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December 21, 2006 TIME SENSITIVE PATENT
INFORMATION

VIA FEDERAL EXPRESS

Central Document Room

Center for Drug Evaluation and Research
Food and Drug Administration

5901-B Ammendale Rd.

Beltsville, MD 20705-1266

Re: Skelaxin® (metaxalone), NDA 13-217

Dear Sir or Madam:

Pursuant to 21 C.F.R. § 314.53, the enclosed Forms FDA 3542 provide updated
information on United States Patent Nos. 6,407,128, and 6,683,102 (expiration dates December
3, 2021), in light of the November 24, 2006 approval of supplement $-046 to NDA 13-217,
providing for revised prescribing information for the approved Skelaxin® (metaxalone) drug
product.

As referenced in prior correspondence, the previously marketed 400mg strength of
Skelaxin® has been withdrawn from the market for safety and/or effectiveness reasons. At this
time, however, the 400mg strength still appears in the discontinued section of the Orange Book.
Therefore, the updated patent information on the enclosed Forms FDA 3542 references, and
applies to, both the currently-marketed 800mg strength of the drug, and the discontinued 400mg
strength.
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This information is being provided in duplicate, as archival and review copies, and is
concurrently being submitted to FDA’s Office of Generic Drugs Orange Book Staff. I may be
contacted directly at (423) 989-8172 if there are any questions regarding this submission.

Sincerely,

oy

Thomas K. Rogers, 111
Executive Vice President & Corporate Head
Regulatory Affairs

cc:  FDA Office of Generic Drugs, Orange Book Staff

NYI[-3549188v1
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- ; Explration Date: 07/31/08
Food and Drug Administration See OMB Statement on Page 3.

PATENT INFORMATION SUBMITTED UPON AND =
AFTER APPROVAL OF AN NDA OR SUPPLEMENT | o217

For Each Patent That Claims a Drug Substance NAME OF APPLICANT /NDA HOLDER
i KING PHARMACEUTICALS RESEAFICH AND
{Active Ingredient), Drug Product (Formulation or BEVELOPMENT. ING.
Composition} and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.

TRADE NAME

SKELAXIN
ACTIVE INGREDIENT(S) STRENGTH(S)
METAXALONE 400MG
800MG
DOSAGE FORM APPROVAL DATE OF NDA OR SUPPLEMENT
TABLETS 11/24/2006

This patent declaration form Is required to be submitied to the Food and Drug Administration (FDA) within thirty (30) days after
approval of an NDA or supplemant or within thirty (30) days of issuance of a patent as required by 21 CFR 314.53(c}(2)(Il) at the
address provided in 21 CFR 314.53(d)(4). To expedite review of this patent declaration form, you may submit an additional copy of
this declaration form to the Center for Drug Evaluation and Research "Orange Book" staff,

For hand-written or typewriter versions of this report: If additional space Is required for any narrative answer (i.e., one that does
not require a "Yes” or "No” response), please attach an addltional page referencing the question number.

FDA will not list patent Informatlon if you file an incomplete patent declaration or the patent declaration indicates the
patent s not eligible for listing.

For each patent submitted for the approved NDA or supplement referenced above, you must submit all the information
described below. If you are not submitting any paients for this NDA or supplement, complele above section and sections §

1 GENERAL o :
a. United States Patent Number b. issue Date of Patent ¢. Expiration Date of Patent
6,683,102 01/27/2004 : 12/03/2021
d. Name of Patent Owner Addrass (of Patent Owner)
KING PHARMACEUTICALS RESEARCH AND 4000 CENTREGREEN WAY, CENTREGREEN TWQ, SUITE 300
DEVELOPMENT, INC.
City/State
CARY/NORTH CAROLINA
ZIP Code FAX Number (if available)
27513 (919} 653-7099
Telephona Number E-Mall Address (if available)
(919) 653-7030

o. Name of agent or rapresentative who resides or main- Addrass (of agant or representative named in 1.6.)
falns a placa of business within the United States author- .
ized toreceive notice of patent certification under sectton

