for initiating tramadel

therapy on tap of stable NSATD therapy in patients with ostegarthritie.
Double-blind treatment lasted 14 days. A two-month open label extension

was offered to complaters.

Males or females 45 years or older with symptomatic, X-ray confirmed
asteoarthritis for at least one year, who have been an a stahle NSATID dose
for at least 30 days and who require additional pain relief. All subjects were
to be in “generally good health,” and females were required to be incapable
of pregnancy ar te practice one af the metheds of birth control specified by

the study protocol.
Rheumatoid arthritis; ankylosing spondylitis; active gout; trauma,
infection, or. avascular necrosis of the sentine] joint.

Contraindication to tramadol or NSAID’s.
Using coumadin-type anticoagulants, ithium, mashgirexate oral

hypoglycemics, phenothiazines, sedative hypnotics.
Investigational drug we In past 30 days.
- Intraarticular steroids in past 3 months.
. Narcotic or alcohol abuse in past 12 months.
Serum creatinine > L5 mg/dL.
i Pregnant ¢r lactating females.
SigniScant medical disesse.

Patients were ;az:;c.’;{:m:.zed to one of four treatment groups: o i
4-Day Titration, 10-Day Titration or Placebo. Pmbaﬁt?sc;f ismeﬁii’
I a ratio of 1-Day:4-Day:10-Day:Placebo = 2:2:2:1. The assigned total dadl
dose of tramadal for each group is given in the table below: 7
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- ‘Total Daily Tramado] Dose

! oAy Titratign 10-Day
Titration _ Titration Pla
243 50 50
100 50
200 150 50
4-8 - 200 200 100
7-9 200 200 150 .
10-14] 200 200 || 200

—

by_vay_

Lav

w I\)_.[

oo @

indi f ifferent doses was achieved using a combination of 50 mg
tra.mBhnilgfl Dga;:ililsﬁ&;d matching placebo capsules, g-ivenl‘a‘gm.m capsu,}elg
qi.d. FForthe 50 mg dose, only tie last capsule each day conpa}nedapsp eo|
tramadol. For the 100 mg dose, the second aid fourth capsul_esxedn'_ca!ngd
tramado]. For the 150 mg,.all but the third capsule contaisudetramadol

i ined tramadol:
Bar the 200 mg dosg, all capsules contained tramado}. : uéie Tamade
packaged in blister cards. The study used &r_ dob Mlh edication wa

- placebe batch #R6024. ~

Concomitant medication: Patients wers to continue their stable dose of
/ NSATD, but no other pain medications were. permitted. If they experienced
é"\ - a flare for more than 24 hours, patients were Permitted to use
acetaminophen for 5 days or as directed by the Investigator.
= Aeetaminophgn was to be discontinued at least 3 days befors the final
efficacy evaluation. Treatment for Intercurrent conditions was permittad,
but medication use had to be recorded. ‘ ' '

An open label extension was offered to Patients competing the double-blind
portion. Treatment could last up to two months. 2

gegq t '

Discontinuations: Patient could be discontinued for patient chaine,
protocol violation, serious adversepyent, significant intercm-z-eni'iﬁ:;s AN
Reason for discontinuation was tone recc Tded, but there wera Dgpecifics
instructions in the protocol for hoviy aq9 ign attribution of reasnn%erc

discontinuation : '
Efficacy: At 14 days or the termination of the double-blind phase,
patients assessed pain of the sentinel joint over the last 48 hours on a visual
: analogue scale. Also, both patient and investigator provided global ratings
- on & 3-point scale from Very Poor to Very Good. L=

Statistical Analysis: The primary analysis per protocol was an intent-to-
treat test of the Iinear trend in the proporticns of subjects discontinuing for
Dausea or vomiting, to be done using the Cocbran-Armitage trend test at
the 2-sided 5% significance level. No explidit secondary analyses were
stated. The analysis plan also mentioned comparison of adverse event rates
and summaries of laboratory tests and vital signs. P

-
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= Summary baseline demographic data are shown in the tahle below. The

Ulmam, NDA 20-281, ST r-014
Study Resuits .
A tota] of 465 patients were randomized using 28 centers. The numbers

randomized to pgch group and the dispesition of Patients is ghown D WmeE -
table below. '

Patient Dispositian

1-Day | 4-Day | 10-Day I au
=i Titration | Titration Titraﬂcnff-"{acebo Patiants
N O . randomized - - - Tz 132'"‘*_ ~'B3 465
Did not take study drug o 2 "0 0 2
Lost to follow-up 2 1 0 L 4
Primary anafysis group 130 129 132 63 459
Completed ‘ 87 92 109 64 352
Discontinued 43 37 23 4 107
Adverse Event 40 3% © 29 3 94
ineffective l .2 2 0 5
Intercurrent lliness 0 2| 1 0 3,
Protocol violation 1 1 0 | 3
i Patient Choice 1 1 o} o) 2

typical_patiant was middle-aged to elderly white female with QA of the knee.

significant (p=.19). The only statistically significant differepnce among

acﬁve arms, locking at each joint category separately, was for the fraction
With spine as sentine] joint (p=.015, by Chi-squared).
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: Baseline Demographics

Page S

4“_
1-Day | 4-Day 10-Day All
_ Titration | Titration | Titration| Place sy -

Neo. Analyzad 130 129 132 68 459
% Male 37% 28% 30%.| 25l . 29,
%White ’ - 90% 89% 89% 97% 0%
Mean Age (years) 62.1 62.3 62.3 ) 5 1‘ 62
‘Mean Weight (pounds) 199 19'3 195 1958 796
Sential Joint

Knee 57% 57% 48% 57 % 54 %

Hip , 13% 15% 12% 7 2% 13%.

Spine ’ 1 4% 11% 23% 220 1 7%

Other 186% 18% 16% 9% 15%
Mean Time Since

Diagnosis (vears) i 9.6 0.3] 8.3 81 36

By protocol, the primary analysis was to be a Cochran-Armitage analysis of

“linear trend in number of discontinuations due to
at gnalysis and related anslyses are shown in

Primary Analysis of Number of
Nausea/Vomiting Discontinuations

Dausea or vomiting.
the table below:

~

1-Day vs. 4—Day'

4-Day vs.

10-Day

| P-value
Linearity 0.04
Non-Linearity 0.15
Fisher's Exact Test
ise C \
1-Day vs. P lacebo 0.00 4
4-Day vs. Placebo 0.009
10-Day vs. Placebo 0.04

1-Day vs. 10-Day - 8.15

0.43
0.25

(From applicant's Tabie 10 vol."57.1,35.)
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-Although theprmm-y analysis achieves statistically significance.at N4 it

cannot be intarpreted as showing an effect of titration schedule. This is
because the lipear trend can be explained merely by the difference between
placebo and the active arms. The pairwise comparisnns €V/eN without
adjustment for multiplicity, show no statistically significant differences in
discontinuations for nanses or vomiting.

. The table below shdws the number of nausea’vomiting discontinuations Dy

day for each of the treatment groups, together with total nausea/vomiting
discontinuations for each group. An inheresnt bias in the endpoint
definition arises becanse the more rapid the titration, the longer the
exposure at the highest dose, although this bias is partly mitigated by the
tendency of these particular adverse events to occur early in treatment. In
order to further equalize the comparison, the reviewer computed the
numbers of discontinuations ‘for each group before completing 5 days of
therapy at 200 mg/day, ie., considering only discontinuations threugh day
5 in the 1-Day arm, through day 8 in the 4-Day arm, and through day 14 in
the 10-Day arm. This could be viewed as a rate of “failure to achieve target
therapy.” This endpoint is designated “5D200” in the table.

Discontinuations for Nausea o r Vomitting

1-Day 4-Day 10-Day
Titration Titration Titration Placebo
Day Dcse  Number] Ocse  Number] Dcse Number] Dose  Number
1 200 7 . 50 2 50 Q
2 200 5 100 3 50 2 0
3 200 1 150 s 50 ¢ 1
A 200 2 200 100 : 0
5 200 200 100 0
& 200 200 1 700 2 0
7 200 1 200 1 150 0
8 200 200 1580 1 0
g 200 1 00 1 150 1 0
10 200 200 200 0
11 200 2 00 200 1 0
12 200 200 1 200 1 0
13 200 200 1 200 1 0
Total 17 15 11 !
502002 15 12 i

! Total discontinuations: p= 5.45 for difference among the three aclive arms.

? SD200=Discontinuations before completing 5 Days at the 288 mg dose: p=0.67 for

difference among the three aclive arms
(Based on applicant’s Table 11, vol. 57.1, p. 40. Statistical analyses by reviewer.)
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- Although thers is a slight trend to have fewer diaconﬁinuation with slower

titration, the study failed to show any statisticsl, or even clinically very

- meaningful, difference between Htration regimens,

The applicant also examined the effect of the titration scheduls on
discontinuations due to another commeon symptom grouping, dizziness
and/or vertigo. The table below shows discontinuations by day together with
an analysis as was done for nauses and vomiting.

Discontinuations {8t Dizziness or 'Vertigo

1-Day 4-Day 10-Day
Titration Titration Titratidn Placebo
Cay Doss Numbe | Dose Number] Docse  Number] Oose  Number
1 200 4 50 2 50 0
2 200 4 100 2 50 1 0
3 200 2 150 4 50 1 0
4 200 1 200. 1 100 0
5 200 1 200 2 100 0
6 200 200 1 100 0
7 200 200 1 1.50 0
8 200 1 200 150 0
9 200 1 200 750 0
10 200 200 200 0
11 200 200 200 0
12 200 200 200 : 0
13 200 200 200 1 o
14 200 200 2 0 0 o '
Total® 14 13 2 0 ~“
50200 12 13
—de "

' Total discontinuations: p= 0.0062 for difference among the three active arms.
? 5D200=Discontinuations Defore completing § Days at the 200 mg dose: p=0.0107 for

differencs among thethree active ams i )
(Based ON applicant's Table 1 1, voL 57.1, p. 41. Statisticai analyses by reviewer.)

These data indicate that titration schedule has an impact on -
discontinuations for dizziness and/or vertigo (the large majority of these
cases were dizziness) -In particular, the 10-Day arm had considerably
fewer discontinuations for this adverse event that did the other two arms.

Further investigation showed that one patient in the 10-Day arm _

was hospitalized for acute dizziness on day 7, and subsequently diagnosed
with vestibular neuritis. He was counted as & q;scanﬁnuaﬁon for
intercurrent illNness, not dizziness. If he were included as a dizziness
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Page 3
discontinuation, the p-value for 50200 analysis in the abave table woald
change to p=.G269.
Another questinn has to do with attribution of cause for di inuiuvn, -
Based on the spplicant’s Table 16 (voL 57,1, p. 54.62) and Atiamee & (val
57.1, p. 113-136), the reviewed tabulated first dats of any dizziness or vertigo.
in any of the patients discontinued for any adverse event. This approach
ignored the investigator’s attribution of canse and assumes |
dizziness/vertigo is to blame if the patient ever reported those symptoms.
The result of such analysis is show in the table below. (It should be pointed
out that in the compilation of these data it was discovered that applicant’s
Table 16 contained erroneous adverse event entries for subjects

requiring reliance on the patient narratives in Attachment § 2

; Onset of Any-Dlzziﬁ'ess or Vertigo
in Patients Discontinued for Any Adverse Event

1-Day 4-Day 1 O-Day
Titration THtration Titration Placebo .

Day Dosa Number] Dosa Number] Dose Numbe?: Dose  Number
1 200 13 50 4 50 2 0

2 200 7 10C. 8 50 1 0

3 200 1 150 3 50 .3 0

4 200 1 200 2 100 0

s 200 200 100 0

8 200 200 1 100 0

7 200 200 150 0

8 200 200 150 0

3 200 200 150 0

10 200 200 i 200 0

11 200 200 200 1 0

12 200 ) 200 200 0

13 200 200 200 0

14 200 230 2 0 0 0

Total 22 ¢ 18 7 0

5D200 22 13 7 .u_
i

! Total discontinuations: p= 0.03 09 for difference ame wve am
? 1atorls. V- ierence ameng the three active arms.
? 5D200=Discontinuations before completing 5 Days at the 200 mg dose: p=0.0095 for
differencs among the three active arms :
(Derived from applicant's Table 16, vol. 57.1, p. 54-62 and Aftachment 6, p. 113-136.

Statistical analyses by reviewer.)

Even with this alternative attribution, there is fairly strong evidence that
titratien schedule affects discontinuations due to dizzinessfvertigo, with the
10-Day Titration performing best.
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The applicant also reported on discontinuations due to any adverse event.
The table below presents that data as was done for the other two adverse
event groups:

Discontinuations for’ Any Adverse Event

1-Day 4-Day 1 O-Day 7
Titration Titration Tlitration Placabo
Day Dose Number| Dose Number] Dcse Number| Cose Numbed
1 |1 200 13 50 2 50 o
2 200 10 100 7 50 3 0
3 200 4 150 8 50 3 o] 1
4 200 4 200 2 100 0
5 200 1 200 3 100 1 0 1
& 200 1 200 2 100 2 o
7 200 2 200 '3 150 1 o)
8 200 1 200 150 3 0
9 200 3 200 1 150 1 0
10 200 200 1 200 1 0
11 200 1 : 200 200 3 0
12 200 200 1 200 q 0
13 200 200 1 200 1 0
14 200 200 200 0
Total’ 40 31 20 3
302002 32 27 20

' Total discontinuations: p= 0.01 1 for difference among the three aciive arms.

? 5D200=Discontinuations before compteting § Days at the 200 mg dose: p=0.157 for
difference among the three active arms . _

(Based on applicant's Table 11, vol. 57.1, p. 42. Stafistical analysesby I €Vi ewer.)

A similar trend is seen for all adverse event as was seen for dizziness.

However, the relative differences between arms are réndered less dramatic

by the addition of numergus events to all three arms: Further, the

statistical significance of the differences disappears when one makss

allowance (by counting patiants only through 5 days of treatment at 200

Itzilg./aday, i-e., the 5D200 analysis) for the greater exposures with shorter
tions. - T

All the analyses above have the defect of not taking intg account differential
follow-up due to other causes of discontinuation. The applicant therefore
also performed lifetable analysis (propertional hazard regression) for
discontinuations due to nausea/vomiting, dizziness/vertiga, :and any-
adverse event. Significance levels from those tests are presented below.
(These results are quite similar to what was found using Fisher's Exact
Test for pairwise comparisons, 50 the latier results are not presented.)
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Proportional Hazards Regression of
Time to Discontinuation
P-values from Paiwise Comparisons’

Naussa and/or Dizziness and/or| Any Adverse
Comparison Voamiting | Vertigo Event

1 O-Day vs. {-Day 0.13 <0.001 0.001 -
1 O-Day vs—~4-Day 0.29 0.002 0.05
4-Day vs. 1-Day 0.60 .71 0.18

{From applicant’s Table 12, vel. 57.1, p. 43.)

These results provide fairly strong evidence far superiority of the 10-Day
arm over the other two fur dizziness/vertige discontinuations and of the 10-
Day arm over the 1-Day arm for any adverse event discontinuations, even if
one were to make modest adjustments for multiplicity.

< ) ssessments

The applicant did not provide statistical analysis of effcacy variables, but a
tabulation of results was provided:

Pain Score, Globals a n d Resct Use

1 -Day 4-Day | 1 O-Day |
Titration| Titration| Titration] Preebo

.23in Score Change

from Baseling
Mean -1.3 -1.5 -1.7 -1.1
o 2.8 2.7 2.9 ‘2.8
N 125 124 130 58

Pati i

Very Good 23% 20% 20% 27 %
G 38% 36% 44% 26%
No Change 29% 33% 26% 37%
Poot 2% 5% 5% 9%
Very Poot 5% 4% 4% 6 %a
Unknowrn 3% 3% 1% 1%
Very Goed 13% 15% 17% 22%
Gexx 41% 39% 44% 25%
‘No Change 31% 33% 30% 41%
'~ Poot 4% 6% 4% . 7%
Vary . Boot 3% 2% 4% 3%
Uninown 4% 5% 1% 2%
Fraction Usi  gscue 11% 9% 9% 7%

(From appficant's Table 19, vol. 57.1, p. 69))
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There was no evident tendency for the siower titration groups to be less
effective. In fact the 10-Day arm had a Rumerically larger fall in pain score
and a larger fraction in the Good+Very Good Eroups for both globals.

Safety

‘Thare were no deaths in the double-blind study. Three serious agverse
- events were reportad: chplecystitis in the 1-Day arm, vestibular deurjtis in

the 10-Day arm, and angina pectoris in the Placeho arm. None was

considered related to study drug.

The non-serious adverse events were in line with what 1s expected of

. tramadol. ere Were no significant findings for vital signs or laboratery

values. .

CONCLUSTONS:

However, this study is not offered in support of a 2ew indieation or for a
tomparative claim. Therefore it ahould be viewed not so much as formal

can reduce discontinnations, particularly those due to dizzinessfverﬁgc, so
as to support adding the proposed wording to the labeling. .

