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APPROVAL LETTER



FEB 26 1979

Attéatlm: br, ! .A. Tima
20) Tabor Rpad

Morris Plaing, NJ 07850
Genblemens

Reference is made mmaﬁmﬁt&m&@hmtim submitted
parsuent to Section 505(b) of the Federal Food, Drug, and Cosmetic Act
for Dilantin Infatabs (P%azytain) Tablets, 50 mg.

Date (in 1979)

Janpary 10
February 22 |

We have completed the review of this abbreviated new drug application
aﬁhaveumluéadﬂmﬁmdmgxsﬁfeefﬁe@&iwf@rmas

sios that the tx:i' is a new entity.

shhreviated new drug ag@hcatmn



The enclosures mﬂrimﬂmewﬁiﬁmsralatmgwmofﬂﬁs
application. :

In addition, we would appreciate your swmitting in duplicate, the
advertising copy which you intend to use in your immediate or proposed
pramtimaloradvmﬁ.smg campaign. Please submit onge copy directly
to the Division of Drug Mv'ert:.sing FD-170) _

Conditions of Approval of a New Drug Epplication
Becords & Reports Requirements

NWK-DO  DUP HFD-614
MSeife/JIMeyer/GMillar
prepared by @GMillar

R/DJ'.nitJMeyer/MSeifealq »
ft/cjb/2-23-79 approved

_ /
Ul Wﬁ[}%?
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Parke, Davis & Co/Detroit, Mi 48232 USA

Dilantin
(Phenytoin)

Pediatric Dose: Initially, 5 mg/kg/day in two or three equally divided doses,
with subsequent dosage individualized to a maximum of 300 mig daily. A
recommended daily maintenance dosage'is usually 4 to 8 mg/kg. Children over
6 years may require the minimum-adult dose {300 mg/day). If. the daily dosage
cannot be divided equally, the larger dose should be given before retiring.

MANAGEMENT OF OVERDOSAGE- -

The mean lethal dose in adults is estimated to be 2 to.5 grams. The cardinal
initial'symptoms are nystagmus, ataxia, and dysarthria: The patient then becomes
comatose, the pupils are unresponsive and hypotension occurs. Death is due to
respiratory depression and apnea. Treatment is nonspecific since there is no
known antidote. First, the stomach should be emptied. If the gag reflex is absent,
the airway should be supported. Oxygen. vasopressors, and assisted ventilation
may be necessary for central nervous system, respiratory, and cardiovascular

_depression. Finally, hemodialysis can be considered sifice phenytoin is not

completely bound to plasma proteins. Total exchange transfusion has been *
utifized in the treatment of severe intoxication in children.

HOW SUPPLIED ; - » .

N.0071-0007 (Tablet 7})-Dilantin Infatabs each' contain 50 mg phenytoin; 100’s,
and unit dose 100's. - ’ :
Also available as: . » .

N 0071-0362 (Kapseal 362)-Dilantin (phenytoin sodium capsules, UsP).

100 mg; in-100's, 1000°s and unit dose 100's. ’ ‘

N 0071-0365 (Kapseal 365)-Dilantin (phenytoin sodium capsules, USP)

30 mg: in-100’s, 1000’s and unit dose 100's. . .

N 0071-2214 Dilantin-125® Suspension (phenytoin' oral suspension, NF),

125 mg plienytoin/5 ml with maximum alcohol content not greater than -

0.6 percent;‘availablein 8-6z bottles and individual unit dose foil ‘pouches
whiich deliver 6 iml (125 g ptieriytoin). The minimum sales unit is 100 pouches.
N:0071-2315 Dilantin-30®.Pediatric Suspension (phenytoin. oral suspension, )
NF), 30 mg phenytoin/5 ml with a maximum alcohol content not greater-than
0.6:percent ; available in-8-oz botties and individual unit dose foil pouches
which deliver 5 ml (30 mg phenytoin). The minimum sales unit is"100 pouches.

- N 0071-0375 (Kapseal 375):Dilantin with Phenobarbital each:contairi

100°'mg phenytgin sodium with 16 mg (1/4 gr) phenobarbital; in 100 and
1000's. :
N.0071-0531 (Kapseal 531)—Dilantin with Phenobarbital each. contain 100:mg
phenytoin sodium with 32 mg (1 /2 gr) phenobarbital; in-100s. 1000's'and ~
unit dose 100’s. T o )

N 0071-1801-13 Difantin (phenytoin sodium, USP) powder, 1-oz bottles.

N 0071-0394-24 (Kapseal 394)-Phelantin®each contain 100 mg phenytoin,

30 mg phenobarbital. and 2.5 mg methamphetamine hydrochloride, 100's.. -
For Parenteral Use: . .

N 0071-4488-05 (Ampoule 1488) Dilantin ready-mixed solution containing

50 mg phenytoin sodium per: milliliter is supplied.in 2-ml.ampoules. - ..
Pf:ckages of ten. P A

N 0071-4488-41 (Steri-Dose® 4488) Dilantin ready-mixed solution containing
50 mg phenytoin sodium:per milliliter is supplied in a 2-ml sterile disposable’
syringe (22 gauge x 1% inch needle). Packages of ten.individually cartoned
syringes. X : . .
N 0071-4475-35 (Ampoule 1475) Dilantin ready-mixed solution containing. .,
50 mg phenytoin sodium per.milliliter is supplied in 5-ml ampoules with

one 6-ml sterile disposable syringe (22 gauge x 1% inch needle).

Packages of ten. -
N 0071-4475-08 (Ampoule 1475) Dilantin ready-mixed solution containing
50 mg phenytoin sodium pef milliliter is supplied in packages of ten 5-ml

ampoules without syringes. . .

May 1978
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INFATABS @

Dilantin.

{Phenytoin Tablets, USP)

DESCRIPTION . L
Dilantin (phenytoin) is related to

ture, but has
azolidinedione.

_ CLINICAL PHARMACOLOGY

T Phenytoin is an anticonvulsant drug which can be useful in the tfeat}nenflbf

epitepsy. The primary site of action appears to be the motor cortex where spread
of seizuré activity is inhibited. Possibly by promoting sodium efflux from neurons,
phenytoin tends to stabilize the threshold against hyperexcitability caused by
excessive stimulation or environmental changes capable of reducing. membrane
sodium gradient. This includes the reduction of posttetanic poténtiation at
synapses. Loss of posttetanic potentiation prevents cortical seizure foci from -
détorating adjacent cortical areas. Phenytoin redices the maximal dc ‘of"
brain stem centers responsiblé for the toriic phase of grand mal seizires. "
Tr&pifasma half-life in-mian after oral administration of phenyt
hours, with a range of 7 to 42 hours.

Clifiigal studies using Dilantin Infat §'have shown an averageplasma half-life
of 14 hours with a rarige of.7 t0'29 hours, ! o )
‘Steady. state therapeutic levels are achieved 7 to 10.days after initiation:of- -~ .
therdpy with recommended doses. The clinically effective:serum level is-usually:-
10 to 20 mcg/ml. - e T

The majority of the drug is excreted in the bile as inactive metabolites, which o
de'thén reabsorbed from the intestinal tract and excreted in the urine.

Urinary excretion of phenytoin and its metabolites occurs partly.with glomerular

fittration but'more impoftantly, by tubular secretion. o .
In most patients maintained-at a steady dosage, a stable drug blood level is .-
achieved. Some patients manifest a large variation in- plasma levels despite-
equivalent doses: Patients with unusually low levéls may not be -dbsorbing
the drug, may be noncompliant, or are hypermetabolizers of phenytoin. ~
Unusually high levels result from liver disease, congeriital enzyme deficiency,
or drug interactions which result in metabolic interferefice. The patient 'with
large variations in phenytoin' plasma levels, despite standard doses, presénts
a difficult g[iniqal"p'roblem and may benefit from serum level determinations.
Clinical studies show that chewed and- unchewed:Dilantin Infatabs are : -
bioequivalent, yield approximately. equivalent plasmalevels, and -are more

rapidly absorbed than 100-mg Dilantin Kapseals®.

INDICATIONS .
Dilantin is indicated for the control of grand mal-and psychomotor seizures.

PARKE-DAVIS

121 866300/ WE




i obtammg adequate data on diug teratogenicity in humans; the possibility also

(Ph’eh\ oin)

CONTRAINDICATION

cbntramdlcated in those pat|ents witha hlstory of hypersensmvuty to
n,pr_odu_cts. :

- WARNINGS
. Abrupt withdrawal of phenytmn in epuleptlc patlents may’ precnpltate status

epilepticus. When in the judgment of the clinician the need for dosage reduction,
discontinuation, or substitution of other anticonvulsant medication arises, this
should be done gradually. P ted in seizures due to
hypoglycemia ongg| Catr ediately identified and corrected.
Appropriate dlag’ﬁo,s rmed as indicated.

Phenytoin metabolls by the concomitant use of
other drugs suchrds: % .
a. Barbiturates niay enhan e ns 'F:hls effect
however, is varlable and urrpredrctable. Jitias been reported ai e«; 4
patients the concomitant administration of carbamazepine resulted in an *
increased rate of phenytoin metabolism,

b. Coumarin anticoagulants, disulfiram, phenylbutazone and sulfaphenazole may
inhibit the metabolism of phenytoin, resulting in increased serum levels of the
drug. This may lead to an increased incidence of nystagmus, ataxia, or other
toxic signs. The effect of dicumarol in inhibiting the metabolism of. phenytoin .

in the liver has been well documented.

¢. Isoniazid inhibits the metabolism of phenytom so that with comblned therapy
patients who are slow acetylators may suffer from phenytoin intoxication.

d. Tricyclic anudepressants in high doses may precipitate seizures, and the
dosage of phenytom may have to be ad;usted accordingly.

Phenytoin may. |nterfere with the metyrapone and the 1-mg dexamethasone
tests. It. may. also suppress. the protein-bound iodine. However, this has not been
associated with. any clinical signs of hypolhyrondusm the T- 3is normal.
Usage in Pregnancy: The effects of Dilantin in human pregnancy and nu
infants are unknown.

Recent reports suggest an association between the use of antlconvulsant drug
by women with epilepsy and an elevated incidénce of birth defects in children

" born to these women. Data are more extensive with respect to phenytoin and’

phenobarbital, but these are also the most commonly prescribed anticonvul$ants;
less-systematic or anecdotal reports suggest a possible similar association with--

. the use of all known anticonvulsant drugs.

The reports suggesting an elevated incidence of birth defects in children of -
drug-treated epileptic women cannot be regarded. as adequate to prove a defmlte
cause and effect rélationship. There are intrinsic methodologic problems in .

exists that other factors, e.g.. genetic'factors or the epileptic condition itself,
‘may be more important than-drug therapy in leading to birth defects. The great
ma‘only of mothers on anticonvulsant medication deliver normal infants. it-is
important to note that anticonvulsant drugs shoutd not be discontinued in patients
in whom the. drug is administered to prevent major. seizures because of the strong
possibility of precnpltatmg status epilepticus with aftendant hypoxla and threat to
life. In individual cases where the severity and frequency of the seizure disorder

" are such.that the removal of medication does not pose a serious threat to the .

patient, discontinuation of the drug may be cénsidered prior to and durjng
pregnancy, although it cannot be said with any confidence that even minor
seizures do not pose some hazard to'the developing embiyo or-fetus. -

The prescribing ‘physician will wish to weigh these considerations in treatmg or
counsellng epileptic women of child-bearing potential:

PRECAUTIONS

The liver is the chief site of biotransformation of phenytoin: patients. with
impaired liver function may show early signs of toxicity. Elderly patients or those
who are gravely ill may show early signs of toxicity. A small percentage of
individuals who have been treated with phenytoin have been shown to metabolize
the drug slowly. Slow metabolism may be due to limited enzyme avallablllty and
lack of induction; it appears to be genetically determiified.:

2 121 e@__aaoO/ws

Dilantin
‘(Phenytoin)

Phenytoin has been associated with reversible lymph node hyperplasia. If lymph
node enlargement occurs in patients on phenytoin, every effort should be made
to substitute another anticonvulsant drug or drug combination.

Drugs that control grand mal are not effective for absence (petit mal) seizures.
Therefore, if.both conditions are present, combined drug therapy is needed.

The drug should be discontinued if a skin rash appears. If the rash is exfoliative,
purpuric, or bullous, use of the drug should not be resumed. If the rash is a milder
type (measles-like or scarlatiniform), therapy may bé resumed after the rash has
completely disappeared. If the rash recurs upon reinstitution of therapy further
medication is contraindicated.

Osteomalacia has been assocuated with antlconvulsant therapy, including
phenytoin.
Hyperglycemia, resulting from the drug’s inhibitory effect on insulin release.

has been reported. Phenytoin may also raise the blood sugar level in persons
already suffering from hyperglycemia.

- ADVERSE REACTIONS

Central Nervous System: The most common manifestations encountered with
phenytoin therapy are referable to this system. These include nystagmus, ataxia,
slurred speech, and mental confusion. Dizziness, insomnia, transient nervousness,
motor twitchings. and headache have also been observed. These side effects may
disappear with continuing therapy at a reduced dosage Ievel

Gastrointestinal Systam Phenytom may cause nausea, vomltmg, and
constipation. Administration of the drug with or lmmedlately after meals may help
prevent gastrointestinal discomfort.