505(b)(3) and (j)(2)(B) of the Federal Food, Drug, and -
Cosmetic Act and 21 CFR 314.52 and 314.95 (if patent Clty/State
ownar or NDA applicantholdar does not reside or have a

place of businass within the United States) ZIP Code FAX Number (if available)
i
Talephona Number E-Mail Address (if avaifable)
f. Is the patent referenced above a patent that has been submitted previously for the
approved NDA or supplement referenced above? m Yeos D No
g. If tha patent referenced above has been submitted previously for listing, is the expiration
date a new expiration date? Ej Yes EI No
FORM FDA 3542 (7/03) Page 1
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For the patant referenced above, provide the following Information on each patent that claims the drug substance, drug
product, or method of use that Is the subject of the approved NDA or supplement. FOA will not list patent information if
you flle an Incomplete patent declaration or the patent declaration indicates the patent is not eligible for listing. FDA will
consider an incomplete patent declaration to be a declaration that does not include a responge to all the questions
contained within each section below appllcable ro ihe parent referenced above.

2 Drug Substance (Acilve !ngredlent)

2.1 Doss the patant clalm the drug substance that is 1ha ac!we ingredlent in the drug product
described |n the approved NDA or supplement? m Yes m No

2.2 Does the patent claim a drug substance that is a different polymorph of the active
ingredlent described in the NDA? m Yes D No

2.3 if the answer to quastion 2.2 is *Yas,” do you cartify that, as of the date of this declaration, you have {est data
demonstrating that a drug product containing the polymorph will perform the same as the drug product
described in tha NDA? The type of test data required is described at 21 CFR 314.53(b). D Yas Ej No

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test resuits deseribed in 2.3

2.5 Doaes the patent clalm only a metabolite of the approved active Ingredient? (Complete the information in
section 4 below if the patent claims an approved method of using the approved drug preduct to administer

the metabolite.) [Ives no

2.6 Does the patant cfaim only an intermediate?
[ es Ene

2.7 If the patent referenced In 2.1 Is a product-by-process patent, is the product claimed in the
patent novel? {An answer is required ondy if the patent is a protuct-by-process patent.) ves [Ine

FDA will not list the patent in the Orange Book as clalming the drug substance if:
¢ the answersto 2.1 and 2.2 ars "No,” or,
o the answer to 2.2 is "Yes" and the answer to 2.3 is "No," or,
e the answer to 2.3 is "Yes" and there is no responae to 2.4, or,
® the answer to 2.5 or 2.6 Is "Yes."

¢ the answer {0 2.7 is "No.”

3.1 Does the patent claim the approved drug product as defined in 21 CFR 314.37
E Yes [:] No
3.2 Does the patent claim only an Intermediate?
[ ves Clno
3.3 Hf the patent referenced in 3.11s a product-by-process patent, Is tha product claimed in the
patent novel? (An answer Is required only if the patent is a product-by-process patent.) [:i Yes E No

FDA will not list the patent in the Orange Book as claiming the drug product If:
# the answer to question 3.1 s "No," or,
¢ the answer to question 3.2 Is "Yes," or,
» the answer to question 3.3 is "No."

drug product, For each method of use claim referenced, provide the following Information:

Sponsors must submit the information in section 4 separately for each patent claim claiming an approved method of using the approved ).

4.1 Does the patent claim one or more approved methods of using the approved drug

product? [7] Yes [ no
4.2 Patent Claim Number (as listed in the pafenf) | Does the patent clalm referenced In 4.2 claim an approved
CLAIMS 1-18 method of use of the approved drug product? B ves Clno
4.2a If the answarto 4.2is Use: {Submit indication or method of use information as idenlifiad specifically In the approved labeling.}
“Yas," identify the use | o) EASE SEE ATTACHED

witih speclfic reference
to the approved labeling
for the drug product.

FORM FDA 3542 (7/03) ' * Page 2
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4.2b If the answerio 4.2 is Use: (Submit ihe description of the approved indication or method of use thatyou propose FDA include as

“Yes," also provide the the "Usa Cods” in tha Orange Book, using no more than 240 total characters including spaces.)
information on the U-189 - ENHANCEMENT OF THE BIOAVAILABILITY OF THE DRUG SUBSTANCE

indication or method of

use for the Crange Book

"Use Code” description.

