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NDA 85-753 | | FER 3 o

Bolar Pharmaceutical Co., Inc.
Attention: Robert Shulman
130 Lincoln Street

Copiague, MY 11726

Gentlemen:

Reference is made to your abbreviated new drug application dated April 13, 1977
submitted pursuant to Section 505(b) of the Federal Food, Drug, and Cosmetic Act
for Liothyronine Sodium Tablets, 50 mcg.

We acknowledge receipt of your communicatéans dated November 11, 1981, December 7, 1931,
January 21, 1932 and January 22, 1982. :

We have completed the review of this abbreviated new drugfapplication
and have concluded that the drug is safe and effective for use as recommended
in the submitted labeling. Accordingly, the application 1s approved.

Since the analytical methods have not been validated by our Taboratories, this
Administration expects you to work to resolve any technical issues which
may result with regard to these methods.

In addition, in the absence of sensitive, discriminating assay methodology for
the active ingredient, the in vitro dissolgtion testing requirement for sodium
liothyronine may be deferred unti]l adequate assay methodology becomes available.
Any sign8ficant

Any significant change in the conditions outlined in this abbreviated

‘new drug application, requires an approved supplemental application

before the change may be made, except for changes made in conformance

with other provisions of Section 314.8 of the new drug regulations.

This Administration should be advised of any change in the marketing
status of this drug. -~ -

For Initial Campaigns: We request that you submit, in dupiicate, any
proposed advertising er promotional copy which you intend to use in your
immediate advertising or promotional campaigns. Please submit both
copies together with a copy of the proposed or final printed labeling

to the Division of Drug Advertising and Labeling (HFD-170).

For Subsequent Campaigns: We call your attention to regulation 21 CFR
310.300(b)(3) which requires that all material for any subsequent advertising
or promotional campaigns at the time of their initial use be submitted to
our Division of Drug Advertising and Labeling (HFD~170) with a completed

form FD-2253. A copy of Form FD-2253 {s enclosed for your convenience.



- HCZel1/BTArnwine” 4

Page 2 RDA 85-883

" The enclosures summarize the conditions relating to the approval of this
appliication.

Ei,“sian of Generiararag Monographs
Office of Drug Monographs
Bureau of Drugs

Enclosures: : B

Conditions of Approval of a New Drug Application
. Records & Reports Requirements

form FB-2253

NYK-DO bupP HFD-530

HFD-313  HFD-616.- FD-5 . _

R/DinitHCZel1/MSeife
ft/cjl1/2-2-82 approval
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— A
-
DESCRIPTION: Liothyronine Sodium contains liothyronine (L-triiodothyronine

or LT,) as the sodium salt. 25 meg of liothyronine is equivalent to approximately
1 grain of desiccated thyroid or thyroglobulin and 0.1 mg of L-thyroxine.:

LIOTHYRONINE SODIUM

ACTIONS:  Liothyronine Sodium is a synthetic form of a natural thyroid-hormone,
with all pharmacoldgic activities of the madtural sibstance. Thytoid hormone
acts to promote the synthesis of protein. It increases the metabolic rate

of the body, presumably by, among other things, increasing oxygen consumption,
altering enzymes (particularly those that affect growth}, and altering the
permeability of the mitochondrial membranes of cells.

Since liothyronine sodium is not firmly bound to serum protein, it is readily
available to body tissues. Following oral administration, about-85% of the

dose is absorbed from the gastrointestinal tract. The onset of activity of
Tiothyronine sodium is rapid, occurring within a few hours. Maximim pharmacologic
response occurs within twé or threé days, providing early clinical response.

The biological half-1ife is about 2 1/2 days. The drug has a rapid cutoff \J
of activity which permits quick dosage adjustment and faciljitates control
of the effects of overdosage, should they occur. T~—

Liothyronine sodium can be used in patients allergic to desiccated thyroid

or thyroid extract derived from pork or beef. T~
INDICATIONS: _ Liothyronine sodium, is indicated for thyroid replasement or ix\
supplementation in patients with inadequate.endogenous thyroid hormane ‘production. P

These include: . - . .

a) HYPOTHYROIDISM, all gradations from fran‘k' myxedema to mild
hypofunction; cretinism. 5 .

b) SIMPLE ‘(NON-TOIX.VIC) GOITER, Tiothyronine sodium may ﬁe_‘tri‘ed -
therapeutically, in an attempt to reduce the. size of such a
goiter. P .

Liothyronine sodium may be used in. the T. suppression test to differentiate
suspected hyperthroidism-from euthyroidism. (See special instructions under
Dosage and Administration). . . .

CONTRAINDICATION:  Uncorrected adrenal insufficiéncy..‘-.

WARNINGS:

Drugs with- thyroid: hormone:activity, daloné or together
- with otherr therapeutic agents, have bgen used for the -

treatment of obesity.. In euthyroid patients, doses -

within the range of daily hormonal requirements are

ineffective for weight reduction. Larger doses may .

produce’ serious*or even lifé-threatening manifestations|- 3 l982

of toxicity, particularly when given in association FEB

with sympathomimetic amines such as those used for

their anorectic effects.

Liothyronine sodium should not be:used in -the presence-‘of .cardiovascular disease
uniess thyroid-replacement:therapy is ‘clearly indicated.- In such cases it -
should be used with caution and initiated at a Tow dosage, with due
consideration for 7its relatively:rapid onset of -action. Starting dosage is

5 mcg-daily, and should be:incredsed by no more than 5 meg- increments at “two-
week intervals: - . S : ; . . .

B

Morphologic hypogonadism and mephrosis: should be ruled-out before the drhg
is administered. [f hypopituitarism is present, the adrenal deficiency must
be corrected prior to starting -the drug. . ! :

Myxedematous patienis’ are very sensitive to-thyroid; dosage shduld be startéd
at a very low level! and ‘increased gradually.: .. s : . .

Severe and prolonged hypothyroidism can lead to a decreased level of adrenocortical
activity commensurate with the Toweréd metabolic’ state.. -When thyroid-replacement
therapy is administered, the metabolism increases at a greater rate than'
adrenocortical activity. This can precipitate adrenocortical insufficiency.
Therefore, in severe and prolonged hypothyroidism, supplemental ‘adrenocortical
steroids may be necessary.

In rare instance§ the administration” of ‘thyroid hormone méy precipi
hyperthyroid state or may aggravate existing hyperthyroidism.

s . -
PRECAUTIONS:  Since liothyronine sodium is not as firmly bound to serum protein
as thyroxine, the PBI usually remains at levels below normal during full replacement
therapy usin nine sodjum. -




As with a1) “thyroid preparations, thyroid gland function reflected by 1311 -
thyroid uptake may be depressed by liothyronine‘sodium, particulariy when131

dosage exceeds 75 mcg daily. This effect disappears rapidly, and {seful 1

thyroid uptake values may be obtained usually within two weeks fo]lowing

discontinuance of the drug.

ADVERSE REACTIQNS: Overdosage will, produce signs and’ symptoms of 'hyperthyroidism,
such as nervousness, cardiac arrhythmias, angina pectoris, and menstryual
irregularities. (See OVERDOSAGE sectjion) Medication. should be interrupted

until symptoms disappear, . then resumed in smaller doses. Therapy can usually

be resumed after one or two days. '

In rare instances, allergic skin reactions have been reportéd. _
DOSACE AND ADMINISTRATION: Optimum dosage 1is usually determined by the patient's
clinfca response: Confinnatory tests include; Radioactive Iodine T, Resin

Uptake, BMR, Thyro Binding Index (T8I), and the Achilles Tendon Reflgx Test.

Once-a-day dosage is‘recomniended; although liothyronine sodium has a rapid

cutoff, its‘metabolic,effect's persist for a fey days following discontinuance.’ -\J\
MILD vaor?komxsu: Recommended starting dosage is 25 mcg daily. -
Daily dosafle then may be increased by 12.5 or 25 MCg every one or two

weeks. Usyal maintenance dose is 25 - 75 mcg daily. Smailer doses
may be fully effective in some patients, while dosage of 100 mcg
daily may be required in others.

MYXEDEMA : Recommended starting dosage is 5 meg daily. This
. may be increased by 5 to 10 mcg daily EVETY one or two weeks.

- “When 25 meg daily is Feached, dosage may’ aften be increased

! by 12.5 or 25 mcg every one or two weeks. Usual maintenance

. dose is 50 to 100 mcg daily.

CRETINISM: Since the mother Provides Tittle or no thyroid
hormone to the fetus, infants with thyroid dysfunction will
require replacement therapy from birth. Treatment should be

. initiated as early’as possible to avoid permanént ‘physical
and mental changes.

Retcomménded starting dosage is 5 mcg. daily, with a § meg increment
every three to four days untij the desired response is’achieved.
i Infants a fey months old may require only 20 mcg daily maintenance.
| At 1 year 50 mcg daily may be required. ~Above 3 Years, full adult
i : dosage may be necessary. e

: ,I SIMPLE"NON-TOXIC! GOITER: Recommended starting dosage is 5 mcg
) o daily. ~ This d_qsage,may}he,jncreas,ed_by 5 to 10 mcg daily every
H one or: two weeks. Hhen- 25 mcg daﬂy~1‘s_reached, dosage may be
: increased every week or two by 12.5 or 25 meg.  Usual maintenance
dosage: is 75 meg daily. . .

IV THE ELDERLY or I CHILDREN: Th'erapy should be started with 5 mcg daily FEB
and increased onTy Ey‘Svm(;g increments at- the recomnended.intenvals_,

WUEN SKITCHING A Parigws rp LIOTAYRONINE SODIUM FRom: thyroid,

: T-thyroxine or thyrogloba in, discontinue tﬁe,other.»medica,tion,f initiate

: Tiothyronine: sodium- at a- Tow dosage,

and increase gradually according to the
' patient's response. When selecting a starting dosage, bear in mind that this
! drug.has a rapid onset of: action,. and that residual effects of tlie other

thyroid Preparation may persist for the first several weeks of ‘therapy:

SPECIAL INSTRUCTIONS FOR T, . SUPPRESSION TEST: When 13:1.1
orderline-high ran; e, T inister 75 - 100 meg :of Viothyronine sodium . -

daily for 7 days, then repeat 1 Thyroid Uptake Test. In the hyperthyroid - .