Integumentary System: Dermatologlcal manifestations sometimes accompanied
by fever have included scarlatiniform or morbilliform rashes. A morbilliform rash
{measles-like) is the most common; other types of dermatitis are seen more rarely.
Rashes are more frequent in children and young adults. Other more serious forms
which may be fatal have included bullous, exfoliative, or purpuric dermatitis, lupus
erythematosus, and Stevens-Johnson syndrome,

Hemopoietic System Hemopouetlc complications, some fatal, have occasionally’
been reported in association with administration-of phenytoin. These have
included thrombocytopenia, leukopenia, granulocytopenia, agranulocytosis, and .
pancytopenia. While macrocytosis and megaloblastic anemia have occurred; these
conditions usually respond to folic acid therapy. The occasional occurrence of
lymphadenopathy indicates the need to differentiate such a condition from other
lymph gland pathology. ’ :
Other: Gingival hyperplasia occurs frequently; this incidence may be red
by good oral hygiene including gum massage, frequent brushing, and :
dental care. Polyarthropathy and hirsutism occur occasionally. Hyperglycé
has been reported. Toxic hepatitis, I|ver damage, and perlarterms nodosa i may
occur and can be fatal.

DOSAGE AND ADMINISTRATION

Dosage should be individualized to provnde maximum beneﬁt In some cases,
serum blood level determinations may be necessary for optimal dosage
adjustments—the clinically effective serum level is usually 10-20 mcg/ml.
Serum blood level determinations are especially heipful when possible drug
interactions are suspected. With recommended dosage, a period of seven to
ten days may be required to achieve therapeutic blood tevels with Dilantin.

Dilantin Infatabs can be either chewed thoroughly before belng swallowed or
swallowed. whole.

When given in equal d 8ses Dilantin Infatabs yleld hlgher plasma levels
than Dilantin Kapseals? For this reason, care should be taken when' SWItChIng
a patient from one dosage form to the other.

Adult Dose: Patients who have received no previous treatment may be started
on two Infafabs three times dally, and the dose is then adjusted to suit individual
requirements. For most adults, the satisfactory maintenance dosage will be six
to eight Infatabs daily, an increase to twelve Infatabs daily may be made; if
necessary.

3 . . 121 866300/WE




| Labeling:
NDA 84-427 NDA No: .

Reviewed by: (.

\}»\’V

W

Store so that children

Pediatric Dosage— N 0071_0007;2.4. e

02 0007 24 01 4 ‘l||

Initially, 5 mgikg cannot eat these
daily in two -or three R flavored tablets
equally divided _INFATABS®. ° ; LR as candy.
doses, with sk H R : : Store at a room
subsequent dosage o D I t N :
indivic?ualized to g ) l an In ) § temperature befow
maximum of 300 mg L E o ) : 86°F.
; Sl . ; Lo Chewable, flavored
.. K for children.
(Phenytoin Tablets,USP)
o Exp date and lot
50 MG ,
Caution—Federal law prohibits™
dispensing without prescription,
See pddkage i 100 TABLETS - ~ . .- = . it(:;:k w74
complété préscribing y arke, Davis & Co
information. PARKE-DAVIS . Detroit, Mi 48232 USA
. - '\ IED
§ 3
APPROVED: _ \
Pediatric Dosage— IS N Store so that children
Initially, 5 mgl/kg N 0071-0007-24 " - S cannot eat these —
daily in two or three 2 T ) R flavored tablets -
: equally divided INFATABS®. - o as candy. «

. doses, with . . : E . -

j subsequent dosage ’ Storeataroom -
individualized to a temperature below ~
maximum of 300 mg ° 3
daily. : s

= L . 2 N Chewable, flavored &
. . . . -for children.
Dilantin Infatabs can (Phenytoin Tablets,‘USP)
be etther chewed Exp date and lot
thoroughly before 50 MG
being swaltowed or Caution—Federal law prohibits
swallowed whole. dispensing without prescription,
See package insert for 100 TABLETS Stock 36-7-4

complete prescribing

Parke, Davis & C;
information. PARKE'DAV'S ) Daetroit, lsl\i“2823% USA

REDUCE 50%




NDA 84-427

Labeiiag: |
NDA No:jy’q? 7;1%'(1-.[_‘%/—/77

Reviewed by:

™

!
|

: d al law prohibits dispensing without
N 0071-0007-40

Stock 367435 P itially, 5 mg/kg/daily in two or three

do ith subsequent dosage:
DiLANTINe

i Il ik S
?ndivigualized to a maximum of 300_mq c_ially_. .
See package insert for complete prescribing information.

01 0007 40 01 2

- i hly before
" 1. Dilantin_Infatabs can be either cheéwed thoroug v b
(PHENYTOW TABLETS, USP) :  : ggiarlrglgﬁ\llgl?owed or swallowed whole: - >35°:|=)'
50 G : | Store at cdnt_rollgd:Rpom Temperature (59° to -
Chewable/Flavored L4 Protect From Moisture.

r i these flavored tablets
for Children Store so that children cannot eat-the ) :
as candy.

Expiratibn date a|

100 TABLETS
PARKE-DAVIS

N 0071-0007-40 Caution—Federal law prohibits dispensing without
Stock 36-7-435 préescription.

Pediatric Dosage—Initially, 5 mg/kg/daily in two or three
equally divided doses, with subsequent dosage
individualized to a maximum of 300 mg daily..

n ’

INFATABS®

DILANTINe puses

01 0007 40 01 2

| See package insert for complete prescribing information.
(PHENYTOIN TABLETS, USP) ' “ Dilantin Infatabs can be either chewed thoroughly before
50 MG » - being swailowed or swallowed whole.
Chewable/Flavored - : Store at Controlled. Room Temperature {59° to 86° F).

Protect From Moisture.

Store so that children cannot eat these flavored tablets
as candy.

for Children o

PARKE-DAVIS

100 TABLETS
PARKE-DAVIS

Expiration date and lot
Parke, Davis & Co/Detroit, Mi 48232 USA




% ..f . . . T -
120,000 Tablets N -
INFATABS® L %
e oo} . : 5
Dilantn. |
(Phenytot Tablets, USP)
50 MG D
Caution——Federal law prohib‘its'dispensing without prescription. IR
Pediatric Dosage——lnitia\ly, 5 mglkgl/daily in two or three equally divided
doses, with subsequent dosage ‘ndividualized to a maximum of 300 mg _daily.
Dilantin Infatabs can be either chewed thoroughly before being swallowed of
swallowed whole. ’ '
Caution—For manufacturing, _proce_ssing or r._epacki‘ng.
See package insert for complete prescribing'information.
Store so children cannot eat these flayored tablets as candy.
Store at a Room Temperature below 86° F. _
Stock 36-7-9585 - T e e o
oL N 0071 0007 34 [91] P&Rag @AV%%
b C ' hal OB [ =O& LY V. . . Parke‘.’Davis&Co/ Dewoit, Mi 48222 USA
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REVIEW OF AMENDMENT
DATE COMPLETED: 3-30-78 ANDA #: 84-427

CO. NAME: Parke, Davis & Company
. Box 118, G.P.O.
Detroit, MI 48232

NAME OF DRUG: Trade: Dilantin Infatabs 50 mg.

Generic: Phenytoin Chewable Tablets, 50 mg.
(in containers of 100 and unit dose 100s)

DATE OF SUBMISSION: 11-1-77
TYPE OF SUBMISSION: Amendment
CLINICAL EVALUATION:

1. Review of Studies: The bioavailability data has been reviewed by the
Division of Biopharmaceutics (see review signed 1/10/78 by R.P. Gural, Ph.D).

2. Review of Labeling:

a) Draft labeling - immediate container - added by the firm is the
statement "Chew tablets thoroughly before swallowing them". This
phrase is incompatible with the word "Infatabs" in the products
name since infants (0-2 years) are usually unable to do so because
of lack of teeth. A request of clarification by the firm should be

. obtained.

b) Draft labeling - unit dose - the term "chewab]é Infatab" has been
added. Clarification of this revision should be requested as per
above.

c) Draft labeling - unit dose container - phrase "Chew tablets thoroughly
before swallowing them" has been added. Again, clarification of this
addition should-be requested from the firm.

d) Package insert - the package insert with minor modifications is
- satisfactory. However, the point of chewing the tablet thoroughly
and the name 'Infatabs" has to be clarified.

CONCLUSION: ,

1. Include Dr. Gural's comments on dissolution and labeling of the product
in a letter to the firm.

2. Request clarification of the term "Infatabs" in the products name in
light of the Tabeling addition "Chew Tablets thoroughly before swallowing

- them".
Wt
g‘/ CGTR

Marvin Seife, M.D.

RECOMMENDATIONS: See above.

cc:dup:MS/wib/3-30-78



REVIEW OF AMENDMENT
DATE COMPLETED: 2-8-79 ANDA #: 84-427
CO. NAME: Parke, Davis & Co.
Morris Plains, Nd 07950
NAME OF DRUG: Trade: Dilantin Infatabs, 50 mg.

Generic: Phenytoin Chewable Tablets, 50 mg. (in containers of
100 and unit dose 100's) '

DATE OF SUBMISSION: 1-10-79

TYPE OF SUBMISSION: Amendment
CLINICAL EVALUATION:

1. Review of Studies: none submitted
2. Review of Labeling:

FPL's, package insert, immediate container labels and bulk labels are now
satisfactory.

The labels now state the following - "Dilantin Infatabs can be either chewed
thoroughly before being swallowed or swallowed whole". Bioavailability
studies submitted by the company have substantiated the statement.

The package insert © —— section has been removed in favor of a
nCLINICAL PHARMACOLOGY" section which now provides extensive information to
the prescribing physician and clearly states that clinical studies

show that chewed and unchewed "pilantin Infatabs" are bioequivalent.
CONCLUSION: FPL's are satisfactory.

RECOMMENDATIONS: Approve.the ANDA.

L g T=
Marvin Seife, M.D. » D

- ‘cc:dup '
"MS/wih/2-9-79

Addendum 2/16/79 :
The immediate container "Proof copy" are exact
replicas of the firms FPL, for bottle containers of
100 (reduced to half of the original size and quite
ledgible to the reader) and unit g ackages of 100,
are satisfactoryf 7/ g
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CHEMIST'S REVIEW

(If necessary, continue any ltem on 8°* x 10v4** paper.
Key continuation to item by number.)

1. ORGANIZATION

HFD-530

2. NDA NUMBER

parke davis & co
detroit, MI 48232

3. NAME AND ADDRESS OF APPLICANT (City and State)

4, DATE NDA APPROVED;

5. IF PRIOR TO OCT 10, 1962,
DATE APPROVED FOR"
EFFICACY -

6. NAME OF DRUG

dilantin Infatabs

7.. NONPROPRIETARY NAME

pkbnytoin

8 SUPPLEMENT

NUMBER DATE

9, PURPOSE OF SUPPLEMENT

10. AMENDMENT DATE(s)

as per letter to issup

11, OTHER DATE (Repor¢, otc.)

12, PHARMACOLOGICAL CATEGORY

anti-convulsant

13. AF NUMBER

16. RELATED IND/NDA/MF(s)

J'4. DOSAGE FORM

tablet(chewable)

15. HOW DISPENSED

ol mx

dorTc

84-349 = kapsea]s;
30 & 100 mg.

J17. POTENCY(ies)

18. NAS/NRC

L i} |
50 mg. ' [} ggelssaw . )[(;] REVIEWED
19. CHEMICAL NAME 20. RECORDS AND REPORTS
CURRENT . REVIEWED
[Jves CIwno [Jves CNo
21. CHEMICAL FORMULA
APPEARS THIS WAY
Ol ORIGINAL
[22. . REMARKS
.as per letter to issue
23. CONCLUSIONS
rev w/f -
§28. REVIEWER _
nane - SIGNATURE / DATE COMPLETED
- : T/
‘.__.._____s;millzn:__.r.__[Ej UL — 7{5457/ 3/30/78
DISTRIBUTION ORIGINAL JACKET [ JoupLICATE JACKET REVIEWER
FDH FORM 2266 (10/68) ' PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED. ' 1




P,

R S

b s ol Bwasin . mfane, .Am...e.--w:.o.d-—«....u...,. .

;_nn-.: cveluaticon or :r-n-m-nu l::;'ach ';ﬁIRI ¥4 u:(';—ﬂ r,-, coul.muo on l\" X JC T paper, SUA R
By €ontinunticn (o atem Ly numhes, Foater soencee 0 no ot TOLE O S LAY Iy wpplicablo, 84_427
74, COMPANFENTS AND COMPOSITION e, =)
submitted N .
composition listed in Vol 3 1 Pg ¢ Qf NOH filing )
26, FACILITIES AHD PERSONNEL (ge,b) . .
Submitted .. : i
.27. SYNTHESIS (sc) . . ..
manufactured at Holland, MI laboratory -
of Parke DAvis : T
26. HAW MATLRIAL CClTROLS (sd,e) L
8, NEW CRUG SUESTANCE . .
needed & requested SR g B
L. ‘ - S .
b. oTHER INGREDIENTS '
as per addendum - = T - S

23. CTHER FIRMS) (50)

€ YL, !‘Lﬁw& koLmﬁ) "Q%W_Aﬁmnvl?