While the study used osteoarthritis patients, it ig not adequate to provide
substantial evidence of efficacy, and should not be used to Promote use in
ostesarthritis,
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. RECOMMENDATIONS: |

The supplement should be approved, with the understanding that the

appeal of the Tequest of 1/30/08 i3 s4ll under consideration '

sl
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EXCLUSIVITY STMMARY for 1DA # HO0-A8l  somer 4 | 14
Trade Name "ULTR 7A\N\ _ Genmeric Name TRAMAD_O_L_

‘Applicant Na.:ge Rw__x Jc’)hnsor‘\ . . EFD- SSO

Approval Date, if known g "a ('qg

PART I IS AN EXCLUSIVITY BETERMIN%T"‘QN NEEDED?
be made for all original

- —g meenaa

1. An exclusivity determination wll

applicacions, but only for certain supplenents =
PARTS |l and III of this Exclusivity Summary onlyc‘ifajfctﬁ

answer "yes" to one or nore of the follow ng question
t he subm ssion. about

a) |s ic an origi nal NDA?
YES /  / No / X/

b) Is it an effectiveness suppl enent?

ves / X/ N /__y

If yes, what type? (SE1, sE2, etc.) (oded SEL .+

c) Didit require the review of ¢|jnjcal g‘;’ta"‘ Oth;:. Pﬁgﬁ\ ,[Soba
support a safety claim oxr change in Xabeling Thiared to '
safety? (If it required review only of bicavailzkiiir;, ___

Or bigequivalence data, answer "no.")

YES /2X./ NO /___/
- #S2s Coaezat )

=
w' 5 oingor Aid a
%_i:\ri“";- U\d-tqf‘h'en et Uitram 1{’7 uling o ID-J-L[ +trafion vs, s‘?nr’fm,
f ,‘ O-dny +idrzfion f
£or certain adverse events. Thig resa.H'W in Q00 g val at labeling change ':‘:du":

BOSALE_AND ADMINISTRATION To el N e cbiny Therapywrth o

+H'ra+|:an m&tc\u(«f »r‘gd‘QCQ O a*ﬁrn—s—

Form OGD-011347 Revised 8/27/97
€c: Qriginal NDA Division File HFD-93 Mary Ann Bolovac




d) pig the applicant requesz exclusivity?

- YES / X/ No /__/

If the answer to (g
excl usivity did the appllcant YF8queshow many years of

IF YOU HAVE ANSWERED "NO* TO ALL :
OF THE ABOVE QUESTIONS
DIRECTLY TO TEE SIGNATURE BLOCKS ON PAGE g, S -2

2. Has a product with the same active ingredient (s}, dosace fDm

strengch, route of admnistration,
previousiy been approved by FDA for t 8N4 Ao (R -co-ore

swi t ches shoul d be answered NO pl ease, indicate as such.)

YES / / NO /&/

If yes, NDaA # Druag Name

li? THE aNswer To QUESTION 2 Is "¥=s, "
BLocxs ON PAGE 8. &0 pIrEcTLY TO TE= SIGNATURE

3. Is this drug product or indication a DESI upgrade>?

YEs / /, NO /A/

IF THE ANSwEr 10 QUEsTION 3 IS "YES, oo 5

BLOCKS ON PAGE"8 (even if a study was required For e upgrs HL

PART II FIVE-YEAR EXCLUSTVITY FOR NEW CHEMICAT, '.E."NTI’I'IES

(Answer either #1 0r g2 as appropriate)

7 . s . .
L. Single geotive ingredient product

Has FDA previously approved under section 505 of the Act any
drug product containing the same active noi et\}/, A% the drug

under congideration? Answer *"yesrt if the active meietv
(including ot her esterlfled forms, salts, (onplexes, chelates
Or clathrates) been previously =roroved, butE t hless

particular formo the active Noiety.” e.g. , ,
eszer or salt (including salts with hydrogen LRI ¢o0BRH! haH| 8h

bondi ng) or other non-coval ent derivative

as a 1
Chelate, or clathrate) has not been approve gfuch comp-ex
the compound requires ﬁki"% Qi Ansv%/ehr “nof-hlﬂln
deesterificariopn Of an est et ]dlfo"no'aYe'{:heOgﬂ—ugq o’ proahc=
an already approved active ppj ety

-~ YES X NO /




1f “yes, " identcify the approved drug product(s) containing
t he

active moiety, and, if known, the NDa # (s)
waz _20- 2% OLTRAM
NDA#

NDA#

2. Combination produce
If the product contains more than one active mciety(as defined
an ~=S12820Ta0

in Paft II,#1), has FDA previousl rove
“ﬁdegfseCti°%,S?§ coitaini Ny amv cne’ of PPhe ‘ac i'Ve mojeciesiin
the drug praauct? |f for exanple, At o teLReS IR
one never-befor e- approved active 'mol BEy COmd nahd OB, €872 A%
appraved acti've noiety, answer "yes." , reviously
kataa umder an OIC nonograph, (An active ol = t =

51 )

)

LS #Aatrkatas . hat
approved under an NDA, is considered not gidviLihal, was_ Reve
ily” approved.

N/A  YES /___/ NO /___/

if “yes , " identify the approved dru o
active noiety, an¥:l, i f F;F—)lown, t he %D%r?‘#d(lé%t (s) containing the

NDAR

IF TEE ANSWER TO QUESTION 1 : IRE
OR 2 UNDER PART IT IS =
NO, ® T L
TO TEE SIGNATURE BLOCKS ON PAGE 8. IF *YES* GO TO PAR:x;£; S

. -
ART || THERE®-veaRm EXCLUSIVITY POR NDA'S AND SUPPLEMENTS

To qualify for three years oo

. of exclusivit
suppl ement rmust contain . ¢ P & leation
(other than bioavailabilir,CRPUEPes) Dtk i 64 chaV zopecvaloer
the applicati'on™and conducted or sponsored by the applicant.r®

fegﬁlgnvzi?w;iggﬁ conpl eted only 2L the answer to PART Iz, QUesﬂrbﬁ

Page 3




1. Does the application contain repcrts O f clinieal
.investigations? {The Agency interprets *clinical
Investigations” to mean investigatioms 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}. |f the answer to
3 (2) is "yes" for any investigation referred to in another
application, do not conplete remainder of summary for that
i nvestigation.
/Sge comment an page {. . _
[ Study compared R dosing regimens Loelyes /.X;./ No  / /

Starting Utram Thempy qug showed it Sew 4 radicn R - - . ’
| F »No, " GO DIRECTLY TO THE SIGNATURE BLOCKS "ol Fyrer adverse eventt disodnudic!

2. A clinical investigation is "essential to the approval"™ if the
Agency coul d ncc have approved the application or supplement
W t hout relying on that investigation. Thus, t he

investigation- is noc essential to the approval if 1) no
clinical investigation is necessary to support the suppl enent
or application in light of previously approved applications
(i.e., information other than clinical trials, such as
bi oavailability data, would be sufficient to provide a basis
for approval as an ANDA or 3505(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
avai | abl e data that i ndependently woul d have been suffi cient
to support approval of the application, without reference to
the clinical investigation submtted in the application

(a) In light of previously approved applications, is a
clinical investigation (either conducted by the applicant
cr available from sone other source, i ncluding the
published '"literature) necessary to support approval of

the application or supplement?

ves s X/ No /__J

If "no," state the basis for your conclusion tha:z a
clinical trial is not necessary for approval axp QO
DIRECTLY TO SIGNATURE BLOCX ON PAGE: 8:

T -

«




(b) D&d- the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug
product and a statement that the publicly available data

wchld not independently  gsyupport
appl i cati on? PP approval of the

YES /___/ NO - X

—————

(1) If the answer to 2(b}is "yes,= do you personally
know of any reason to disagree with the apolicant's

conclusion? |f not applicable, answer NO. .

YES /_/  No /__J

If yes, explain:

12) If the answer to 2(b) is "no," are you aware of
publ i shed studi es noc conducted or sponsored by t he

applicant or other publicly available data ¢pat

could independently demonstrate
effectiveness of this drug product’?t he safety and

YES /__/  wo /. X/

If yes, explain:

(c) If the answers to (b} (1) and (b) (2) were both "nq,"
identify the clinical investigations subnitted in the
application that are essential to the approval:

#1 = TPS D0S?I An Evaluation of Varvine Tifration Rutes ot ULTRAK | . .

St udi es comparing two products with the sane ingredient(s) are
considered-to be bicavailability Studies for the' purpose of

this section.

In addicion to being essential, jpyestigations musr be "new"
to support”exclusivity. The agency interprets »new clinical,

lnvestigagion” to nean an investigation that 1) ras not been
relied on by the agency to denonstrate the effectiveness of a

previously approved drug for any indication and 2) does not
duplicate the results of another jnvestigation that was relied
on by the agency to demonstrate phe effectiveness of a

previously approved drug product, i.€., s..< not redenonstrate
sonmet hing the agency considers to have been deRon5EFETRET h2aR

al ready approved application.

Page 5




c)

For each investigation identified as "essential te the

approval ," has the investi%ation been relied on by tFe
agency 10 demonstrate.the €ffectiveness of a previously

approved drug product? (If the %nesti%ation was relie
on only to support the safety of a previously approve

drug, answer “"no.")

InVestigation #1 YES / ZS
/ NO / /
I nvestigation #2 YES / / NO 1/ /
If  you have answered "yess @ zo
£ one or P
y L and™ThE

investigations, jdentify each such investigation
NDa in which each was relied upon:

For each investigation identified as "esséntial to the

approval ", does the investigatiom dunlicate the results
of another investigation that "was raslied cn by the agency

to support the effectiveness of a previously aporoved
drug product ? T

I nvestigation #1 YES [/ [/ NO /E/
I nvestigation #2 YES/ / NO / /
If you have answered "yes* for one cr more . gati

v bRy i Gl

identify the NDA in which a similar 1nve
relied on:

|f tke answers to 3(a) and 3(b) are .nq._,: Alaifiz ya3ch
"new” jnvestigation in the aPpIication or supplement that
is essential to the approval {i.e | +he i nvesti gations
listed in #2(c), less any that are not *new") :

I85-.DOS -

-




TO be eligible fOr exclusivity, 3 pew jnvestigation that is
essential to approval nust also have been conducted o

sponsored by the applicant. = aj inyestigation was "conduct ed
or spomsored by" the applicant 1T, potore o during the

conduct of the investigatien, i t e —
of the IND named in the form FDAMEsPPR GG WIER LS agency,
or 2)the applicant (or 1ts predecessor in interest) provided

substantcial support for rhe Study. . . C ,
support will-nmean providing 50 percenﬁjb' %%H%I%f FW555&§F%ﬁi

t he szudy.

a)  For each investigation identified in resoonse to question
3{c): if the investigation was carried cut under an IND,
was the applicant 1dentified ONn the FDA 1371 asS the
sponsor ?

I nvestigation #1 ;

-

IND # Yes /_X/ ! NO , /  Expl ain:
!

| nvestigation #2 !

1

IND # YES /___/ !1 NO /___/ Explain‘:

{b) For each investigation not carried out under an IND oOr

for which the applicant was not g ;
. : . entified as
sponsor, did the applicant certify Jhat |? or fﬁg
applicant's predecessor in interest provided Substantia

support for the study?
Investigation #1 i

YES /___/ Explain ! NO /___/ Explain

Investigation #2

YES / / Explain NO /__/ Explain

DA
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(<)

Netwithstanding an answer of "yes" to (a?_or (b), are
there other reasons to believe that the applicant should
not be credited with having "conducted or sponsored’ the
sthdy? (Purchased studies may not be used as the basis
for exclusivity. However, if all rights to the drug are
purchased (not just studies on the g) . the appliCant
may be considered to have sponsored Or conducted the
st udi es- sponsored eor conducted by its predecessor in
interest.)

YES /__/ No / X/

If yes, explain:

o /o /5)58

gigna ’ Date
£ Titl

- ~

/S/ | /0—5—%

Signatéie ofADLvisfbn Director Date
Loy
cc: Oiginal Npa Division File HFD- 93 Mary Ann Holevac
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-
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NDA 20-281/5-016

TheR.W. Johnson Research Institute
Anenrion: Natasha Rogozenski
Assistant Director of Regulatory Affairs
920 Route 202 South

P.O. Box 300

Raritan, New Jersey 08869-0602

Dear Ms. Rogozenski:

Please refer wo your supplemental new drug application dated February 23, 1999, received February
26, 1999, submitted under section 505(b) of the Federal Food. Drug, and Cosmetic Act for Ulam
(tramadol hydrochloridetablets) Tablets, 50 mg ‘and 100 mg.

Weacknowledge receipt of your submissions dated March 8 and 30; April 16; June 7,
August 25; and December 2, 14. and 22, 1999.

This supplemental new drug application provides for the addidon of ascore to the Uliram 50 mg Tablet
in order to allow atitration 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 text. Accordingly, the supplemental application is
approved effective on the date of thisleter.

The fina printed labeling (FPL) must be identical to the enclosed labeling (texx for the package insert).
Marketing the product with FPL that isnor identical to the approved labeling text may render the
product misbranded and an unapproved new drug.

Please submit 20 copies of the FPL as soon asit is available, in no case more ®  k 30 daysafier it is
printed. Individually mount ten of the copies on heavy-weight paper or Similar material. For
administrative purposes, this submission should be designated “FPL for approved supplemental NDA
number 20-28 E-016." Approval of this submission by FDA is not 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 adminiswation, and new desing regimens are required to

contain an assessment of the safety and effectiveness of the product in pediatric patients unless this
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requirement is waived or deferred (63 FR 66632). We note thar you have not fulfilled the

requirements of 21 CFR 3 14.55 (or 60 1.27). We are defer&g submission of your pediatric studies
until 12/02/2000. However, in the interim, please submit your pediaric drug development plans within
120 days from the dare of this lerter unless you believe a waiver 1s appropnate.

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

- of 21 CFR 314.55 within 60 days from tie date of this letter. We will notify you within 120 days of
receipt Of your response Whether a walver s gramed If 2 waiver iS nar granted we will ask vou to
submit your pediatric drug development plans within 120 days from the date of denia of the waiver.

Pediatric studies conducted under the terms of section 505.4 of the Federal Food, Drug, and Cosmetic
Act may tesult in additional marketing exclusivity for certain products (pediatric exclusivity). You
should refer to the Guidance for Industry on Qualifying for Pediatric Exclusivity {available On our
web site at www.fda gov/cder/pediarric).for derails. 1f youvish to qualify for pediamic exclusivity. you
should submit a “Proposed Pediarric Study Request” (PPSR) T adldition to your plans for pediatric drug
development described above. We recommrend thar-yoo submir r-Proposed PediatricStady-Request
within 120 days from the date Of thisletter. If you are unable w meet this time frame but are interested
in pediatric exclusivity, please notify-the division In- wrting. FDA generally w4l not accept studies
submitted to an NDA. before issuance of a Written Request as responsive to a Written Request.
Sponsors should obtain a Wriren Request before submitting pediatric studies to an NDA. If you do nor
submit aPPSR or indicate that you are interested in pediatric exclusrvity, we will proceed with the
pediatric drug development plan thar you submit and notify you of the pediatric studies that are required
under section 2 1 CFR 314.55. Please note that sanstacnon of-& € requirements in 21 CFR 3 11.45
aone may not qualify you for pediamric exclusiviry. FDA does not necessarily ask a sponsor to
complete the same scope of swdies to qualify for pediarric exclushdry as it does M fifillthe
requirements of the pediatricrule.

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

package insert directly to:

Division of Drug Marketing, Advertsing, and Communications, HFD-40
Food and Drug Adminiswation

5600 Fishers Lane

Rockville, Maryland 20857
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* If aletter communicating important information abour this drug product (i.€., a"Dear Health Care

Practidoner” | etter) is issued to physicians and others responsible for patient care, we request that you
submit a copy of the letter to thas ND A and acopy to the following address:

MEDWATCH, HF-2-
FDA

5600 Fishers Lane
Rockville, MD 20857

Please submit one market package of the drug product when it isavailable.

We remind you that you nust comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.51

~ If you have any questions, contact Y oon J. Kong, Pharm.D., Regulatery Project Manager, at (301)

827-2050.

Sincerely,

/3/

KarenMidthun,‘ M.D.

Director
T TR A Division of Anri-Inflammatory, Analgesic and
S AL Ophthalmic Drug Products

Office of Drug Evaluation V

Center for Drug Evaluazion and Research

Anachment: Labeling

ATDIEASA vig1a ya
At 1oy
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ULTRAM® (tramadol hydrochloride tablets)

DESCRIPTION

ULTRAM® (tramadol hydrochloride tablets) is a centrally acting
analgesic. The chemical name for tramadol hydrochloride is ()cis-2-
{{dmethylamino)methyl}- 1-(3-methoxyphenyl) cyclohexanof
hydrochlioride. Its structural formula is:

[Structural Formula]

The molecular weight of tramadof hydrochloride is 299.8. Tramadai
hydrochloride 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-octanol partition coefficient is 1.35 at pH 7. ULTRAM tablets
contain 50 mg of tramadol hydrochioride and are white in color. inactive
ingredients in the tablet are corn starch, hydroxypropyl methyiceliulose,
lactose, magnesium stearate, microcrystailine cellulose, polyethylene
glycol, polysorbate 80, sodium starch glycolate, titanium dioxide and

wax.