' patient, 24-hoyr 1L 1) Thyroid Uptake will not be affected significant'ly. In

o the euthyroid-patient,: 24.chourl3l; Thyroid Uptake wilT drop to tess than 20%.

OVERDOSAGE: g, toms: Headache, irritability,. nervgusness, sweating, tachycard;
increased bowel motility, and menstrual irregularities. Angina pectoris or

T congestive heart: failyre may be induced or aggravated. Shock. may also develop.

: Massive overdosage may resylt in symptoms. resembTing “thyroid..storm.. Chronic
excessive dosage will produce the signs and symptoms of hyperthyroidism.
“ Tt i, - T AT g . T N N .
Treatment: . In rshack,:_suppor‘»tive- measures. and treatment of ‘unrecognized adrenai .
msu??ic‘;eney should:be considere, : . v

Thyroid Uptaké is

a,
-

HOW SUPRLTED:  In two dosage. fopms:

25 mcg tablets in bottles of 100 and 1000.
: X 50 mcg tablets in bottles .of 10p and 1000. “

DATE OF ISSUE: October 23, 1981




NDC 0725-0061-01

3}
ES

jel
o~
~
—
—
x
o
o
=
=
w
z

PHARMACEUTICAL CO

OPIAGUE

ﬁu,.mzx?

BN

¥
"L¥3SNI 03S0I0NZL
- 3soaqvnsni

§

SODIUM
50 mcg.
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REVIEW OF ANDAS

DATE COMPLETED: 5-2-77 ANDA #s: ,
, 85-755 25 mcg
(35-753 50 mcg

NAME OF DRUG: Liothyrenine Sodium Tablets
DATE OF SUBMISSION: 4-14-77

TYPE OF SUBMISSION: ANDA

CLINICAL EVALUATION:

1. Review of Studies: EIAR - for review by assigned chemist
Bio studies ~ deferred

2. Review of Labeling:

a) Container labels: Acceptable draft copies of labels for containers
of 100 and 1000's in three strengths.

b) Package insert: Acceptable drafts for three strengths.
CONCLUSION: Acceptable draft labeling.
RECOMMEMDATIONS : .

1. Needs chemist's review
2. Request FPL as per submitted drafts.

_ ' R. Barzilai, M.B.
cc:dup ‘
REB/wlb/5-3-77




ABBRL  TED MEW DRUG APPLICATION  IStatement Date T
~OR SUPPLEMENT

. B398
AF Number -

~—Ta=~ and Address of Applicant (Citv and State) ; T [Original
: o | _ - jAmendment
bl g 3 YT ceutical €O., Inc - . Suppl e'f‘e”t
comd g - Y 7 v ’ Resubmission
N . ) S . Correspondance
3 : : . : Report
L - S N ‘ Other o L
~ Purpose of Amendment/Supplement s - . Date(s)'oermeissiOn(s;
aria ebbp HBE Ao
Pharmaco]ogica] Category | Namejof'Drug .
| fhyroia ' :
HOYITORE ’ liatayronine so&han , ,
Dosage Form(s) . _ o Potency(1es) o “|How Dispensed
. RES ' 3 LY
ara: SRR FE : - KAX v
o L - 2S5 mey. - 0TC ,
fPackag1ng/Ster111zat1on o Samples S o .. Related IND/NDA/MF
| YEC ﬂ’”t" -' S ruqvaqgad . N o ' U-‘ ‘

| -‘L.a-h.e_] ing 7
' as p@r'%‘i&(ﬂmr:ihﬂ

B1o]og1c Ava11ab111ty

1n vivvafxﬁ yitro requirameat curramtiy ceferred :
a3 per UFD-500 Tist deted ?/11!?7
Estab11shment Inspect1on :

Creauiened o

25 jComponents,%Composition, Manufacturing and Controls

. as per letter 2o fssue
‘| Remarks '
vav wlf ; «uﬁ‘“nr

deﬂfk/wh7

o APPEARSTH‘.f.
“.g;;_nngugH;HE;F%ﬂy

T8 Wsion

| REVIEHER o o mmE




ABBREVIATED HEH DRUG APPLICATION  Statement liatc

. OR SUPPLEMENT

s

L a

§¢-763
AF Mumber -

"Nﬁme'ahd-AddréSs of Applicant (Citv and State)

e satical OO

re Ceoaveag
. y

B R o

“Original

- {Amendment -
{Supplement

- Resubmission
Correspondance
Report '
“[Other

Purpose of Amendment/Supplement : .

Gyt anby b

Date{s) of: Submlss1on(

! //3 I
' 7)hr)

Pharmacological Category - ‘-TName'inDrug

LZJ f\
14 i 1 ‘
v '\il"v"\n SO Hﬂ

- Dosage: Form( ) - Potengy(1cs)

Ay
Y VT

S0

Cme

“How Dispehsed'
.}‘Rx :

R4 '
Farte

0TC

:PéckagihQYSterilization : ‘ Sahples

yestiiiand Papg o

“Related iND/nDA/nF

'sz?jsé'séﬁé%ff

|

_L35§1ing-'

RS por EFSRRED

e

'B]O]og1c Ava11ab111ty ,

i \vaw.xu yiery veuivnient
asopy S St YNVT

currently crf;rr o

S S ELRSC AR B S,
“Estabiishment Inspection

R TIAR

ﬁ}CQmpdﬁeﬁfﬁ;'Composition,vManufacturing andjcontrbls.

N T . e - i T B S RIS TR A TR
\ e ‘ . . L AT A ' Y

-

“Remarks

ﬁlzus;‘-l.,o-nr . ON OR G “*ff‘?

REVIEUER DMTE



-t FPDH‘J s ediin L

. —— - ] . R g - > T . .bl"lilo.\‘, :
. "r’ DaVld ” Er;'/ént. -0ffice.of Compliarce ¢ - : HFD-3;22.

(thru a.L

. "Téyc‘r“)

Py

. J" ,uw;ecr,' ,]jn,spcctim_ quu‘:e_s.t' _ - 5 R

S S e -
“f SUNIAARY

CHE

In con-nectibn _\-n'th A;‘.‘Ql\. -

fors

© REQUESTED:

."IOif cor. Phance \n’ ','i'_"::'C_

LR YOy




e e A SRR R i
ABBRLVLA[LU Het UPUu nﬂPLILAllUl Statement hate

.. OR SUPPLEMENT

>

AF Humber

 Naae ahd,Addréggibf;App1icant (Ci;v and State)

crae o aeeanoatizel 8000 Do

. Amendment
JSuppTement

Original

Resubmission - E
Correspondance B '

jReport .
“{Other . 3

) 'Purposé of Amendment/Supplement -~ - - -

ayi oAty I

omed

7/16/77—‘#—?/‘/17:“—

-Pharmacplogical,Categdry " Tiame of Drug '

b L . -
P _ ..:.‘.: ARk

wvecan o L Yiata enatnn sedim

iDaté(s) of Submissicr

: }/ l3 r"’-'

Dosage Fofm(s) e Potcncy(1cs)

s '
BRSSOV S

'_v_How Dispeﬂéed
_‘: < o

Y -
ey

0TC

R s 'ﬂce‘
: 'Packaging/Steri}izatiOn'-:,f o Samp]es ;"' ' -

’n'f,yﬁggtgfgs_:_“ - 15‘-; r;y, XL

,‘flRe1ated Lno/um/nL

- feseassesondy

I

~Tabeling

Dv & \r r’iidﬁi“f

»' 8101og1c Ava11ab111ty

1n \1"'wr\y ¥ :
Cpn ey ik yff{;ﬁ=5£1_7’1 VT

L rarent u1r1v11v cftgrrzu_;1*,;f

 “EsTabTishment Inspection

- TRemarks |

,_n.ulus1on S
REVIEUER g




“

CHEMIST'S REVIEW " ]i. ORGANIZATION 2. NDA NUMBER
If neceasary, continue any item on 8" x 10%"" paper. .
( Key contlnuation to ftem by numbet.) Qh_752

s. NAME AND ADDRESS OF APPLICANT (City and State) & AF NUMBER

Bolar Pharmaceutical Co. Inc.

Copiague,LI ,NY '”726 5. SUPPLEMENT (S)
! ) NUMBERLS) OATE(S)
6. NAME OF DRUG 7. NOKPROPRIETARY NAME :
Sodium;;gi' g : !
8. SUPPLEMENTI(S) ._Pr_i’ov'aoes FOR:
submission of additional control information and 5t (Roporees stey DATES ™S
~bioavailability d information
S 8/7/80
A
10, PHARMACOLOGICAL CATEGORY t1. HOW DISPENSED 2. RELATED IND/NDA/DMFE (S 4
thyroid hormone —— o ore
13. DOSAGE FORM (S) TA.POTENCY (fes) ‘ 85-755- 25 mcg.
tablet 50 mcg Cytomel Tablets
anie Smith, K11ne & rencr

15. CHEMICAL NAME AND STRUCTURE

16. RECORDS‘A

CURRENT )
CJves [[no
REVIEWED
Cves [ no

17. COMMENTS

Pending:  an approved bioabailability studg
satisfactory analysis of samples

-

. 18, CONCLUSIONS AND ﬁécéﬂnvéuﬁﬁfé’:ﬂé =

| Requested: Update application as per tests and specifications /
current compendia

submit samples for analysis

rev w/f
19, : ' REVIEWER _
| NAME -4 DATE C LETE
f
__J.M.Ross | _ 7oe o
E)ISTRlBUTION : {:! ORIGINAL JACK [ IREVIEWER (| oivistof FiLe

EORM FOK 2246 (T/74) PRFvuf/c ERITION MAY BE UGED UNTIL GUBELY 16 FXHAUGT A0,

i b bbb et i e ivn s o



-

pd . ‘ i 3 D
D A T - .