20. MANUFACTURING AND PROCESSNG Eehd il

additional information requested

31. CONTAINER 73i) .

requested

-

32. PACKAGING AND LAB"LING I(:18-))

submitted

L 4

133, LABORATOF’Y CC NTROLS {In-Procese and Finished Dossge Fonr.) (32,

addft]onal lnformatlon requested"
l-bmpotnjv-»

PE 31 Wmhzwwe‘x

35, STABHLITY s2) N . .
data submltted on pg 70 of original NDA- & in 3.1 vol :
- as pér dddndum | . T T

. R .
. \ . - ) - -
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geaddendum to chem1st s rev1eW"

‘NB this f111ng was received for HFD-530 review in late January
1978 since previous rev1ews/evaluat1ons had been done by
B1opharmaceutics

the Notice of Hearing s still pending
{as pew 3/27/78 conversation + CPrettyman of HFD-120

28: no data on phenytoin mfg has been submitted--it is requested
revisions to needed data on other components is requested

34: stability

" APPEARS THIS WAY
~ ON'ORIGINAL




»

CHEMIST’S REVIEW 1. ORGANIZATION ‘ 2. NDA NUMBER
(If necessary, continue any item on 87 x 10%4** paper.

Key continuation to item by number.) 84F427
‘3. NAME AND ADDRESS OF APPLICANT (City and State) 4. DATE NDA APPROVED '
Warner-Lambert Pharmaceutical Div.
Parkg-Dav1§ > IIDFA’IEEIRgPTROOSES :7%R1962'
Morris Plains. NJ 07950 : EFFICACY
6. NAME OF DRUG 7. NONPROPRIETARY NAME
. 8. SUPPLEMENT
. . . NUMBER ) DATE
Dilantin Infatabs Phenytoin
9. PURPOSE OF SUPPLEMENT 10. AMENDMENT DATE(s)'
a) Acknowledges need for updating; submits FPL 1/10/79
b) submits updating re: mfg, controls, etc. 1/26/79

c) packaging specs

11. OTHER DATE (Report, etc.)

12. PHARMACOLOGICAL CATEGORY 13. AF NUMBER

anti-convulsant; cardiac depressant 16- RELATED IND/NDA/MF(s)’ 5
14. DOSAGE FORM 15. HOW DISPENSED ,

tablet-chewab‘]e KR rx [JoTc
7. POTENCY(ies) 18. DRUG REGUIRES

50 mg. [Inea  YXlanoa
19. CHEMICAL NAME 20. RECORDS AND REPORTS

CURRENT REVIEWED
1veEs Ino [Jves [JI~No
21. CHEMICAL FORMULA
O

22, REMARKS

1) the 2/22/79 submission was outlined in a phone conversation with Milton
Kaplan of WL/PD, with his commitment that a .formal submission is
being submitted; material pertains to packaging of drug product as it is
being marketed.

2) for bio evaluation note 9/30/77 letter based upon 8/10/77 review of
HFD-522

23. CONCLUSIONS

BPTEARS THIS WAY
O GRIGINAL

24, REVIEWER _
. SIGNATURE DATE.C ETED
DISTRIBUTION [ |ORIGINAL JACKET [ IouPLICATE JACKET [ IREVIEWER

FORM FDH 2266-(11/73) PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED. 1
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Dilantin Infata’s 50 mg 4 Parke-Davis Company
ANDA 84-427 : ‘ Submission Dated:
: ‘ November 1, 1977

REVIEW OF DISSOLUTION AND LABELLING

DISSOLUTION:

The Division of Biopharmaceutics agrees with the sponsor that it would not '
be fruitful to perform additional dissolution studies.

LABELLING:

. The sponsor has submitted revised labelling for the ‘Infatabs. In general
the Division of Biopharmaceutics concurs with the labelling, however a
paragraph should be included under "Clinical Pharmacology" which describes
the results of the bioavailability study on the chewed- vs unchewed tablets.
This paragraph-shou]d‘describe,the fact that chewed and unchewed tablets

jresults_invapprpximate]y equivalent -plasma levels, and that they are more

‘rapdily absarbed than the&]OOVmg;Kapsea1s. R '

The’sponsor should be advised that the Tabelling may be subject ‘to future
revisions promulgated in a Federal Register anmouncement. . = '

~ to the firm.
-/ /@ 78
Biopharmaceutics Review Branch |

Lc ZLayu¥7j§§:°
cc: |nDAgrig., dupl., trip., hfd-530, hfd-520, hfd-522, chronoTogical file,

ApproVa] of thiS'application»js reconmended with the above;qomments,sgnt :
Richard P. Gural, Ph.D."
" nfd-3ee hfd-501, hfd-525, hfd-120, hfd-32

RPGURAL/1i 1/10/78
© RD INITIALED BY BECABANA
~ FINAL TYPE INITIALED BY _ j

APPEARS THIS WAY
ON ORIGINAL



Diphenylhydantoin Chewable Parke-Davis & Company
50 mg tablets infatabs Detroit, Michigan
ANDA 84-427 : AF #12-757
Submission Dated:
August 12, 1974

REVIEW OF THREE BIQAVAILABILITY STUDIES

I PROTOCOL 73-62:

PURPOSE :

Studies previously completed (see sections II & III, this review)
suggested to the firm that Dilantin Suspension was bio-inequivalent to
the Infatab and Kapseal. This study was conducted to clarify any

- differences between these drug products by giving doses of 10 ma/kq

to nine children confined to the , T

RECOMMENDAT IONS :

‘This study is not acceptable as definitive evidence of either
bioequivalency or a documented difference between dosage forms
(pharmaceutical alternatives) because of the deficiencies Tisted
‘below. While the rate of absorption cannot be observed it does

~seem from this study that the suspension -may be more extensively
absorbed than the other two dosage forifis.

1. It 1s, therefore, recommended that the firm. perform a new
b1oava11ab111ty study comparing the Infatabs, Suspension, and
Kapseals using sufficient subjects and sufficient sampling times
to describe the absorption and e11m1nat1on phases of the plasma-
-concentration curve.

2. A protocol should be subm1tted prior to commencing the study
- so the Agency and the firm can agree on a mutua] approach.

3. Any s1gn1f1cant d1fferences shown by the resu]tant study
should be 1nc1uded in the package 1nsert o o

DEFICIENCIES:

-

1. The number of samp11ng ‘times was 1nsuff1c1ent to adequate]y describe
~ the plasma concentration-time curve. The peak va]ue was missed on the
- Infatab and probably even the Kapseals.

2. After concluding that'10 subjects were teo few for acceptable
variation, the firm intendéd to use 12. subJects, but only 9 were .
actually used. As in prior studies the variation- (as reflected by the
coefficient of variation) was excessive being over 50.1% at 1/2 the
sampling times. :




‘Further refinement of these curves is not possible primarily due to the
’ {failure't076011ect'sufficient samples tozadequate]y describe the curve. .

- The purpose of this study was to:éompare the blood levels resulting from: T

ANDA 84-427 ~ Page 2

3. The laboratory which performed the analyses of drug in plasma failed
to validate the assay. Since the study was complteted in 1970, it is
doubtful any validation at this time would prove useful.

RESUME:

The conclusion from Protocol 73-29 stated that the wide variations in
blood concentrations could be a result of the small number of subjects
in that study. This study (73-62) conducted in February 1970 therefore
called for 12 children between the ages of 2-12 years. The subjects
were to be divided into 6 groups of 2 and each group would receive the
three dosage forms in its own order. To more completely describe

the curve, groups, 1, 2, and 3 were to be sampled at 2, 4, 8, and 12

"hours post dosing while groups 4, 5, and 6 were to have samples drawn

at 1, 3, 6, and 10 hours post dosing. None of these procedures were
actually followed, however. Only 9 subjects were used compared to 5.
younger and 5 oider children in the previous study where this was deemed -

as too few. The subjects were all given the same dosage form at the same

time, and apparently blood samples were taken at hours, 1, 3, 6, and 10.

While no patient received medication concurrently during the 48 hours

of the trdifl, 8 out of the 9 patients received some concurrent medication
between phases and 7 out of 9 received medication within the 3 weeks prior
to the study. Other conditions were similar to protocol 73-21. :

COMMENTS:

1. The method of analysis of diphenylhydantdih (DPH) was by Dill, et. al.,
but was not validated by the Taboratory performing the ana]yses, ’

2. Rough Estimates of the_e]iminatiqngﬁﬁTfilife-were;made.and-show great

~variations in the half-1ife.

~ SUSPENSION KAPSEAL INFATAB
kel (h-1) .004 0.002° - .006
T 1/2 (hr) 15.36 o577, 115
AUC in beta phase 227 - 201 ' 208

I PROTOCOL 73-21:
CPURPOSE:

a single administration of:

a. Dilantin Half-Strength Suspension
b. -Dilantin Kapseals _
c. Dilantin Infatabs



2. The blood samples (? ml) were taken at O

" ANDA 84-427 Page 3

at a dose of 10 mg/kg, in 10 children inpatients. The children were
divided into 2 groups of 5 by age: 3 years and 8-12 years.

RECOMMENDATION:

* This study is not acceptable as a definitive proof of
bioequivalency for the reasons listed as deficiencies
below.

DEFICIENCIES:

1. The commercial drug product was not tested since the drug product was
given in applesauce - presumably not intact; and this would destroy the
integrity of the drug product.

- 2. Since the children were divided into an older group and a younger group,

the number of subjects needed to describe each response should be greater
than 5 in each group. The coefficient of variation showed this in fluctuat-
ing between 31% and 113%. : S

3. Comparison of the three dosage forms within the older group revealed
that the eTlimination rate constant for the Infatabs might be different
than for the suspension and the Kapseals.  The data, however, was too
incomplete for a conclusive statement. . : :

 RESUME:

1. The study was conducted in 1966 byﬁr — - T
— T e S The subjects were
institutionalized children, diagnosed as retardates with no known metabolic.

disease and no acute or chronic systems illness.

These children had normal hematology and clinical chemistry values.
groups were formed by age and' each - group . recef: ed-aH -me: )
it is not clear, it appears all individual t
at the same time. Subjects were given Pa .
1 teaspoonful per day; no other medicine but the.

post dosing. The plasma was analyze k
and Spectrophotometric»anaTySis described b ensmark and K ,
J. Lab. and Clin. Med. 61: 501, 1963. The wor ing standards were
T0-T100 mcg/ml. ' , ' ar :

CQMMENTS;

1. Identical doses were not given*tbfeach}chi1d,“bUt”a dose’ calculated on
weight to give 10 mg/kg. In the medical interpretation of protocol 73-21, -
Dr. Charles Weiss states "Due to weight ranges and dosage schedule, the .
most precise dosing was accamp1ished:w1th the,sugpéhsion~form751 ¥
was measured and administered in- increments. of T8‘mg;-WHe‘7asg In

Kapseals could be- administered in increments. of 25 mg and2561mgfréspe¢tfyé

o
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COMMENT :

It should be noted that the Preliminary Statistical Evaluation performed

by the Company (page 88 volume 2) concludes that the high degree of variation
of blood levels between treatment groups may be due to the small number

of subjects in this study.

Michael R. Scheffler
Biopharmaceutics Review Branch

BTG, dupl., trip., hfd-520, hfd-522, hfd- 106, af file,
pharmaco 1net1c file, chrono]og1ca1 f11e hfd- 530 (Dr. Se1fe)

, MRSCHEFFLER/]J 4/1/75 .
RD INITIALED BY HRMURJDOCK
FINAL TYPE INITIALED BY '

ARPEARS TH
S WA
QN ORmmAL Y




50 mg Detroit, Michigan
Dilantin Kapseals (Phenytoin Sodium) AF #]2-?57

30 mg Submission dated:
NDA 84-427 November 21, 1975

~ # Dilantin Infatabs (Phenytoin) Parke-Davis 524%/
Ab\ﬂ_@

REVIEW OF BIOAVAILABILITY STUDY NO. 73-116

INTRODUCTION: L

As an anticonvulsant, phenytoin appears to stablize rather than raise normal.
seizure threshold and to prevent spread of seizure activity rather than abolish
the primary focus of seizure discharges.

STRUCTURE: F4

!
ii?@”\]“ -

Q=C—N—-H

STUDY OBJECTIVE:

The objective of this study was to compare the bioavailability of Dilantin
Infatabs 50 mg (lot RK-333) to Dilantin Kapseals 30 mg (lot RE-464).

STUDY DESIGN:

The study consisted of 11 male volunteers in a randomized crossover trial.

The volunteers had an average age of 31 years (range 22 to 43 years), average
weight of 72 kg (range 60.5 to 85.6 kg) and average height of 174 cm (range
168 to 183 cm) selected from the prisoner population of the - —_—

: == The. study was conducted by —————

. s T Each fasted subject received

each of ‘the following treatments with 200 ml of water separated by a two week
rest period. L : ,

TREATMENT . _ 5 ~ DOSE (PHENYTOIN EQUIVALENT)
Dilantin Infatabs, 50 mg* - e o 250 mg |
(5 tablets, Phenytoin) o B

Dilantin Kapseals, 30 mg S 248,36 mg**
(9 Kapseals, Phenytoin Sodium)

*Dilantin Infatabs'werefthorough]y chewed before-swai]owing;
**The M.W. of phenytoin i 91.98% of that of the sodium SALTE
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Blood samples of 15 mls were obtained at 0, 0.5, 1, 2, 4, 8, 12, 24, 48, 72,
and 96 hours into heparinized tubes. The plasma was harvested and kept frozen
until assayed. Urine samples were collected at 0, 1-12 and 12-24 hours as
well as on days 2, 3, 4, 5, 6, and 7.