FDA will not tist the patent in the Orange Book as elaiming the method of use if:
¢ the answar to question 4.1 or 4.2 Is "No," or
® |f the answaer to 4.2 I8 "Yes" and the information requested in 4.2a and 4.2b is not provided i fult,

8, No Helevan! Patants

For this NDA or supplement, there are no ralevant patents that clalm the approved drug subs!ance (actwe

ingredient) or the approved drug product (formutation or compasition) or approved methed(s) of use with ]:] Yeos
respect to which a claim of patent infringement could reasonably be assarted if a persen not Fcensed by the

owner of the patent engaged in the manufacture, use, or sale of the drug product,

8. Deciaranon Certiﬂcatlo‘

6.1 The undersigned declares that this is an accurare and complete submission of patsnt infarmation for the NDA or
supplement approved under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-gensitive patent
information Is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and this submission
complies with the requirements of the regulation. 1 verify under penality of perjury that the foregoing is true and
correct.

Warning: A willfully and knowingly false statement Is a criminal offense under 18 U.8.C. 1001,

6.2 Authorizad Signature of NDA Applicant/Halder or Patent Owner (Aftomey, Agent, Aepresentative or Date Signed

other Authoti; iclal) (Provide information below)
\L“ ”—{U

NOTE: Only an NDA appilcantlhold may submit this declaration directly to the FDA. A patent owner who [s not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c){4) and (d)(4).

Check applicable box and provide information below.

NDA Applicant/Helder E] NDA Applicants/Holdar's Attomay, Agent (Represantalive) or other
Authorized Officlal
D Patent Owner D Patent Ownar's Attorney, Agent (Representative) or Other Authorized
Official
Name
THOMAS K. ROGERS, Il
Address City/State
501 FIFTH STREET BRISTOL/TENNESSEE
ZIP Code Telephone Number
37620 (423) 98g-8172
FAX Number {if available} E-Mall Address (if avallable)
(423) 9689-6133 Thomas.Rogers @ Kingpharm.com

The public reporting burden for this collection of information has been estimated to average 9 hours per respense, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Serd
commients regarding this burden estimate or any other aspect of this collection of infermation, including suggestions for seducing this burden to;

Food and Drug Administration
CDER (HFD-007)

5600 Fishers Lane

Rockville, MD 20857

An ageney may not conduct or sponsor, and a person is not required to respond to, a collection of
information unless it displays a currenily valid OMB control mumber.

FORM FDA 3542 (7/03) ) Page 3




(Metaxalone) Tablets

CLINICAL PHARMACOLOGY

Mechanism of Action: The mechanism of action of metaxalone in humans has not
been established, but may be due to general central nervous system depression.
Metaxalone has no direct action on the contractile mechanism of striated muscle, the
motor end plate or the nerve fiber.

Pharmacokinetics:

The pharmacokinetics of metaxalone have been evaluated in healthy aduit volunteers
after single dose administration of SKELAXIN under fasted and fed conditions at doses
ranging from 400 mg to 800 mg.

Absorption

Peak plasma concentrations of metaxalone occur approximately 3 hours after a 400 mg
oral dose under fasted conditions. Thereafter, metaxalone concentrations decline log-
linearly with a terminal half-life of 9.0 % 4.8 hours. Doubling the dose of SKELAXIN from
400 mg to 800 mg resulis in a roughly proportional increase in metaxalone exposure as
indicated by peak plasma concentrations (Cmax) and area under the curve (AUC). Dose
proportionality at doses above 800 mg has not been studied. The absolute
bicavailability of metaxalone is not known.

The single-dose pharmacokinetic parameters of metaxaione in two groups of healthy
volunteers are shown in Tabie 1.

Table 1: Mean (%CV) Metaxalone Pharmacokinetic Parameters

c AUC

D max Trmax (h © tx (h) | CLIF (Lh

ose (mg) | o oiml) max () (ng-himL) % (h) (Lrh)
400" 983 (53) | 3.3(35) 7479 (51) 9.0 (53) | 68 (50)
800’ 1816 (43) | 3.0(39) 15044 (46) | 8.0(58) | 66 (51)

'Subjects received 1x400 mg tablet under fasted conditions (N=42)

2Subjects received 2x400 mg tablets under fasted conditions (N=59)

Food Effects

A randomized, two-way, crossover study was conducted in 42 healthy volunteers (31
males, 11 females) administered one 400 mg SKELAXIN tablet under fasted conditions
and following a standard high-fat breakfast. Subjects ranged in age from 18 to 48 years
(mean age = 23.5 + 5.7 years). Compared to fasted conditions, the presence of high fat
meal at the time of drug administration increased Cp.ax by 177.5% and increased AUC
(AUCq., AUC,) by 123.5% and 115.4%, respectively. Time-to-peak concentration (T max)
was also delayed (4.3 h versus 3.3 h) and terminal half-life was decreased (2.4 h versus
9.0 h) under fed conditions compared to fasted.