) , CHEMIST'S ;x;EVIEW, Page ’2 5" » 1055 popor NOA N§$B-ER53
omm h {tem, neceasary, continue on 8 0
fi:;.:::n'lal:ruu‘a'flf‘:; 1; cllom :nz‘:usgz::.c Enfznr' HUNC*' if no ch’ange or "'NA’" il not appﬁgable.
}20, COMPONENTS AND COMPOSITION (6, 7)
see application
21, FACILITIES AND PERSONNEL (ﬂa.b)'
{22, SYNTHESIS (8c) RS

23, RAW MATERIAL CONTROLS (8d,e)
a, NEW DRUG SUBSTANCE

is tested as pér USP
Requested: update tests and specifications as per current USP

b. OTHER INGREDIENTS .

are tested as per USPZNF
| _Requested: update tests and-specifications

24, OTHER FIRM(s) (8)

25, MANUFACTURING AND PROCESSING (84,h,/.k)

26, CONTAINER (8i)

opaque white high density polyethylene containers

27. PACKAGING AND LABELING (8l,m)

28, LABORATORY CONTROLS (In-Proceas and Finished Dosage Form) (8n)

1s tested as per USP...... Requested: update tests and specificatiqns :

‘zs. STABILITY (8p)
protocol.submitted and some challenge studies

§20, CONTROL NUMBERS (8¢)

'31, SAMPLES AND RESULTS (9)

b
a. VALIDATION « MARKET PACKAGE

requested

132, LABELING (¢)

Satisfactory(RBarzilai)

[33. ESTABLISHMENT INSPECTION

Bq]arrPharmaceut1caJ Co. Inc. 1nc0ﬂp11an5e 7/31.779

'34. RECALLS

FORM FDH 2286 (7/75) 2



- CHEMIST'S REVIEM FOR
'ABBREVIATED NEW DRUG APPL
OR SUPPLEMENT

Statement Date:
ICATION

NDA # 85-753

NAME AND ADDRESS OF APPL

BoIar Pharmaceutical Co.,

ICANT:

Inc.

Copiague, New York 11726

PURPOSE OF AMENDMENT/SUP

PLEMENT

ORIGINAL 4~B-77

AMENDMENT 11-4-81,én 1247481
SUPPLEMENT 1-21-82, 1-22-82
RESUBMISSION

ORRESPONDENCE

REPORT

OTHER

PHARMACOLOGICAL CATEGORY
Thyroid hormone

NAME OF DRUG

Liothyronine Sodium

DATE(s) of SUBMISSION(s)

HOW DISPENSED
RX  xx  OTC

DOSAGE FORM POTENCY(IES
( ) RELATED IND/NDA/DMF
tablets 50 mcg .
STERILTZATION SAMPLES (85755
' To be sent for methods
 NA validation
LABELING

Satisfactory as per MS

1/22/82

BIOLOGIC AVAILABILITY

(FR, Vol 42, No. 232, Dec.
dnqanp qfrenath

B1oava11ab111ty study although a Federal Register requiTemenmt

2, 1977) has been waived because an acceptable study was done
However dissolution requirement has not been met because of

ES \B MENT INSPECTION

lack of a workable method.

Firm must make a commitiment to

perform dissolution when method is available.
Sat1sfactory as per alert list.

. COMPONENTS, COMPOSITION
’ Satisfactory.

MANUFACTURING CONTROLS

Updated excuuewd;specs for current compendia.

An: ~= method for content,

uniformity and assay for active ingredient and finished dosage form.

PACKAGING

STABILITY:
Protoco]:

Exp. Date: 36 mos.

Satisfactory
for requested 3 yr exp. dating.
challenge conditions.

Updated room temperature stabiTity data are suff1c1ent ,
Also 3 mos stab111ty data submitted at

REMARKS & CONCLUSION:

Approved

BTArnwine
Tl ¥
»}c&a/%/ 2
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Liothyronine Sodium Bolar Pharmaceuctical Co., Inc.
Tablets, 25 and 50 mecg Copiague, New York :
ANDA 85-755 Submissions Dated: T
ANDA 85-753 October 12, 1981

November 4, 1981

REVIEW OF CORRESPONDENCE

Bolar conducted an acceptable bioequivalence study comparing its
liothyronine sodium tablets, 25meg (lot #083269) to Cytomel 25meg tablets
(1ot #550016) manufactured by Smith, Kline and French.

With respect to dissolution testing, the firm was advised that the
Laboratory Branch (HFD-524) is developing a methodology for dissolution
testing of liothyronine sodium tablets.  When the methodology becomes
available the firm would be expected to undertake dissolution testing of
its products in comparison with Cytomel using the new methodology.

The purpose of this communication (Bolar letters to Dr. Seife. dated
October 12 and November 4, 1981; see attachments) was to adv1se the
Agency that: :

"Bolar w1ll undertake dissolution: testing. of 1ts 110thyron1ne
sodium drug product(s) in comparison to -Smith, Kline and. Frenoh.
Company's Cytomel, 25 (and 50)meg tablets(s), u31ng the new
methodology when it become avallable." .

COMMENTS :

1. The Division (HFD—520) recelved —— llothyronlne tablets, 25mcg
' (1ot #061073) from Bolar on October 24 1981. : o

2. I called Mr. Jack Rivers. (Bolar) to 1nform hlm that the developme'“"
of dissolution test’ methodology was runnlng ‘behind- schedule “the - ©
method should be ready in about 6 ‘months. I also asked Mr' Rlvers to
send a sample (200 tablets) of the liothyronine table o

~and 50meg for HFD-524 to use  in methodology de'elopment;'
spe01flcally requested some samples of 1o
the in vivo bloavallablllty study."

3. -Samples'v-—- tablets) of. llothyronlne sot
' ‘should be forwarded. to: :

Ms. Ting E. O. Chen. (Chemlst)

Food and’ Drug Admlnlstratlon (HFD-522)
Room 16B-08 -

5600 Fishers Lane
Rockv1lle, MD 20857




RECOMMENDATION:

The firm's commitment to do dissolution testing, when methodology becomes
available, is acceptable.

From a biopharmaceutical point of view the applications for 1iothyronine
sodium tablets, 25 and 50mecg-strength are approvable.

The above recommendations above as well as comments (#2 and 3) should be
forwarded to the firm.

A N il 1o

Francis R. Pelsor, Pharm. D.
Biopharmaceutics Rev1ew Branch

cc: ANDA 85-755 orig., ANDA 85-753, HFD—530(4), HFD—SZZ(Pelsor, Ise),
Chron File, Drug. Flle, Rev1ew File, HFD-503(Mr. Hare)

FRPELSOR/mk/l2/23/81 (8036E)
FRP/mrs/1/6/82 - FT
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CONCUR:

Dlrector D1v181on of Blopharmaeeutlcs
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NDA NUMBER

NOTICE OF APPROVAL . . 85-753

NEW DRUG APPLICATION OR SUPPLEMENT OATE APPROVAL LETTER ISSUED

EER A non

TO: T FROM: . . e

[} Buresu of Drugs
Press Relations Staff 0'11"149) ) .

{T] Buresu of Veterinary Medicine

ATTENTION

Forward original of “.is form for publication caly after spproval letter has been issued and the date of
approval has been entéred above.

ALY APPLICAT O.¢

: CATEGORY
"I DAENT ABBREVIATED SUPPLEMENT
Dlemamarnoa 700" O

ol YO NDA ) ORGINAL NDA TO ANDA . FY] Muman M veTERINARY
“YRADE NAME (or other designated nace) ANO ESTABLISHED OR NONPROPRIETARY NAME fif any)OF DRYG, .

Liothyronine Sodium

OOSAGE FORM HOW DISPENSED

tablets ol nx Dere
ACTIVE INGREDIENT(S) (as declared on label. List by estadlished et nonproprietary name(s) and includ, (s), it t ia
declored an label.) .

Liothyronine Sodium, 50 mcg

NAME OF APPLICANT (Incihude City and State)

Bolar Pharm. Co., Inc. - 130 Lincoln St. - Copiague, NY 11726

L

RINCIPAL INDICATION OR PNARKACOLOGICAL CATEGORY
Thyroid hormone.

COMPLETE FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

) COMPLETE FOR SUPPLEMENT ONLY
| CHANGE APPROVED TO PROVIDE FOR ' ' '

__ APPEARSTHISWAY =
ON ORIGINAL

FORM BREBARED By

- f"“‘ - Brenda Arnwine Cﬁj _ (;7{/1 :/,: i 2  m"f'ﬁé,/f,z/ -

'ORN APPROVED SY

NAME HCZQ] I ?CW | b.A'I’l '%/'Z’/?Z/ ,

PORM FD 1642 (2/75) . : PREVIOUS EDITION 4AY BE USED UN “IL SUPFLY 'S EXHAUSTE .
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RECORD OF TELEPHONE CONVERSATION/MEETING

DATE

1 [22/Pa

NDA NUMBER

4 eetled Quet R b it

KPPEARS THIS WAY
ON ORIGINAL

gs-753

IND NUMBER

TELECON/MEETING

INITIATED BY MADZ

3 ApPLICANT/ 0 BY TELE-
SPONSOR PHONE

™ FpA [J IN PERSON

PRODUCT NAME

| gpen

ST

50m %

FIRM NAME

NAME AND TITLE OF PERSON WITH
WHOM CONVERSATION WAS HELD

ol R

TELEPHONE NO.