RESULTS:

Plasma samples were assayed for intact DPH and the urine assayed for total

HPPH (free plus conjugated). The assay has sufficient specificity and linearity
for both DPH and HPPH.

The following results for the concentration (mcg/ml) of DPH in plasma were |

reported:
| TREATMENT
TIME INFATABS - KAPSEALS
(hrs) (Mean, C.V.) (Mean, C.V.)
0.5 0.9, 0.47 1.1, 0.55
1.0 1.6, 0.33 1.9, 0.37
2.0 2.4, 0.26 2.5, 0.33
- 4.0 3.2, 0.21 2.7, 0.25
8.0 3.1, 0.20 2.6, 0.18
12.0 3.0, 0.23 2.5, 0.19
24.0 2.1, 0.44 1.8, 0.41
48.0 0.6, 0.83 0.6, 0.80
72.0 0.2, 1.09 0.2, 0.89
96.0 0.1, 1.26 0.1, 1.

» .. The cumpulative ukinary excretion of HPPH expressed as percent of the dose
is given in the following table:

 TREATMENT

TIME ) ' - INFATABS . - KAPSEALS

(hrs) o (Mean, C.V.) (Mean, C.V.

0-12 v : o 15.1, 0.46 11.6, 0.21
12-24 31.8, 0.34 -29.1, 0.13
24-48 ' 50.6, 0.25 51.0, 0.24
48-72 , 59.4, 0.21 61.4, 0.25
72-96 ' 61.6, 0.21 64.6, 0.28
96-120 - 62.1, 0.22 65.7, 0.29
120-144 : : 62.4, 0.22 65.8, 0.29
144-168 - 62.5, 0.22 65.9, 0.29



7w ccarried out in - _ - v
| s~ The time for ~ dissolution for the Infatabs was 7.5 minutes and for

NDA 84-427 Page 2

" From the data herein reported the following parameters were computed using the
SAAM 23 progranm.

TREATMENT

Parameter | Infatabs Kapseals
Absorption rate (1/hr) 0.41 ' 0.54
Absorption half life (hr) 1.65 1.28
Elimination rate (1/hr) 0.0415 0.0382
Elimination half life (hr) 16.7 18.13

T Peak (hr) 6.1 5.3
Cmax (mcg/m1) 3.4 2.9
AUC (mcg/m1/hr) - 104.2 -92.5

Dissolution data was obtained on both the Infatabs and Kapseals. The Infatabs
were crushed and a — - fraction was used in the test. The dissolution was

the Kapseals was 25 minutes.

COMMENTS:

1. Dissolution data that was supplied by the firm is not ddequate. The complete
dissolution profile for the Infatabs both crushed and intact should be supplied
as well as dissolution data for the Kapseals.

2. The firm has compared the bioavailability of two drugs products for which

they have no previous bioavailability data. The firm's largest data base is

~ composed of the 100 mg Kapseals not the 30.mg Kapseals.

3. The Infatabs were thoroughly chewed prior to swallowing, the question arises

as to why this was done. According to the PDR labelling for Infatabs, chewing
of the tablet is not required. The firm should perform a bioavailability study
in which the Infatab is chewed prior to ingestion and is swallowed intact

compared to the 100 mg. Kapseal or a solution of phenytoin. If chewing is requivred .
the labelling should reflect this or a disintegrant added to the Formulation.

© RECOMMENDATION: -

See comments 1 to 3. Based on these comments the study is not approvable
1t this time.

Richard Gural, Ph.D.
Biopharmaceutics Review Branch

 cc{ NDA Orig., Dus., Trip., HFD-520, HFD-522, AF File, Chron,

HFD=530(Dr. Seife

R/D init. by JPSkelly/HRif
Final init. e 7

;ﬂégw/”/f s, 2 RGural/mjm 1/22/76
RO 26176



Dilantin Infatabs : Parke-Davis 2/
Phenytoin) Detroit, Michigan Cﬂ%éi;./
ANDA 84-427 AF #12-757 g

Submission dated:
;a$1;f1?g76a ) /Z/szﬁ/aég

REVIEW OF PROTOCOL

The firm has submitted a protoco] designed to evaluate the necessity
of a chewing Dilantin Infatabs. The study will be conducted by

i

‘““‘"'“““and will involve 20 normal maile vo]unteers “"Each

volunteer will receive each of the following treatment at weekly 1ntervals
in a fasted cross-over fashion: 1) 2 *50 mg Dilantin Infatabs

thoroughly chewed, prior to ingestion. '2) 2 *50mg Dilantin Infatabs
swallowed intact and 3) 1 * 100mg Dilantin Kapsea]

s - Ten'm! blood samples will be obtained at 0, 1, 2, 3 4, 6, 8, 12, 24,
‘ 48 and 72 hours after dosing. The plasma will be harvested for
subsequent phenyto1n concentration determinations-by -Parke-Davis.

R In addition urine spécimens will be collected at zero, 0-2, 2-4, 4-8,

- C 0 8-12, 12-24, 24-48, 48-72, 72-96 and 96-120: hours after d051ng

“ ' These samp1es will be assayed for the content of the major metabo]1te
§¥~ -of phenyto1n HPPH.

 RECOMMENDATION:

This‘photbco] is approyed.

- 3R1chard p. Gura] Ph. D B : ,
;B1epharmaceut1cs Review Branch n : ' _ -

: v, HFD- 520, HFD-622, chron . HFD: 53@
GUGH DRAFT INITIALED_BY

-————‘]PS e




Infatabs (Phenytoin) Parke-Davis Company
50 mg Tablets Submission Dated:
ANDA 84-427 : December 7, 1976

REVIEW OF A BIOEQUIVALENCY STuDY

BACKGROUND:

The sponsor has submitted the results of a bioequivalency study which
was requested by the Division of Biopharmaceutics. The purpose of this
study was to compare the bioavailability of chewed Infatabs versus un-
chewed Infatabs relative to Dilantin Kapseals.

STUDY DESIGN:

The study was carried out at the : o

M . With 21 healthy male volunteers. The subjects
received on a randomized, non-blind, three-way crossover basis, each
of the following preparations at a weekly interval.

TREATMENTS DOSE . ROUTE

A Dilantin Infatabs, 50 mg 100 mg P.0. (chewed)
2 Tablets (phenytoin),
Lot TE 319

B Dilantin Infatabs, 50 mg 100 mg P.0. (unchewed and
2 Tablets (phenytoin), swallowed whole)
Lot TE 319

C Dilantin Kapseals, 100 mg 100 mg P.0.
(phenytoin sodium), Lot TB
479 RS

The dose was administered to subjects after an overnight fast with 200 mi
water. Subjects were not fed and did not have coffee for four hours after
the dose. -

Ten ml heparinized blood samples were collected Pre-Rx and at 1, 2, 3, 4,
6, 8, 12, 24, 48, and 72 hours after the dose. The plasma were separated
and kept frozen until assay.

RESULTS:

The assay procedure employed was a —  method which has been shown to be
linear, reproducible and specific.

The results of the plasma levels and pertinent pharmacokinetic parameters

are given in Table I. The urinary excretion data is represented in Table II.
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The dissolution data submitted by the firm dealing with both Infatabs or
Kapseals s unacceptable, the use of —————""" is unwarrented."

RECOMMENDATION :

The firm has adequately demonstrated that the intact and
chewed Infatabs result in equivalent plasma and urinary
excretion profiles. It should be noted that the Infatabs
give higher plasma levels than the Kapseals, and this fact
should be reflected in the labelling of the product. In
addition it should be stressed that once-a-day dosing of
the Infatabs can not be recommended without clinical data
supporting such a claim.

The sponsor should be requested to perform dissolution
studies on both products which reflects the results of the
bioequivalency study, before approval of the application

is granted. _
L ld W],
Le 3/n67
Richard P. Gural, Ph.D.
Biopharmaceutics Review Branch

cc: JANDA okig., dupl., trip., hfd-530, hfd-520, hfd-522, chronological
file

RPGURAL/13 8/10/77
RD INITIALED BY HRMURDOCK
FINAL TYPE INITIALED BY "R~

APPEARS THIS WAY
ON ORIGINAL



PLASMA LEVELS AND PERTINENT PHARMACOKINETIC
PARAMETERS OF DILANTIN INFATABS CHEWED VS
UNCHEWED RELATIVE TO DILANTIN KAPSEALS

Mean (% C.V.)

Plasma Levels (mcg/ml)

Time (hours)

Tpeak (hour)
Cmax (mcg/ml)
T% (hour)

AuCZZ (mcg/ml1/hr)
Fragtion Absorbed
(dose corrected)

© Treatments
A B c
0.00 (00) 0.00 (00)  0.60
1.10 (53) 0.76 (68) 0.8
1.72 (29) 1.45 (40) 1.12
1.95 (20) 1.71 (26) 1.23
2.00 (22) 1.83 (28)  1.27
1.80 (17) 1.76 (29) 1.23
1.68 (23) 1.63 (23)  1.20 (
1.31 (29) 1.37 (30) - 1.02 (
0.73 (46)  0.77 (47)  0.68 (
0.25 (87)  0.23 (76)  0.26 (
0.08 (162)  0.09 (141)  0.09 (
3.70 (36) 4.80 (58) 4.50 (
2.15 (18) 1.99°(28) . 1.39 {
14.40 (38)  14.10 (32)  16.9 (
47.10 (35) .46.31 (36)  38.84 (
1.17 (21) 1.14 (21) -
1.04 (18) -~
TREATMENT

A 2 * 50.mg Infatabs Chewed
B '2 * 50 mg Infatabs Unchewed
C 1 * 100 mg Dilantin Kapseal

'APPEARS THIS way
ON ORIGIHAL

~—




C

Time (hours)

120

CUMMULATIVE URINARY EXCRETION OF HPPH

FraCtion”Absorbed

(dose corrected)

.OUD:D

FOLLOWING ADMINISTRATION DILANTIN

INFATABS CHEWED VS UNCHEWED RELATIVE

1.
20.
42.

68,
70.
71.

—t ]

© 2
2
1

TO DILANTIN KAPSEALS
Mean (% C.V.)

Treatments
A B
.00 (--) 0.00 (--)
.03 .(58) 0.84 (83)
11 (48) 3.32 (62)
25 (40) 10.10 (44)
46 (33) 18.43 (37)
73 (23) 40.33 (25)
98 (20) .59.53 (20)
69 (19) 66.78 (17).
47 (19). 68.29 (17)
34_(19) 68.63 (17)
.10 (25) 1.05 (26)
.05 (18) -—=

TREATMENT

* 50 mg Infatabs Chewed
* 50 mg Infatabs Unchewed
* 100 mg Dilantin Kapseal

APPEARS THIS WAY
ON ORIGINAL

He}
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PUBLIC HFEALTH SERVICE

,;-J;IIERI(DIQJ\PqIDIJB{ | mxwumMLa1olxmALn;nuuewnov,menLang

\ FOOD AND DRUG ADMINISTRATION
i ) _ ,
; Feb. 23, 1979

feay s HED- 530 - _ - . DATE:
b ATIN: 16-69 T - PLEASE HANDCARRY RESPONSE 7O
1 : A o - . - | HFD-322, & PLACE IN BOX MARKED
£ . L - ) ' NSTABILITY RESPONSES' LOCATED
' : : o - }- NEXT TO GWQAP CONTROL DESK 5
(rOOM: 9B809) ‘ :

FROM .:Manufacturing Review Branch (HFD- 322)

-Div, of Drug Hanufacturing —— Coﬂtfo]-”- (File)
R . /s

: jSUQMLH‘Pre Award GWQAP C T nom/AwpA ¢ _84-427

‘ o N - ,DRUG' Phenytom Infatabs, 50 mg., Tabs, 100 s and other sizes

i T FIRH. Parke Davis, Morris Plains, NT

e .;Unit/Package Size(s) Requested:

;- Requested Expiration Date: - - 3 months,

- “ADDITIONAL INFORMATION:

1At x35307 IHHEDIATELY lf your response
Lo “will be delayed pagt the indicated due date, or if the inf ormatxon available
AT R " is not sufficient to complete a response, - )

*._L.L.I.J.J..I..L.L.l..! Ak tAs L.LJ.I_LJ_LL.LJ.J. Tkt P\ESPO‘JSE Lttt e .I..L L.LJ L'.l.'" ‘

APLEASE CALL ®

|. :
;.

.L.'..I
el

P o M I
TRARASS

)o

RESDONSL_ DUE 'fé/_zsm"

STABILITY DATA SUPPORTS

. v . Maximum Contalner/ : _'; Y
i Exp. Date (mos) Closure System _ - _Package Size
It T | . P R - ’

1o commens:

.l ﬁ( gﬁé q%$l? Lek#iﬁﬁ 6®&>ﬂ@$¢, 444%)*(

4..ﬂ : ‘ccjf HFD- o e - . - - Preparcd by
B S 'HFD-32%(OAP) _ : , : - - Date:
| R HFD-322 (i) . e _
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Tor  Division of Biopharmaceutics %Fm

———{

SUM_MARY
Attention: Dr. Harold Murdock

NDA

-
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DATE

November 15, 1976

FROM:  ponald Kartzinel, M.D. HFD-120 ’// 96 4

OFFICE

T0: Jean Mansur/HFD-30

DIVISION

DNDP

susJECT: Request for Hearing, Re: Dilantin Infatabs; DESI 5856

SUMMARY

originally submitted August 8, 1974, ANDA # 84-427.

cc: ‘
Ronald L. Wilson/HFD-32
H.M. Postman/HFD-120

The data submitted in this response to the N.O.H. is identical to that
Since there has
been no question raised as to the safety and efficacy of Dilantin
Infatabs, and the only obstacle to the approval of the ANDA is the
biopharmaceutics studies, this data would be more appropriately handled
by Dr. Cabana, who has reviewed this data several times before.