CLINICAL PHARMACOLOGY

Pharmacodynamics

ULTRAM is a centrally acting synthetic analgesic compo'und.. Although
its mode of action is not completely understood, from animai tests, at
least two complementary mechanisms appear applicable: “binding of
parent and M1 metabotite to y-opioid receptors and weak inhibition of
reuptake of norepinephrine and serotonin. Opioid activity is due to both
low affinity binding of the parent compound and higher affinity binding of
the O-demethyiated metabolite MI to, p-opicid receptors. In animal

models, M1is up to & times more potent than tramadol in producing

CATLASTAGINGIMG 2A7.DOLT!
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analgesia and 200 times more potent in j-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 M1to human analgesia is dependent upon the plasma
concentrations of each compound (see CLINICAL PHARMACOLOGY,
Pharmacokinetics).

Tramadot has beerr shown to inhibit reuptake of norepinephrine and
serotonin /n 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 approximately two
to three hours.

Apart from analgesia, ULTRAM administration may produce a
constellation of symptoms (inciuding dizziness. somnoience, nausea,
constipation, sweating and pruritus) similar to that of an opioid.
However, tramadol causes less respiratory depression than morphine
at recommended doses (see OVERDOSAGE). In contrast to
morphine, tramadoi has not been shown to cause histamine reiease. At
therapeutic doses, ULTRAM has no effect on heart rate, left-ventricutar
function or cardiac index. Orthostatic hypotension has been observed.
Pharmacokinetics
The anaigesic activity of ULTRAM is due to both parent drug and the M1
metabofite (see CLINICAL PHARMACOLOGY, Pharmacodynamics).
Tramadol is administered as a racernate and both the H and [+] forms
of both tramadol and MI are detected in the circulation. Tramadol is
weil absorbed orally with an absolute bicavailability of 75%. Tramadoi
has a volume of distribution of approximately 2.7L/kg 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 metabolites. One metabolite, MI, is
pharmacologically active in animal models, The formation of M1 is

CATLSTAGINGAIMIZET DL T
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dependent upon Cytochrome P-450(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 tramado! is rapidly and almost completely absorbed after oral
administration. The mean absolute bicavaitability of a 100 mg oral dose
is approximately 75%. The mean peak plasma concentration of
racemic tramadol and M1 occurs at two and three hours, respectively,
after administration in healthy adults. In general, both enantiomers of
tramadol and M1 follow a parallel time course in the body following
single and muitipie 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 g.i.d. dosing. There is no evidence of
self-induction (see Figure 1 and Table 1 below).

7

[Figure 1]
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Table 4
Mean (%CV) Pharmacokinetic Parameters for
Racemic Tramadol and M1 Metabhalits

Population/ Parent Drug Peak Conc. Time to | Clearance/E° | te  (hrs)
Dosage Regimen® Metabolite {ngyml) Peak (hrs)| (mUmirvKg) )
Healthy Adults, Tramado! 592 (30) 2.3 (81) 5.90 (25) 6.7 (15)
100 mg qid, MD p.o. -
M1 110 29)  |-24.(46) ¢ 7.0 {14)
Healthy Adults, Tramadol 308 (25) 1.6 (63) 8.50 (31) 5.6 (20)
100 mg SD p.o. = i
MI 55.0 (36) 3.0 (31 ¢ 6.7 {16}
Geriatric. {(>75 yrs) Tramadol 208 (31) 2.1 (19) 6.39 (25) 7.0 {23) ]
50 mg SD p.o.
Ml d d ¢ d
Hepatic Impaired; Tramadoi 217 (11) 1.9 {18) 4.23 (56) 13.3 (11)
50 mg SD p.o. !
MI 19.4 (12) 9.8 (20) c 18.5 (15)
Renal impaired, Tramadal c c 4.23 {54) | 10.6 (31)
Cler1C-30 mb/min
100 mg SD iv.
MI [ c [ 11.5 (40)
Renal Impaired, Tramadol o c 3.73 (17) 11.0 (29)
CL<5 mmin
100 mg SD iv.
MI c c [ 16.9 (78)
a SD = Singie dose. MD = Multiple dose. p.o.= Oral administration,

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

b F represents the oral bicavailability of ramadol
¢ Not applicable
d Not measured
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Food Effects: Oral administration of ULTRAM with food does not
significantly affect its rate or extent of absorption, therefore, U_.TRAM
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.  Ajthough not
confirmed in humans, tramadol has been shown in rats to cross the
blood-brain barrier.

Metabolism:
Tramadol is extensivety metabolized after oral administration.

Approximately 30% of the dose is excreted in the urine as unchanged
drug, whereas 60% of the dose is excreted as metabolites. The
remainder is excreted either as unidentified or as unextractable
mebbolites. The major metabolic pathways appear to be N- and O-
demethyiation and glucuronidation or suifation in the liver. One
metaboiite {O-desmethyltramadol, denoted M1) is pharmacoiogically
active in animal models. Production of Ml is dependent on the 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 CYP2D8&
isoenzyme of cytochrome P-450.  These individuals -are “poor
metabolizers” of  debrisoquine,  dextromethorphan, tricyciic
antidepressants, among other drugs.  After a single oral dose of
tramadol, concentrations of tramadol were oniy slightly higher in “poor
metabalizers” versus “extensive metabolizers”, while M1 concentrations
were lower. Concomitant therapy with inhibitors of CYP2D86 such as

COTLRSTAGIMRIMIZR? DOC -
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fluoxetine, paroxetine and quinidine could result in significant dgrug
interactions. In vitro drug interaction studies in human liver microsomes
indicate that inhibitors of CYP2D6 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
concentrations and decreased concentrations of M1, The
pharmacological impact of these alterations in-terms: of either efficacy
or safety is unknown.

Elimination:

The mean terminal ptasma elimination haif-lives of racemic tramadol
and racemic M| are 6.3.# 1.4 and 7.4 + 1.4 hours, respectively. The
plasma elimination hatf-life of tacemic tramadol increased from

approximately six hours to seven hours uponmultiple dosing.

~ Special Poputations

Renal:
Impaired renal function results in a decreased rate and extent of

excretion of tramadol and its active metaboiite, M1. In patients with
creatinine clearances of less than 30 mi/min, adjustment of the dosing
regimen is recommended (see DOSAGE AND ADMINISTRATION).
The total amount of tramadol and M| removed during a 4-hour didysis
period is less than 7% of the administered dose.

Hepatic:

Metabolism of tramadol and M1 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 tramaddl and Ml ,
elimination half-lives (13 hr. for tramadol and 13 hr. for MI). In cirrhotic
patients, adjustment of the dosing regimen is recommended (see
DOSAGE AND ADMINISTRATION).

Age.

CATLASTACANGRIMG2RT DO
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156 Healthy eiderly subjects aged &5 to- 75 years have ptasma tramadol
157 concentrations and elimination hatf-lives comparable to those observed
158 in healthy subjects less than 65 years of age. In subjects aver 75 years,
159 maximum serum concentrations are slightly elevated (208 vs. 162
160 ng/mL) and the elimination half-life is slightiy prolonged (7 vs. 6 hours)
161 compared to subjects 65 to 75 years of age. Adjustment of the daily
182 dose is recommended for patients older than 75 years (see DOSAGE
163 AND ADMINISTRATION).
1164 Gender:
;‘?155 The absolute bioavailability of tramadol was 73% in males and 79% in
- 166 females. The plasma clearance was 6.4 ml/min/kg in males and 5.7
167 mi/min/kg in females following a 100 mg IV dose of tramadol.
168 Following a single oraf dose, and after adjusting for body weight,
169 females had -a 12% higher peak tramadol concentration and a 35%
17 higher area under the concentration-time curve compared to males.
171 The clinical significance of this difference is unknown.
172 Clinical Studies
173 ULTRAM has been given in single oral doses of 50, 75, 100, 150 and
174 200 mg to patients with pain following surgical procedures and pain
175 following oral surgery (extraction of impacted molars).
176 in single-dose models of pain following oral surgery, pain relief was
177 demonstrated in some patients at doses of 50 mg and 75 mg. A dose
178 of ‘100 mg ULTRAM tended to provide analgesia superior to codeine
179 sulfate 60 mg, but. it was not as effective as the combination of aspirin
180 €50 mg with codeine phosphate 60 mg. In single-dose models of pain
181 following surgical procedures, 150 mg provided analgesia generally
182 comparable to the combination of acetaminophen 650 mg with
183 propaxyphene napsylate 100 mg, with a tendency toward tater peak
184 effect.
185 ULTRAM has been studied in three long-term controlled trials
186 involving a total 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 daily doses
of approximately 256 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
(TYLOX®)dally.

Titration Trials

tn a randomized, blinded clinical study with 129 to 132 patients per
group, a 10-day titration to a daily ULTRAM dose of 200 mg {50 mg
g.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. |n 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 ULTRAM therapy using slower titration
rates. A 16-day titration schedule, starting with 25 mg gAM and using
additional doses in 25 mg increments every third day to 100 mg/day (25
mg g.i.d.), followed by 50 mg increments in the total daily dose every
third day to 200 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 10-day titration schedule.

APPEARS THIS WAY
ON ORIGINAL
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211 INDICATIONS AND USAGE
212 ULTRAM is indicated for the management of moderate to moderately
213 severe pain.
214
215 CONTRAINDICATIONS
216 ULTRAM should not be administered to patients who h&e previously
217 demonstrated hypersensitivity to tramadoi, any other component of this
218 product or opioids. It is also contraindicated in cases of acute
219 intoxication with alcohol, hypnotics, centrally acting analgesics, opioids
229 or psychotropic drugs.
221
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WARNINGS
Seizure Risk
Seizures have been reported in patients receiving ULTRAM
within the recommended dosage range. Spontaneous post-
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:
. cnenmexen  SE€rotonin - reuptake inhibitors (SSRI
antidepressants or anorectics),
‘Tricyclic .antideprassants (TCAs), and other tricyclic
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 seizurs threshoid.
Risk af 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,
alcohol and drug withdraw+, CNS infections). |n ULTRAM
overdose, naloxone administration may increase thé risk of
seizure.
Anaphylactoid Reactions
Serious and rarely fatal anaphylactoid reactions have been reported in
patients receiving therapy with ULTRAM. These reactions often occur
following the first dose. Other reported rea'c:ﬁons include pruritus, hives,
bronchospasm, and angioedema. Patients with a history of
anaphylactoid reactions to codeine and other opicids may be at
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increased risk and therefore should not receive ULTRAM (see
CONTRAINDICATIONS).

Use in Opioid-dependent Patients

ULTRAM should not be used in opicid-dependent patients. ULTRAM
has been shown to reinitiate physicat dependence in some patients that
have been previously dependent on other opioids. Consequently, in
patients with a tendency to opioid abuse or opioid dependence,
treaiment 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 ULTRAM with great caution in patients taking monoamine oxidase
inhibitors, because animal studies have shown increased deaths with

combined administration.

PRECAUTIONS

Respiratory Depression

Administer ULTRAM cautiously 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. |f naloxone is to be administered,
use cautiously because it may precipitate saizures (see WARNINGS,
Seizure Risk and OVERDOSAGE).

Increased intracranial Pressure or Head Trauma’

ULTRAM 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. Zfinicians should also maintain a high index of suspicion for

COTLDSTAGINGATMG2E? DO
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284 adverse drug reaction when evaluating altered mental status in these
285 patients if they are receiving ULTRAM.
286 Acute Abdomina Conditions
287 The administration of ULTRAM may complicate the clinical assessment
288 of patients with acute.abdaminal conditions.- .
289 Withdrawal

2%0 Withdrawal Symiptoms miay Seeut T UL TRAM 8 disconbnued abriiptly. ™

291 These symptoms Tray inctodeamxiety;-Ssweating - nsomniaTigors; pain;-

292 nausea, tremors, diamhoea, upper respiratory symptoms, piloerection,
293 and rarely hallucinations. — Clinical experience suggests that withdrawal
294 symptoms may be relieved by tapering the medication.

295 Patients Physically Dependent on Opioids

296  ULTRAM is not recommended for patients who are dependent on
297 opioids. Patients who have recently taken substantial amounts of
298  opioids may experience withdrawal symptoms. Because of the difficulty
299 in assessing dependence in patients who have previously received
300 substantial amounts of opicid medication, administer ULTRAM
301 cautiously to such patients. )

302 Use in Renal and Hepatic Disease

303 Impaired renal function results in a decreased rate and extent of
304 - excretion of tramadol and its active metabaiite, M1. In patients with
305 creafinine clearances—gilass than 30 ml/min, desing. raduction is
306 recommended (see DOSAGE AND ADMINISTRATION).’

307 Metabolism of tramadol and MI is reduced in patients. with advanced
308 cirrhosis of the fiver. |n cirrhotic patients, dosing reduction is
309 recommended (see DOSAGE AND ADMINISTRATION). -~

310 With the prolonged hatf-life in these conditions, achievement of steady-
311 state is delayed, so that it may take several days for elevated plasma
312. concentrations to develop.

313 Information for Patients

CATLAST AGINGIMIZE? DOC 1.
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314 * ULTRAM (tramadol hydrochicride tablets) may impair mental or
315 physical abilities required for the performance of potentially
316 hazardous tasks such as driving a car or operating machinery.
317 »  ULTRAM should not be taken with alcohof containing beverages.
31éﬂ . ULTRAM should be used with caution when taking medications such
319 as tranquilizers, hypnotics or other opiate containing analgesics.
320 . The patient should be instructed to inform the physician if they are
321 pregnant, think they might become pregnant, or are trying to become
322 pregnant (see PRECAUTIONS: Labor and Delivery).
323 . The patient should understand the single-dose and 24-hour dose
324 limit and the time interval between doses, since exceeding these
325 recommendations can result in respiratory depression and seizures.
326
327 Drug interactions
328 Tramadol does not appear to induce its own metabolism in humans,
329 since observed maximal plasma concentrations after multiple oral
330 doses are higher than expected based on single-dose data. Tramadol
331 is a mild inducer of selected drug metabolism pathways measured in
332 animals.
333 Use with Carbamazepine
334 Concomitant administration of ULTRAM with carbamazepine
335 causes a significant increase in tramadol metabolism, presumably
336 through metabolic induction by carbamazepine. Patients receiving
337 chronic carbamazepine doses of up to 800 mg daily may require up to
338 twice the recommended dose of ULTRAM.
339 Use with Quinidine
340 Tramadol is metabolized to M1 by the CYP2D6 P-450 iscenzyme.
341 Quinidine is a setective inhibitor of that isoenzyme, so that concomitant
342 administration of «quinidine and ULTRAM results in increased
343 concentrations of tramadol and reduced concentrations of M1. The
344 clinical consequences of these findings are unknown.  n, vitro, drug
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345 interaction studies in human liver microsomes indicate that tramadoi
346 has no effect on quiniding metaboiism.
347 Use with Inhibitors of CYP2D6
348 In vitro drug interaction studies in human liver microsomes indicate
349 that concomitant administration with inhibitors of CYP2D6 such as
330 fiuoxetine, paroxetine, and amitriptyline could result in some inhibition of
351 the metabolism of tramadol.
352 Use with Cimetidine
353 Concomitant administration of ULTRAM with cimetidine does not
354 result in clinically significant changes in tramadol pharmacokinetics.
355 Therefore, no alteration of the ULTRAM dosage regimen is
356 recommended.
357 Use with MAO /nhibitors
358 Interactions with MAO inhibitors. due to interference with
359 detoxification mechanisms, have been reported for some centrally
360 acting drugs (see WARNINGS, Use with MAQO Inhibitors).
361 Use with Digoxin and Warfarin
362 Post-marketing surveillance has revealed rare reports of digoxin
363 toxicity and alteration of warfarin effect, including elevation of
364 prothrombin  times.

APPEARS TiHIS WAY
ON ORIGINAL
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365 Carcinogenesis, Mutagenesis, Impairment of Fertility
366 Tramadoi was not mutagenic in the following assays: AMES Sa/monelia
367 microsomal activation test, CHC/HFRT mammalian cell assay, mouse
368 tymphoma assay (in the absence of metabolic activation), dominant
389 lethal mutation tests in mice, chromosome aberration test in Chinese
370 hamsters, and bone marrow micronucleus tests in mice and Chinese
3n hamsters. Weakly mutagenic results occurred in the presence of
372 metabolic activation in the mouse iymphoma assay and micronucieus
373 test in rats. Overall, the weight of evidence from these tests indicates
$374 that tramadol does not pose a genotoxic risk to humans.
375 A slight, but statistically significant, increase in two common murine
376 tumors, pulmonary and hepatic, was observed in a mouse
377 carcinogenicity study, particularly in aged mice (dosing orally up to 30
378 mg/kg for approximately two years, although the study was not done with
379 the Maximum Tolerated Dose). This finding is not believed to suggest
380 risk in humans. No such finding occurred in a rat carcinogenicity study.
*381 No effects on fertility were observed for tramadol at oral dose levels
382 up to 50 mg/kg in male rats and 75 mg/kg in female rats.
383
304 Pregnancy. Teratogenic Effects: Pregnancy Category C
385 There are no adequate and well-controlled studies in pregnant women.
386 ULTRAM should be used during pregnancy only if the potential benefit
387 justifies the potential.risk to the fetus.
388 Tramadol has been shown to be smbryotoxic and fetotoxic in mice,
389 rats and rabbits at maternally toxic doses 3 to 15 times the maximum
390 human dose or higher (120 mg/kg in mice, 25 mg/kg or higher in rats
391 and 75 mg/kg or higher in rabbits), but was not tetatogenic at these
392 dose levels. No harm to the fetus due to tramadol was seen at doses
393 that were not maternally toxic.
394 No drug-related teratogenic effects were observed in progeny of

395 mice, rats or rabbits treated with tramadol by various routes (up to 140
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mg/kg for mice, 80 mg/kg for rats or 300 mg/kg for rabbits). Embryo
and fetal toxicity consisted pnmarity of decreased fetal weights, skeletal
ossification and increased supernumerary ribs at matemafly toxic dose
levels. Transient deigys in developmental or behavioral parameters
were also Seen in pups from rat dams allowed to detiver. Embryo and
fetal lethality were reported only in one rabbit study at 30¢ mg/kg, a
dose that would cause extreme maternal toxicity in the rabbit.