DIVISION

GD oy

. FORM FD 2587 (11/77)

- SIGNATUR; = ' ' '

' ORIGINAL IND/NDA

[P R ey



| AVOID ERRORS ,
MEMO RECORD PUT IT IN WRITING

OFFICE

DIVISION

:SUBJECT&WM) Q’ MWW f7 75’5

1 summary

ON ORIGINAL
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SIGNATURE

T DOCUMENT NO-

- FORM FDA 2034 (12/80)
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION-

MEMORANDU

TO . Director paTe: July 31, 1979

Division of Generic Drug Mdnographs (HFD~530)
CAttn: G. Millar

FROM : Chief, Manufacturing Review Branch (HFD-322)
Division of Drug Manufacturing

SUBJECT:  Approvable ANDAs - 85-753 - Liothyronine Sodium Tablets
85-755 - Liothyronine Sodium Tablets
i
APPLICANT: i“Bolar Pharmaceutical Co., Inc.,
Copiague, New York.

s
S

DR it S

We have evaluated the operations of ™emwes as they relate to compliance

with Current Good Manufacturing Practice Regulations (21 CFR 211} and the :
referenced New Drug Applications. We conclude that there is no reason to j
withhold approval of the referenced pending ANDACinsofar as they relate -
to this firm and the type of operations as specified in these pending new :
drug applications.

Our evaluation is based in part on an inspection concudted November 29, 30,
1977.

cc: NYK-DO (HFR-2100)
HFD-322 Firm File
HFD-300 R/F
HFD-530 (2)
- HFD-530 (ANDA Orig)
 W5Kletch:tjh:7/31/79




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

85-753

CORRESPONDENCE
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NDA 85-753
NDA 85.755

Bolar Pharmaceutical Co.s Inc.
Attention: Mr. Robert Shulman
138 Lincoln $treet
Copiague, MY 11726

Gantlemen:

Reference 15 made to your correspondence dated October 20, 1981 and
November 4, 1981 regarding Liothyrenine Sodfum Tablets, 25 and 50 meyg.

The letter was reviewed by our Division of Blophevmaceutics and they have
the follewing comments: T '

“1. Mr. Jack Rivers (Bolar) was inforwed that the development of
dissolution test methodology was ruaning behind schedule; the
method should be ready in about 6 months. “HraiB¥ers was asked to
send a sample / -~ tabletd) of the 1iothyronine sodiun tablets, 25
and 50 meg for HFD-524 to use in methodology development. Samples
of Tot #0B3269 which was used in the in vive bfcavatlability study
were specifically reguested.

2. Samples ~—-—tablats) of Hothyronine sodium tablets, 25 and 59 meg
should be forwarded te: : .

Ms. Ting £.0. Chen

FDA/Division of Biopharmacentics (HFD-~522)

5600 Fishers Lane :

R&k?i}‘&g Mﬁ‘ 27 s e ».,,,..m;w:.;::._‘_éf?"f""?"““j""‘“'" T

RECOMMENDATIONS:  The firm's commitment to do ﬁissa?etiaﬁ testing, when methodoTogy

comes avatlable, {s acceptable.™

cc:

NYK-DO  DUP SR AT DA
Egg:ggg , ' é%#;:ié;&ifé' ".2, |
baelfe/uh/2-1-62 Division of Generdc Drug Monographs
Office of Drug Monegraphs
Bureaw of Drugs |




BOLAR PHARMACEUTICAL CO., INC.

130 Lincoln Street, Copiague, New York 11726
(516) 842-8383 . January 22, 1982

NDA # 85-753

Bureau of Drugs

Food and Drug Administration
HFD # 530

Room # 16-72

5600 Fishers Lane

Rockville, Maryland 20857

ATTN: Dr. Marvin Seife
Dear Dr. Seéife,

In reference to our Abbreviated New Drug Application for Liothyronine Sodium
Tablets, 50 mcg enclosed please find room temperature stability data.

Sincerely,

obert Shuiman, President
ENCL:
RS/mes

Manufacturers of Generic Pharmaceuticais



BOLAR PHARMACEUTICAL CO., INC.
130 Lin(_:oln Street, Copiague, New York 11726 Januar‘y 21, 1982
(516) 842-8383

NDA # 85-753

Bureau of Drugs

Food and Drug Admonistration
HFD # 530

Room # 16-72

5600 Fishers Lane

Rockvilie, Maryland 20857

ATTN: Dr. Marvin Seife

Dear Dr. Seife,

In reference to our Abbreviated New Drug Application for Liothyronine Sodium
Tablets, 50 mcg enclosed please find challenge condition stability data.

N Sincerely,

: Roggggéggﬁn:;g§$?é§%agﬁf=>‘~_—_

L Jan2z g )]
\ . 'rtf&j '
&

p;
Deare S

Manufacturers of Generic Pharmaceuticals



BOLAR PHARMACEUTICAL CO., INC.
130 Lincoin Street, Copiague, New York 11726

(516) 842-8383 December 7, 1981
NDA # 85-753

Bureau of Drugs LY 14
Food and Drug Administration ' Q\ ﬁsgﬁ‘%‘%ﬂﬁﬁ%ﬁ
HFD # 530 S i R

Room # 16-72 : '

5600 Fishers Lane
Rockville, Maryland 20857

ATTN: Dr. Marvin Seife
Dear Dr. Seife,

In reference to our Abbreviated New Drug Application for Liothyronine Sodium
Tablets, 50 mcg, enclosed please find the following —====***"spacifications.

™ (to replace the weessswwmmesssisses . Specifications
previously sent)

Sincerely,

Robert Shulman, President
ENCLS:

RS/fn

“Manufacturers of Generic Pharmaceuticals
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{HE SUBMITTED FPL IS SATTSTAC

2 RN il

BOLAR PHARMACEUTICAL CO., INC. ’
130 Lincoln Street, Copiague, New York 11726
(516) 842-8383 NovembeY‘ 4, 1981

NDA # 85-753

Bureau of Drugs

Food and Drug Administration
HFD # 530 ~

Room # 16-72

5600 Fishers Lane

Rockville, Maryland 20857

ATTN: Dr. Marvin Seife

RTERIAL ‘E‘Bu

Dear Dr. Seife,

BIOAVAILABILITY MA

In reference to our Abbreviated New Drug Application for Liothyronine Sodium
Tablets, 50 mcg and your letter of September 29, 1980, please be advised of

“the following:

1. Current Final Printed Inserts and Labels
are enclosed.

2. A revised raw material specification for
Liothyronine Sodium is enclosed. The
enclosed method is an ™ analysis
developed by our Analytical Research and
Development Section under the Direction
of Ms. Gena Finelli. It was ascertained
that the USP assay for Liothyronine is
based upon total iodine content and

therefore is not specific for Liothyronine.

The enclosed==" analysis allows for
specific quantitation of Liothyronine as
well as Diiodothyronine and Thyroxine.”

3. Revised excipient specifications in accord

with current compendia requirements are
enclosed.

4. Finished dosage form specifications
including Content Uniformity and Stabi
Testing Procedures along with Precisipy
and Recovery Data are enclosed.

Manufacturers of Generic Pharmaceuticals
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BOLAR PHARMACEUTICAL CO., INC.

130 Lincoln Street, Copiague, New York 11726
(516) 842-8383 vij @

NDA # 85-753 (CON'T)

5. Samples of the dosage form along with éﬂa]ytica]
results of all tests performed are enclosed.

Samples of the active ingredient were submitted on September 23, 1981 as
part of an amendment to our Liothyronine Sodium Tablets, 25 mcg, NDA #
85-755. v

Bolar will undertake dissolution testing of its Liothyronine Sodium drug

product in comparison to Smith, Klein and French's Cytomel 50 mcg Tablets,
using the new methodology when it becomes available. ~

Sincerely,

w‘
Robert Shulman, President
ENCLS:
RS/fn

Manufacturers of Generic Pharmaceuticals
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our Bivisien of Biopharmaceutics and a reply will be issued when commented upen..

NDA 85-753

Bolar Pharmaceutical Co., Inc.
Attention: FHr. Robert Shulman

130 Lincoln Strest

Coplague, L.I. BY 11726
%eﬁtlemeﬁ-

Reference is made to your abbreviated new drug applicat1ﬁa submitted pursuant
to Section B05(b) of the Federal Food, Drug, and Cosmetic Act for Sedium
Lioythronine Tablets, 4 megq.

We acknowledge receipt of yasr«ceﬁmunxsatxen dated ﬁuqust 7 1979 enclosiang
‘ aéd1tianal contrel information. : . .

We have completed the veview of this abbreviated new drug applicatien.
However, before we can reach & final cgnciasigﬂ the following informtion is
necessary:

1. Appropriately uﬂdata your application as to tests and specificatioms for the .-
- active fﬁﬂ?@§1$ﬂ%, e 300 Finished dosage faorm par aurrent.campaﬁéinm., T

2. Submit samples of the active ingredient and finished dosage form with the o
aaﬁ%ytﬁe&? rasulits of all tesbé ;arfarmeé for the lot sahmétteé

e ¢call to your attention that your bia&vaxi&b3}1ﬁy stué;&s are under review. by

Please submit the above informatiofpyombyls

NYK-DO- DUP  HFD-614
JLMeyer/JMRoss

- R/DinitdMeyer/MSeife
ft/c31/9 25-80 rev w/f

yer qba(p
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BOLAR PHARKMACEUTICAL CO. INC. /&?/

130 LINCOLN STREET o COPIAGUE,L.L,N.Y.11726 e  56.842.8383
August 7, 1979

NDA #.85-753

NDA ORIG AME&QMENT

Bureau of Drugs

Food and Drug Administration
HFD # 530

Room # 16-72

5600 Fishers Lane

Rockville, Maryland 20857

ATTN: Dr. Marvin Seife

Dear Dr. Seife,

\ .
In reference to our Abbreviated New Drug Application for Liothyronine Sodium
Tablets, 50 mcg., enclosed please find the following:

el
.

