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NOV 5 1981

NGA 85825

Carter-Glogau Laboratories, Inc.
Attention: Samugl M, Fainberg, Ph.U.
5160 West Bethany Home Road
glendals, AZ 85301

Gentlemen:

peference 1s made to your abbreviated new drug application sybmitied
pursuant to Section %ﬁﬁ{g}:éf the Federal Foed, Drug, and fosmetic Act
fop Triameinolone Acetondde Suspension, 40 wg/ml.

We acknowledge receipt of yéar esmmuaicétisﬁs dated June 4, 1981, August 13
and 20,1881 enclosing final printed package inserts, and additional control
information.

ve have completed the review of this abbreviated new drug applicatign
and have concluded that the drug is safe and effective for use as recemmended
in the submitied Yabeling. Aecordingly, the application {s approved.

Any significant change ia the conditions outlined in this aﬁhv&yigﬁed

new drug application, vrequires an approved supplemental application

nefore the change may be made, except for changes made in conforminge
with other provisiens of Section 314.8 of the new drug regulations.

Tais Administration should be advised of any change in the marketing
status of this drug.

. We request that you submit, n dupiieate, any proposed adyvertising or
promotional copy which you intend to use in youyr {rmediate advertising or
promotional campaigns, Please submit both copies and a completed form

F-2253, together with a copy of the Final Printed Labeling, te the
nivision of Drug Advertising (HFD-170). A copy of Form FD-2233 is
enclosed for your conveniance.
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We call your attention to regulation 21 CFR 318.300{b)(3) which requires
that material for any subsegyent advertising or prowotional campaigns,
at the time of their initial use, be submitted to our Division of Drug
Advertising (HFD-170) with a completed form FD-2253. '

The enclosyres summarize the céﬂditiaﬁs relating to the approval of this
agpplication.

Division of Seperic Drug Memographs
Office of Drug Morographs
Bureau of Drugs

Enclosures:
Conditions of Approval of a Hew Drug Application
Records & Reports Regquirvements
Form FD 2253

L0S-DO DUP - HFD-531
HFD-313  HFD-616  HFD-5
MSeife/JLMeyer/JMRoss
R/DinitJdMeyer/MSeife
ft/cjl/11-4-81

o Sy

Aoy
. \\,A{



' NOA NUMBER

85- 825

DATE A?PROVN. LETTER ISSUED

198

NOTICE OF APPROVAL
NEW DRUG APPLICATION OR SUPPLEMENT

FROM: .
h - C o : (X Bureau of Drugs
Press Relations Staff (HF1-40) :
[ ] Bureau of Veterinary Medicine
ATTENTION
Forward original of this form for publication only after approval letter has been issued and the date of
approval has been entered abv %r‘ﬂ RT;‘"‘
PE OF APPLICATION ; | %i Sud Lied CATEGORY
IATED EjSUPPLEMENT
D ORIGINAL NDA — ORIGINAL NDA TO ANDA . K] HuMAN [] VETERINARY

TRADE NAME (or other desxgnated name) AND ESTABLISHED OR NONPROPRIETARY NAME ¢if any) OF DRUG_

Triamcinolone Acetonide
DOSAGE FORM

HOW DISPENSED
(g rx [QoTc

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

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

Triamcinolone Acetonide 40 mg./ml

NAME OF APPLICANT (Include City and State) Carter-GI ogau Laborat()ri es,Inc.
5160 West Bethany Home Road
Glendale,AZ. 85301

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY
glucocorticoid

COMPLETE FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APFROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

FORM PREFARED BY

‘NAME

DATE
K J.M.Ross /ﬁé’ 5ﬁ%£?
; FORM APPROVED BY

| o J.L.Meyer WLW | D” /(1//(4 «

FORM FED 1447 (3/75) ARE v OUS EorT1oN MAY BE USED LNTIL SUPPLY IS EXHAUSTED,
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STERILE TRIAMCINOLONE
ACETONIDE SUSPENSION
40 mg./ml.

NOT FOR INTRAVENOQUS OR INTRADERMAL USE
FOR INTRAMUSCULAR, INTRA-ARTICULAR
AND SOFT TISSUE USE
DESCRIPTION: Triamcinolone Acetonide is a white
to cream-colored, crystalline powder, having not more

an a siight odor.
is practically insoluble in water; very soluble in de-
drated alcohol, in chloroform, and in methanot.

CaHuFO: 43450
Pregna-1,4-diene-3,20-dione, 9-Muoro-11,21-dihydroxy-16.17-
{(1-methylethylidenc)bis(oxy}}-. (118.16a)-.
9-Fluoro-116,16a,17,21 -tctrahydroxypregna- | 4-diene-3,20-
dionc cyclic 16,17-acetal with acetone 176-25-5}. .
Each mi. of aqueous suspension contains: Triamcino-
lone Acetonide 4G mg., Sodium Chloride 2 mg., Car-
boxymethyicelluiose Sodium.7.5 mg., Polysorbate 80 -
0.4 mg., Benzyl Alcohol 0.9% as preservative in Water
for Injection q.s. Sodium Hydroxide and/or Hydro-
chloric Acid used to adjust pH.

CLINICAL PHARMACOLOGY: Naturally occurring
glucocorticoids (hydrocortisone), which also have salt-
retaining properties, are used as replacement therapy
in adrenocortical deficiency states. Their synthetic
analogs are primarily used for their potent anti-inflam-
matory effects in disorders of many organ systems.

Glucocorticoids cause profound and varied metabolic
effects. In addition, they modify the body's immune re-
sponses to diverse stimuli.