In peri- and post-natal studies in rats, 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 mgrkg (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 levetls, 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 gréwth. development, and
functionai maturation of the child is unknown.

APPEARS THIS WAY
ON GRIGINAL
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420 Nursing Mothers
A2 LTRAM is not-recormnmended for obstetrical preoperative medication
422 - or for post-delivery analgesia in nursing mothers because its safety in
423; infants and newborns has not been studied. Following a singie IV 100
424 mg dose of tramadol, the cumulative excretion in breast milk within 16
425 hours postdose was 100 ug of tramadol (0.1% of the maternal dose)
426  and 27 pgof M.
427 Pediatric Use
! 428 The pediatric use of ULTRAM is not recommended because safety and
" 429 efficacy in patients under 16 years of age have not been established.
- 430 Use in the Elderly
431 In subjects over the age of 75 years, serum concentrations are slightiy
432 elevated and the elimination half-life is slightiy prolonged. The aged
433 also can be expected to vary more widely in their ability to tolerate
434 adverse drug effects.  Daily doses in excess of 300 mg are not
435 recommended in patients over 75 {see DOSAGE AND
436 ADMINISTRATION).
437
438 ADVERSE REACTIONS
439 ULTRAM was administered to 550 patients during the double-blind or
440 open-label extension periods in U.S. studies of chronic nonmalignant
441 pain. Of these patients, 375 were 65 years old or older. Table 2
442 reports the cumulative incidence rate of adverse reactions by 7, 30 and
443 90 days for the most frequent reactions (5% or more by 7 days). The
, 444 most frequently reported events were in the central nervous system and
- 448 gastrointestinal system. Although the reactions listed in the table are felt
446 to be probably related to ULTRAM administration, the reported rates
447 awinclude some events that may have been dueto underiying disease
"448 or concomitant medication. The overall incidence rates of adverse
445 experiences in these trials were similar for ULTRAM and the active

450 control groups, 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

Chronic Trials of Nonmalignant ?ain. (N=427)

Up to 7 Days Up to 30 Days Up to S0 Days

Dizziness/Vertigo 26% 31% 33%
Nausea 24% 34% 40%
Constipation 24% 35% 46%
Headache 18% 26% 32%
Somnolence 16% 23% 25%
Vomiting 9 % 13% 17%
Pruritus 8% 10% 11%
“CNS 7% _ 11% 14%
Stimulation™

Asthenia 6% 11% 12%
Sweating 6% 7% 9%
Dyspepsia 5% 9% 13%
Dry Mouth 5% 9% 10%
Diarrhea 5% 6% . 10%

' “CNS Stimulation” is a composite of nervousness, anxiety, agitation,
tremor. spastic&y, euphoria, emotional lability and hallucinations.

Incidence 1% {fo less than 5%, possibly causally related: the following
lists 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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Central Nerveus 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 1%, 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: Orthastatic hypotension, Syncope, Tachycardia.
Central Nervous System: Abnormal gait, Amnesia, Cognitive
dysfunction. Depression, Difficulty in concentration, Hallucinations,
Paresthesia, Seizure (see WARNINGS), Tremor.
Respiratory: Dyspnea.

Skin: Stevens-Johnson syndrome/Toxic epidermal necroiysis,
Urticaria, Vesicles.
Special Senses: Dysgeusia.
Urogenital: Dysuria, Menstrual disorder.

Other adverse experiences, causa/ relationship unknown: A variety of
other adverse events were reported infrequently in patients taking
ULTRAM during’ clinical triais 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: Abnormmal ECG, Hypertension, Hypotension,,
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Myuacardial ischemia, Palpitations

Central Nervous System: Migraine, Speech disorders.
Gastrointestinal: Gastrointestinal bleeding, Hepatitis,-Stomatitis.
Laboratory Abnormalities:  Creatinine increase, Elevated liver
enzymes, Hemoglobin decrease, Proteinuria.

Sensory: Cataracts, Deafness, Tinnitus.

DRUG ABUSE AND DEPENDENCE

ULTRAM has a potential to cause psychic and physical dependence of
the morphine-type (y-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
should not be used in opioid-dependent patients. ULTRAM can
reinitiate physical dependence in patients that have been previously
dependent or chronically using other opioids. In patients with a
tendency to drug abuse, a history of drug dependence, or are
chronically using opioids, treatment with ULTRAM is nat recommended.

OVERDOSAGE
Cases of overdose with tramadol have been reported. Estimates of
ingested dose in foreign fatalities have been in the range of 3t0 5 g. A
3 g intentional overdose by a patient in the clinical ‘studies produced
emesis and no sequelae. The lowest dose reported lo be associated
with fatality was possibly between 500 and 1000 mg in a 40 kg woman,
but details of the case are not completely known.

Serious potential consequences of overdosage are respiratory

depression and seizure. In treating an overdose, primary attention

should be given to maintaining adequate ventilation along with general
suppodive treatment  While naloxane will reverse some, but not all,
symptoms caused by overdosage with ULTRAM the risk of seizures is
also increased with naloxone administration. In animals conwvulsions
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52¢  following the administration of toxic doses of tramadol could be
530 suppressed with barbiturates or benzodiazepines but were increased
531 with naloxone. Naloxone administration did not change the lethality of
532 an overdose in mice. Hemodialysis is not expected to be helpful in an
533 overdose because it removes less than 7% of the administered dose in
534 a 4-hour dialysis period.
535
536 DOSAGE AND ADMINISTRATION
, 537 For patients with moderate to moderately severe chronic pain not
538 requiring rapid onset of analgesic effect, the tolerability of ULTRAM can
- 539 be improved by initiating therapy with the following titration regimen:
540 ULTRAM should be started at 25 mg/day gAM and titrated in 25 mg
541 increments as separate doses every 3 days to reach 100 mg/day {25
542 mg q.i.d.). Thereafter the total daily dose may be increased by 50 mg
543 as tolerated every 3 days to reach 200 mg/day €0 mg g.i.d.). After
544 titration, ULTRAM 50 to 100 mg can be administered’ as needed for
545 pain relief every 4 to 6 hours not to exceed 400 mg/day.
546
547 For the subset of patients for whom rapid onset of analgesic effect is
548 required and for whom the benefits outweigh the risk of discontinuation
549 due to adverse events associated with higher initial doses, ULTRAM 50
550 mg to 100 mg can be administered as needed for pain relief every four
551 to six hours, not to exceed 400 mg per day.
552
553 Individualization of Dose
- 554 . Available data do not suggest that a dosage adjustment is necessary in
555 elderly patients 65 to 75 years of age unless they also have renal or
556 hepatic impairment. For eidery patients over 75 years old, not more
557 than 300 mg/day in divided doses as above is recommended. In all
558 patients with creatinine clearance less than 30 miJmin, it is
559 recommended that the dosing interval of ULTRAM 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 chrenic carbamazepine doses up to 800 mg daily may
require up to twice the recommended dose of ULTRAM.

HOW SUPPLIED

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 NDC 0045-0659-70 bottles of 500 tablets

packages of 100 unit doses in blister packs - NDC 0045-0659-10 (10
cards of 10 tablets each).

Dispense in a tight container. Store at controiled room temperature (up
to 252C, 77°F).

<space allocated for. Ortho-McNeil fogo>

ORTHO-McNEIL
Raritan, New Jersey 08869

U.S. Patents 3,652,589 and 3,830,934
© OMP 1998 Revised December 1999 635-10-225-X
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Analgesic
Management of pain
Scored ord tablets, 50 mg

3
C. Lewin

Background
Tramadol hydrochloride iS a synthetic, centrally-acting analgesic. The drug has opioid
activity and it also inhibits the reuptake of norepinephrine and serotonin. Like opioids,
the most frequently reported adverse events are seen in the CNS and GI System to include
dizziness/vertigo, headache, somnolence, condipation nausea, and vomiting.
Dizziness/vertigo, nausea and vomiting are svents most commonly associated with
discontinuation of treatment. With opioids these symptoms usualy resolve on continued
therapy (except for the congtipation) and therefore it is reasonable to investigate strategics
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 showing that a dow
titrationto 200 mg/day over 10 days could reduce discontinuation due to adverse events,

particularly dizziness and/or vertigo, in comparison to a one or four day

titration to 200 mg.

As aresult, the following pa.ngraph was added to the DOSAGE AND ADMINISTRATION

section:




N

In the current submission, the Sponsor r@m nica trial designed to
determine whether even a slower titration rate of tramado] Would reduce the incidence of
discontinuation due te nausea and/or vomiting in subjects who previoudy had difficulty
tolerating ramado! because of nausea and/or vomiting. As a result.the.aoplicant proposes
to amend the DOSAGE AND ADMINISTRATION Section as follows:

\

The appiicant also proposes {0 add to -the CLINICAL STUDIES section the followi ng
information (there is no titration studies text in the current labeling):

—_,

L—




and/or vomiting and other adverse events was investigated in a clinical triai
with two phases, a 14-day open-label run-in and a 28-day double-blind.
During the open-label run-in phase subjects were titrated in 50-mg/day
increments to a dose of 200 mg/day over four days. g piacts who
discontinued tramadol due to nausea and/or vomiting were then eligibie to
enter the 28-day double-blind phase in which they were randomized to one of
three titration regimens. The regimens were: 10-day titration using 50-mg
increments every three days to 200 mg/day; 16-day titration using 25-mg
increments every three days to 100 mg/day and followed by 50-mg
increments every three days to 200 mg/day; 13-day titration using 25-mg

increments every three days to 100 mg/day followed by a 50-mg increment
for three days to 150 mg/day.

Of 931 subjects with chronic pain who entered.the open-iabel phase, 212
discontinued due to nausea and/or vomiting. Fifty-four, 59, and 54 patients
were randomized to the 10-, 16-, and 13-day titration groups respectively
Significantly fewer subjects (22%) discontinued because of nausea and/or
vomiting in the 16-day group compared to the 10-day group (46 2%) p=0.006
(see Figure 2). Significantly fewer subjects discontinued due to any adverse

event in the 16day group (33.9%) vs. the 10-day group (53 7%), p=0.034.
Results in the 13-day group were similar to the 16day group

Figure 2

Time to Discantivyation Ouve to Nausearvominng
" .

o ——mame. 18 Gowe 1o 248 mycong
cewtmrsmie 1 Oqre 0 I mperay
....... 13 Dore in 104 mqmay -"-
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Clinical Study
Study Design

v W :
This was a multicenter, outpatient, randomized, double-blind, parallel study composed of
two phases: a screening/open-label run-in and a double-blind phase. Potential study subjects
who had chronic pain for at least three months prior to the study, she recelved a daily dose
of nonsteriodal anti-inflammatory medication (NSAID) for at least 30 days and who
required additional pain retief were to be enrolled in the open-label/run-in phase. The open-
tabel/run-in phase was to have been up to 14 days in duration.

In the open-label/run-in phase, tramadol was to be tiuated in.50 mg/day incrementsto 200
mg/day over four days. Subjects were to continue on the 200 mg/day, dosaoe for.up o 10
days. Subjects who experienced nausea and/or vomiting during the open-label/run-in
phase, severe enough for the subject to discontinue tramadol, were to be randomized-into
the double-blind phase after a10-day wash-out period. Approximately 150 adult mae
and femae subjects were to be randomized in the double-blind phase to one of three
tramadol trestment regimens. The three tramadol dosage regimens were designed to
achieve a maximum dose (200 mg/day or 1.50 mg/day) a different rates oftitration (10-, 16-
or 13-day). No placebo freatment anm was | i . 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 tramadot by the end of the open-labeikun-in phase,
were 1o be discontinued from the study.

E | i

Men and women, 18 years of age or older, who had a chronic painfisl condition for at

feast three months prior to study entry not resulting from malignancy and who were

otherwise in generdly good health, were digible for enrollment. Eligible subjects must

have been on an NSAID daily for at least 30 days prior to the study and required

additiona pain reitef. Women were required to be postmenopausa for a least one year,

surgicaly sterile, or using an adequate form of birth control. Women of childbearing

potential were required to have had a negative urine pregnancy test at Visit. 1 before open-

label study medication was dispensed.

Exclusions

«» Trigeminal neuragia, post-herpctic neuralgia, a chronic painful condition resulting from
malignancy, a painful condition not appropriately treated with chronically administered
analgesia (€.9., myocardial infarction, temporomandibular joint syndrome,
thrombophlebitis), or achronic painfa! condition solely related to dysmenorrhea O
recurrent  headache

<+ A painful condition that required the continued use of anaigesic drugs more powerful
than study medication.

«+ History of estimated creatinine clearance <30 mI/min

-« Abnorma renal er hepatic functon that would compromise their welfare or confound

the study results.

NDA 20,281 Supp. 016 4




4 Any disease or condition that could result in altered absorption, excess accumulation, Of

impaired metabolism or excretion of the 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

ULTRAM package insert.
= Investigational drug or investigational device use within the last 30 days.

> Daily opioids use fur pain relief.
“+ Higtory ofnarcotic abuse or alcohol abuse Within the [ast 12 months.
= Pregnant or lactating women.

Treatment Plag
|. Open-Label Phase

During the open-label phase, all subjects were to receive, UP to four 50-mg tablets Of
wamadol daily. Subjects were to titrate according to the foliowing schedule:

o sl “O 50 mg (AM)
o Day 2: 50 mg b.i.d.
« Day 3: 50 mg t.1.d.

« Days 4-14: 50 mg g..d.

2. Double-Blind Phase
Subjects who entered the double-blind phase were assigned randomly to receive One of three

wamadol dosage regimens that employed either al0-, 16-, or 13-day titradon Schedule in
order to achieve a maximum dose of either 200 mg/day for the 10- and 16-day regimens or
150 mg/day for the 13~day regimen Study medication was administered as two identically-
appearing capsules, four times daily (q.i.d.) of either placebo or 25 mg tramadol over the 28-

day treatment period (Days |-28). No placebo treatment arm was inciuded in the study. See

table below.

Study Medication Dosage and Titration Schedules During the Double-Blind

Phase

Treatment Group Dose of Tramade] HCI by Study Days
(Protocol Regimen #)

1-3 4-6 7-9 10-12 13-15 16-28
1 O—paysrb 200 mg 530mg 50mg  50mg 50mg  50mg  50mg
(Regimen #1) (AM)  bid tid. q.i.d g.i.d g.i.d.
Regimen®3P0 M 25mg 25Mmg  Hidy 25mg 50mg  50mg

(AM) bid q.id tid. q.1d

13-D_ays to 150 mg 25mg 25mg 25mg 25mg S0mg 50 mg
(Regimen #3) (AM)  bid tid q.i.d t.id. tid

NDA 20.281 Supp. 016 5
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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 identicaily-appearing blue opague, size #0 capsules
for &he double blind phase.

No treatmnent other than the study drug and the subject’s stable dose of NSAID were 10 be:
used by subjects during the course of the study. However, subjects may have had
concurrent illnesses that required prescription or over-the-counter Medication during the
course of the study. In this event, an accurate record was documented in the case report
form of ail medications and treatments used during the course of the study, including the
drug name, dose, dosage regimen, duration, and indication for such use. In cases where the
use Of concurrent medication was unavoidabie, the investigajor made a clinical judgment as
to the severity and relatedness of the indication for concurrent. medication ON the appropriate
case report form.

-

Subjects could be discontinued from the study due to a serious or limiting adverse event,
treatment failure, significant protocol violation (e.g., non-compliance}., development of an
intercurrent illness that put the subject at undue risk or would have invalidated the study
results, or at the request of the subject. Subjects who discontinued were not replaced. At
the time of premature withdrawal from the study, efficacy and safety evauations
scheduled for the fina vist were to be performed. The investigator was to record the
reason for premature discontinuation on the subject’s CRF.

Safetv Assessment

Safety was evaluated by adverse event monitoring, and by physica examinations, vital
signs (sitting blood pressure and pulse rate) and body -weight that were measured and
recorded ar the screening visit, prior to randomization (if applicable), and at the final visit

or the day of premature discontinuation.

Efficacy Evaluations

Al O-cm Pain Visual Analogue (WA) scale was used as a pain assessment instrument.
PVA assessments were made at the beginning of the open-label/run-in phase and double-
blind phase (if applicable) and at final visit 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 overall rating of how weil the study medication controlled the
subject’s chronic pain. Overall medication assessments utilized a five-point scale with

rating ranging from very good to very poor.