Samples of the drug dosage form.
2. Updated production order. .
~/
3. Analytical results of the\a?h dosage form

4. Challenge condition stability data for 1ot
number 059062.

5. Stability protocol and revised reporting
format.

We are currently developing ane=s procedure to test for potency and dissolution
on the finished dosage form.. As soon as available the analytical method and
resu]ts will be forwarded to you. .

We will subm1t~ana]yt1ca].results of the first several batches manufactured.

Based upon the enclosed cha]lenge condition data we are requesting a two year

expiration date.
Sincerely,

Robert Shulman, President
ENCLS:

—
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- all laﬁv"'prohlhlts dispensing without
- '.prescnptlon ” .

(b) The drug product is labeled to
amply with all requirements of the
act and regulatlons and the labeling
bears 'adequate information for safe

- and effective use of the drug. The in--

dication is as follows:

For rddiographic visualization of the
bronehial tree.:

3. Marketing status. (3) Marketing of
such drug product which is now sub-

ject of gan a.pproved or effective new

drug application may be continued
provided that, on or before January
31, 1978, the holder of the application
i submxts if he has not already done so,
(i) a supplenient for revised labeling as.

needed to be in accord with the label-

" ing conditions described in this notice,
".and eomplete container labeling if cur-- *

rent container labeling has nof been
_submitted, and (ii) a supplement -to
"provide full updating information with
respect to items 6 (components), 7
- (composition), and 8 (methods, facili-

- “ties, and controls) of new drug ‘applica- -
tion: form FD-3561 (2t CFR-314. 1(ch)..

(b ‘Approval of an dbbréviated new -
" drug. application (21 CFR” 314.1(0)) -
must’ ‘be; obtained prior to marketing. .-

Such- products.” The applications shall

contain full information with .respect . g
“to items ‘6 (components), 7 (composp\ -
tion) -and 8 (methods, facilities, and
‘controls) of new drig application form..

.. FD-356H (21 CFR 314.1(c)). Marketing -~
. -prior to-approval of a new drug appli- -

cation will subject: such products, and
‘those persons who caused the. products
to be marketed to regulatory action.

. This notiee is issued - under the: Fed- oAU
" eral .Food, Drug; and  Cosmetic "Act ~ -

_(secs. 7502, 505, '52 Stat. 1050-1053; as

‘ ‘amended’ (21 TES.C. 352, 355)) and .
_-under-the- authority delegated to-the - -
».Director of the Bureau.of Dmgs (21:'

CFR'5.:70).
Dated November 11, 1977.

» J. RICHARD CRom" ,
- Divector, Bureau of Drugs.

[FR Doc 77—34268 Fued 12-1-77;. 8: 45 am]

T
Py

[4110- -03]
[Docket No. 76N- 0s51; DESI 2245]

SODIUM LIOYHYRO‘NINE

ientation; Followup:Nofice and Opporlu-
nity for Hearing

'~ ACTION: Notlce. : SR
: SUMMARY Thls notxce sets: “forth the

. conditions for marketing soditm lioth-.-
~ . yronine“tablets for the indicatioiis for
- which- it continues-to be" regarded as -

effective and.-offers an opportumty for
-& -hearing concerning -indieations re-
)assxfied to lackmg substa.ntxal evn-

. us€d for
equate endogenous thyroid produc-'

ing- of -this’ ‘ng

for Humen Use; Drug tfﬁtacy Swdy o~ -

NOTICES

dence .of . effectxveness This : drug is
certin conditions of ‘inad-

tion.
DATES: Hearing requests due on or

~ before January 3, 1978. Supplements

due on or before January 31, 1978.

ADDRESSES:. Communications for- .

warded in -response to this notice

should” be identified with.:reference.:

number DESI 2245, directed to the at-
tention - of - the appropriate - office
named below, and addressed to the
Food and Drug  Administration, 5600
Fishers Lane, Rockville, Md. 20857. .
Supplements - (identify with NDA
number): Division of Metabolism and
Endocrine Drug Products (HFD-130),
.Room 14B-04, Bureau-of Drugs.
Abbrev1ated new drug apphcatlons

exemption for a new drug (IND) (iden-
tify as such): Division of Generic Drug
Monographs (HFD-530),, Bureau of
Drugs. )

Requests for
‘Doc¢ket; number

D earmg m the head-

s, specific prod-

H Hazard Jr.,

wiinistration, Department of Health,

443-3650).

: SUPPLEMENTARY IN"FORMATION
In a rotice (DESI<2245) published in -
. the FrpERaL REGISTER of ‘September .
.~ 25, 1969 (34 FR .14775), the Food ahd"
. Drug Administration ‘announced -its’
conclusions that the drug product de- .
" -.'scribed 'below is (1) eéffective for cer-.
-~ tain .conditions resulting from -inad-.

equate. endogenous thyroid produc-

- tion, a.nd (2) ‘P Sibly effective for gy-
: ers:associgtéd with
. i ‘that -
E netxee -shiould “have -stated: that ‘the
) _drug product is effective for.use in the
) :AGENCY Food and’ Drug Admxmstra-"»»
Stibn, .

In' " addition; . .

for the inchcatwns for whxch xt 1s re-

ity of every drug manufacturer or dis- -
tributor to review this notide to deter- -
mine whether it covers any drug: prod-
uct he manufactures or- distributes. -
. Any person may request an opinioni“of - .
@ the apphcablhty of this notice to a -
-specific drug prodiict he manufictures-

Qaring (identify with

: La.belmnr Comph- '

Bareau of -
" 'Drugs (HFD-32); Food and Drug Ad- -

‘Education, and ‘Welfare, 5600 Fish:
" ers Lane, Rockville, Md: 20857 (301-

-dications are.as foll

by this notice.

NDA 10-379; 'Cytomel Tablets con--
‘taining sodium - liothyronine; Smith-
Kline & French Laboratories, Division:
1500 Sprmg"

of SmithKline Corp.,
Gardeén St:,-PhiladelphiayPa: 19101..

Such drugs - are .regarded as néew.;

drugs (21 U.S.C:321(p)). Supplement
new drug apehCatxonS‘are required to

revise the labeling in' and-to update -«

previously approved applications pro-

viding for such drugs. An approved .. .
new drug application is a requirement -

for marketing such drug:products.

In addition to the holder of the new' ;

drug application specifically .named

L SR 61311

-~ garded as effectwe The other’ drug y
(thyroglobuliny included in‘.the Sep- °
tember 25, 1969, notice is not affected’

above, this notice .applies: tq, all per- -

- sons who manufacture or distribute a
- and notices of claimed .investigational

drug product not the subject of an ap-

proved new drug application, that is- i
_identicai, .- related, or similar to the

drug product named above, as defined

. in 21 CFR'310.6.. It is the responsibil--

~

or distributes ‘that may be identical,.’

related, or similar to the drug product . .
:named inr this:riotice by writing to the: ™
Division of Drug Labeling Compllance L

(address given above).

: A Effectiveness classzfzcatzon The -
: Food and Drug Administration has re- .. -
. viewed-all ava,llable evidence and con-_ " -
- cludes that the drug is ‘effective for -

the indications ‘stated in thie: labeling:

_condxtmns below. The drug now lacks L
substantial - evxdence of effectiveness -

. for the- indication evaluated as- possi- -
-bly - effective. in the September 25, " B
1969, notice. - - ’

B. Condztwhs for: approval a.nd mar—

keting. The Food and Drug; -Adminis-

tration is prepared to approve. abbrevv—
ated new drug applications and a.bbre-_

‘viated supplements ‘to. prekusly ap-
proved new drug. applications. under
-conditions descnbed ‘herein. - Lo
1. Form of drug. Thé drugis in tablet T
‘form suitable for oral administration. = ...~ -
. 2. Labeling conditions. (a) The label
,bears the statement, “Caution: Feder- " °
“al Iaw prohlblts dlspensm wﬂ.hout_

" (1) Thyroid replace: nt m pa.tlents

hormone productmn ~These .inclide
mild hypofunction, . crétinism,’ and

myxedema. Repla.cement thérapy: will”
- be_effective. only in mamfesta.tlons ‘of
- hypbothyroidism. .
- (2) Simple (nontoxic) gmter The .
rdrug may be used" therapeutxcally in .

h o S s FEDERAI. REGISTER, VOL 42 NO. m—FRIDAY‘ DECEMBER 2, 1977

‘act and regulatlo'zs and the }abelmg» o
~ bears adequate mformatlon for safe- o
T;,. suppression- test - to . differentiate - : e of th E
suspected hyperthyroxchsm from euth-
yroidism. :No'.datazin ‘support: of ‘the
- less-than:effec ive mdxcatlon ‘were sub:
" mitted, and:it- is now - reclassified to
.Iackmg substantial -evidence: of effec-
“tiveriess: “This notice offers an oppor::
 tunity .for a hearmg concerning ‘that
- indication -and:’ sets forth the condi-
-.tions-for marketmg the drug. product. .

“with inadequate: endoge'nous thyrmd-:".

N

AR

5 g
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—~—s

an atteémpt to reduce the size of such.a
goiter. ) o : :

(3) For'use in the T, ‘Suppression test
to differentiate  suspected hyperthyr- - :
. " the new drug application(s), and to all

“other interested persons, that the Di-
- rector of Bureau of Drugs proposes to

: oidism from euthyroidism.