In a second food effect study of similar design, two 400 mg SKELAXIN tablets (800 mg)
were administered to healthy volunteers (N=59, 37 males, 22 females), ranging in age
from 18-50 years (mean age = 25.6 + 8.7 years). Compared to fasted conditions, the
presence of a high fat meal at the time of drug administration increased Cpmax by 193.6%
and increased AUC (AUCq, AUC,) by 146.4% and 142.2%, respectively. Time-to-peak
concentration {Tmax) was also delayed (4.9 h versus 3.0 h) and terminal half-life was
decreased (4.2 h versus 8.0 h) under fed conditions compared to fasted conditions.
Similar food effect results were observed in the above study when one SKELAXIN 800
mg tablet was administered in place of two SKELAXIN 400 mg tablets. The increase in
metaxaione exposure coinciding with a reduction in half-life may be attributed to more
complete absorption of metaxalone in the presence of a high fat meal (Figure 1).

Figure 1. Mean (SD) Concentrations of Metaxalone following an
800 mg Dose under Fasted and Fed Conditions
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Distribution, Metabolism, and Excretion

Although plasma protein binding and absolute bicavailability of metaxalone are not
known, the apparent volume of distribution (V/F ~ 800 L) and lipophilicity (log P = 2.42)
of metaxalone suggest that the drug is extensively distributed in the tissues.
Metaxalone is metabolized by the liver and excreted in the urine as unidentified
metabolites.

Pharmacokinetics in Special Populations

Age: The effects of age on the pharmacokinetics of metaxalone were determined
following single administration of two 400 mg tablets (800 mg) under fasted and fed
conditions. The results were analyzed separately, as well as in combination with the
results from three other studies. Using the combined data, the results indicate that the
pharmacokinetics of metaxalone are significantly more affected by age under fasted




conditions than under fed conditions, with bioavailability under fasted conditions
increasing with age.

The bioavailability of metaxalone under fasted and fed conditions in three groups of
healthy volunteers of varying age is shown in Table 2.

Table 2: Mean (%CV) Pharmacokinetics Parameters Following Single
Administration of Two 400 mg SKELAXIN Tablets (800 mg) under Fed
Conditions

Younger Volunteers Older Volunteers
Age (years) 256+£8.7 39.3+10.8 715+ 5.0

N 59 21 23
Food Fasted Fed Fasted Fed Fasted Fed
Chnax 1816 3510 2719 2915 3168 3680
{ng/mL}

(43) (41) {(48) (55) (43) (59)
Tmax (h) 3.0 4.9 3.0 8.7 2.6 8.5

(39) (48) (40) (91) (30) (67)
AUC 14531 20683 19836 | 20482 | 23797 | 24340
(ng-h/mL) (47) @1) @0y | (37) | @5 | @8
AUC,, 15045 20833 20490 | 20815 | 24194 | 24704
(ng-h/mL)

(46) (41) (39) (37) (44) 47)

Gender: The effect of gender on the pharmacokinetics of metaxalone was assessed in
an open label study, in which 48 healthy adult volunteers (24 males, 24 females) were
administered two SKELAXIN 400 mg tablets (800 mg) under fasted conditions. The
bioavailability of metaxalone was significantly higher in females compared to males as
evidenced by Cmax (2115 ng/mL versus 1335 ng/mL) and AUC,, (17884 ng-h/mL versus
10328 ng-h/mL}). The mean half-life was 11.1 hours in females and 7.6 hours in males.
The apparent volume of distribution of metaxalone was approximately 22% higher in
males than in females, but not significantly different when adjusted for body weight.
Similar findings were also seen when the previously described combined dataset was
used in the analysis

Hepatic/Renal Insufficiency: The impact of hepatic and renal disease on the
pharmacokinetics of metaxalone has not been determined. In the absence of such
information, SKELAXIN should be used with caution in patients with hepatic and/or
renal impairment.