Statistical -
Analyses were to be performed for subjects who were randomized to double-blind
treatment and took at least one dese of the study medication (i.., the intent-to-treat
group). The primary endpoint of the study was the proportion of subjectsin the 10-day
and 16-day treatment groups who discontinued study therapy due to nausea and/or
vomiting. Pairwise differences between treatments in percent of subjects discontinuing

NDA 20.281 Supp. 018 5 '




were to be examined using the chi-square test and the Cochran-Armitage trend test for
proportions 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 alsc 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. The distribution of time to discontinuation due to nausea and/or vomiting
was summarized for each treatment group. Estimates of the survival distribution for each
trestment group were calculated by the Kaplan-Meier method. Differences between
reatments-were tested using the log-rank test.

The analyses described above for the primary endpoi Nt were repeated for the following
secondary endpoints: discontinuations due to any adverse event, discontinuations due to
any adverse event/drug ineffective, and discontinuations due co any specific adverse
eveni(s) (other than nausea and/or vomiting) that accounted for a substantial proportion of
discontinuations.

Other parameters, including demegraphic and basdline characteristics, study medication
compliance, assessments of pain and efficacy of the study medication, adverse events. vital
signs, and body weight measurements, were summarized by double-blind phase treatment
group; no analyses were to be performed for these variables

No statistical tests were planned to evaluate efficacy differences among trestment groups.
The mean, median and SD of the PVA scores for both the baseline (end of open-label/run-in
phase for those subjects randomized to the double-blind phase) and final visit (or time of
discontinuation) Were to be calculated and summarized for subjectsin the open-labet/run-in
phase (randomized, nor-randomized and all subjects) and double-blind phase (each
trestment group} .

For the overal medication assessment by the subjects and the investigators, the number and
percent of responses in each category (i.c., very good, good, no change, poor and very poor)
were tabulated for subjects in the open-label/run-in phase (randomized, non-randomized and
al subjects) and double-blind phase (each treatment group).

s
All planned analyses were performed.

In addition, the same apalyses were repeated for subjects who discontinued due to
headache and dizziness, the only specific adverse events (other than nausea and/or
vomiting) that accounted for a substantial proportion of discontinuations. The analysis of
the endpoint discontinuation due to all causas was not performed since only four
additional subjects discontinued the double-blind phase due to reasons other than adverse
events or lack of effectiveness.

NDA 20,281 Supp. 018 7.




Degths or Discontinuations
|. Open-Label/Run-in Phase

No deaths occurred during the open-label/run-in phase of the study. A fotal of 30
(32.3%} subjects discontinued open-label treatment due tO adverse a/m{s (table 86|0W).
Of these 301 subjccts, 166 were randomized to the double-blind phase Of the Study.

Treatment Limiting Adverse Events Reporteg by >1% of Open-Label/Run-In -
P hase Subjects

Non-Randomized  Randomized All Spbiects

Adverse Event’ (N=762) (N=166) (N=928;
- noo(%%) A D (%)
Vomiting 48 (5.5 143 (86.1) 185 (20.0)
Dizziness (2.5) 48 (28.9) 67 (7.2)
Somnolence 34 (a3) 3 (18) 37 (4.0)
Pruritus 13 EZ-S)) 3 (18) 24 (2.6)
o 17 0 (0.0) .13 (1L4)
fQnald pation ; &18)) 3 (1.8) 11 (12
13 . 3 (1.8 1 (12
Any Adverse Event 17.7) 166 (100.0) 301 (32.4)

Subjects who discoatinued because of mare than ONE adverde event are included in cach
¢ategory that applies.
b .

Percentages are based on the 1otal number of subjects . each group

APPEARS THIS WAY
ON ORIGINAL

2. Double-Blind Phase
No desths occurred during the double-blind phase of the study. -
including 29 (53.7%) in the 10-day, 20 (33.9%) in the 16-day, an@fé’?%s?}% Sests.

day tramado! HCI titration groups—discontinued double-blind treatment due to adverse
events (table below). Nausea, vomiting, and headache were the adverse cvents thar led to

the discontinuation Of the greatest numbers of subjects.

APRERRS THIS WAY
P@omsmm

NDA 20.231 & . 016
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Double-Blind Treatment Limiting Adverse Events Summarized by Treatment
: Group

Tramado! HC! Group/Titration

Schedule
npe . 10-Daysto  16-Days to 13-Days |0
Al . ,:lg:'g;fg ?‘VAY 200 mg/day 200 150 mg/day
| : mg/day
! (N=54) (N=59) (N=54)
l Adverse Event? n (%b) no(UY) n <%b)‘
Nasea 25 (426) 11 (186) 11 (204)
Vomiting 4 (373 78 (835 3 _(5.6)
Headache (51 | (19
Dizzi ness _ 2 (37 | @7n 1 9.
Abdor_nma_\l Pain 2 {37 ¢ (00) 0 (00
Constipation I 19 o« (00O 1 (9
l3ash 0. 0O) ! 7 1 (19
Dyspnoea©s 1 @19 ' (@7 o0 (00
[ (19 o (00 0 (00
["Ja‘ , Ga._strc_:csophagcal Reflux I (19 0 ®@o» o0 (00
| Urticana Abnormal | (19 0 (0 0 (0.0
_ I (199 0 (00) 0 (0.0
Dlgrbdpth 0 (0) 1 (L7) 0 (0.0
Diarrhoea 0 (g | (7)) o (00)
Mouth Dry 0 (o t (17 0 (00
_ 0 (00) o (00 1 (L9
SkeréteF Pain 0 (00 0 (00 1t (19
0 (00) 1 (17 0 (0.0
Any Adverse Event 29 (537) 20 (33.9) 16 (29.6)
: Subjects who discontinued becausz of more than onc adverse event are included in
cach category that applies.

5251 POSSIBLE COPY

* Percentagesare based on the t ot al number Of subjeets in cach trearment group

) E ‘

Serious adlverse events wer e reported for three subjects, all in the open-labeVrum-in
phase of the study, including Subject 06002 (pain, bronchitis, and COPD), Subject
24018 {squamous cell carcinoma), and Subject 28048 (marked urinary reteation
secondary to bezign prostatic hypertrophy). All of these events were considersd by
the investigators to have an unlikeiy relationship t0 the stdy medication

7
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Efficacv Results

1. Open-Label/Run-in Phase

As shown in the table below, the mean PVA at baseline was 6.0 CM, while the mean PVA
at the finai open-label visit was 3.3 cm. Over 65% of subjects in the open-label/run-in
phase rated the tudy medication as very good or good. Over 65% of the investigators
rated the overall therapeutic effect of the open-labe! study medication on the subject’s pain

control as very good or gocd.

Open-Label/Run-in Efficacy Variables

NDA 20,281 Supp. 016

' Non- Randomized All Subjects
Randomized - =
— .
Schleening
ean 59 (6.2) . 6.2 (6.5 ) 2
e (6.2) 69 602
Std. Dev. 202 103 2.01 S
Min/Max 02 /100 13 /93 0.2 /10.0 —
N 760 167 927 8
Find OL
Mean 3.9 (3.6) 39 (36
(Median) ) 9 =
Std. Dev. 2.53 253 Fae)
Min/Max 0.0 /10.0 0.0 /10.0 —
N 701 - 701 4
ubi vers Ve
Missing N (%) 59 (7.7) ?_
Very Good N (%) 205 (26.9) )
Good N (%) 297 (39.0) -
No Change N (%) 156 (20.5) ﬂ
Poor N (%) 25 (3.3) -+
Very Poor N (%) 20 (26) APPEARS THIS WAY N .
N 762 ON ORIGINAL
V:
Missing N (%) 60 (7.9)
Very Good N (%)  185(24.3)
Good N (%) 314 (41.2)
No Change N (%) 157 (20.6)
Poor N (%) 29 (3.8)
Very Poor N (%) 17 (2.2)
N 762



o

|

2. Double-Blind Phase

As shown in the table below, the mean PVA at the start of the double-biind phase ranged
fram 5.6 to 6.2 cm among the three tramado} HCl titration groups, while the mean PVA at
the final double-blind visit ranged from 4.0 10 4.8 cm.

Over 6]% of subjects in each of the three titration groups rated the study medication 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 goed.

Double-Blind Efficacy Variables

Tramadol HC1 Group/Titration Schedute

t O-Days to 16-Days to 13-Days to
200 mg/day 200 mg/day 150 my/day
v
Baseline' '
Kgapdyledian) 6.2 (66) ~ 58 (6.5) 5.6 (5.8)
Min/Max B.3s 2.34 2.37
N 53 /96 05 /10.0 0.9 195
59 54
Final
Mean (Median) 4.3 (5.0) 43 (3.5 40 (3.0
q{:n/?a’x 2.70 2.80 2.90
N 0.0 /9.9 0.3 /100 0.1 110.0
53 o 53
v
Missing N (%) 0 (0.0 0 (0.0) 1 (19
¥epgGood N (%) 13 4.1 19 (322 12 (222
. 21 (389 20 (33.9) 21 (389)
'P\g\mfjhange N (%)(/ﬁ) 14 (259) 16 (27.1) 16 (29.6)
| 3 (5.6 2 (34) 2 (37)
, Very Poor N (%) 3 (5.8 2 (34 ‘2 (3.7)
N 54 59 54
Yiss N % (0.0) 17 (0.0) I (19
Good N (%) (16.7) (28.8) 9 (16.7)
\ * (%69 23 (39.0) 23 (426)
Biox Change N (%) 14 (23.7) 16 (29.6)
VC!'YPOG' N fﬂ;:)\ 6 (74) 5 (5..1) 5 (9‘3)
(0.0) (34) 0 (00
N 59 54

! Start of double-blind phase (Visit 2)

NDA 20,281 Supp. 016
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DISCUSS1 ON:

In a previous supplement approved August 1998, the sponsor presented results of less
discontinuations due to dizziness/vertigo When using a 1 C-day titration schedule. This l0-
day titration plan did not show significant fewer discontinuations due to nausea/vomiting.
In the current submission the sponsor tested alé-day titration rate in comparison 1O the

- approved 1 O-day titration schedule in the aim of achieving less withdrawals due to

adverse events. A 13-day titration arm of up to 150 mg of tramado] per day was aso
included in the study but this reviewer does not find rhis tirration schedule clinicatly
applicable (and apparently so does the sponsor who makes no claim for this titration

schedule).

This study is not offered in-support of a new indication or for a comparative claim.

Theresults of this study indicate that a16-day titration ratc of tramado! does redice the
incidence Of discontinuation due to nausea and/or vomiting in subjects Who previously
had difficulty tolerating tramadol because aof nausea and/or vomiting. The percentage of
subjects in each double-blind treatment group who discontinued due to nausea and
vomiting significanly higher for subjects in the 19-day titration group (46.3% of
subjects), than in the 1 S-day and 13-day titration groups (approximately 22% in both).

CONCLUSIONS:

‘This reviewer's opinion is that the data offer sufficienty strong evidence that ald-day
titration rate can reduce discontinuations due t0 NaUsea/vomiting so as to support 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 tee long and detailed than the health care
prefessional 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 |O-day titration schedule
IS Not recommended anymore under the proposed DOSAGE AND ADMINISTRATION
section and therefore, there isno gpparent reason to provide details of this regimen under
the CLINICAL STUDIES section. Below is the proposed sponsor’s [abeling annotated
with this rcviewcr's comments.

Recommended addizions 10 the proposed package insert are identified by shaded: :takz

and recommended delerions are identified Dy a singlosimikorhroughtine:

Titration Trials_(under Clinica Studies] o

TN JSSIBLE COPY
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Reviewer’s Comments: 73, 7 0.day titration scheduse 15 not recommended_anvmore
under the proposed DOSAGE AND ADMINISTR4 TION

section and therefore, there is no apparent reason 1o
provide detatls of this regimen underthe CLINICA4L ~
STUDIES section. Moreover. adding this not-recommended
informarion may create a Significant confusion among
readers. o

PDRAFT

Reviewer’ s Comments:

NDA 20,281 Supp. 016
32
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ESAGEAMQADMIN!STRA‘UC; — \T
LaBeun g

Reviewer's Comments- No comments Jor this section of the labeling.

RECOMMENDATIONS:

The supplement should be approved with :hc above changes in the proposed labeling.

APPEARS THIS WAY
ON ORIGINAL

/_/_,_,

M Avcrbuch, MD
-Supp. NDA # 20,281/016
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. DEPARTMENT OF HEALTH & HUMAN SERVICES

Public Health Service

MEDICAL TEAM LEADER REVIEW

ANI‘I-INFLAM{ATORY, ANALGESIC AND OPHTHALMIC DRUG
PRODUCTS DIVISION -- HFD-560

NDA #:
SUBMISSION DATE:

TYPE:
REVIEW DATE:
REVIEWER:

NAME:

SPONSOQR:

PHARMACOLOGIC CATEGORY:

PROPOSED INDICATIONS:
DOSAGE FORM & ROUTE:
RELATED REVIEWS

CS0:

RESUME:

20-281, SE2-016

Feb. 23, 1999,

Efficacy Supplement
Dec. 20, 1999.

John Hyde, Ph.D., M.D.

Ultram (tramado] HCI).
RW. Johnson

920 Route 202

P.0. Box 300

Raritan, NJ 08869
phone (908) 704-4600

Analges:c
Management of Pain
Scored tablets, oral, 50 mg

Medical Officer Review of 7/1/88.
Chemigtry Review of 9/7/99.

Y. Kong, Pharm.D.

Utram was approved ¢n 3/3/95 for marfagemgnt of pain with recommended
dosing of 50 to 100 mg every 4 to 6 hours, not to exceed 400 mg/day.
Supplement 014, approved on 8/21/88, inciyded additional dosing information
reflecting the results a study that showed dizziness and vertigo-were reduced
when Ultram'was initiated with a titration regimen increasing the dose 50

mgfday every 3 days.

This supplement consists of two parts: the introduction of a scored tablet to
allow a 25 mg dose, and labeling to reflect use of the 25 mg dose in a slower
titration regimen (16-days) that was shown te red&e discontinuations for

nausea and vomiting compared ta more rapid titration.

The Chemistry Reviewer found the CMC changes acceptable and
recommended approval. The Medical Reviewer agreed with the conclusions

of the titration study and found the application approvable, pending some




Ultram, NDA 20-281, SE2-016
' Page 2

modifications to the proposed labeling text, including removal of referencesto
the previous 10-day titration study.

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

DISCUSSION: .
(See Medical Review for applicant's original proposed labeling text.)

The recommend dosing for ULTRAM is 50 ta 100 mg every 4 to 6 hauts not
to exceed 400 mg/day. Without substantial evidence of efficacy data for the
25 mg dose, the recommended dosing should still be 50 to 100 mg. Evidence
was not provided that the 25 mg dose will provide adequate acute pain relief,
and is reasonable to presume it would not. The labeling should clearly reflect
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 should be eliminated, since Q4 ia hot an
approved indication, and the fact of these patient having OA was incidental
the major object of the trial was to study discontinuation due to 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 from the DOSAGE AND
ADMINISTRATION section, since the information is described in the clinical

trials section.
Recommended changes to the labeling are presented on the next page:

APPEARS THIS WAY
UN ORIGINAL




Ultrarm, NDA 20-281, SE2.016 .
t Page3'’

Reviewer's Recommended changes frommcnem_aggmm labeling:

Under Clinical Studies, insert as last paragraph:

PRAET
LAREC/ING

e S \\____,_,—

Under DOSAGE AND ADMINISTRATION:

- Retain first paragraph of gyz}ent approved iabehng, but delete last sentence

C
. Insert as second paragraph:

DRA £ T
LHBELJ

APPEARS THIS WAY
“ON ORIGINAL
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Ulgam, NDA 20-281, SEZ-016.

Discussions with the Applicant
The above recommended wording was faxed to the applicant 12/6/99. The

applicant was contacted by telephone on 12/13/99. FDA staff was Yoon Kong,
CSO0, and Dr. Hyde. See separate telecon notes.

| Paged’’

The-applicant accepted FDA wording for the text describing the clinical
trials, bqt wanted to mcluded a graph comparing discontinuation for nausea
and vomiting, showing results for the 10-day titration to 200 mg/day the 13-
day titration to 150 mg/day, and the 16-day titration to 200 mg/day. ‘The
applicant agreed te include the graph but to eliminate the 13-day titration to
150 mgfday, since 150 mg/day does not represent a recommended dosing

regimen.

i

The applicant also proposed making changes the D&SAGE AND

ADMINISTRATION section to describe the dose titration for chronic pain
before, rather-than after, the description of dosing for acute pain.

In subsequent fax communications, the applicant agreed to some editorial
changes in the DOSAGE AND ADMINISTRATION section as reflected in

draft text dated 12/14/98.

RECOMMENDATIONS:

The labeling proposed by the applicant in the gubmission dated 12/14/99 is

acceptable and should be approved.

Since the applicant is currently investigating pediatric use of this product in

earliest Eermitted date (12/2/00).