3. .Marketing status of approved
products.- Marketing of such drugs
products that are now the subject of
an approved or effective new drug ap-
plication may be continued provided

that, on or before January 31, 1978, -

the holder of the application submits
the following if he has not previously
done so: (i) a supplemental for revised
labeling as needed to be in accord with
the labeling- ‘conditions_ described in
this notice, and complete container la-
beling if eurrent container labeling

has not been submitted, and (i) a sup- -

plement to provide updating informa-
tion with respect to items 6 (compo-
nents), 7 (composition), 8 (methods,
facilities, and controls) of new drug

" application form FD-356H (21. CFR

314.1(c)) to the extent required in ab-
breviated
314.1(D). :

4. Marketing status of all ‘other prod-

ucts.. Approval of an abbreviated new

drug application (21 CFR - 314.1(f)
must be obtained prior. to marketing
such’ drug products, ‘The abbreviated

. new -drug application is required to

contain -evidence from .in vivo-studies

demonstrating ‘bioequivalence :to -an-
appropriate reference- standard. Such

bloavailability studies shall consist of
either single- and/or: multiple-dose
bleod level studies or comparison of
acute pharmacological’ activity to an

appropriate reference material. Multi- -

ble-dose stidies. wiil require prior sub-
‘mission of a Notice of Claimed Investi-

‘gational Exemption for ‘a New Drug
- (IND} incliding ' a ‘protocol ‘for such

studies. Because of inhierent toxicolo-

-Bical ‘side- effects associated with this .
.. drug,-it is .advisable that firms submit

a protocol with the ANDA prior to un-

- dertaking a  single-dose- -study- in

human Subjects. Abbreviated new drug

 appléations and notices of claimed in- -
- vestigational exemption for a. new
-+ drug (IND) (identify as such) ‘should
-.be directed to ‘the Division of .Generic

Drug Monographs (HFD-530), Bireau

"of Drugs (address given above). Mar-
. - keting priorto approvil of a new. drug
~ applcation will subject sueh: produets,

and. -those persons who' caused -the

~. .- broduets to be marketed, to. regulatory -
- action. - - o

_C. Notice of opportunity for hedring.

- ‘On the basis of all the data and infor.’

mation -available to him, the Director

_ - ~of ‘the Bureau: of:Drugs'is unaware-of - -
- - any adequate and well-controlled clini-

cal investigation, conducted by experts

- qualified by scientific training‘and ex-
., ‘perience, meeting the requirements of
.- sectioh'505%0f the Federal Pood, Drug,
- .-and_Cosnietic Act’ (21 U:S.C. 355) and
© 21"CFR "314.111(aX5), demonstrating

the effectiveness of the drug(s) for the
) .

applications ~ (21 CFR

NOTICES

‘indication(s) lacking substantial evi- -
-dence  of effectiveness referred to in

paragraph A. of this notice,
Notice is given to the holder(s) of

issue an order under section 505(e) of
the Federal Food, Drug, and Cosmetic
Act (21U.8.C. 355(e)); withdrawing ap-
proval of the new drug application(s)
and all amendments and supplements
thereto providing for the indication(s)
lacking substantial evidence of effec-
tiveness referred to in paragraph A. of

- this notice on the ground that new.in-

formation before him with respect to
the drug product(s), evaluated togeth-
er with the evidence available to him

_at  the time of approval of the -
application(s), shows there is o lack of

substantial evidence that the drug
broduct(s) will have all the effects it
purports or is represented to have
under the conditions of use prescribed,
recommended, or suggested in the la-
beling. An order withdrawing approval
will not issue . 'with respect :to any
application(s) supplemented, in accord
with this-notice, to delete the claim(s)
lacking substantial evidence of effec-

‘tiveness. (In-addition to- the -ground
“for the.propesed ‘withdrawal of ..ap-

broval stated above, this notice of OD-
portunity for hearing encompasses all
issues reldating to’the légal status of
the drug products subject to it. (includ-
ing identical, related, or similar drug
products as defined in 21 CFR 310.6),

€.8., any contention that -any such
broduct is not a new drug because it is’

generally reognized as safe and effec-

tive within -the’ mearning of section
201(p) -of the act’ or because it -is

exempt from part or all of the new

. drug provisions of the act pursuant to

the exemption for products marketed

prior to June 25, 1938, contained in
section 201(p) of the act; or pursuant

to section 107(c) of, the Drug Amend-

-ments 0f 1962; or for.any other reson,

In accordance with the provisions of
section: 505 of the act (21 U.S.C. 355)

and the' regulations promulgated
thereunder (21° CFR Parts 310, 314),

" the-applicant(s) and all other persons .
‘who manufacture or distribute a drug
-product which is identical, related, or
- simijlar to a drug product named above -
(21°CFR, 310.6), are hereby given an-.
‘opportunity for.a hearing to show why .
approval - - of - -. the new drug .
applieation(s) - providing “for . .the )

claim(s) involved should not be with-
drawn and an opportunity to raise, for
administrative: _deterinination, -all

Issues relating to the legal status of a

drug. prodiict named above! and. all

identical, related, or similar drug prog- -

ucts. . :

- - If an-applicant or any —béréon subject

to this notice pursuant to 21 CFR

. 310.6 elects to avail himself of the op-.
_’ portunity vfor a hearing, he shall file
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" portunity for a hearing concerning the

tiveness referred to in paragraph:

" suchr drug products from the market. -
"Any new drug product marketed with-. -
‘out an approved NDA is subject. to reg-

‘CFR5.82). -

(1). on-or before. January 3, 1978, 3

written notice of appeararice and re-
quest for hearing, and (2) on or before
January 31, 1978, the data, informa.

- tion, and analyses on which he relies

to justify a hearing, as specified in 21
CFR 314.200. Any other intérested
person may also-submit comments on
this proposal to withdraw approval;
The procedures and requirements gov---
erning this notice of opportunity for
hearing, a notice of appearance and
request for hearing, a submission of
data, information, and analyses to jus-
tify a hearing, other comments, and a: .
grant or denial of hearing, are con-. -
tained in 21 CFR 314.200. E
- The failure of an applicant or any
other person subject to this notice
bursuant ‘to 21 CFR 310.6 to file:
timely written.appearance and request
for hearing as-required by: 21- CFR
314.200 constitutes an election by such.,
person not to avail himself of theé ap-

action proposed with respect to. such
drug product and a waiver of any-‘con- .
tentions concernirig the ‘legalstatus.of .~
such - drug- produet. Any. such drug. -
product_ labeled for the” indieation(s) ..
lacking substantial evidence-of “effec- "’
this notice may not thereafter lawful- "

ly be marketed, and the Food and. . .
- Drug Administration will initiates ap-

propriate regulatory action to remove-

ulatory action at any time.

- ‘A request for a hearing may not rest - -
upon mere allegationr.or -denials, ‘biit - -

must set forth -specific facts.showing:

‘that there'is 2 genuine'and substantial . =

issue of fact that requires a hearing. If.
it conclusively appears from the face .

“of the data; information; and factual- - .

analyses in tHe request forthe hearing” -
that there is no-genuine and substan-

tial issue of fact. which'-precludes the °
withidrawal of approval of the-dpplica-
tion, or when a request for hearing'is . .-

- Dot made in the required format or = -
‘with ‘the required analyses, the Com- .
missioner will -enter summary judg- -

ment against the person(s) who re: .: -

~quests the hearing, making findings =
and conclusions, denying 5 ‘hearing,

-All . submissions * pursuant A0 this.-
notice shall be filed in quintuplicate. -
Such submissions,- except for data and -

information: prohibited -from public' -

disclosure pursuant to 21 U.S.C.'331¢j). -

-or 18 U.S.C. 1905, may be-seen in the -

office- of the- Hearing - Clerk. betweén *.-
the ‘hourse.- of 9 -a.m. and -4 pam,, .
Monday through Friday. : Lo
This notice is issutd ‘under,the Fed- -
eral Food, Drug, and Cosmetic.  Act -
(secs.” 502, :505,. 52 Stat. ‘105041053;- a5 -
amended - (21 U.S.C. - 352, 2355)) " and

'und:er-thev‘authority'.deleg‘ated tothe . kR

Director of the :-Bureau’of"vD_r_l_‘lgsv (38 =




HDA 85-753

Eolar Pharmaceutical Lo., Ine.
Attention: Mr. Robert Shulman
136 Lincoln Street
Coplague, KY 11726

Gentlemen:

Reference is made to your abbreviated new drug application submitted pursaant
to Section 505(b) of the Federal Food, Drug, and Cosmetie Act for o
Liothyronine Sodium Tablets, 50 meg.

We acknowledge receipt of your communication dated October 24, 1977.

We note the material submitted,

lowever, the Federal Register notice of December 2. 1977 provides updated
guildelines to be included in an abbreviated new drug application.

If you elect to com plete this application, the information 80 requested
should be submitted.

Please let us have your response promptly.

Sincerely yours, N
Y !

.' A C:” ,/r

// -‘{:"::‘ .
e Q//”Z(/ ;3
o Marvin Seife, ¥.D. , 5%?7 '
’ Direector /é%l

Division of Generic Brug Honographs
Officesof Drug Honographs
Bureau of Lrugs

Enclosure: PR 12-2-77

ce: 8//‘\
NYK-DO @/‘}\
HFD-614

JMeyer/Giillar

R/D init. JMeyer/MSe1fe/l/23/78

ps/1/23/78
rev w/f




Ko “7% ORIGINAL

BOLAR PHARMACEUTICAL CO. INC.
130 LINCOLN STREET o COPIAGUEL.L,N.Y.11726 o  516.842.8383

October 24, 1977

NDA 85-753

- aTimAICCINA
Bureau of Drugs "Rﬁ:gejgé"ﬁgbaé
Food and Drug Administration o
HFD # 530 | .
5600 Fishers NDA ORIG FIVE

5600 Fishers Lane
Rockville, Maryland 20857

ATTN: Dr. Marvin Seife
Dear Dr. Seife,

- In reference to our Abbreviated New Drug Application for Liothyronine
Sodium Tablets, 50 mcg. and your letter of October 11,_ 1977, please
be advised of the following:

1) Printed Tabeling has been previously submitted.