APPEARS THIS WAY
~ ON ORIGINAL

SIGNATQﬁE

DOCUMENT NUMBER

FD FORM 203472/72)




MEMOR ANDUM DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

TO . DESI Project Manager (HFD-501) DATE: SEP 2 6 1977 ,

FROM : Deputy Assistant Director for
o Regulatory Affairs  (HFD-30)

suBJECT: Hearing Request on Dilantin Infatabs (ANDA 84-427) (Related to DEST 5856)

After publication in July 1976 of a followup notice on the. phenytoin

H single entity oral suspension product that was in the DESI study, Parke,.
s Davis submitted requests for ‘hearing  for several of their phenytoin-
e containing products that were marketed but not approved. - Among the.

products was Dilantin Infatabs, a tablet containing phenytoin, 50 mJ.

new drug application, based on DESI 5856, for the Infatabs product.’
Correspondence with the firm pointed out inadequ cies in ‘the biocavail-
i . ability/biocequivalence ‘studies. In its hearing request, the: company
o . cites as the sole issue of fact whether the drug product.is approvable
as safe and effective regardless of whether it is bioeguivalent to other
Dilantin products. ' S

BES . About two years prior to that, Parke, Davis had submitted an abbreviated

When the company submitted data in .support of. its hearing request the
material was forwarded to the Division of Neuropharmacologic Drug

| Products (DNDP). There was a question of whether, in the absence of
adequate: bioequivalence data, a full NDA would be required. At any
rate, that Division sent the material back to this office with the
comment that no question of-safety. or efficacy of .this product had been
raised; the issue was the biopharmaceutics studies.

T do not know the current status of ‘the ANDA . for the Infatabs (ANDA

= 84-427). At any rate, our office should not be holding the hearing
request data that needs review. . Therefore, I am sending this on to'you
for two purposes: (1) so that the material can be provided to the
appropriate. review unit and (2) so that unresolved issues can be
referred to the Hearings Committee. 1f the firm has not yet submitted
bioequivalence data considered adequate: by the. Division of Biopharma- -
ceutics, then the request for hearing raises policy questions that need
to be addressed by the Committee (and Dr. Crout). BAs I see it the basic
questions are:

1. Is there adequate bioeguivalence data?



DESI Project Manager : 2

2. If not, may the ANDA be approved anyway provided there are
adequate. safety and efficacy data?

. 3. If the answer to #2 is yes, then is there in fact adequate
evidence of safety and efficacy?

§ 4. If approval, if granted, must be based on clinical evidence
of safety and efficacy, should the application be a "full" NDA
B rather than an ANDA? " 7

J&xn Mansur

Attachment

APPEARS THIS WAy
ON ORIGINAL




T\Z[EMOR ANDUM DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

PUBLIG HEALTH SERVICE
* FOOD AND DRUG ADMINISTRATION

TO- . Division of Generic Drug Monographs DATE: December 13, 1978
(HFD-530) Attn: Gerry Millar

FROM : Product Surveillance Branch (HFD-333)

SUBJECT: Report of Drug Product Problem Reports on Phenytoin Sodium
Products

- This is in reference to your request for information from our
computerized files on Phenytoin Sodium Drug Products. A search
of our files has resulted in the attached report. The large propor-
tion of the reports on Dilantin products is probably a reflection of
‘Park-Davis's (PD) market position and the range of their available
dosage forms. No reports were found on Diphenylan (Lannett Co.).

Among the generic distributors, appears to :
distribute ———— product and several reports on each cite possible g'

3 problems of drug biocavailability. BT b %
7 ettt e s e s e : o
— ' R There appears to have been a %

R —— - e v st s e enense. OVEE the period i

71- 74 but no recent reports have c1ted thlS problem. Also several
reporters cited -
Products. The reports of ——————  do not appear to be indicative
of a significant problem.

s R AN g i

I trust this information proves useful to you. If we can be of further
assistance, please do not hesitate to contact us.

Courtney Michael Kerwin, Ph.D.:
- Consumer Safety Officer

Attachment: Printout o ' ) [

cc:
HFD-330 (2)
HFD-333 (RF)
HFD-333 (Mark IV file)
HFA-224 (2)
CMKerwin/djw:12-13-78
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' Meftpx‘andtm of Telephone Conversation

January 5, 1979
- Between:
Dr. E. A. Timms
Director of Regulatory Affairs
Parke Davis
and
R J. Richard Crout, M.D.

o Director
i o : Bureau of Drugs

Subject: Phenytoin Infatabs (ANDA 84-427)

‘I called Dr. Timms to request him to reply to our 1etter of April

4, 1978 as soon as possible. In this letter we set out some re-

i ' maining deficiencies in the above referenced ANDA, and Parke-Davis-

Y ' has not responded. The purpose of my call was to indicate that thlS

was a drug product for which an ANDA was clearly required and yet

: o we cannot credibly take enforcement action against it because it is -
i ‘ the sole product of its type for use in treating children with epilepsy.

- Its non-approved status, however, is testing the credlblllty of our-

- enforcement programs and giving us a real problem in respond:ng to
Parke-Davis' contract bid to DoD. :

i Mo S s i+ 0 0 L ek, SRS L T e Lk oriee

B
WA 12 AR e B

Dr, Timms expla:med that he had talked with- Dr Selfe about this
ot : application yesterday, that he was aware of the urgency of the matter,
B S and that he regretted the delay. He said that assigmment for respond:ng ’

now attempt to correct it as.soon as possible. He said he would be in .
Washington next week with a partial response and confer with Dr. Selfe

about a complete response.

Rlcha.rd Crout, M D.

cC:’
Mr. Michels (HFD-300)
. Seife  (HFD-520)
. 84-427
HFD-1, HFD-2, HFD-4

ok
Nt

v, skl i e e %t e et L e« o1 oiaren At ehmFae o

T e

to the April 4 letter in his own staff has been mishandled and he would S



MEMOR AN D UM ' DEPART.\IENf OF HEALTH, EDUCATION, AND WELFARE
- _ : " PUBLIC HEALTH SERVICE -
' . FOOD AND DRUG ADMINISTRATION

TG : Jerome P. Skelly, Ph.D., Chief DATE: March 24, 1976
E Biopharmaceutics & Pharmacokinetics Branch .

- -’ -
-

FROM : Chemist, Biopharmaceutics - . . R .
Review Branch - :

SUBJECT: Agenda of Meeting with Parke-Davis

The meeting with the Parke-Davis Company on March 26, 1975 at

11:00 will concern itself with the dilantin pediatric formulations,
namely Dilantin Infatabs, Dilantin 30 mg Kapseals and Dilantin 125

mg Suspension. Concern has arisen due to submissions by “the firm
where the various. dosage forms did not perform ideally. In-addition
‘concern has developed due to the need for chewing of Infatabs and the
once a-day dosing of Infatabs. :

. It is the purpose of this meeting to evaluate various protocels which
would answer many questions concerning the various pediatric preparations. o
I propose that the firm perform a three-way cross-over trials. The S
first cross-over would evaluate the chewed and unchewed Dilantin In-
fatab relative to the Dilantin 100 mg Kapseal. The second trial would
test the Dilantin 125 mg Suspension, and Dilantin 30 mg Kapseal against

the Dilantin 100 mg Kapseal. _ , _
ol Y g -
_ . Richard P. Gural, Ph.D. '

-

cc: hfd-500 (6K), hfd-520 (BEC), hfd-522 (HRM), hfd-530 (MS),
" hfd-520, hfd-522, chronological file

l RPGURAL/1j 3/24/76
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"ANDA 83-349

BETWEEN:

ytot

HE)

Br.
Pr.
Mr.

Dr.

Dr.
Dr.
S Pr.
Dr.
Dr.

MEMORANDUM OF A MEETING

Aryln Kinkel

. Robert Buchanan

Salatore Fusari

Julius Hauser
and | |

Zernard Cabana
Jerome Skelly

Parke-Davis

HFD-520
HFD-525

Harold Murdock . HFD-=522

Pichard Gural

R Barzaili

Marvin Seife

- HFD-522
HFD-530
HFD-530

Parke-Davis
AF #12-757
3/36/76

This meeting tias called by myself to clarify the bioavailability
of the various Bilantin Pediatric dosage forms, see attached memo.

The firm has agreédrto'penféﬁm»a‘biﬁé%ailabi1ity study.
if chewing of the Dilantin Infatab is necegsary. This s 6
a three-way crossover study in which the three treatments will ber

a)
b)

~

E

|
]}
L

mg Infatabs unchéwed

b) 2-50 mg Infatabs chewéd and.
‘€) 1-100 mg Kapseal

This study will be'comﬁWEted'and’ﬁepefﬁEd_tc EﬁéVFBA byimﬁd{dﬁiﬁg;b'_fj7

APPEARSTHISWAY -

ON ORIGINAL

o determin

e e

L




ANDA 84-427°

Page 2
ANDA 83-349

The issue of the Dilantin 300 mg Kapseal for once- a -:lay dosing was
‘discussed. It was mentioned that a multi-dose steady state study

of once-a-day dosing of Dilantin, 300 mg Kapseal may be
necessary to resolve this issue. Further discussion along these
1ines is continuing. T

7.

Richard Gural, Fh.D.
Biopharmaceutics Review Branch

| -CC:MEB_C.@%; dupl., trip. HFD-520 (2), #FD-522 (2), HFD-525,
- HFD-530 (2), chron - : o Rad

RPGural/pas . 4/5/76

ROUGH DRAFT INITIALED BY = BEC _ 4/2/76
FINAL DRAFT INITIALED BY -

CAPPEARSTHISWAY




R AND%?W%

" MEMORAHDUM OF MEETLNG

Novembex 25, 1975'

BETWEEN: Les Lueck, Ph D., Parke-Davis - 72 ffi7
. - Julius Hauser Parke Davis Al/ /,L 7

and

Marvin Seife, M.D. . Division of Generic Drug Mondagraphs
Gene G. Knapps Assoc1ate Director for Drug Monographs
Bernard E. Cabana, “Ph.D., Division of Biopharmaceutics

Subiject: Biqavai}abilityiofﬁDi%antin, ANDA 84-349, TND 11%13,-ANDA 84-427

 This meet1ng was held with the firm at'Me request of Dr Seifes and |
myself in order to discuss the bioavailability problems assoc1ated
with the  various D11ant1n products..

I pointed out to the firm that our review of 5 separate b1oava11ab1]1ty'f
studies (some of which were submitted by Parke- Davis) indicated unusual:
variability for the various Dilantin products It was ‘further pointed.
out to the firm that a recent FDA study-of phenytoin (100 mg- capsu1es)
~drug products,. conducted at the — :
- pevealed that a q1ven Tot of Dilantin (se1ected'a* random)
was  the poorest of 11 .generic .phenytoin product° in. the study. The -~
- rate and extent of absorption of Dilantin differed s1gn1f1cant1y from -
several other gener1c drug-products, the targest differences 1nd1cat1nq
a.55% ‘difference in peak: concentrat1ons and a 30% d1fference in: toral
- area (tota] absorpt10n) :

1 pointed out to the f1rm that the Aaency was in the process of -
docvrerting phenyto1n (d1pheny|hydanto1n) b1o1nequ1va1ence in preparat1on
for estab]1sh1ng a bioequivalence requirement and that:in- 11ght of  these -
documented probTems with Dilantin products, that the Agency may na ,
longer be able to support the use -of Dilantin Kapsea] (100 mg) as the

- reference standard. I told the .firm that this'.stand:was. further justified - -
‘since there was no approved NDA for any- of thef; i dosage forms: In - o

- addition, thefirm was told that the no. recuurse_but
toruse: phenytown Na in-solution
3 ‘suspension prev1ous]y approved
1mmed1ate release dosage forms

.bbotts):as tné,reference standard fcr ;,;,'j;%

. Dr LUECk rep11ed -that th1s would. be unfortunate since. Parke Dav1s had

- ,greater than ‘95% of phenytoin market in the U.S. arid the physicians <

wers using Dilantin to titrate their npatients. He further-indicated =~
o that PR has’ appl1ed for an NDA (AMDA 84- 349 and -84- 427) onall of its . =



D Lo :

- .but” needed to"be. correlate:
data. The firm was -also told : _ Libritttes
- approved due to unusual.variability-and inadequate design-in-certain

~Dr. Lueck agreed he: issue of repr
 'PD"and "the Agéncy toresoly > 1ssue
" to rate of absorption, that PD had -inte

Page 2

product, but that the Agency has not approved them as yet, possibly
due to lack.of in vitro specification (dissolution rate data). A

“discussion ensued concerning their in vitro methodology to assure 1ot
to lot reproducibility. -He further stated that the great variability

- observed in the studies could only be inscribed in his opinion, to
patient variability.