INDICATIONS AND USAGE

SKELAXIN (metaxalone) is indicated as an adjunct to rest, physical therapy, and other
measures for the relief of discomforts associated with acute, painful musculoskeletal




conditions. The mode of action of this drug has not been clearly identified, but may be
related to its sedative properties. Metaxalone does not directly relax tense skeletal
muscles in man.

* * *

PRECAUTIONS

* * *

- Taking SKELAXIN with food may enhance general CNS depression; elderly patients
may be especially susceptible to this CNS effect. (See CLINICAL PHARMACOLOGY:
Pharmacokinetics and PRECAUTIONS: Information for Patients section).

* * *

DOSAGE AND ADMINISTRATION

The recommended dose for adults and children over 12 years of age is cne 800 mg
tablet three to four times a day.

* * *







Department of Health and Human Services Form Approved; OMB No. 0910-0513
Expiration Date: 07/31/06

Food and Drug Administration See OMB Statement on Page 5.

PATENT INFORMATION SUBMITTED UPON AND  F=mm——
AFTER APPROVAL OF AN NDA OR SUPPLEMENT | 15217

For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER
(Active Ingredient), Drug Product (Formulation or Sﬁﬁfgﬁﬁ“;,’:.?ﬁggm” RESEARCH AND
Composition)} and/or Method of Use T

The following Is provided in accordance with Section §05(b) and (c) of the Federal Food, Drug, and Cosmetic Act.

TRADE NAME
SKELAXIN
ACTIVE INGREDIENT(S) STRENGTH(S)
METAXALONE 400MG
B00MG
DOSAGE FORM APPROVAL DATE OF NDA OR SUPPLEMENT
TABLETS 11/24/20086

This patent declaration form is required 1o be submitted to the Food and Drug Administration (FDA} within thirty (20} days after
approval of an NDA or supplement or within thirty (30) days of issuance of a patent as required by 21 CFR 314.53(c)(2){ii) at the
address provided in 21 CFR 314.53(¢)(4). To expedile review of this patent declaration form, you may submit an additional copy of
this declaration form to the Center for Drug Evaluation and Research "Crange Book” staff.

For hand-written or typewriter versions of this report: If additional space is required for any narrative answer {l.e., one that does
not require a "Yes” or "No* response), please attach an additional page referencing the question number.

FDA will not list patent Information if you file an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

For each patent submitted for the approved NDA or supplement referenced above, you must submit all the information
described below. If you are not submilting any patents for this NDA or supplement, complete above section and sections §
and 6.

a. United States Patent Numbaer b. Issus Date of Patent c. Expiration Date of Patent
6,407,128 06/18/2002 12/03/2021

Address (of Patent Owner)
4000 CENTREGREEN WAY, CENTREGREEN TWOQ, SUITE 300

d. Name of Patent Owner

KING PHARMACEUTICALS RESEARCH AND
DEVELGPMENT, INC.

City/State

CARY/NORTH CAROLINA

ZIP Code FAX Number (if available)
27513 (919) 653-7099

Telephone Numbar E-Mall Address (if available)
(918) 653-7030

e. Name of agent or repregentative who resides or maln-

tains a place of business within the United States authos-
ized toreceive notice of patent certification under section
505(b)(3) and (j)(2)(B) of the Federal Food, Drug, and

Address {of agent or reprasentative named in 1.0}

Gosmetle Actand 21 CFF 314.52 and 314.95 (f patent | Cily/State
owner or NDA applicantholder dess not reside or have a
place of business within the United States} ZIP Code FAX Number (if availabla)
i
Telephone Number E-Mail Addrass (if avallabie)
f. is the patent referenced above a patent that has been submitted previously for the
approved NDA ar supplement referenced above? m Yes D No
g. If the patent refarenced above has baan submitted praeviously for listing, is the expirafion
date a new expiration date? EI Yos by’ No
FORM FDA 3542 (7/03) Page 1

ESC Media Arts {361y 443.1090  EF
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For the patent referenced above, provide the following information on each patent that claims the drug substance, drug
product, or mathod of use that is the subject of the approved NDA or supplement. FDA will not list patent information if
you fife an incomplete patent declaration or the patent declaration indicates the patent is not eligible for listing. FDA will
consider an Incomplete patent declaration to be a declaration that does not include a response to all the questions
contained within each section below appllcab!e to the patent referenaed above,