2) Regarding stability we are enclosing stability data
on a production batch of tablets. Lot # 024741 was -
manufactured and initially assayed during April of 1974.
The samples were kept at room temperature and were
packaged in the container/closure system in which they
were marketed. The enclosed stability data summary
shows 36 month data. We have marketed this product
since 1974, discontinuing the sale as a result of the
Judge Green decision. The actual analytical work is
available if needed. :

3) Samples have been previously submitted. The submitted
samples were from the same batch as™those used in the
stability study.

Sincerely,

Rmman, President

ENCLS:
RS/fa -

MANUFACTURERS OF PHARMACEUTICAL TABLETS AND CAPSULES



NOV 4 jo77

EE - A

NDA 85-753

Bolar Pharmaceutical Co.. Inc.
Attention: Mr. Robert Shulman
130 Lincoln Street
Copfague, HY 11726

Gentlemen:

Reference is made to your abbreviated new drug application submitted pursuant
to Section 505(b) of the Federal Food, Drug, and Cosmetic Act for :

Liothyronine Sodium Tablets, 50 REG.

We acknowledge receipt of your communication dated September 6. 1977,
amending the application with copies of printed labeling.
We have completed @i review of this abbreviated new drug application.
However, before we are able to reach a final conclusion the following
additional ihiformatish is necessary: :

That-#&quesﬁeé in our letter of October 11, 1977 pertaining
to stability ahd coentainer/closure systems.

Please let us have your response promptly.

303 ector '
g Division of Generic Drug Momographs

AL - Office of Drug Monographs
: ) ZZ 7 Bureau of Drigs
/[ »

cc :

NYK-DO - [\l ) )
HFD-614 51(“ @/ 3 )
BRapzilai/JIMeyer/GMilla

R/D init Jl‘-’leyer/MSe'i'fe/\'l 1/77
ps/11/1/77 _
rev w/f '(N“L/-“ ﬂﬁ




“ »/ff}

'HFD, #.530
'5600 Fishers Lane

BOLAR PHARMACEUTICAL co. INC. = 227
130 LINCOLN STREET o  COPIAGUE,LL,N.Y.11726 o 516.842.8383
, September 6, 1977 o
NDA 85-753 RESUBMISSION.
Bureau of Drugs NDA OR!

Food and Drug Administration
Room # 16-72

Rockville, Maryland 20857
ATIN: Dr. Marvin Seife |

Deér Dr. Seife,

In referenée to. our Abbreviated New Drug Application “foxr_Liot ine Sodium

‘Tablets, 50 mg and our letter of July 26, 1977, enclosed pTease find:

1) Final Printed paékage inserts and labels.

- Sincerely, o
- RobEYR\Sh¥lman, President
© ENCLS: - '
RS/fa

'MANUFACTURERS OF PHARMACEUTICAL TABLETS AND CAPSULES



OCT #4 1977
'ﬁaa, gs-?ss

Belar Pharmacgutizai Co., Inc.
Attentien: Wr. Robert Shulman
130 Lincoln Street
CQETague, RY 11726

Geaﬁlemen* ,
"Re?erenee 15 made to your abbreviated new drug applisatian ighm%&ted

~ pursuant to Section 505(b) of the Federal Food, arag, and casmetfc Act .
j-.far Liakhyroaine Sdéium Tabiets, 50 mcg. o

*“%ﬁ;i??“iifﬂé'azﬁaawleége reaeipt of your cammunicatian ﬁata& &uiy 26, 197?”: 5:
:f,i,;am&aéﬂﬂg the &ﬂﬂlic&tfan. | , o - | '




BOLAR PHARMACEUTICAL CO.. INC. /e
130 LINCOLN STREET ° COP]AGUE, L. I, N.Y. 11726 ° 516-842-8385

July 26, 1977

NDA 85-753 . oo
RESURMISSION

Bureau of Drugs : R R

Food and Drug Administration MDA O?!G E\hj}END;\éENT

HFD # 530 7

Room # 16-72

5600 Fishers Lane
Rockville, Maryland 20857

ATTN: Dr. Marvin Seife
Dear Dr Seife,
In reference to our Abbreviated New Drug Application for Liothyronine Sodium
Tablets, 50 mcg, and your letter of June 21, 1977, enclosed please find the
following:

1) Certificate of analysis from our supplier.

2) Samples and our analytical results.

We will submit analytical results for production batches and lots of active
ingredient used.

We are enclosing 36 month stability data for the enclosed sample.

The container closure system as described in our ANDA protects the contents
from contamination by extraneous liquids, solids and vapors.

The T7"==7f the Sodium Liothyronine is ===

We will forward printed package inserts and container labels as soon as available
from our printer.

Sincerely,

MANUFACTURERS OF PHARMACEUTICAL TABLETS AND CAPSULES



ﬂgixgﬁzégf]g??

HDA 85-733

Bolar Pharmaceutical Co., Inc.
Attention: Mr. Rebert Shulman
130 Lincoln Street
Coplague, WY 11726

Gentlemen:

Reference is made to your abbreviated new drug applicatien dated April 13,
1977 submitted pursuant to Section 505(b) of the Federal Food, Drug, and
Cosmetic Act for Liothvronine Sodium Tablets, 50 meg.

He have completed our review of this abbreviated new drug applicsiion. Hew~
ever, before we are able to reach a final conclusion, the following additional
infermation ig necesssry:

1. TFor lsbeling: copies of printed labeling in accord with the
aubmitted drafts (containers and insert).

2. TFor the actlve iangradient:
2) identification of the actual manufacturer and submission of
a certificate of analysis from your ————""

%) a commitment to submit analytical results for lot used.

3. For the drug dosage form:

a) a commitment to submit amalytieal results for production
batches,

b} stability data

¢) demonstratien that the econtainer/closures system ia suitable
for the intended use, Here we call your attention to the USP XIX
requirement for “'tight” containers.

d) eamples and your amalytical results,

Please let us have youy response promptliy.

cex }EYK—DQ/WK ”"ﬁ”//&(gé& /) 7 Siyegrel
- oo 7y o7

it. JMeyer/MSeife/§/20/77 in
thlb~§ i Directox
0/77 ' pivision of Generiec Drug Monographs
affice of Drug Monogrephs

Buresy of Bruge




NDA 85-753

Bolar Pharmaceutical Company, Inc.

Attention: Robert Shulman

130 Lincoln Street

Copiague, NY 11726

Gentlemen:

We acknowledge the receipt of your abbreviated new drug application
submitted pursuant to Section 505(b) of the Federal Food, Drug, and
Cosmetic Act for the following: -

NAME OF DRUG: Liothyronine Sodium 50 wmcg. Tablets

DATE OF APPLICATION: April 13, 1977

DATE OF RECEIPT: April 15, 1977

We will correspond with you further after we have had the opportunity
to review the application.

Please identify any communications concerning this application with
the NDA number shown above. '

Sincerely yours,

Marvin Seife, M.D.

Director :

Division of Generic Duug Monographs
0ffice of Drug Monographs

Bureay of Drugs

NYK-DO } ’ g
stere i/
HFD-614 ,HFD-616
JLMeyer/cjb/4-26-77

ack
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) reaviced by law to be approved by t‘u_
Sceretaty of Conimerce.

04 S1dpruas --a. h./nrr‘r’i:nr u.zdu
the control of ¢ Ciril Serrvice Cum-
rosaion. 1. If a zubpena or other judi-
cial order fov iafaination contatted I

Coan oddicial persanne! folder i the hvst-
cal cusiady of he Departinent is served”

_eral Counsel..

" inform thie person

on an empployee of the Department re--
seansible for the Iold he =hall disclose
such L‘.:ox'm'\:'o'x as asiowed: under

ars 296 of the Civii Sevvice leulations
(3 CEFR 294.101-234.1001) .- Huwever, he
showid rezain custody of thw information
and, 4s nocassary, request ':czz.;.ssxo'x of
counsel or the court to fumush 8 certi-
fod copy for inciusien in 'hu court *cc-
ord. (50¢ 5 CFR 294.138ic) ) :

2. "In an situation or a siiu-
aticn in which informiation not avallable
undes 294 of tic Civil Service Reg-
ulanons {s sowhi, the Department em-
‘ployce who received tiwe subpena shall
Jimriediately forward it and the official
_personniel to!der centaining the informa«
tion sougit to the General Counscl of the
,Dc:mr:,mv.m for transmiitiai to the Gen-
¢ U.S. Civil Service-Commis-"
sion, Washington. D.C. 20415. When this -
43 done, the Departuent employee shall
wiio apnlied for the
subpena that the subpena and the infor-.
mation sought have been sent to the Civil
Se"vxce Cemmission pursuant to 5 CFR

ar

94.108{cY (2) and.if necessary, and upon -

~ac.vicc of the General Counsel of the De-

jertment, request a Dosty onemcnu of the
~Acheduled appedrance.®
b. Other inforsiciion within thc pur—_,
“tiew of this ordér. WWiiea a subpena duces .
. &ecum or other lenal demand for the pro-
Guction of records or information relnt- -
inz to personnel othier ihan as author--
ized pursunxat-to this arder is served upon

any ollicer or employee of the Dipart-

. -ment other than

e Sec-:cmr_v',
cowply " with secuion 17, “Compulsory
Process Requesting Docuinents or Testi-
mony,” of Dc')a"t.mem. On.u' 64
“lic I.xformnt.on "

Sec.
‘der shall'Be deemed cons -
partrment.Order 64. .»'u‘) «”her oxdcrq or
“parts of orders or delegzations of author-
ity which are inconsistent nercv.
. hercby su.,:erseced. ;

Lumv A, Joar
As.szstant Secretdry

R o for Admmzs;ra'xon
{rER. Doc €9~ 114”0 Filed, Scpt. 24, 1.;60‘
T 8:48 a.m] .