1 pointed out to .Dr. Lueck,:that “in our-epinion, the dissolution

methodology was non-discriminating in that it utilized —————

S , a total unphysiotagical system. -T 'further "added "that

; ‘would not  suffice for-approving their ANDA,

20 adiated vith: goad: inVivorbioavailability
hat none of :th 1tted data had: been

instances. - It was further pointed out that in several studies reviewed by

‘the Division of Biopharmaceutics that the coefficient ‘of variation of .

dilartin products was 2-4 times that of several test drug, and in certain
instences ranged- ——— , and that in our opinion, this could be ascribed

to the slow absorption of their product.

Dr. Lueck admitted that thére may be a reproducibility problem with their

o dosage'form,bbutithat“ft‘was7h0t advisable to have a fast absorbing- product
.+ _wor more avdilable form of the drug as the standard, because of potentia1
- ‘increase .side effects, he could not explain this. He was advised that

f~f{tpg hﬁpsfﬁhe“‘?Ublemvw&svduejto”d#fferences»1n~steady¥state;resultinggﬁrom
”ad@inistration-of Tess -available form of Dilantin. '

It was pointed out toifhEnfihm that the Agency was confronted with three -
“basic problems: . » - '

1) issue of Dilantin reproducibility and unusual variabilitys;
2) issue of obvious difference in rates of absorption of -
" different forms of phenytoin; o L

~ 3) the need for ‘a common standard which is reproducible.

o ‘ aay
v ntionally. designed a "Slow -
reledse” dosage form. . With regards to a. reference standard, he offered

to proyide‘theiAgencywaireferénce standard meeting any FDA .requirement

(fast, intermediate or stow re]ease*drugﬁformu]ationsg;to-beJusedaby .
all manufacturers. He was advised that perhaps Di]antin*Kapsea] needed.
to be. labelled as a timed-release or slow-release dosage form. He was-

““further told,ﬁfﬁtheftimewconstraintsrof}January515;t19]6 facing the -



Y

Page 3

Agency and the need for having a well defined standard for the FR
statement. 1 further told him that any reference standard provided
by PD would need to be compared to the aptimal dosage form {Drug in -
solution). 1 further advised him that there were many policy ’
jssues .confronting the Agency that would require Dr. Crout's approval

‘prior to any final decision be rendered. He was told that a second
" meeting would be called within 2 weeks. ’ SR

i 6Oz B

TP

'vééfnard Em-Cabéna,,Ph.D.

ce: 1ND,‘ANDA,#NDA,,Z§319;4 Dup., trip., HFD=520, HFD-500, HFD-536,
aff—‘]e’ chron = ) : : ) : o

BECat ana/mjm 11-28-75

‘APPEARS THIS WAY
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MEMORANDUM DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

TO

FROM

SUBJECT:

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

Edward Tocus, Ph.D. DATE: 0CT18 oy

Acting Director,
Division of Neuropharmacological Drug Products (HFD-120)
Through: Bruce Byer (HFD-120)

Administrative Compliance Branch (HFD-32)

Office of the Assistant Director for Regulatory Affairs

Data Submitted in Response to Notice of Opportunity for Hearing
(Dilantin Infatabs — DESI 5856) . '

We are forwarding to you the attached data which has been submitted in
response to the July 29, 1976 notice of opportunity for hearing.

When a medical analysis of the data has been prepared , send the
medical review to (1) Dr. Finkel and (2) HFD-32 (Attention: R. Wilson) .

Our office is assisting General Counsel in preparation of the final

oraer. . | ng// % )

Ronald L. Wilson

APPEARS THIS WAY
OM ORIGINAL
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NOTICE OF APPROVAL

NEW DRUG APPLICATION OR SUPPLEMENT

NDA NUMBER

84-427

DATE APPROVAL LETTER ISSUED

TO:

Press Relations Staff (HF1-40)

FROM:

%Bure au of Drugs

[ ] Bureau of Veterinary Medicine

Forward original of

approval has been’
T

ATTENTION

rm for publication only after approval letter has been issued and the date of

T

YPE OF APPLICATION

ATED

(T] ORIGINAL NDA

D TO NDA

SUPPLEMENT ABBREVIATED
. @omsm;&m NDA

CJSUPPLEMENT
TO ANDA

CATEGORY

XX Human

[ ] VETERINARY

T T e AN AT T TR AR LA, i RIS

S EEDE NAME (or ofher designafed name) AND ESTABLISHED OR NONPROPRIETARY NAME (if any) OF DRUG.

__é%ﬁa%in—inia&bs%pheﬂvtei n)
DOSA ORM v

tablet

HOW DISPENSED
RX

[JoTc

ACTIVE INGREDIENT(S) (as declared on label.
declared on label.)

phenytoin, 50 Bg.

LATATS) 8
List by established or nonproprietary name(s) and include amount(s), if amount is

NAME OF APPL_.ICANT (Include City and State)
Warner-Lambert Pharmaceutical Division
Parke Davis )

Morris Plains, NJ 07950

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY

anti-convulsant; cardiac depressant

COMPLETE FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

APPEARS THIS WAY
0N GRIGINAL

FORM PREPARED BY

NAME DATE
| G- Millar
- FORM APPROVED BY
N AME DATE
J Meyer

FORM FD 1642 (2/75)

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED.




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

34-427

CORRESPONDENCE



D. Wolfson {HFD-335) February 23, 1979
Compendial Liafson Staff

Gerry Hillar (HFO-530)
Chemist

Pheayteiﬁ Tablets

In Pharmacopeial Forum, Hov-Dec. 1978, Vol. 4, No. 6, p.639, there is an
in-process revision for the above drug product.

A
The reference notes that the 1abeling should note that the tablets
*_..are to be chewad".
gur Division is presently vevigwing Parke-Davis' Dilantin Infatabs
{phenytoin tablets, 50 ma.), Parke-Davis' labeling maintains that the
tablets "...can either be chewed thoroughly before being swallowed or
swallowed whole®.

A medical off%cer‘s review notes that bicavailabiiity studies submitted
by the company have substantiated the above statement.

Wi1l you present this to USP and request (1) comment and (2) their plans

for revising/not vevising Tabeling directions.

Wi

Gerry Mitlar

€c: y

Jiteyer (HFD-530)
L.,‘ A - 7 orid.
M 12-23-79




Warner-Lambert coveaw / .

Pharmaceutical Division
Parke-Davis Warner/Chilcott Texas Pharmacal

Marvin Seife, M.D.

Director

Division of Generic Drug Momnographs

Office of Drug Monographs

Bureau of Drugs v

Food and Prug Administration

Department of Health Education and Welfare
5600 Fishers Lane

Rockville Maryland 20857

JANZ26 1979

Dear Dr. Seife:

&, S
Deggp W

RE: ANDA 84-427
Dilantin® Infatabs® 50 mg
(Phenytoin Tablets USP)

Reference is made to my receant January 105 1979, letter which responded
to your April 6, 1978 letter to the above Abbreviated New Drug
Application.

As I indicated to you in my letter, the remaining responses (comments
#2 thru #9) to your April 6; 1978, letter would be forthecoming as soon
as all the requested information could be assembled froem our records
and the records of the Detroit Laboratories. We have completed this
task and herewith submit to you the data you requested. For the
convenience of your review, we will repeat your comment followed by
our respemse. However, Comment #1, concerning Labeling, will net be
repeated sfﬁge we responded to it in our January 10, 1979 letter.

Comment 2. - For Ingredients
a. Phenytoin

1. Submit your specification sheets and aﬁalytical
procedures.

Response — As stated in our Abbreviated New Drug Application

N
S o /

201 Tabor Road Morris Plains, New Jersey uryou (cul) 540-2000



Redacted 8
Page(s) of trade
secret and /or
confidential

commer cial

Information



-10-

there are any questions that you may have in connection with the
please do not hesitate to contact me directly at

above responses,
telephone

my office at 201 Tabor Road, Morris Plains, NJ 07950,
(201) 540-4366. .

Very truly yours,

E. A. Timm, Ph.D.
Vice President, Regulatory Affairs

EAT/WYJ/amj/i/a

A tARS THIS WAY
ON ORIGINAL



Parke, Davis & Company /I/A'

PARKE-DAVIS

Joseph Campau at the River
Box 118—General Post Office
Detroit, Michigan 48232
Telephone (313) 567-5300

Quality Control and
Government Regulations Division

Marvin Seife, M.D.

Director

Division of Generic Drug Monographs
Office of Drug Monographs

Bureau of Drugs

Food and Drug Administration
Rockville, Maryland 20857

Dear Dr. .Seife:

Re: = NDA-84-427
Dilantin Infatabs® 50 mg
(Phenytoin) .

This is in response to your. April 6, 1978 letter to the above
abbreviated new drug application.

As T mentioned to you in our telephone discussion, the intervening
activities of our organizational consolidation and relocation of
our office and persomnel from Detroit, Michigan to Morris Plains,
New Jersey during the latter half of 1978 caused disruption and
some delay to our normal handling of some of the communications
with FDA. Unfortunately, your April 6th letter had been assigned
to an individual who chose not to make the relocation move with
us and, as a result, the gathering of the information and
processing of an appropriate response suffered still added delay.
We are now proceeding as expeditiously as possible and should
have all of the requested -information ready for forwarding in

the very near future.

At this time, we are able to respond to the number one comment in
your letter on labeling which, I believe, is the key issue remaining
for this ANDA. For your convenience, we are repeating below the
commeqt from your letter followed by our response:

1. For Labeling:

a. Container Labels: We are requesting the rati

in the product's name since infants{
are usually unable to chew because §f
immaturity of teeth.




Package Insert:

Response — The product has been identified as
Dilantin Infatabs® for over 26 years and is
recognized by the medical profession as a
flavored tablet which may be chewed and
prescribed for those persons who desire this
method of administration. However, we agree
with your observation that there is a degree
of incompatibility between the name Infatab
and the direction to chew the tablet thoroughly
before swallowing. Fortunately, the final
report on our clinical protocol 73-121 sub-
mitted on March 21, 1977 and reviewed by the
Division of Biopharmaceutics has shown con-
clusively that the stipulated limitation to
chewing only is not necessary. Accordingly,
our proposed revised labeling, which we have
attached, indicates that the product may be
either chewed or swallowed whole.

it is satisfactory. However, you should:

1.

Address yourself to a review of the trade name
Infatab as presented above.

Response — Please refer to our response to l.a.
above.

Respond to the following comment for our review
of labeling by our Division of Biopharmaceutics:
The sponsor has submitted revised labeling for
the Infatabs. In general the Division of
Biopharmaceutics concurs with the labeling,
however, a paragraph should be included under
"Clinical Pharmacology" which describes the
results of the biocavailability study on the
unchewed tablet. This paragraph should deseribe
the fact that chewed and unchewed tablets result
in approximately equivalent plasma levels, and
that they are more rapidly absorbed than the

100 mg Kapseals. The sponsor should be advised
that the labeling may be subject to future
revisions promulgated in a Federal Register .
announcement ." o

with miner modifications, as presented,



Response — We are in agreement with this
Tecommendation and in this regard, please find-
attached twelve copies of final printed package
inserts (Symbol WE) in which the "Clinical
Pharmacology" section has been revised to

include the recommendations by your Division

of Biopharmaceutics. In addition, we are also
attaching twelve revised copies of final printed
bottle and Uni/Use carton labeling which indicate,
in the pediatric dosage sect kom;--that the tablets
can also be swallowed. ~® '

c. Define the expiration date to appear.

Response — The expiration dates that will éppear
on the marketed products are as follows:

Unit dose (Blister package): 36 months
Bottles of 100: 60 months

The stability data to support the above dating

is being tabulated for your easier reference

and will be forwarded in the following :
communication to be sent shortly.

d. Submit copies of bulk labels (used in shipping material
to your - s '

Response - Twelve copies of the bulk labels used
in shipping material to our are
attached.

Again, we are sorry for not responding earlier to your April 6, 1978
letter to our abbreviated new drug application for Dilantin Infatabs®,
Response to the remaining comments in your letter will be forwarded
to you as soon as all of the requested information can be assembled
from our records here and in our Detroit laboratories.

Sincerely,

L mrm

E. A. Timm, Ph.D.
Vice President
Regulatory Affairs




DA 84-427

Parke bDavis & Co,

Attention: Dr. E.A. Timm
Joseph Campau at the River

Box;118 GPO
Detroit, MI 48232

Gentlemen:

Reférence fs made to your abbreviated mew drug application submitted pursuant
to sectian 505(b) of the Federal Food, Drug and Cosmetic Act for Dilantin
Infatabs (Phenytbin) Tablets, 50 mg.

He acknowlddge raceipt of the follewing communications and filings:

August 8, 1974

Hoxember 21, 1975

December 11, 1975

May 7, 1976

August 16, 1976

August 30, 1976

Seatember 27. 1976
o review on
September

29, 1977}

Hovember 1, 1977

submission of an original abbreviated new drug
application (in two volumes) -

submission of a bicavailability study (comparing
Dilantin Infatabs with Dilantin Kapseals--in novmal
volunteers)

confirmation of arrangements (for a meeting with
Agency personnel to discuss bioavailability studies .
for Dilantin--~phenytoin and sséium phenytain :
preparations)

response to queries from our Divisien of Bxapharmaseetips--i
as raised in meetings afd communications with Agency .- ‘
personnel

discussion, aﬂ&ressed to R. Crout, Bur@au §1rector, L

of the implications of the Federal Register follow-up.. -
notice of July 28, 1976 on your ability to continue = = |

to market Bilantin (pheny&ain-caatain1ng) preﬁaratzons T

filing, . Hlth the Agency s Hearing Clerk, of a reqaest
far "Opportunity of Hearing"---this submitted on yaur.
behalf by the Warner-Lambert Co.

filing again with the Hearing Clerk of a resubf
containing (1) material filed in the above referes
communications (2) copies of Agency létters to you
Sid’ (3) your evaluation of the need for this drug i
product to be-biaw.aivalent to ether Dilantin preparations. |

enclosure of copies of draft labeling (container labels
and package insert) revised fn accerd with comments
from our Division of Biopharmaceutics.