2, Orug Substance (Active Ingredlenl) LIRS RTN

2.1 Does the patent claim the drug substance that is the actwe Ingredient in the drug product
described in the approved NDA or supplement? [ ves Cro

2.2 Does the patent claim a drug substance that Is a different polymorph of the aclive
ingredient described in the NDA? [ Yes e

2.3 If the answer to guestion 2.2 Is "Yes," do you cerify that, as of tha date of this declaration, you havetest data
damonstrating that a drug product containing the polymorph will parform the same as the drug product
dascribed in the NDA? The type of test data required Is described at 21 CFR 314.53(b). E Yes E No

2.4 Specliy the polymorphic form{s) claimed by the patent for which you have the test raslts described In 2.3,

2.8 Duoes the patent claim only a metabolite of the approved active ingredient? (Complete the Informatien in
section 4 below if the patent claims an approved method of using the approved drug product to administer
the metabollte.) ] Yes Cno

] Yes Fne

2.6 Does the patent claim only an intermadiate?

2.7 If the patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer Is required only if the patent is a product-by-process patenl.) Elves Cno

FDA will rnot list the patent in the Crange Book as claiming the drug substance if:
» the answers to 2.1 and 2.2 are "Na,” or,
® the answer to 2.2 Is "Yes" and the answer tc 2.3 |s "No," or,
» the answerto 2.3 Is "Yes" and there is no response to 2.4, or,
o the answer to 2.5 or 2.6 Is "Yes."
& the answerto 2.7 is "No."

3. 1 Does the patent claum the approved dn.ig product as defined in 21 CFR 314.37 . .
E Yes E No
3.2 Doas the patent clalm only an intermediate?
] ves CIne
3.3 If the patent referenced In 3.1 s a preduct-by-process patent, is the product elaimed in the
patent novel? (An answaer is raquired only If the patent is a product-by-procass patent.) ] yes N

FDA will not list the patent in the Orange Book as clalming the drug product If:
¢ the answer to questlon 3.1 is "No,” or,
» the answer to question 3.2 ia "Yes," or,
* the answer to question 3.3 s "No."

4. Methocl ot Use

Sponsors must submlt the information In secﬂon 4 separateiy far each patent claim claimlng an approved method of uslng me approved
drug product. For each method of use ¢laim referenced, provide the following information:

4.1 Does the patent claim one or mora approved methods of using the approved drug

product? [7] ves I No
4,2 Patent Clalm Number (as flisted in the patent) | Does the patent claim referenced in 4.2 claim an approved
CLAIMS $-22 method of use of the approved drug product? 7] ves IMno
4.2a It the answerto 4.20s Use: (Submit indicalion or method of use informafion as identified specifically in the approved labsling.)
*Yes," Identlfy the use PLEASE SEE ATTACHED

with specific reference
to the approved labeling
for the drug product,

FORM FDA 3542 (7/03) Page 2




4.2b it the answerto 4.21s Use: (Submit the description of the approved indication or method of use that you propose FDA Include as

“Yes," also provide the tha *Use Code" in the Orange Book, using no more than 240 tatal characters including spaces.)
information on the U-189 - ENMANGEMENT OF THE BIOAVAILABILITY OF THE DRUG SUBSTANGE
Indication or mathod of

use for the Cranga Book
"Usse Code” description.

FOA wlill not list the patent In the Orange Book as claiming the method of use if:
® the answer to question 4.1 or 4.2 is "No," or
* if the answer fo 4.2 I8 "Yes” and the information requested in 4.2a and 4.2b is not provided In fuil.

,75. No Relevant Patents

For this NDA or supplemant, there are no relavant patenls that claim the approved drug substance (activa

ingradient) or the approved drug product (formuiation or composition) or approved method(s) of use with [:] Yes
raspact to which a clalm of patent infringement could reasonably be asserted if a parson notiicensed by the

owner of the patent engaged in the manufacture, use, or sale of the drug product.

8. neclaratlon Cenlﬂc‘

6.1 The undersigned dec!ares fhat thls Is an accurate and complete submlssfan of parenr information for the NDA or
supplemant approved under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-sensitive patent
informatlon ls submitted pursuant to 21 CFR 314.53. 1 attest that I am famiilar with 21 CFR 314.53 and this submission
complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing la true and

correct.