THWAY
ORIGINAL

Orig NDA #20-281
HFD-550/Div File
HFD-340
HFD-350/CSO/Kong
HFD-550/Chem/Ha
HFD-550/MO/JHyde

7 -~

A
John E. H\y)ﬁe, Ph.D., M'D._

APPEAR S lAY

ON ORIGINAL

‘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

[2:20-77
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APPLICATION NUMBER: 020281/S01¢

CHEMISTRY  REVIEW(S)




ND 4 Zo~ 2% | o :
R =y
SEP -7 logs
Chemistry Review #1 I. Division . 2. NDA Number
B HFD-550 20-281
3. Name and Address of Applicant 4. Supplement
The R. W-Johnson Pharmaceutical Research Instityte, 700 Route 202 SaL&, P. Num ber Date
0. Box §70 Raritan, NJ 08869-0602 20-281/5-16_2/23/99
I ]
| 5. Name of Drug ULTRAM® Tablet 6. Nonproprietary Name Tramado! HC! tablets
7. Supplement Provides for: 8. Amendment(s)
the addition of a score to the UL TRAM® 50 mg Tablet in order t0 allow 3-8-99
physicians to prescribe a new tration dosing regimen at 25 me, §-25.99
9. Pharmacological Category 10. How Dispensed: Rx | 1'1. Related Documents- Nona
i p—
12. Dasage Form Tablets 13. Poteney(ies): 50 and 100 mg
—
[14. Chemical Name and Strueture:
CH _ N(CH
MO NEH)
£ f . HCI
} OH APPEARS THIS WAY
: CH,0 ~  ONORIGINAL
!
‘ TRAMADOL . HCI
M. W =29984

Formular: C16 Hog N02 HC!

5= ey

15. Comments:

The results of these studies demonstrate that theryy TRAMe . :
_TRAMS Somgmbles wid] ] MWMLL%
| -

N

L
ks

gJ"& (, 16. Conclusions 2nd Recommendatioas: Recommend approval from the chemistry point of view.




o ettt —t—— e, -
— - - ——

" _ +
—I7 Name,Review Chemist Signature

Ban Ho. Chemist

—

Team Lsader C_—Z-Sé : 1 Dai/ /27
Hasmukh Patel i

‘CC:NDA 20-28 1

HFD-550/Division File L
HFD-550/Lewin AP._PEARS THIS WAY

HFD-550/B. Ho s
HFD-550/Pate! ON CRIGINAL

HFD-930X. W. Chen

Doc SD: 2028 1 S 16SCOREABH

APPEARS THIS WAY
ON ORIGINAL
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Tramadol BCI Tabiets 50 mg Scored NDA 20-281/Supplemens

ITEM 13: PATENT INFORMAT!ON
Information required in accordance with 21 CFR § 314_’53

ULTRAM® (tramadol hydrochloride) clblcts are not protected by patent,

US Patent Ng, Expiration Date
3,652,589 March 26, 1989
3,830,934 August 20, 1991

* Additional Exclusiticy Information:

Waxman Hatch Expiration Date: 2000, based ON
approval of NDA 20-281, March 3,
1995,

APPEARS THIS WAY
ON GRIGINAL




EXCLUSIVITY SUMMARY FOR NDA # 54 981 SUPPL # SE2-016

Trade Name Ultram Tablets, 50 mg and 100 Mg o0+ Name Tramadol Hydrochloride Tabjets

Applicant Name The R. W. Johnson Reszarch | nstitute HFD # 550

Approva Date If Known

PART | £8 AN EXCLUSIVITY DETERMINATION -NEEDED?

1. An exclusivity determination will be made for al origina applicatians,hut only for certain
supplements. Complete PARTS II and 111 of this Exclusivity Summary only if you answer "yes"to one
or more of the following question about the submission.

{a} Is it an original NDA?
' YES / /NO/x/

— T

b) Isit an effectiveness supplement?
TYES /X NO/
If yes, what type? (SE1, SE2, etc.) SE o

c) Did it require the review of clinical data ocher thar to support a safety claim or change in
labeling related to safety? (If it required review ogly of bicavailability O bioequivalence data,

answer “no.")

‘
N

YES/X / NO/ ¢

If your answer is "no” because you believe the study is a bioavailability Study and, therefore,
not eligible for exclusivity, EXPLAIN why it is abicavailabijlity Study, including your reascns
for disagreeing with any arguments made By the applicant that the study was nor smply a

bicavailability s t u d y .

g i
e iy S

If it is a supplement requiring the review of clinica data but it is not an effectiveness
supplement, describe the change or claim that is supported by tie clinicai data:

i
t

gf B Form OGD-011347 Revised 10/13/98
cc: Origind NDA  Division File HFD-93 Mary Ann Holovac




d) Did the applicant request exclusivity?

YES/ x / NO/ /

If the answer to (d) is "yes,” how many years of exclusivity did the applicant request?

2 ey
e) Has pedianric exclusivity been granted for this Active Moiety?

e

[F YOU HAVE ANSWERED "NO” TO ALL OF THE ABOVE QUESTIONS. G
, ALL ( . GO DIRECTLY
THE SIGNATURE BLOCKS ON PAGE 3. ”

2. Has a product with the same_active ingredient(s), dosage form, Strength route of administration, and
dosing schedule, previously been approved by FDA for the same use? (Rx 10 OTC switches should be

answered NO-please indicate as such)
YES/ / NO/X /

If yes, NDA # . Drug Name : .-

gNTéf &N;WER TO QUESTION 215 "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS

3. Is this drug product or indication a DES| upgrade? »

YES/ _/ NO/ X7/

—

IF THE ANSWER TO QUESTION 3 1S "YES.” GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8§ (even if astudy was required for the Upgrade).

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #l or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same active
moiety as the drug under consideration? Answer “yes’ if the active moiety (including Other esterified

forms, sal.ts. compl exes, chellates or. clathrates) has beeq previously approved, but this particular form
of the active moiety, e.g., this particular ester or salt (including Salts with hydrogen or coordination
bonding) or other non-covalent derivative (such as a complex, chelate, OF clathrate) has not been
approved. Answer “no” if the compound requires metabalic conversion (other than deesterification Of
an esterified form of the drug} to produce an aready approved active moiety.

YES/ X/ NO/_ ¢

—

Page 2




If "yes," identify the approved drug product(s) containing the active moiery, ard, if known, the NDA
#(s).

NDA#  2v-2¢| UiTvemn ((draanmmeda V)

NDa#

NDA#
A

2. Combination product.

If the product contains more than one active moicty(as defined in Part |1, #1), has FDA previously
approved an application under section 505 containing anv one Of the active moieties in the drug
product? If, for examgple, the combination costains one never-before-approved active moiety and one
previously approved active moiety, answer “yes” (An active moiety that is marketed under an OTC
monograph, but that was never approved under an NDA4, is considered not previously approved.)

YES/_/ NO/__/

if “yes,” identify the approved drug product(s) containing the active maiety, and, if known, the NDA
X(8)-

NDA#

NDA# A

NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART [IIS“NO,” GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. IF "YES” GO TO PART IlII.

PART 11 THREE-YEAR EXCLUSIVITY FOR NDA’'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain “reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application and
tonducted or sponsored by the applicant” this section should be completed only if the answer to
PART. II, Question 1 or 2 was"yes.”

Page 3




1. contain T n;mnnq’) e L e |
mvigt?eaf:lhc?n?l:g Cr:g:r? mvcsuman?nosnsoggu(itlgtljcgln Ir?:riills ther 1 nﬁnmﬁ%%@;mﬁerpms Chmcal
9 8 N cr han b mava.‘ ab:hty &uqles z’nm

application contains clinical investigations only by virtue of "a fiin :rcncc to Hmeey
investigations in another application, answer “yes,” then skip to quesﬂgg a} | {H% Eo NS
“yes’ far any investigation referred to in another application, do not mmhl%rp remainder n £Im y
complete remainder Af cvrmmena
for that investigation. ry

YES /X / NO/_ ¢
IF“NO,” GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval” if the Agency could not have apptoved the
application or supplement without relying on that investigation. 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 previousy approved applications (i.e., information other than clinica trials, such as
bicavailability data, would be-sufficient to provide a basis for approval as an ANDA or 505(b)(2)
application because of what is already known about a previously approved product), or 2) there are
published reports of studies (other than those conducied 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 Inlight of previously approved applicatioss, iSaclinical investigation (either conducted by
the applicant or available from same other source, including the pubtished literature) necessary

to support approval of the application or supplement?
YES L. NO/__/

If “no,” state the basis for your conclusiaon that a clinical trial is not necessary for approval AND
GO DIRECTLY TO SIGNATURE BLOCK ON PAGE §&:

(b) Did the applicant submit alist of published studies relevant ta the safety and effactveness
of this drug product and a statement that the publicly available data would not independently

support approval of the application?

YES /__7 No/ )Xy

APPEARS THWAY

ON ORIGINAL

Page 4




(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree with
the applicant’s conclusion? If not applicable, answer NO.

YES/__/ NO/I 7/

—

If lain:
yes, explain APPEARS THIS way
ON ORIGINAL

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

YES/ [ NO/X/

If yes, explain:
APPEARS THIS WAY
ON ORIGINAL

(¢) If the answers to (b)(I) and (b)(2) were both "no.™ identify the clinical investigations
submitted in rhe application that arc essential to the approval:

C APLS —on )

~ APPEARS THIS WAY
ON ORIGINAL

Studies comparing two products with the same ingredient(s) are considered t0 be bioavaitabilicy studies
for the purpose of this section

2. In addition to being essential, investigations must be “new” to support exclusivity. The agency
interprets “new clinical investigation” 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 another investigation that was relied on by the agency to demonstrate 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.

APPEARS THIS WaY
ON ORIGINAL

Page 5




a) For 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 drag product?
(If the investigation was relied oo oniy to support the safery of a previousty approved drug,

answer “no. ")

Investigation #l YES/__/ NO/A

—

i If you have answered "yes" for one or more investigations, identify each such investigation and
i the NDA in which each was relied upon:

{b) For each investigation identified as “essential to the approval”, does the investigation
duplicate the resuits of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?

Investigation #l YES/ | NO/ K/

If you have answered “yes’ for one or more investigation, identify the NDA in which asimilar
investigation was relied on: R

- ¢) If the answers 10 3(a) and 3(b) are no, identify each "new” investigation in the application or
supplement that isessential to the approval (i’e., the investigations listed in #2(c), less any that

arenot “new”):

LRiP53 s

| f"":l_RS TS WAY
L4 URIGINAL

2L 30AR w?
WA AT THIS WA

4}

UM GRIGINAL

Page &




4. To be eligible for exclusivity, anew investigation that is essentiaj to approval must aso have hezn
conducted or sponsored by the applicant Aa investigation was “conducted or sponsored by” the
applicant if, before or during the conduct of the investigation, 1) the applicant was the Sponsor of the
interest) provided substantial support for the study. Ordinarly, substantial support wiil mean providing

50 percent or more Of the cost of the study.

a) For each investigation identified in response t0 question 3(c): if the investigation was carried
out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

1 —

Investigation #

IND #_____YES/X_/ | NO/__/ Explan:

!

Investigation #2 ' APPEARS THIS WAY

IND # YES/ / I NO/__/ Explan: ON  ORIGINAL

(b) For each investigation not carried out under an IND or for which the applicant was not
identified as_ the sponsor, did the applicant certify that it Or the applicant's predecessor in interest
provided Substantial support for the study?

»

Investigation #l !

!
YES / /Explain ' NO /__/ Explain

!

| APPEARS THIS WAY
! ON GRIGINAL

Investigation #2
YES/___/Explain ' NO/___/ Explain

'
!
!

Page 7




' {©) Notwiths’tanding an answer of "yes" to (a) or (), are there other reasons to believe that the

applicant should not be credited with h, . « canducted or » the study?

studies may not be used as the basis for Ienxgcl usivity. sponsored” the SUdy? (Purchased
ever, if all rights to the dru are

purchased (not jut studies on the drug), the applicant ma;%l)e considered To have sponsor

conducted tire stdies sponsored or conducted by its predecessor in interest.)

YES/__/ NO/ X/
If yes, explain:
} /l/)u{ /
i /‘/Stgn% , Date
T&tle ", O, 4&-, e
g A b e APPEARS THIS way
o ‘ , o - ONORIGINAL
/57 )
o 1/1] R
Signature of Office/ ' Date .

, Division Director

cc. Original NDA  Division File HFD-93 Mary Ann Holgvac

APPEADS THIS WAY -
" eNAIAL

Page s




‘ “Signature ‘ / / -ﬁ . R Date - 7
‘ -/

Pediatric Page Printout for YOON KONG

PEDIATRIC PAGE

{Complete for all original application and ail efficacy supplements)

Page | of ]

NDA/BLATNUMDE ™ 208 T Trade Name ULTRAM (TRAMADOL HCL) TAB

LETS

Supplement Generic Name: TRAMADOL HYDROCHLORID

Number: 16
Supplement Type: SEZ2  Dosage Form:

Proposed Management of moderate to moderately severs

. Action: ; o
Regulatory AP I ndication: pain

ARE THERE PEDIATRIC STUDIES IN THIS SUBMISSION?
NO, No waiver end no pediatric-data

What are the INTENDED Pediatric Age Groups for this submission?

NeoNates (0-30 Days ) _x_Children (25 Months-12 years) yoe o€
—__Infants (1-24 Months) _ x _Adolescents (13- 6 Years)

La bel Adequacy Inadequate for ALL pediatric age groups

Formulation Status
Studies  Needed )
Study Status - 3

P

Are there any Pediaric Phase 4 Commitments in the Action Letter for the Original Submission? NO

COMMENTS:

Sponsor has a written request lenzr for the originaji NDA 20-28 1.

This Page was cor;x“
YOON KONG

/v o 95

‘:'_“ 'd-k.'\,

BEST POSSIBLE COPY

APREARY THIS WAY
U%msmm

hitp://150.148.153.183/PediTrack/editdata_firm cfm?ApN=2028 ' &SN=16&ID=633

12720/99

A

i



~ ITEM 16: DEBARMENT CERTIFICATION
The R.W. Johnson Pharmaceuticai Research Institute certifies that we did not
and will not use in any capacity the services Of any person debarrsd under
subsections 306(a) or 306(b) of the Federal Food and Drug and Cosmetic Act
io connection With this New Drag Application.

7

; : Sandra c. Cottrell, PhD

' Director, Regulatory Affairs

; The RW. Johnson Pharmaceutical Research Institute
P Route 202 P.O. Box 300

Raritan, New Jersey 08869-0602

APPEARS THIS WAY
ON ORIGINAL

»
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RECORD OF TELEPHONE CONVERSATION/MEETING

DATE 8/17/99

1 ‘Questions raised:

We request that the firm commit to include the
revised bateh record in the next annual report.
Firm is recommended-to send the commitment to
the revicwer by fax foilowed by an official
amendment to this supplement (S-01 6).

Respounse:

Agreed.

APPEARS THIS WAY
ON ORIGINAL

NDA NUMBER 20-281/5-016
IND NUMBER
TELECONMEETING

INITIATED BY MADE

oo ‘ oo
JOAPRLICANT/ OxTBY
DXOSPONSOR TELEPHONE
oo oo

IxIJFDA oo

e C CIN PERSON
PRODUCT NAME

Tramadol HCI Tablet

FIRM NAME

> R.W.Johnson

NAME AND TITLE OF PERSON WITH
WHOM CONVERSATION WAS HELD

Dr. Sandra Cottrelt
Director, Regulatory Affairs

TELEPHONE

908-704-4600

DIVISION HFD-550

A
SIGNATUR{ /37 '1\
o
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THE R W JOHNSON A
PHARMACEUTICAL RESEARCH INSTITUTE

AQUTE 202, 2.0 BOX 300. RAAITAN, NEW JERSEY 08883-0602

FEB.23 1999

Food and Drug Adrministration . NDA20-281
Center for Drug Evaluation and Research {1 TRAM® frramadol

Office of Drug Evaluation v hydrochloride tablets)
Division of Ant-Inflammatory, Analgesic e
. and Ophthalmic Drug Products (HFD-550) NDA SUPPLEMENT

Attn: Document Control Room N115 Scored 50mg ULTRAM® (tramadol
9201 Corporate Boulevard HC] tablets)
Rockville, Maryland 20850 Dose Titration Labeling Change

DearSir/Madam:

Reference is made to NDA 20-281 for ULTRAM® (tramadol HC! ablets) approved on
March 3. 1995, and its supplement S-014, approved August 2 1, 1998; to correspondence
filed with the Agency to INI§ -~ Jon May 1, 1997 and July | 1, 1997 for Protocol
CAPSS-047; and to correspon\a?n?c filed to NDMA 20-281 on October 13, 1997 with
regard to a 59" mg scored tablet.

At this time, the R. W. Johnson Pharmaceutical Research ingtitute is submitting a
supplement to NDA 20-281 containing Chemistry, Manufacturing and Controls
informationisupporting the sconng of the 50 Mg tramado) hvdrochioride tablet.dhe fnal
-‘study report for Protocol CAPSS-047, and proposed labeling changes to further enhance
compliance and tolerability of the product.