NDA 84-427 cont. Parke Davis & Co. page 2.

We have reviewed the material submitted and have the following comments:
1. For Labeling: |

a. Container Labels: MWe are requesting the rationale for your continued
use of the trade name “Infatabs" since your label has added the
statement "Chew tablets thoroughly before ghallowing them". This
phrase is incompatible with the word "Infatabs" in the product's
naie, since infants (0-2 years) are usually unable to chew becsuse
of the lack/immaturity of teeth.

b. Package Insert: with minor modifications, as presented, it is
satisfactory. However, you should:

1. address yourself to a review of the trade name "Infatabs”,
as presented above.

2. respond to the following comment from our review of labeling
by our Bivisian.ﬂf Blopharmaceutics:

The sponsor has submitted revised labeligg for the infatabs, In A
general the Division of Biopharmaceutics concyrs with the labeling, .
however a paragraph should be included under "Clinical Pharmacology" |
which describes the resulig of the bloavatlability study on 4
the unchewed tablets. This paragraph should deseribe the fact T
that chewed and unchewed tablets results in approximately equivalent |
plasma levels, and that they are more rapidly absorbed than I
the 100 mg, Kapseals.

The spansor should be advised that the labeling may be subject
to future revisions promulgatad in a Federal Register announcement. |

d. ;bb@it copies of bulk fgbels (used in shipping material to your ..

c. Ekfine the expiration date to appear.

2. For Ingredients:
a. Phenytodn:

1. submit your specification sheets and analytfcal procedures

2. clarify whether specifications provide for a deteéminat?an of partfe]é?r'r
size , ‘ ‘ .

3. submit your ——— - certificate of énaiysis for lots usﬁé




g4~427

3.

g,

For

b.

Cs

d.

Parke Davis & Co. Page 3

4. discuss whether other (internal) specifications have been
adopted : .

5. pevise terminology in accord with current compendial and USAR
titling

Other ingredients:

1. submit suppliers' certificates/protocols for non-compendial
{tems ‘ ‘

2. submit specifications/procedures performed by you on compendial
{tems. o
Here we note that these have NOT been updated to those official
‘with the current editionseof USP XIX and NF XIV.

3. we call to your attention the accompanying Federal Register
proposal on

the drug dasagevferm:

Submit informatjon as to wheth&r you have corresponded with USP
vegarding your reyisions (simplifications) to the official monograph;
here we cite (1) using TLC as an identification procedure and

(2) using an alternate to the content uniformity procedizre, and
dropping the assay procedure. .

Clarify whether you have vefined the submitted content uniformity/
assay procedure so that a placebo ne longer has to be added to the
reference standard to insure method reliability.

Prosdde for a disintegration specification, since the "directions
for use" call for the tablet to be chewed.

Submit {a-process specifications
stability: |
Submit yourrprotocol

Clarify whether your program includes procedures for the detectfon .
of degradation producis , o

‘Sybmit data at challenge conditions---in the container/closure - _»

system(s) in which the drug is to be marketed Sk
Submit additlenal data in accord with your protocol, when avai?&&le.')é




 84-427

8,
‘ .9.

P!ease

“DET DO
C.Prettyman/HFD-120
MSeife/JLMeyer/GMillar
R/DinitIMeyer/MSeife Cﬂ
ft/cjb/4-3-78 rev w/f l hV

e

Enclosu

Parke Davis & Co. ) page 4

Update certificatien statements in accord with Parts 210 & 211 of the
regulations (21 CFR) for:

a. Your operations

b. Other firms---those used in unit dose packaging
Submit full manufacturingﬁgécards that include:

a. Copies of master farmhia cards

b. Precautions observed in operations

<. In-process precedures

d. Procedures to be used for _ tablets, when/if necessary

e. Procedures used te assure the integrity of the drug preduct, after
- unit dose packaging; here define what your “"quality control apprevai“

uapis |
Include a full description of the ccntainer/closura(s) used, as fai]ows.
a4, —— data

b. Methods for making these‘systems infant/child proof

c. Testing rasu?ts that assure that the methods do make the systems
child-proof.

A cammitment to submit analytical results for lots manufactured.

Fuly éetails of recalls (if effected) and other production problems/
camplaints in view of the fact that you haen marketing since 1952.

R %(/7?

. Wg Monographs
Office of Drug Monographs
Bureau of Drugs

:Z FR of 2-4—7? [yellow #5)

let us have yuar respanse.‘,

DUP  HFD-614
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NOoV 1 1977

on of Generic Drug Monographs
‘Bffice ofDrug Monographs (HFD-530)
Bureau of Drugs

Food and Drug Administration

Department of Health, Education and Welfare
5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Seife:

Re: NDA 84-427
Dilantin (Phenytoin) Infatabs, 50 mg

Reference is made to your letter of August 19, 1977 whlch advised
us that our bioavailability studies have adequately demonstrated
that the intact and chewed Infatabs result in equivalent plasma
and urinary excretion profiles.

Your letter went on to recommend that we revise our labeling to
reflect the fact that the Infatabs give higher plasma levels than
Dilantin Kapseals and that once-a-day dosing of the Infatabs cannot
be recommended. We concur with these suggestions and four draft
copies of the bottle label, unit dose, and package insert labeling
(dated October 14, 1977), revised accordingly, are attached for your
approval. It should be noted that this labeling also includes the
Administration's anticonvulsant pregnancy warning statement and
advises the prescribing physician of reports of osteomalacia and
hyperglycemia associated with the use of anticonvulsant drug therapy.

The closing paragrpph of your letter requested that we "perform
dissolution studies on both products in order to reflect the results
of the bioequivalency study."

Dissolution studies were performed on the "chewed" s
and unchewed Dilantin. Infatabs as well as the reference Dllantln
Kapseals. These studies were reported and included with Volume 1 of 1
of our March 21, 1977, submission of the Final Report of Protocol
73-121. '

They were presented in Appendix A as Attachment A-1 .f
of the March 21, 1977, submission. A copy of thisyg
your convenience. '



The discussion of these studies, and their relationship to the
plasma data, (please refer to page 21 of the submission) indi-
cates that no meaningful correlation can be seen.

 This analyses of the data leads us to believe that it would not
be fruitful to perform additional dissolution studies designed
* to cowroborate present data which already indicate that the

in vitro dissolution behavior of Dilantin Infatabs bears no
relationship to the in vivo drug bioavailability. '

With this data in hand, we feel you will concur with this con-
clusion. :

Very truly yours,

‘E. A. TIMM, Ph.D.
Vice President, Quality Control
and Government Regulations

EAT/JW/mh

'APPEARS THIS WAY
ON ORIGINAL
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NDA  84-427 SR

Parke, Davis & Company

aex Tia*ﬁénerai Post. @ tfﬂce

'Ggatlemea°

-:Re%maea is made to the hieamﬂahﬂity stad‘les you suﬁmitted for
Dilantin (phenytoin) Infatabs Tablets, 50 mg.

The 51:&&'!&5,_&&?& been reviewed by our mvisﬂm af &iapﬁamseutics aﬁd
_t!«:;ey Es‘ @ faﬂamng cmats* o , .

"ﬁm spanser is req:;est&d iﬁe evfann éissﬁ’mt'i udies on »
products (capsule and taifﬂei: er to complete the app

'HFD-520

bio



NBA 84-427

Davis & Company

n:  Br. €A, Timm
18- Generai Post Office
Detroit, MI 48232

Gentlemen:

Reference is made to the bicavailability studies you submitted for
Hlantin (phenytoin) Infatabs, 50 mg.

The studies have been reviewed by our Division of Biopharmaceutics and
they have the following comments:

The firmibas adequately demonstrated that the intact and chewed
infatabs result in equivalent plasma and uripary excretion profiles.
It shouldsbetnoted that the Infatabs give higher plasma levels. than
the Kapseals, and this fact should be reflected in the labeling of

the product. In addition it should be stressed that once-a-day desi“é>§.; :

of the Infatabs cannot be recommended without ¢V1ificaE} data supporting
such a claim.

The sponsor is requested to perform dissolution stuéies on bﬁth
products in order to reflect the results of the bioequivalency

study
BUrs .
af 1ﬂ Saifeg ) ;
Birector: i T N
Diviston of Generic Dryg Eanagraphs , R
0ffice of Drug Monographs SR
Bureau of Drugs
cel :
DET-DO
Dup HFD-614
HFD-520
HFD-530

MSeife/wlb/8-18-77
bio




Oz &
Parke, Davis & Company » » )
Joseph Campau at the River '
Box 118--General Post Office ) PARKE_DAVIS
Detroit, Michigan 48232 )
Telephone (313) 567-5300

Quality Control and
Government Regulations Division MAR 21 1977

Paul A. Bryan, M.D.
Deputy Associate Director for Drug Monographs T s s T
Bureau of Drugs (HFD-101) R
Food and Drug Administration

Department of Health, Education and Welfare
5600 Fishers Lane '

Rockville, Maryland = 20857

Dear Dr. Bryan:

Re: ANDA 84-427
Dilantin Infatabs

Kapseals,

An interim report for this study was submitted to this application
on December 7, 1976.

Reference also is made to our letter of November 10, 1976 which
responded to the Administration's October 20, 1976 letter. These
communications discussed whether labeling revisions were necessary
to assure proper drug dosing.

The attached data should resolve the issues which have been
raised and should permit a conclusion that the application is
approvable,

Very truly yours,

{

i

| e

E. A. TIMM, Ph.D. 1
Vice President, Quality Control |
and Government Regulations

EAT/CMH/mh R




ORI~
Parke, Davis & Company

Joseph Campau at the River
Box 118—General Post Office

Detroit, Michigan 48232 _ PAR KE' DAVIS

Telephone (313} 567-5300

Quality Control and
Government Regulations Division

¥ A ‘2“1“2
= 197§ e »T)E:-, Wt
Paul A. Bryan, M.D. AOITORE JORTHOD TRaia0d
Deputy Associate Director for Drug Monographs ' »
Bureau of Drugs (HFD-101) W eI e e B

Food and Drug Administration

Department of Health, Education and Welfare NDA OR!G AMENDMENT

5600 Fishers Lane
Rockville, Maryland 20857

Dear Dr. Bryan:

Re: ANDA 84-427
Dilantin® Ipfatabs®

Reference is made to our letter of November 10, 1976 in which we
stated that we would submit, as soon as possible, the report on Protocol
73-121, A Clinical Bioavailability Study of Diphenylhydantoin Sodium
Salt.

Attached are (1) an Interim Medical Interpretation for Protocol
73-121, authored by Dr. R. A. Buchanan and dated December 2, 1976, and
(2) a report on the Bioavailability of Dilantin® Infatabs®, for Protocol
73-121, authored by Dr. A. W. Kinkel and dated November 10, 1976.

The complete protocol with final report will be. submitted to this
application as soon as it is available.

In our opinion, the attached clinical data demonstrate that the
application is approvable with the current labeling. We trust you will
concur with this conclusion.

Very truly yours,

PARKE, DAVIS & COMPANY

I —
vy
ng‘ s L/Jézakaﬁzéaﬂf/

E. A. TIMM, Ph.D.
Vice President, Quality Control
and Government Regulations
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_L- M. Lue_ck-’ Ph.D. o ._._;.... -

ANDA=84-349 * %5 NI L T g

RN SR
. e . 3 .»_—'- . _.‘. - < -' - ....' — '.._'-‘__;_',.-' |
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.

- Vice President, Quality § Regulatory Affairé

Warner-Lambert Company :
Pharmaceutical Group for Parke-Davis § Company
Joseph Campau at the River '

. Detroit, MI 48232 s,

Dear Dr. Lueck:

Your letter of August 16, 1976 to J. Richard Crout, M.D.,

Director, Bureau of Drugs, requested "prompt approval of
the....new drug applications for Dilantin Capsules, 100 mg
per capsule and 30 mg per capsule;" /ANDA 84-3497 'and
Dilantin 'Infatabs' Tablets, 50 mg.'" /ANDA 84-4277.

'ANDA 84-349 was approved by lettér of August 27, 1976; fhere~

fore mo further comments are required at this time regarding
this application. : : .

However, in regard to ANDA 84-427, Dilantin 'Infatabs'
(phenytoin tablets, USP) 50 mg., we have the following
comments: - . _ s o

Our Division of Biopharmaceutics cannot recommend approval
for Dilantin Infatabs 50 mg (ANDA 84-427) at this time be-

-cause of a potential bioavailability problen associated with

this product. In particular, there is-concern for the need
of chewing such tablets prior to ingestion as indicated in
Dr. Seife's letter dated February 12, 1976 to you. (Copy of
letter is attached.) As a result, your firm reportedly has
initiated a bioavailability study under protocol 73-121.to
resolve these matters. To date, we have not received bio-
availability data nor even a progress report on such speci-
fied studies comparing Dilantin Infatabs 50 mg to Dilantin
Kapseals 100 mg., the complete dissolution profile for the
Infatabs both crushed and intact, or dissolution data for

- the Kapscals.



not complete chewing is required. All of this was requested
in our February 12, 1976 letter. S .