Warning: A wilifully and knowingly false statement Is a criminal offense under 18 U.S.C. 1001,

6.2 Authorized Signalure of NDA Applicant’Molder or Patent Owner (Attorney, Agent, Representative or Date Signed

othar A;!}oﬁaf\(ifﬂdaﬂ ﬁvia‘e Inforrnation below)
/ V-

\\()C

NOTE: Only an NDA appﬂcantﬂ"older may submit this declaration directly to the FDA, A patent owner who Is not the NDA applicant/
holder Is authorized to sign the declaratlon but may not submit it directiy to FDA, 21 CFR 314.53{c}{4) and (d}(4).

Check applicable box and provide information below,

E! NDA Applicant/Holder [:] NDA Applicants/Helder's Attomey, Agent (Representative) or othar
Authorlzed Officlal
D Patent Owner E] Patant Owner's Attomey, Agent {Representative) or Other Authorized
Officlal
Name
THOMAS K. ROGERS, 1li
Address City/State
501 FIFTH STREET BRISTOLTENNESSEE
ZIP Code Telephone Number
37620 (423) 989-8172
FAX Number (if available) E-Mail Address (if available}
(423} 988-6133 Thomas.Rogers @Kingpharm.com
v N

The public reporting burden for this coltection of information has been cstimated fo average 9 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send
comments regarding this burden estimate or any other aspect of this collection of information, inctuding suggestions for reducing this burden to;
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(Metaxalone) Tablets

CLINICAL PHARMACOLOGY

Mechanism of Action: The mechanism of action of metaxalone in humans has not
been established, but may be due to general central nervous system depression.
Metaxalone has no direct action on the contractile mechanism of striated muscle, the
motor end plate or the nerve fiber.

Pharmacokinetics:

The pharmacokinetics of metaxalone have been evaluated in healthy adult volunteers
after single dose administration of SKELAXIN under fasted and fed conditions at doses
ranging from 400 mg to 800 mg.

Absorption

Peak plasma concentrations of metaxalone occur approximately 3 hours after a 400 mg
oral dose under fasted conditions. Thereafter, metaxalone concentrations decline log-
linearly with a terminal half-life of 9.0 £ 4.8 hours. Doubling the dose of SKELAXIN from
400 mg to 800 mg resuits in a roughly proportional increase in metaxalone exposure as
indicated by peak plasma concentrations (Cpax) and area under the curve (AUC). Dose
proportionality at doses above 800 mg has not been studied. The absolute
bioavailability of metaxalone is not known.

The single-dose pharmacokinetic parameters of metaxalone in two groups of healthy
volunteers are shown in Table 1.

Table 1: Mean (%CV) Metaxalone Pharmacokinetic Parameters

C AUC
Dose (m max T h ® t. (h CL/F (L/h
400" 983 (53) 3.3 (35) 7479 (61) 9.0 (63) | 68 (50)
8002 1816 (43) 3.0 (39) 15044 (46) 8.0 (58) 66 (51)

'Subjects received 1x400 mg tablet under fasted conditions (N=42)

“Subjects received 2x400 mg tablets under fasted conditions (N=59)

Food Effects

A randomized, two-way, crossover study was conducted in 42 healthy volunteers (31
males, 11 females) administered one 400 mg SKELAXIN tablet under fasted conditions
and following a standard high-fat breakfast. Subjects ranged in age from 18 to 48 years
(mean age = 23.5 £ 5.7 years). Compared to fasted conditions, the presence of high fat
meal at the time of drug administration increased Cax by 177.5% and increased AUC
(AUCq., AUC,) by 123.5% and 115.4%, respectively. Time-to-peak concentration (Tpax)
was also delayed (4.3 h versus 3.3 h) and terminal half-life was decreased (2.4 h versus
9.0 h} under fed conditions compared to fasted.