« The Chemistry, Manufacturing and Controls information contains data to support the
physical/chemical qualification of a 50 mg scared tablet. WC have provided finished
product specifications for the 50 mg scored tabley!

f

* Final Study results of Protocol CAPSS-047 indicate that the slower titration regimen of
tramadol hydrochloride (25 mQ increments every 3-days) significantly reduced the
INCIOENCE of discontinuation due to adverse events, especially Naisea and/ar voMiting,

« This supplement contains proposed labeling changes to the Clinical Studies,
DOSAGE and ADMINSTRATION and .. SUPPLIED sections of our current
package msert. New text iS provided under the Clinical Studies Section which
incorporates  descriptions of the double-blind Study Protocoi CAPSS-047: “An
Evaluation Of the Effect of Titration Schedules Of ULTRAM? (tramadol HCI) in




) —

Subjm Mth'Chromc Pam meded baein_ Clinical Studiec eantin
describes the- double-blind study showiny tbe Seneiic O Siawed B (Fatl 71 (BT

Protocol TPS-DOS, “An Evaluation Of Varying Titration Rates of ULTRAM®

1ramadol HCl (RWJ 26898-002) in Subjects with Chronic Pain of Osteoarthritis”
(T _ __) asprovided n support of NDA 20-281/5-014, approved

For ease of review, we are providing a Side-by-sde text comparison Of the current version
(Package Insert 635-19-227-4) and the new version of the finat product labeling
incorporating the proposed ¢hanges. We will provide the Agency with the new numerica
idendifier for the final product labeling associated with this suppiement after approva and
~ uparr Submission of -the final product labeling to the FDA. A diskette containing the

| rurming text for this new version of the final product *labeling in Microsoft Word 7.0
format, as well as hard copy of thisdocument, are appended.

User Fee check payment in the amount 0@35 submitted January 13, 1999
under UserFee-ID l\@ copy of the Form FDA 3397 is provided herein.

In addition at this time in accordance with 21 CFR § 3 14.50(j), wc state that this
supplemental application, upon approval by the U.S. Food and Drug Administration, is
entitled to athrec year period of marketing exclusivity under provisions of 21 CFR
§ 314.108(bX5), and respectfully request the granting of this:xclusmry We cetify that
the study upon which this supplemental applicajjon relies isa*new clinical investigation”
that IS “‘essential to approva of the proposed labeling changes in this supplement, and was
“conducted or sponsored by the applicant™ within the meaning of 2'1 CFR § 314.108(a).

The archivat-and review copies Of thiS supplement arc enclosed. AsS required by CFR §
314.71(b), "we certify tmt- a fieid-copy containing a tue copy of the Chemisery,
Manufacruring .ard Conirols_section, 21 CFR § 314.50(d){1), and a copy of the
application form reguired under 21 CFR § 314.50(a) (Form FDA 356h} has been
provided directly to the FDA District Office in North Brunswick, New Jersey.

Should you have any questions piease contact me directly at (908) 704-4033 or our phone
number dedicated for FDA use at (S08) 704-4600.

Sincerely,

The RW. Johnson
Pha.nna.ccutlcal Research Institute

————

Cloow

andrz Cottrell, Ph.D.
Director
Regulatory Affars

cc: Lt Cmdr. D’ Annie Gunter (HFD-550) (Letter Only)
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PHARMACEUTICAL RESEARCH INSTITUTE

HOUTE 202 # Q. BDX 300, AsiTaN, NEW JERSEY O8863-0607
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| R MAR -8 ioaq
Food and Drug Administation NDA 20-281
Center for Drug Evaluation and Research  ULTRAM® {tramadol
Office of Drug Evaluation V - - hydrochloride tablers)

Division of Anti-Inflammatory, Anvalgesic

. and Ophthalmic Drug Products (HFD-550) CORRESPONDENCE

At Documnent Congol Room N115 Transmission of missing volumes
9201 Corporate Boulevard V NDA Supplement S-016

+ Rockville, Maryland 20850 '
DearSir/Madam:

Reference is made to NDA 20-281 for ULTRAM?® (tramadol HCI tablets) approved on
March 3, 1995, its supplement S-016, submitted February 23, 1999 and atelephone call
placed by Lt. Cmdr. D’ Annie Gunter, Project Manager for the product Lt Cmdr. Gunter
identified that the archival copy of this supplement Was missing four vol umes in
transmittal. We, have clarified that these are Volumes 9 through 12 and are providing

them at this time.

2

Please accept our apology for this omission.

Should you have any qUestions please contact me directy at (908) 7044033 or our phone
number dedicated for FDA use at (908) 704-4600.

. Sincerely,

The R.W. Johnson
Pharmaceutical Research Institute

Gt

Sandra Cotrei], Ph.D.
Director
Regulatory Affairs

CC: Lt. Cmdr. D’ Annie Gunter (HFD-550) (Letter only)

- JOLLA RARITAN SPARING HOUSE ZURICH
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* THE RW JOHNSON
PHARMACEUT!CAL RESEARCH INSITZEUTE

ROUTE 202, P.Q. BOX 300, RAMTAN, MWJE&TMW

SUPPL NEW CORRESP
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Center far Drug Evaluation and Rescarch ULTRAM® (tramadol -
Office of Drug Evaluation V hydrochloride tablets)
Divison of Anti-Inflammatory, Analgesic
and Ophthalmic Drug Products (HFD-550) CQORRESPONDENCE:
¢ Atn: Document Control Rocm N115 Amendment t0 NDA Supplement S-016:
*9201 Corporate Boulevard Investigator Financial Disclosure
Rockville, Maryland 20850

" -
LT e e

~Food and Drug Administration

DearSirMadam:

Reference iS made to NDA 20-281 for ULTRAM® (ramadol HC! tablets) approved on
March 3, 1995, and to a supplement submitted February 23, 1999 and acknowledged by
the Agency oz March 3, 1999 as S-016 with a decison 1o file date of April 27, 1999 in

accordance with 21 CRF 314.101(a).

Reference is_‘also made to tbe Federal Register of December 31, 1998, with the final rule,
effective February 2, 1999, on  the requirement for financial disclosure by chnical
investigators, as described in 21 CFR 54.

. The subject suppiement contained a new d:.mbh-:-bh’md~ study, Protocot CAPSS-047: “An

Evaluation of the Effect of Titration Schedules of ULTRAM® (tramadol HC) in Subjects
with Chronic Pain™, which completed double-blind conduct on April 30, 1998 and was
issued on December 8, 1998. Whereas this new study, “is used to support” the subject
application that. was “submitted .on- Or after Febmary 2, 1999,” R W. Johnson
Pharmaczutical Research Institute (RWJIPRI) interprets the regulations to require our due
diligence in obtaining retrospective data of financial disclosure ON inyestigators
participating in this never previously submitted study, Protocol CAPSS-047.

Accordingly, RWIPR! is amending owr supplemental NDA S-016 with the financial
disclosure information. Referencing the letter of January 20, 1999 from Douglas L.
Sporn, Director Office of Generic Drugs, item number 3, we request that this information
be placed in the appiication “immediately following the patent and exclusivity
certification inforrnation” and preceding Item 16, Debarment Certification.

Nr -
T

LA JOLLA ’ RARITAN SPRING HOUSE - ZURICH
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Should you have any questions please contact me directly at (908) 7044033 or OUN phone
/ number dedicated for FDA use at (908) 704-4500,

Sincerely,

The R.W. Johnson
Pharmaceutical Research Institute

| APPEARS THIS WAY
' CW ON ORIGINAL
f Sandra Cottrell, PL.D,

Directer
3 - Regulatory Affairs

' cc: Mr. Anthony Zecolla {HFD-5 50) (Letter only) .

APPEARSTHIS WAY
ON ORIGINAL
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THE R W IOHNSON
PHA RMACEUTICAL RESEARCH INST!TLTE

SCUTE 202, PO, BOY 200 AARITAN S JERSEY Q58683507

-ss. .

Food and Drug Administrat APRtsxggg i

ood and Drug Administration T L

Center for Drug Evaluation and Research mm adol '

Office of Drug Evaluation V hydrochloride tabjets) .-

Division of Anti-Inflammatory, Analgssic -

and Ophthalmic Drug Products(HFD-550) Correspondence

Arm: Document Control Room N115 S-01 6 Scored 50mg UL TRAM?® (ramadol
9201 Corporate Boulevard HCl tablets) - Response t0 FDA

Rockville, Maryland 20850 Request for Electronic Copy of Clinical

Reports

_Sez-ole
. é /\,i

Reference is made to NDA 20-281 for ULTRAM® (tramadol HC| ablets) approved on

March 3, 1995. and to Supplement S-016 filed on February 23, 1999 to provide for a

Chemistry, Manufacturmg and Centrols amendment supporting the scoring of the 50 mg

warmadol hydrochloride tablet, and proposed labeling changes to proridc for titration of

the product, to further enhance compliznce and tolerabitity Of the product. Reference is

also made to a voice mail message received By Dr. Sandra Correll (R. W. Johnson
Pharmaceurical Research Institute on Aprl 14, 1999 from Dr. Constance Lewin ..
(HFD-550), requesting a CD-ROM containing clectronic copies on CD-ROM of the two
clinical studies provided in that submission.

Dear Sir/Madam:

In response t0 this request, =nclosed 55 a CD-ROM containing €electronic copies of clinical

study reports for CAPSS-047: “An Evaluation Of the Effect of Tiwzdon Schedules of

ULTRAM?® {tramadol HCI) in Subjects with Chronic Pain’< G)
and TPS-DOS, “An Evaluation Of Varying Titration Rates Of ULTRAM

Tramadol HCI (RWJ 26898-002) in Subjects with Chronic Pain of Osteoarthritis”
Please note that these documents are provided in Micrasoft

Should you have any further questions or requests, please contact me directly at (908)
7044033 or our phone number dedicated for FDA use at (908) 704-4500.

Sandra Cottrell, PA.D
Director
Regulatory Affairs
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supp.  Newcorresp YUN - 7 199 <
FoodandDm Administration ]

Center for Dmg Evaluationand Research L ‘ (tramadoi 3 ,"5-;_.
Office of Drug Evaluation V hydrochioride tablets) oo
Division of Anti-Inflammatory, Analgesic i -
and Ophthaimic Drug Products (HFD-550) mxmzsmmm SN
At Document Control Room N115 ~=
Responseto Agen
9201 Corporate Boulevard- Request for El ectronic Copies
Rockville, Maryland 20850 of Current Labeling and Proposed
Dose Titration Labeling Change
DearSir/Madam:

Reference iS made to NDA 20-281 for ULTRAM® (tramadol HC1 tablets) approved ON
March 3, 1995, and to a Supplement {8-01 6) submitted on February 23, 1599, to provide for

2 50 mg scored tablet and a titration labeling change.

In response t0 @ voice mail request fom Dr. Constance Lewin, Project Manager, WC are
hereby providing a diskette (WORD 6.0, W'mdowg 95) with the current labeling for
ULTRAM® (tramadol HCI tablets) and the labeling proposed in our February 23, 1999
submission (S-016). Dr. Lewin noted that the elsctromic copies Of the labeling were
requested by the Medica Reviewer for ULTRAM.

If | can be Of further assistance, please contact me at (908) 704-4033 or use our number
dedicatad t0 FDA USC, (908) 704-4500.

Sincerely,

Sandra C. Cottrell Natasha Rogozenski
Director . Assistant Director
‘Regulatory Affairs Regulatory Affairs

mmmammmmmwuawm W
LA JOULA RARITAN SPRING HOUSE . 2URICH
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AOUTE 202, P.C. BGX J00, AARITAN, NEW IERIEY Dasbd-0802

DEC 2 2 1933
Food and Drug Administration NDA 20-281
Center for Drug Evaluation and Research UL (tramadol
Office of Drug Evauation V hydrochloride tablets)

Divisien of Anti-Inflammatory, Analgesic “ _
and Ophthalmic Drug Products (HFD-550) CORRESPONDENCE

Artn: Document Contzol Room N | 15 Final Labeling for 50-mg Scored Tablet
5201 Corporate Boulevard and ,

Rackville, Maryland 20850 Dose Titration Labeling Change (S-016)
Dear Sir/Madam:

Reference is made to NDA 20-28 1 for ULTRAM® (tramadol KCl tablets) approved on
03 March 1995, and to a Supplement (S-016) submitted on 23 February 1999. to provide
for a SO mg scored tablet and atitration tzbeling change. Reference isalso made to
correspondences to this supplement by The RW. Johnson Pharmaceutical Research
Ingtitute RWIPRI) on 07 June 1999.02 December 1995 and 14 December 1999,

On 14 December 1999, RWJIPRI provided the fisul, running text version of the revised
draft labeling o support our 23 February 1999 submission (S-016) along with an
electranic copy Of this final proposed new labeling (WORD 7.0, Windows 95/Office
97) which reflectad the full exchange of dialogue and FAXed text between the
Agency and RWIPRL In a teleconference with Dr. Y oon Kong on 21 December
1999. we notified the Agency of an error in Figure 2 of the package insert which
. depicts the time to discontinuation due to ndus:afvomxtmg A probiem with a old
version of the software causcd a minor error in the darta plot. The correct version of
Figure 2 is included in this submission aong with the editorial changes FAXed from
the Agency on 21 Decamber 1999. RWJPRI agress with the -FDA reviewer's
recommended changes to our submission of final proposed new labeling dated
14 December 1999 with ene clarification which follows:

AGE AND AD F"/’_\"j

At this time, WC are providing the corrected final ranning text and the corresponding

electronic copy.
APPEARSTHISWAY
ON ORIGINAL

NAULTR AMscored S0mgiSNDAPackagre InsartiFiaal rua it aed Divkene Tigatoa Labcling. 1222 79.dec
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If | can be of further assistance, please contact me at (908) 704-4222 or ‘USC our
number dedicared 10 FDA usz, (508} 704-4600.

Sincerely,

The’ RW. Johnson

Pharmaceutical Research instinue APPEARS THIS WaY
Natasha Rogozenski ON ORIGINAL

%MW

Assistaat Director
Regulatory Affairs

cc: Yoon Kong PharmD (HFD-550) additional c0py,'fr'§;iuding diskette, viz Courier

APPEARS THIS wAY
ON ORIGINAL

LAST PAG[:

) Nr\ULTRAHMﬁMNDAM;: InacroFiny nes o2t aod Disieus Tivwson Labeling 1223 99 ,doe
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Dr. Constance Lewin (HFD-550) NDA 20-281 5
Food and Drug Administration ULTRAM® z
Center for Drug Evaluation and Research (tramadol HCI tablets) o 3
Office of Drug Evauation V y N -
Divison of Anti-inflammatory, Analgesic NDA Supplement S-016 L
and Ophthalmic Drug Products (HFD-550) Lo T, }
9201 Corporate Boulevard Amendment - -
Rockville; Maryland 20850 R'sponsc to RCVIC\Vmg ~ T
~ . Chemist Request \ e L.l
~
Dear Dr. Ho:
P
Pursuant 1o our telephone discussion Of 17 Aungust 1999, this lenter, being provided
both as a FAX and subsequent correspondence t0 the NDA file, serves to make the
following commitment regarding NDA 20-281 supplement S-015, (Scored 50 mg
ULTRAM® (tramadel HCI tablets) submitted 23 February 1999:
-
G4
‘ )J!b’l ya-F




vy v et e e

2

If you have amy question5 concerning this submission, piease contact me at {SOR) 704-
4033, or usc our phone line dedicatad for FDA use, {908) 704-4600.

Sincerely,

%C@@Z

Sandra C. Cotrell, PhD
Director
chulatory Aﬁ'alrs

ccl

4 -

Dr. Constance Lewin W-550)
Dr. Bartholome Ho (HFD-550)

Natasha Ro gczméki

Assistant Director
Regulatory Affairs

APPEARS THIS way
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ULTRAM® (amadol HCI tablets) submitted 23 February 1999:

ORIGINAL S 4
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THE RW, JOHNSON
PHARMACEU'T}CAL RESEARCH INSTTTUTE

ROUTE 202, PO, BCX 300, RAMITAN, NEW SEMIEY owes-oRaz

L IN3WHOVY LY

Dr. Constance Lewin (HFD-550) ‘ 3
. . NDA 20-281 3
Food and Drug Administration . ULTRAM® 2
Centter for Drug Evaluation and Research (tramadol HC) tablets) IR 2
Office of Drug Evalnation V ' y ' e -
Division of Anti-inflammatory, Anaigesic NDA Sypplement S 016 ... - ..%.

and Ophthalmic Drug Products (HFD-550) o LT, \

920 | Corporate Boulevard Amendment = ’ "779 :
Rockville, Maryland 20850 Response to Reviewing - - Tr

Chemist Request .. s
Dear Dr, Ho:
M~

Pursuant to our telephone discussion of 17 August 1999, this letter, being provided

both as a FAX and subsequent correspondence to the NDA file, serves t0 make the
following commitment regarding NDA 20-281 supplement S-015, (Scored 50 mg

(-
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December 2, 1999
Food and Drug Administration NDA 20-281 |
Center for Drug Evaluation and Research UL TRAM® (tramadol
Office of Drug Evaluation V hydrochloride tablets) .