In the abéénce of the requested final bioavailability data
and because of the need to relabel the Infatab product, we

Sincerely yours,

* Paul A. Bryan, M.D.

" Deputy Associate Director

-~ for Drug Monographs
Bureau of Drugs

cc:. . N T
- HFA-224 .

- HFD-560 CF

HFD-500 SF SR T
HFD-1 I
(PABryan:ih/10/20/76 :

Approved by Dr. Leventhal 10/19/7¢
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" Rockville, Maryland 20852 SEP2T1976

Parke, Davis & Company

Joseph Campau at the River

Box 118—General Post Office ' PARKE
Detroit, Michigan 48232 -DAVIS

Telephone (313) 567-5300

Quality Control and
Government Regulations Division

liss Jerpnie C. Pete*son

Hearing Clerk

Food and Drug Administration . _
Room 4~65 : _ _ - R
5600 Fishers lLane. '

LR

Dear Miss Peterson:

" DESI 5836; Docket No.
J6N-0245; NDA No. 84-4273% . , )
' . I h ' A
Submitted herewith are the gzrounds, dété'iinformation and full
factual analvsis on which Parke-Davis reilas to justify =z hearing, as
specified in 21 CFR 314.200(d}. All the data and information {(including
11 protocols and underlying raw data) relating to the studies on which
Parke—Dav1€ relies, are included in full, as rnqui*eﬁ by 71 CFR 314,208
(c)(2). These data are identified as REQUEST FGR HEAKING, Re: DILANTIN
INFATABS, DESI 5856, Docket No. 76N-0245, NDA No. 84427 Which accompanies
lwttpt. ) o

Re

We belleve that Dilantin Infatabs are safe and effactive for ¥se as an
anticonvulsant a,gn” in accordance with the labeling. The FUA hasfnot
indicated any basic, dlfferenue of opinion in this cemclusion. We believe the
sole issue of fact neech to be resplved at the Hearirg is whether or not
the NDA for Dilantln Infataﬁs snou1d=be anproveﬁ 1rr:snﬁct1“° cf whether -
In this
regard a prmL Factual con51der3t10n is’ tnar QV“’ 10 5“0 parlequ in the -
United States are currently, and for many yaars have been succ essfully
treated with this drug. nddlCiCQ#lly, and of .extreme importance, is the
fact that to alter the formulation df this product, i.e., to -alter its
bioequivalence, would be to subject these patients to rhe need for rLL*t*atlc“

to a substltute phenytoin preparation- uwnder ‘the close supervision of a -

physician. This could subject such pdt1§1ts tn a serious health hazard. . ¢

In conclusion, the attached documantQ cdnuleteiy justify a request for

~hearing, or in the alternative they present substantial evidence upon which

the FDA, upon re-evaluation, could properly Lﬁnsluue fhat the. qDD4JC1LlOﬂ is
approvable, _ )

.

Very truly ﬁuuxsv

PARKE, DAYVIS & cemm ey 7 /)
Ed L g oﬁ/
) E. A. TIMM, ?h,‘e‘:%/-

Vice President, Quality Control
and Government Regulations

EAT/CL/REK/evj

P
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Quality Control and
Government Regulations Division

A l\'mmm

Marvin Seife, M.D.

Director

Division of Gemeric Drug Monographs (HFD-530)
Office of Drug Monographs

Bureau of Drugs

Food and Drug Administration

Department of Health, Educatlon and Welfare
5600 :Fishers Lane

Rockville, Maryland 20852

1M/ 7 . 16

Dear Dr. Seife:

Re: NDA 84-427, Phenytoin Tablets, U.S.P.
Dilantin Infatabs®

In response to the March 26, 1976 meeting held at the FDA Gemeric
Drug Section (at HFD-520 with Dr. B. Cabana and our Dr. R. Buchanan
present), we are forwardlng the attached data for your review.

- The discussion at the meeting lead to the development of the
following questions:

A. Must INFATABS be chewed?
'B. VWhat data supports once daily administration of INFATABS?
C. Are 30 mg. capsules designed speéifically for children?

D. Are there significant dlfferences between the suspension, tablets,
and capsules as possibly 1nd1cated in 73 217

-

We have attached a copy of Dr. R. A. Buchanan s April 21, 1976 memo
to Dr. L. M. Lueck. This document responds to those questjomewagd indicates
where in the attached information (protocols) further ¢4% q@bt?”;f-
questions can be found. g




Marvin Seife, M.D. — Page 2

Our medical staff is particularly anxious to start work on protocol
73-121 as soon as possible. We would appreciate your comments concerning
this protocol design at your earliest convenience.

. Very truly yours,

PARKE, DAVIS & COMPANY

. E. A. TIMM, Ph.D.
Vice President, Quality Control
and Government Regulations
EAT/REK/evj
Attachment:

cc:  Dr. B, Cabana
Division of Biopharmaceutics (HFD-520)

\
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Farke, Dawvie & Company
Attention: DBr. L. M., Lseck
Jogseph Campau at the River
Detroit, MI 48232

Reference is made to the bicavailability studies you submitted on
Hovember 21, 1975 for Bilantim Infatabe (Phemytoia Tablets) 50 mg.
aud Dilentin Kapseals (Pheaytoin Sodfum Capsules) 30 nmg.

The studles have been reviewed by our Bivision of Blopharmaceutice
and they bhave the following comments:

1. The dissolution dats supplied by the firm was fmadequate.

The complete digmolution prufile for the Infatabs both erushad
and intact showld be supplisd, as well as dispolutien data for
the Rapseals.

2. The firm has compared the bioavailability of two drags‘praﬂuets
for which they have no previous biogvailability data, The
firn's largest data base is composed of the 100 mg Eapssals
not the 30 mg Lapseals.

3. The Ianfatabs were thoreughly chewed priar to swillowing: the
question arises as to why this was dome. Aceerdiag te the
POR labeling for Infatabs, chewing of the tgblet 1s not reguired,
The firm showld perform a five way crossever study utiliszing
chewed Infatabe, intact Tafatabs, 30 mg Espseals, 100 mg Kapseals
and phenytoin selutien. If chewing ig required, the labeling
should reflect this or a disistegrant added to the formulation.

CONCLUSION: The subndtted study is not sceeptable at rhis time.

ce:
DET-DO
dup
HFD-614 HFD-616
‘HFD-520 }Bivism of Generic Prug Momographs
MSeife/bho 2/9/76 Office of Drug Menegraphs

‘ Buresn of Drugs




WDA 84-427

| AUG 021976
jParke, Davis and Company T TeY
~ Attention: Or. E.A, Timme
Joseph Campau at the River
Betroit, MI 48232

. éentlemeﬁ:

‘Reference s made to the protocol you submitted for hiaava11abiiity
: _st&dies for Dilantin Infatabs (Phenyta1n Tahlets) se ng.

‘The protocel has been reviewed by a&r-ﬂfvzslan of Blepharmaeeﬂtics aﬁd ',;t.

,3;};they have the falle&ing comments:

nggaﬁﬁEHaATxeﬂ The submxtted praﬁecal is acceptahia. 'é{i“ Sl




N \. Y
. AF 12-757 APR 17 1975
Parke, Davis & Company

Attention: BPBr. Les Lueck

Joseph Campau at the River

Detroit, MT 48232

ngtlmenz

Reference is made to the protocol you submitted for biocavailsbility

studies for Dilsmtin (diphenylhydentotn hydrochloride) Chewable
Infatabs, 50 mg. .

The protoeol has been reviewed by ouz niﬂsiea of 'B:{nghamé,emﬂes
and they Have the following coments: .

This study is not scceptsbie as definitive evidence of either bio-
equivalency or a decemented differenee between dosage forms
(pharmaceutical altersatives) because of the deficiencies listed
below. While the rate f absorption cammot be observed, it does
seen, from this study, that the suspension may be more extensively
absorbed than the other two dosage forams.

1. It ds, thevefore, recomsended that the firm perform s mew

{bloava 11ty study comparing the 1§ ba, Suspension, and
sals using sufffctent subjects and s ifficlent sampling times
22 the absorption and eliminatfon phases of the plasma-

2. A proteeol should be subumitted pr

] adﬁfgﬁmg shgmhy :he :esuieaﬁt study
d in the package insert. '

APPEARS THIS WAY
ON ORIGINAL

AN




Parke, Davis & cempany : e
NDA 84~427

II. PROTOCOL 73-21:

1. The commercial drug product was mot tested since the drug product
- was given in applesauce - presumably not intact, snd this would destroy
_the integrity of the drug product.

2. Since the children were divided into an older grguyp and a younger
group, the number of subjects needed to describe ¢sch response should
be greater than 5 in each group. Tha aaefﬁcieat of variation showed
this in ﬂuatuatiug between ——

3. Compsrison of the three dosage forms within the older group revealed
that the elimination rate constant for the Infatabs might be differeat
than for the suspension and the RKapseals., The data, however, was too
fncomplete for a conclusive statement. '

RECOMMENDATION:

This study is not acceptable as definitive proof of bloegquivalency
for the reasons listed above. v

1II. PROTOCOL 73-28:

The study is unacceptable ss proeof of bioequivalence for the same
deficiencies discussed in protocol 73~29. Im addition, the oune
week washout period is insufficient to eliminate the drug before
the next dese was given.

D:tviaien of Genaerie Drug Monographs
office of Drug Menographs
Buveau of Drugs

cc:

DET-DO

Dup

HFD-530 HFD-614 HFD-616 HFD-520
MSeife/rt/4~17-75



- Telephoﬁc— {313} 567-5300

Joseph Campau at the River
Deiroit, Michigen 48232

December 11, 1975

Marvin Seife, M.D.-

Director

Division of Generic Drug Monographs (hFD 530)
Office of Drug Monographs

Bureau of Drugs

Food and Drug Administration

Department of Health, Education and Welfare
5600 Fishers Lane :
Rockville, Maryland 20852‘

Re: Dilantin IND 1113, ANDA 84-349, NDA 10-151,:
'ANDA 8-762 and ANDA 84-427

.Dear Dr. Seife:

Reference is made to the arrangements that have been made between
you-and our representative Mr. Juljius Hauser for a - meeting on December:
15, 1975 between technical representatives of the Food and Drug Admin-
istration (¥DA) and of Parke-Davis for discussion of biocavailability
studies made with various preparations of phenytoin. We understand

- that one or more consultants to the FDA may also be present at this

meeting.

'The data to be discussed at the subject meetingvinciudeS“information

~derived from studies conducted by Parke, Davis & Company at considerable

expense and which were submitted to the Food and Drug Administration .in
the folloW1ng IND and NDA submissions, which have not been the subJect
of an FDA approvable letter.

(1) IND 1113
 (2) ANDA 84-349

(3) The July 23, 1975 supplement to NDA 10-151, and .
- amendments thereto :

(4) "ANDA 8-762 -
(5) ANDA 84-427 R,

"In our opinion, data submitted: in the subject IND and NDA's are.
valuable trade secrets and commercigl  information which are privileged or
confidential within the meaning of section 4.61 of the regulations, under
the Freedom of Information Act. Further, we believe, that this informa-
tion is required to be protect&dias: :confidential by 5 U.S.C. 552(b)(3)
(4) and (6), and by section 301(3) of the Food, Drig and Cosmetic Act and



Marvin Seife, M.D. .2- December 11, 1975

provisions of section 312.5 and 314.14 of the regulations concerning con-
fidentiality of data and information in IND and NDA files. We wish again
to note that FDA has not sent Parke-Davis an approvable or an approval
letter based on the subject IND and NDA files. Further, data and infor-
mation in these files have not heretofore been disclosed publicly by
Parke, Davis & Company.

We will appreciate your confirmation that the information and data
contained in the IND's and NDA's enumerated above, and which are to be
discussed at our meeting on December 15, 1975, will be protected as con-
" fidential by FDA and any FDA consultants present in accord with the
cited provisions of law and regulations.

Véry truly yours,

PARKE, DAVIS & COMPANY

L.M. Lyeue
' L.M. LUECK, Ph.D.

" ‘Vice President, Quality Control
and Govermment Régulations
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Marvin Seife, M.D.

Director

Division of Generic Drug Monographs (HFD-530)
Office of Drug Monographs

Bureau of Drugs

Food and Drug Administration

Department of Health, Education and Welfare
5600 Fishers Lane

Rockville, Maryland 20852

Dear Dr. Seife: NOYV 21 197%

Re: NDA 84-~427
Dilantin Infatabs, 50 mg.
(Phenytoin Tablets, U.S.P.)

We acknowledge receipt of your letter of April 17, 1975, which
commented upon the bioavailability studies included in our above appli-
cation.

Submitted herewith are additional clinical data from a recently
completed study designed to compare the bioavailability of Dilantin
Infatabs and Dilantin Kapseals in normal volunteers. These data, identi-
fied as Protocol 73-116, were filed under our Notice of Claimed Investi-
gational Exemption on October 9, 1975 (IND 1113, Ref. No. 73/166).

We trust these additional data will allow you to complete your review
of our application.

Very truly yours,

PARKE, DAVIS & COMPANY

7 M. LUECK, Ph.D.

Vice President, Qu@t&:ﬁgh‘%;d?} ‘

and Government Regulationsiw

LML/CMH/evb
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