{Dept. Order 5-B: ‘.‘Lni"(i.":..;”‘ ,

' ECONOMIC "DEVELOPM"NT!' 3
© . ADMINISTRATION .= '
Orgamzahon and Funchon1

- SerTeMEER 10, 16 69

'I‘he m averi ial appcar-'xg a2t Z1FR. 0703
r April 19, 1969, is amended us Tollows:
Dﬂparcren. ‘Order 5-B- of Mdreh 17,
1969 ‘is hcrcuy ”ncnc.ed as ;onows',

‘Drgax:tm:ion chard. fLed as pm‘ot me'

e

\v,_.na.l docu.mnz

- shally Develop and huplem
for progruming

'szon shall;

maximum

~all .
. repo*'ts

nie shall

- of funds, dperatini budze
"r‘ub- B

12, bavmg prom\zon ThL, or— .

(‘- . Doc. 69—11431

D;Pmm.\‘i @F”

".deterrai

NOT'C‘S
-

"1.'Src. 7. Office of Adaninistration und
Program Anralusis. Puarapraphs 01 and
02 are anvcaded, and a new Pur'xrrupu
03 isadded to read: : :

01  The Program Analysis Division
nt measures

of rescurce uiiliziation
and budeellipe purposes, develdn and con-
duct a sestontudic procram evaluaticn ef-
fort for EDA; prepare the annual Pro-
gram }\Iou.or..nou'n and analytical stud-
fes required by. ‘the Burcau of the
EBudget: ard develop cost benefits studies
to.cid the Assistant Secrcéary in making
choices and decisions bmwcen altern :mvc
programs for economic devciopme
projects, activitics, and prosrams .'.n
achieving the ObJLL\’,HOS of the Act and
EDA..
G')

The .Janaqemrnt Analysw Divi-
Conduct ., organization and
management studxcs aud’ surveys; plan
and conduct
econony, - .effectiveness, and
efliciency,
personnel:utilization; .develop. and con<
duct a- pro"vam for the eificiens rmanage-

maent of all offielal records, <includirs an’

isstance system. for adininistrative and
program. orders, .and ‘the design. and
control of ofiicial fo'. m3; and develop and
‘administer-a reports cont;ol systc b

adm.mscratlv ~and

03 The Budgct D ISZO’Z- :,hall 'Dévél—

op. and manage an

LDA :It shall develop and. prmare uh.
‘annua 1 budget for EDA: be resp ivlie
“for. the {oral fAnancial mo"rkm o’ LDA.

.and for Lhe fisczl -aspects of EDA pre-

Erams entrusted. Lo ot)n.r Federal. ajzcén-

cics; and operate- zi fiscal control. system
for both program and administ mtlw ex-
penses- con
of . the” Anti- Dcﬁc.cnc" .\cr. svlrich -.shall
include but notbe:.testrict cd:to, allotmoent

Iiraitat:ons, and. analyses, o[ reports and
p;oposcd ‘actions yelat i1 thercto,, .

2. The- remiaining par: v"‘aph of <.u:
tior
tlncugh Od

LARRY A Jons
Assistant Sccretcry .
jor Aammzstratzon

‘Filed, Scpt 24 1969'
- 82 40 a.m]

Oﬂ"ce of !hc "Secre cr_y.v

’,Hloans

For tlu. pumoee o' .n}.mg omergcncy

* loans pursuant bo qecmon 321 of the Can-’ :
stration:

it has _beer‘.v_;Ot her

{ Yo

PA

soudate ‘are ‘mn.; A\.m,
Act of 1453177 D S C: xk)pl ¥, 4
ded.:that “in
nameq’ Sounties

the ! hereinofter

n the above-named couyntics after J

a’ program- for  achieving

and . for- obtaining  ontimum .

opérationial

Drugs for Human Use;: Dru
cgrated financiil
-management and- b..m.c:m" system for

" Resecarehh © m.ncxl

stent withotiic requirements .

ts, cmployment_ )
“Cytoinel, 5

‘7 are renumn(-red paragmpbs 04-" - :
: f Phx.ndc‘phm Pa. 16101 f\" .

: drU'f app'xuuzor‘s ‘..rr- rerv'

’ app"oved ap')l;c‘.txom p& SUicis
- drugs. A new drug application
- from: any pefson ma

pr cpand 1o° ‘approve - b
',."vxou«!v :x.)movod nc"'

vundc'
= ur.nom'cL ment

fn-the State of Washing- - .
on,ndfural-disasters have caused a necd ..
-for agricuitural-credii viot readily avait=

a.nc Irom commcrm.xl ba'l.-('i coopuru.- '

: ('01'1(.1“0‘ .: I'P

tlvo lending n'zcnctcs o. o‘l"r:r Teepc
le sources.

WASIIINGTON

Chelan., Oranogzan,

Daougziad.,

ursuant, to’ the authority set fo—tn
be s

e

abox‘. .emerzency loans will not
30. 1970, cxcept to abdnlican
'ﬁouiy' reacived eCrmergeney
sLocl' loan assistance
q‘mu {y under estabii
proecedures.

Done at W?snington DC t‘ns 16th.

day of September, 1969.
: CuxrFrorp M. Hax
Sccv'ctur_/ o/ Ar ric

[F.R. Doc. 69~ 11427; Faled.
- 8:48 am.|

ard
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-t are -

S emeday m i,

1R N D
):.' Thyrostobulin lacks substantial evi-
mee of offectiveness [or the recom-
mendation: “therapeusie trial for nomn-
specific sympioms, such  as fatiue,
depression, (requeat colds, and low ro-

sistance when phiarmacologic oifeets of o
be
TThis clrini was not parg of any’

natural metnbolic  stimulant
helpful”®
labeling provided for in the “decmed ap-
proved” new dows apblication s .
3. Sodium linthyronte ‘is reenrded :
'»;\\\uhh eTect:ve for the labeled mnlv:\-
tion “gynecolorienl diworders as ocited
with hypos hryorde o™
shiould be made more. precise with ade-
Qquate su; \pmun-' Jdata for each cl im of
therapeutic efectiveness.)

B. Form of dru.. Thvrna!nbul:n and

may.

tables -form suitabie oral

tration and cont

for adminis-

in the dosage ranges déseribed in the 1a-

-beling conditions’in this am‘.ouncemem..v_

C. Labeling conditions.

1. Theigbel bears thie scatomcnt "C'm-v :
tion: Federal law 'vrolnbxts dlq)orh:'xg i

wilhiout prescription.”

3. The drug is labeled to c'm'ply withy
all requirements of t!‘.c Act-and régula

. tions and those parts. of -its labeling in- .

dicated below are al.bqt'mtmlly as fol-
lows: (Optional additional inf crmation,
appiicable to the dnig,’ may be proposed
under other appropriste paragzraph head-

s and should foliow the mformzu.on o

forth below
T}-Ynncnouuux\'

D -.cnn-'r ON

(Do -crlpuvc fuformatton” to- he. in.ludv(l-a.
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- ~phystological acttons of ihe active ingredien
‘of ths drug. Wheén suck actlons are base
on -gauimal studles alone, .this- shou
clearly stated. When the mode of actio’
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(37-to 64 r.z.) and mc:e"lng b_,
‘& . at in incremen:s at 2 week rv:xls
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the mlronn.l' deﬂ(‘icm ¥ must. be corrected

prmr to siarting the (.rur' .
SMyxedematou:, paticnis are very sensftive

L thvrold and (..n e shld be started at

W u‘ry luw tfevel and inere; L gcraduaily.
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motlhty JAngma pectoris or congcscl\c
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Usual

e AN n:Ltu" dosa’

1575 racg. dadly with. fnincrease. of 5 mes
cvery - 3-4. days \'nt,n desired rt.'.s'mnse
obtained. :

Simple. (nox‘boxlc) Golter
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the. provixion woclwen 1309 (4 and
el of resulations (211 CFR
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fie infnrmation -dexeribed 1
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1 changes 1o -

sailability
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drug “hwn is intended for - .
conditions of use for whieh it has
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. : L
af §§130:3500) cand. 130.13() (4) -are
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praved- for dry solely for.the

conditions of use ter. wh:\ h Lhey are re-
garded ox eifccuve an
T H. Una.p,:m:- i wse or pora of drug.
1. Tf e article o fadceled or advertised
for use in any ;
provided for .in fhis announcement. it
may be revarded-as an inapproved new
drug subiect Lo regulntary: proc cedings

antil-such reconmended use is approved
‘in
avise. in accord with this nnnouncement.

a new drug .u)n.x(‘..t.uu or is other-
2 If the articie is proposcd [or mar-
keting inianother forni or for a use other
than the use provided for in this an-
nouncement, appropnale additional in-
formation as describee « in scction (1304
or 130.9- of the reptlations 21 CFR-

21304, 1309 may be required, inchuding

results of ammal. and clinieal tests in-
wnded ™ to show Mu_( wr the dm:. is
safe and eflective.” - :

. Representatives “of 'tire
tion are willing to me¢t - with any in- .

slerestedt person avho desires to have o

cox Icrmce conderaing proposed changes
the -labeling sgt forth herein.
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_ been~furnished to -each’ firm referred to
- above. Any othicr manulacturer, packer

or- distributor of-a dt ug of similar con-
labeling-to uhe drug listed in
this: annoum‘emc it or.

: »he a.)')ropua,e .omce uamed

"ConWmmeqt'on - Iomardcd in’

1C‘-

£ 'SDONSC 10~ this:an nouncement should be
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ifled. mth refcrence number DESI
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(11'8:5(2(1 to t')e Food ..and Drug Admin-
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~_tions oﬁce' (CE-300)
Supplomon..s (identity. v«.»h \'D& m:mhcr)
Bu-

.reau of Medicine.

_.-'O izinal. aLbrmhtu‘ now. d"ug appliu'\txons'
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.to the Office of Markéled Drugs MD—
-.300) . Bureau-of

- any other inter-
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: - the date following
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