Division of Anti-Inflammatory, Analgesic
and Ophthalmic Drug Products (HFD-550) CORRESPONDENCE ™

Amn: Document Control Room N 115 Response to Agency :

9201 Corporate Boulevard Request for Electronic Copy of Propesed
Rockville, Maryland 20850 Dose Titration Labeling Change {S-O 16)
Dear Sir"Madam:

Refercnce is made to NDA 20-281 for ULTRAM® (tramadol HC) tablets) approved on
March 3, 1995. and to a Supplement (S-016) submitted on February 23, 1999, to provide for
50 mg scored tablet and a titration labeling change, as well as t0 a correspondence to that
-upplement in which the The RW. Johnson Pharmaceutical Research Institute (RWIPRI)
responded tO @ VOiCE message request from Dr. Constance Lewin, Project Manager, to
receive an additional copy of the diskette (WC&D 6.0, Windows 95) with the current
labeling for ULTRAM® (tramadol HCI tabiets) and the labeling proposed in our February

23,1999 submission (5-0 1 6).

At this time, in response to a -telcphonc request on December 2, 1999 by Ms. Yoong Kong,,
the new Project Manager, RWJPRI is providing an additional elecironic copy of the
proposed new labeiing (WORD 6.0. Windows 95) associated with our February 23, 1559

submissien (S0 16).

If1can be of further assistance, please contact me at (908) 7044033 or use our number
dedicated to FDA usz, (508) 704-4600.

Sincerely,

b C Gyt | pptata Aty

Sandra C. Cotmell .~ Natasha Rogozenski
Director Assistant Director

Regulatory Affairs Regulatory Affairs al::::\ \.o’q‘q |

Desk copy:  Ms. Yoong Kong, Project Manager (HFD-550)
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DEC 14 w93
Food and Drug Administration NDA 20-281
Center for Drug evaluation and Research  ULTRAM® (ramadol
Qffice of Drug Evaluation V hydrochlonde tablets)

Division of Anti-Infl ammatory, Analgesic
and Ophthalmic Drug Products (HFD-550) CQRRESPONDENCE

Attn: Decument Control Room N1t5 Fina Proposed Labeling

920 | (?orpormc Boulevard and Disketze for 50-mg Scored Tablet
. Rockville, Maryland 20850 and Dose Titration Labeling Change (5-016) _
Dear SirfMadam:

Reference  is made to NDA 20-281 for ULTRAM® (tramadol HC! tablets) approved on
March 3, 1995, and to a Suppliement (S-016) submitted on February 23, 1599, to provide for
1 50 Mg scored tablet and a umation labeling change. In response t0 Agency requests,
additional diskene copies Of the draft labeling were provided' asscorrespondences to this
supplement by the The R.W. Johnson Pharmaczutical Research Instirute (RWJIPRI) on
June 7, 1999 and December 2, 1999.

Reference isalso made to aFAXed communication by the Agency ON  December 6, 1999
with alternative labeling text under the sections Clinical Srudies and DOSAGE AND
ADMINISTRATION. RWJPRI FAXed a slight modification text proposal on
December 10, 1799, in anticipation of a teleconference between the Agency and RWIPRI
on December 13, 1 999.  Subsequent 10 that meeting and discussions therein, on
Decamber 14, 1999 the Agency provided another FAX of text reflecting the discussions of
changes agreed upon, as well as minor additional edits.

At this time, RWJPR] iS providing the final, running text version of the revised draft
labeling t0 support our February 23, 199% submission (S-O 16) along with an electronic copy
of this final proposed new labeling (WORD 7.0, Windows 95/Qffics 97). This text reflects
all exchange of dizlogue and FAXed text batween the Agency and RWIPRI.

NAULTRAMscormd SOmg i END A Paciage inserdFna) rm wext and Diskents Tigation Labeling 12 14 99, after FDA FAXezdoc




_If ] can be of further assistance, please contact me at (908) 70
dedicated to FDA usc, (908) 704-4600. (908) 704-4033 or use our number

Sincerely, .

Sandra C. Cottrell
Natasha Rogozensk;

%C&@[) JlaTas/ia Aipinak

lmtcr
Regulatory Affairs Assistant Director
chulatory Affairg”

; cc: Yoon Kong (HFD-550) additonal copy, ncluding diskette, via Federa) Express

I o e APPEARS THIS WAY
~ ON ORIGINAL
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DEPARTMENT OFHEALTHAND
HUMAN SERVICES

Food and Drug Adminfstration

21 CF® Parts 2, 5, 10, 318, 314, 320,
and 413

[Docket No. 86N-02%4)
RIN 090S~-ABB3

Abtreviated New Drug Application
Reguiations

AGENCcY: Food and Drug Administra ton,
HHS.

ACTION: Final rule.

SUMMARY: The Food and Drug
Administation (FDA) is issuing final
regulations for moat of its requirements
for abbre\/lated new drug epplications
/(ANDA §). FDA published a proposed
rule for ANDA's in the Federal Register
[ of July 10. 1989 (54 FR 28872). These
regulatlons implement title I of the Drug
Rice Competition &ad Patent Term
Restoration Act of 1984 (Pub. L. 98-417)
, (the 1884 amendments]. This final rule
covers subjects such as ANDA content
and format. spproval and nonapproval
of an application and suitability
petivons. This rule does not finalize the
provisions af the proposed rule on
patent cerlification and market
exclusivity: FDA isslill examining rhe
iSsues pertaining to those provisions and
wlll finalize them in & future edition of
the Federal Register.
EFFECTTVE DATE: The regula fons will
become effective an June 29.1992.
FOR FURTHER INFORMATION CONTALT:
Philip L. Chao, Center for Drug
Evalus tion and Research (MFD-382),
Food and Drug Administration. 5600
Fishers Lane, Rockville. MD 20867, 301~
285-B04e.
SUPPLEMENTARY INFORMATION:

1. Background
A. New Drug Approval: 1838 to 1962

In 1938, Coné]reﬁs passed the Federal
Food. Brug, and Cosmetic Act (the act).
The act created a premarket spproval
system [or drug products that required
epplicants seeking drug product
approval g submit a new drug
application (NDA) to FDA. The NDA
would contain infermation
demonstrating. among other things. that
the drug product was safe. The act slso
provided that an NDA would
automatically become effective (i.e.. the
product coulg be lawfnlly marketed)
within a fixed period unless the agency
affirmetvely refused to approve the
application.

In addition o drug products that had
an effective NDA. many products were

marketed without effective applications.
These products were identical, similar.
or rela ted to products with effective
NDA's. The manufacturers of these
products had conciuded that their drug
products were generally recognized as
safe, Or had received advisory opinions
from FDA that an NDA was not required
because the products were generally
recognized as safe.

In 1962. Congress amended the drug
approval provisions of the ¢t to require
affirmative approval to NDA's before
marketing- The amendments requited
applicants to shaw that their products
were both safe and effective [Pub. L 87—
781 (Octaber 10, 1962)). Thus. on or after
October 10, 1362, a person could not
market a new drug without an spproved
NDA that contained sufficient safety
information ee well as substantial
evidence establishing the drug's
effectivenesx for its {ntended uses.

The 1962 amendments also deem&
NDA's that had become effective before
October 10, 1862 to be approved. As
with postenactment drugs. the 1962
amendments required these “pre-1962”
drugs to be shown to be effective for
thelr intended uses. Conseguently. FDA
began a program to evauate the drugs
that had been deemed approved to
determine whether there was
substantial evidence of thejr
effectiveness. This systemalic
evaluation and the implementalion Of
FDA'’s findings became known &s the
Drug Efficacy Study Implementation
{DESI). Under DESL FDA contracted
with the National Academy of Sciences/
National Research Council (NAS/NRC),
which established expert panels to
review svailable svidence of
effectiveness and to provide
recommendations to FDA. FRA
considercd the NAS/NRC panels
recommendations about the
effectiveness of these DESI drugs, and
gnnounced its conclusions through
Federal Register notices. These notices.
known as DESI notices. contain she
acceptable marketing conditions for the
class of drug products covered by the
notice.

ETNAND Arocedur for
Drugs

1f 2 manufacturer had a pre-1862 NDA
ix effect for adrug product. FDA
continued its approval if the
manufacturer submitted a supplemental
new drug application to conferm the
product’s indications for use to those
determnined to be effective in the DESI
review. Yet. as stated above. many drug
products had active ingredisnts and
indicattons that were identical or very
similar to the drug products found to be
effective in the DESI review but [acked

Pre-1962

NDA’s themselves. In implementing the
DESI program with respect to these
duplicate products, FDA concluded that
each such drug product was a "new
drug” that required its own approved
NDA before it could be legally marketed
(Un/ted States v, Generix Drug Corp..
460 US. 453 (1883]). Additiondly, FRA
issued a policy statement in the Federal
Register of May 2B. 1988 (33 FR 7758)
that revoked the earlier advisory
oplnions that drugs could be markeled
without prior FDA clearance. Thisrule
was codified at 21 CFR 310.100.

Shortly thereafter, FDA created the
ANDA procedure for the approva af
duplicate products in reliance on the
DESI evduation. In brief, afler the DESI
program had found a perticular drug
product to be effective and suitable for
ANDA’s. FDA published a Federal
Register notice arnouncing iis
conclusions. Any manufacturer of a
duplicate drug product that did not have
an epproved NDA was then required to
submit an ANDA to obtain approval to
market the duplicate version of the
approved drug. (See 34 FR 2673,

February 27, 1968: 35 FR 6574, April 23,
1870; and 35 FR 11273. July 14, 1870.)

Before 1964, FDA based these ANDA
approval6 on the theory that the
evidence of effectiveness necessary for
approva of an NDA had been provided,
reviewed, and accepted during the DES}
ﬁroceﬁ. Evidence of the drug's safety

ad been determined on the basis of
information contained in the pioneer
NDA and by the subsequent marketing
experience with the drug. FDA required
ANDA applicants to submit information
that showed the applicant’s ability to
manufacture a product of acceptable.
quality whose safety and effectiveness
were eguivalent to the drug product
whose safety and effectiveness had
been established. Thus, ANDA
applicants provided information on the
drug product’s formula tion,
manufacture. quality control procedures,
and labeling. DESI notices specified
additional Information. such as
bicavailability /bloequivalence data. for
the ANDA.

C. Proceduresfor Duplicates of Post-
1962 Drugs (“Poper NDA" Policy)

FDA never extended its ANDA policy
far pre-1862 drugs to duplicates of drugs
first approved for marketing on or after
October 10, 1982. although ft did
consider the ﬁoss ibility of such an
extension either by regulation or through
Jegislation. (See 54 FR 28872 a1 28873
and citations therein.) Ae patents began
to expire for many post-1962 drugs,
including some high volume,
therapeutically important drug products.



Section 314.120~-Not Approvabd/e Lelter
1o the Applicont

Proposed § 314.120 described the
circumstances under whkich FDA would
send a not approvabie letter. Proposed
§ 314.120(a)(1) and {a}{2} would require
applicants Lo amend withdraw, or notify
FDA of an intent toamend an .
applicationr or abbreviated application.
Propesed § 314.120(a}(3) would permit
applicants o ask FDA to provide a
heating on the questien of whether there
are grounds for denying-approval of the
application under. section 506(d} or (j}{3)
of the set. Applicants would be required
to respond to a not approvable letter
within 10 days, except that ANDA
applicants. under propased § 314.120(b}.
would have 180 days to-respond.

65. Moat comments cm proposed
§ 314.120 recommended changes to

- response times. One comment suggested.
'. amending § 314.120(q) to give applicants
. .., 30-days ta respond to a. net appravable
- +letter. Two comments agked that the

regulation require ANDA applicants to

*" respond to a.mat approvable letter

within-16 days mather than the 180 days

4 -given at § 314.220(b}.

FDA declines to amend the rule s
8 uggasted by the comments. The
comments did not contain any

~ Justificaden for revieing the response

times. and FDA sees Nno reason to do so-

89. One comment asked that propased
§ 314.120(g}(3) be ravised to make clear
that ANDA and NDA spplicants. upon
rreceipt of a not approvabie letter, have

“the right to request that the agency

jprovide the applicant an opportunity for
& hegring. .

Section 314.120{a)(3) was intended to
apply to both ANDA applicants and to
NDA applicants. FDA, therefore, agree6
with the comment and has revised the
provisidn sccordingly, FDA has also
reviged § 314.220(b) to clarify that an
ANDA applicant must make its request
For a hearing to FDA within 10 days
after the daze Of the not approvable
letter.

Section #14.122—Submuttng ON
Abbreviated 4gp/reation for, OF @
505(ijr2)C} Petition That Relies on, ¢
Listeed DIUQ Theer 15 no Longer Markered

’0. Oae comment suggested that the
11tle be revised o read. “Submitting an
Aboreviated Applicatan for © * *“ The
eomment said tus chuanige would be
conmgient won the delimaons i § 314 3

FUA dgrees ond nes revised (he hiGe
scourdingfy

Section 314.1256—~Refusal to Approve an
Application oran Abbreviated
Antjbio tit Applicetion

FDA received no comments on this

" provision and has fnalized it without

subsmntive change.

Section 314,227—Refusal to APprove an
Abbreviated New Drug Application

Proposed § 314.127 provided alist of
reasons for refusing to approve an
ANDA. In general. these reasons
corresponded to chose listed at section .
505(f)(3) of the sct.

71. One comment asked FDA to
amend proposed, § 314.127{c) to describe
thetype of information that it would
require an ANDA applicant to submit to
show that an active ingredient in au

" ANDA product is the same as the active

ingredient in the refereace listed drug. In
brief. proposed § 314.127(c} would. in
relevant part have FDA refuse to
approve an ANDA if there Is insufficient
information ta show that the active
ingredient(s) in the proposed drug
product are the “same” as those i the
reference listed drug.

Under 21 CFR 314.120. || FDA believes
that au application is not approvable. it
will notity the applicant in writing and
describe the deficienicies in the
application. Thas. in the Situation
described by the comment. the applicant
could use the agency’s written response
to determine how it could demonstrate
that its active ingredient ia the same as
that in the reference listed drug.
Depending upon the circumstances. an
applicant might find additional guidance
in drug compendia or FDA guidelines.
(See paragraph 28 above for a related
comment.) The comment's suggestion.
therefare. iS unnecessary. ——.

7% Proposed § 314.127(g) (now '}
§ 314.127(a)(7}) would permit FDA to }
refuse to approve an abbreviated é
application if information in the ANDA
“is insufficieat to show that the labeling
proposed for the drug s the same as the
labeling approved for the listed drug
© - - except For changes required
because of differences approved in a
petition under § 314.83 or because the
drug product and the reference listed
drug are produced or distributed by
different manufacturers” One comment
said FDA should also require ANDA
holdersto obta(n current labeling for the
listed drug every 8 months and update
their gwn labeling accordingly.

FDA has revised § 314.150 o require
ANDA holders 10 maintain current
labeling. Failure to do so may result in
withdrswai of approval. FDA will not.
however. require ANDA hoiders t0
oota:n current labeling or to update choir
own labdling every s months because

drug labeling does not change on a
regularly scheduled basis.

73. A second comment recommended
adding “or becsuse of patent
requirements’ to the'end of proposed

7 §314.127(p).

FDA agrees that a patent may be a
valtd 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. FDA has.
therefore. revised the rule to indicate
that labeling differences may dso be
due to patents ar exclusivity. However.
FDA cautions that it will not approve an
ANDA. with different labeling if the
labeling differences affect product
safety or effl cacy. For example, if the
patent protects information on & new
dosing regimen and FDA concludes that }
the preexisting dosing regimen is unsafe, %
the different labeling for the proposed
ANDA product would be grounds for
refusing to approve the ANDAL

74. Proposed § 314.127(h}(1){i) (now
§ 314.127(a)(8)(i)(A)) would permit FDA
to refuse to approve an ANDA if FDA
hed any informatdon that the proposed
drug product's inactive ingredjents are
unsafe for use under the conditions
prescribed, recommended, or suggested
in the proposed drug product’s labeling.
Proposed § 314.127{h)(1)(j1) [now
§ 314.127(a}(8)(i}(B) would permit FDA
to refuse to approve an ANDA if the
proposed drug product's compositon
waa unsafe under the conditions
prescribed recommended. or suggested
in the proposed labeling because of the
type or quantity of inactive ingredients
included or the manner In which the
inacrive Ingredients are included. One
comment asked FDA to merge proposed
§ 314.127(h}{3}({} and (k)(1)(ii) or tO
explain their differences.

FDA declines to revise the rule as
suggested. Section 314.127(a)(8)(i){A)
and (a)(8)(I}(B) (proposed
§ 314127(h){(1)() and (h)(1)(i)) reflects
the statutory language at section
505(7)(3)(H)(i) and (§)(3)(H)(ii) of the acr,
respectively, and serves different
purposes. Ta illustrate. if FDA
concluded that &n inactive ingredient in
a proposed ANDA product was unsafe.
it could refuse to approve the ANDA
under § 314.127(a)(8){i)(A). If the
proposed ANDA. product {nvolved g
combination of inactive ingredjes ts and
the combination (as opposed to each
inactive ingredient). efther by the type
or guantity of an inactive ingredient or
the manner of farmulation Of the
inactive ingredients into rthe product.
shows that the product was unsafe. the
refusal to approve the ANDA would
occur under § 214.227(a}(8)(i)(B)-
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