In a second food effect study of similar design, two 400 mg SKELAXIN tablets (800 mg)
were administered to healthy volunteers (N=59, 37 males, 22 females), ranging in age
from 18-50 years (mean age = 25.6 + 8.7 years). Compared to fasted conditions, the
presence of a high fat meal at the time of drug administration increased Cqax by 193.6%
and increased AUC (AUCq+, AUC.) by 146.4% and 142.2%, respectively. Time-to-peak
concentration (Tmax) was also delayed (4.9 h versus 3.0 h) and terminal half-life was
decreased (4.2 h versus 8.0 h) under fed conditions compared to fasted conditions.
Similar food effect results were observed in the above study when one SKELAXIN 800
mg tablet was administered in place of two SKELAXIN 400 mg tablets. The increase in
metaxalone exposure coinciding with a reduction in half-life may be attributed to more
complete absorption of metaxalone in the presence of a high fat meal (Figure 1).

Figure 1. Mean (8D) Concentrations of Metaxalone following an
800 mg Dose under Fasted and Fed Conditions
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Distribution, Metabolism, and Excretion

Although plasma protein binding and absolute bioavailability of metaxalone are not
known, the apparent volume of distribution (V/F ~ 800 L) and lipophilicity (log P = 2.42)
of metaxalone suggest that the drug is extensively distributed in the tissues.

Metaxalone is metabolized by the liver and excreted in the urine as unidentified
metabolites.

Pharmacokinetics in Special Populations

Age: The effects of age on the pharmacokinetics of metaxalone were determined
following single administration of two 400 mg tablets (800 mg) under fasted and fed
conditions. The results were analyzed separately, as well as in combination with the
results from three other studies. Using the combined data, the resuits indicate that the
pharmacokinetics of metaxalone are significantly more affected by age under fasted




conditions than under fed conditions, with bioavailability under fasted conditions
increasing with age.

The bioavailability of metaxalone under fasted and fed conditions in three groups of
healthy volunteers of varying age is shown in Table 2.

Table 2: Mean (%CV) Pharmacokinetics Parameters Following Singie
Administration of Two 400 mg SKELAXIN Tablets (800 mg) under Fed
Conditions

Younger Volunteers Older Volunteers
Age (years) 256+ 8.7 30.3+10.8 71.5+5.0

N 59 21 23
Food Fasted Fed Fasted Fed Fasted Fed
Crmax 1816 3510 2719 2915 3168 3680
(ng/mL)

(43) 41) (46) (55) (43) (59)
Tiax (h) 3.0 4.9 3.0 8.7 26 8.5

(39) (48) (40) (91) (30) (67)
AUC, 14531 20683 19836 | 20482 | 23797 | 24340
(ng-h/ml) (47) (41) @0y | (37) | @5 | (48)
AUC., 15045 | 20833 | 20490 | 20815 | 24194 | 24704
{ng-h/mL.)

(46) (41) (39) (37) (44) (47)

Gender: The effect of gender on the pharmacaokinetics of metaxalone was assessed in
an open label study, in which 48 healthy adult volunteers (24 males, 24 females) were
administered two SKELAXIN 400 mg tablets (800 mg) under fasted conditions. The
bioavailability of metaxalone was significantly higher in females compared to males as
evidenced by Cmax (2115 ng/mL versus 1335 ng/mL) and AUC,, (17884 ng-h/mL versus
10328 ng-h/mL). The mean half-life was 11.1 hours in females and 7.6 hours in males.
The apparent volume of distribution of metaxalone was approximately 22% higher in
males than in females, but not significantly different when adjusted for body weight.
Similar findings were also seen when the previously described combined dataset was
used in the analysis

Hepatic/Renal Insufficiency: The impact of hepatic and renal disease on the
pharmacokinetics of metaxalone has not been determined. In the absence of such
information, SKELAXIN should be used with caution in patients with hepatic and/or
renal impairment.

INDICATIONS AND USAGE

SKELAXIN (metaxalone) is indicated as an adjunct to rest, physical therapy, and other
measures for the relief of discomforts associated with acute, painful musculoskeletal




conditions. The mode of action of this drug has not been clearly identified, but may be
related to its sedative properties. Metaxalone does not directly relax tense skeletal
muscles in man.

* w* *

PRECAUTIONS

* * *

Taking SKELAXIN with food may enhance general CNS depression; elderly patients
may be especially susceptible to this CNS effect. (See CLINICAL PHARMACOLOGY:
Pharmacokinetics and PRECAUTIONS: Information for Patients section).

* * *

DOSAGE AND ADMINISTRATION

The recommended dose for adults and children over 12 years of age is one 800 mg
tablet three to four times a day.

* * *