INDICATIONS AND USAGE: Intramuscular adminis-
tration. When oral therapy is not feasible and the
strength, dosage form, and route of administration of
the drug reasonably lend the preparation to the treat-
ment of the condition, Triamcinolone Acetonide la-
beled for intramuscular use is indicated as follows:

1. Endocrine disorders: Primary or secondary adreno-
cortical insufficiency {hydrocortisone or cortisone is
the drug of choice; synthetic analogs may be used in
conjunction with mineralocorticoids where applicable;
in infancy, mineralocorticoid supplementation is of
particular importance).

Acute adrenocortical insufficiency (hydrocortisone or
cortisone is the drug of choice; mineralocorticoid sup-
plementation may be necessary, particularly when
synthetic analogs are used).

Preoperatively and in the event of serious trauma or
iliness, in patients with known adrenal insufficiency
or when adrenocortical reserve is doubtful.

Shock unresgonsive to conventional therapy is adreno-
cortical insufficiency exists or is suspected.

Congenital adrenal hyperplasia.
Nonsuppurative thyroiditis.
Hypércalcemia associated with cancer.

2. Rheumatic disorders: As adjunctive therapy. for
short-term administration (to tide the patient over an
acute episode or exacerbation) in: Post-traumatic
osteoarthritis; synovitis of osteoarthritis; rheumatoid
arthritis, including juvenile rheumatoid arthritis (se-
lected cases may require low-dose maintenance
therapy); acute and subacute bursitis; epicondyilitis;
acute nonspecific tenosynovitis; acute gouty arthritis;
psoriatic arthritis; ankylosing spondylitis.

3. Collogen diseases: During an exacerbation or as
maintenance therapy in selected cases of: Systemic
lupus erythematosus; acute rheumatic carditis.

4. Dermatologic diseases: Pemphigus; severe ery-
thema multiforme (Stevens-Johnson syndrome); ex-
foliative dermatitis; bullous dermatitis herpetiformis;
severe seborrheic dermatitis; severe psoriasis; mycosis
fungoides.

5. Allergic states: Control of severe or incapicitating
atlergic conditions intractable to adequate trials of
conventional treatment in: Bronchial asthma; contact
dermatitis; atopic dermatitis; serum sickness; seasonal
or perennial allergic rhinitis; drug hypersensitivity re-
actions; urticarial transfusion reactions; acute nonin-
fectious laryngeal edema (epinephrine is the drug of
first choice).

6. Ophthalmic diseases: Severe acute and chronic
allergic and inflammatory processes involving the eye,
such as: Herpes zoster ophthalmicus; iritis, iridocy-
clitis; chorioretinitis; diffuse posterior uveitis and
choroiditis; optic neuritis; sympathetic ophthalmia;
anterior segment inflammation; allergic conjunctivitis;
allergic corneal marginal ulcers.

7. Gastrointestinal diseases: To tide the patient over
a critical period of the disease in: Ulcerative colitis {sys-
temic therapy); regional enteritis (systemic therapy).

8. Respiratory diseases: Symptomatic sarcoidosis;
berylliosis; fulminating or disseminated pulmonary
tuberculosis when used concurrently with appropriate
antituberculous chemotherapy; Loeffler's syndrome
not manageable by other means; aspiration pneumonitis.

9. Hematologic disorders: Acquired (autoimmune)
hemolytic anemia; idiopathic thrombocytopenic pur-
pura in adults {I.V. only; .M. administration is contra-
indicated); secondary thrombocytopenia in adults;
erythroblastopenia (RBC anemia); congenital (ery-
throid) hypoplastic anemia.

v
< _
10. Neoplastic diseases: For palliative management of:

Leukemias and fymphomas in' adults; acute leukemia
of childhood.

11. Edematous states: To induce diuresis or remission
of proteinuria in the nephrotic syndrome, without
uremia, of the idiopathic type or that due to lupus
erythematosus.

12. Nervou.

Aguie exacerbations of multiple

sclerosis. TR TNy Wa Tar

13. Misce Wb {F [;}Lié}“'u r‘-ri Bt Yub-
arachnoi g pokiwhed u on-
currently] ig ﬂuil' y Ju mo-
therapy; eyl :I ocangigl in-

volvement.

Intra-articular or softwgy adminiftration. When the
strength and dosage fornt Jf the dr lerés repara-
tion to the treatment of the condition, t roducts
labeled for intra-articular or soft tissue administration

.are indicated as adjunctive therapy for short-term

administration (to tide the patient over an acute epi-
sode or exacerbation) in: Synovitis of osteoarthritis;
rheumatoid arthritis; acute and subacute bursitis;
acute gouty arthritis; epicondylitis; acute nonspecific
tenosynovitis; post-traumatic osteoarthritis.

CONTRAINDICATIONS: Systemic fungal infections.

WARNINGS: In patients on corticosteroid therapy sub-
jected to any unusual stress, increased dosage of
rapidly acting corticosteroids before, during, and after
the stressful situation is indicated.

Corticosteroids may mask some signs of infection, and
new infections may appear during their use. There
may be decreased resistance and inability to localize
infection when corticosteroids are used.

Prolonged use of corticosteroids may produce pos-
terior subcapsular cataracts, glaucoma with possible
damage to the optic nerves and may enhance the es-
tablishment of secondary ocular infections due to
fungi or viruses.

Usage in pregnancy: Since adequate human reproduc-
tion studies have not been done with corticosteroids,
the use of these drugs in pregnancy, nursing mothers,
or women of childbearing potential requires that the
possible benefits of the drug be weighed against the
potential hazards to the mother and embryo or fetus.
Infants born of mothers who have received substantial
doses of corticosteroids during pregnancy should be
carefully observed for signs of hypoadrenalism.

Average and large doses of cortisone or hydrocorti-
sone can cause eievation of blood pressure, salt and
water retention, and increased excretion of potassium.
These effects are less likely to occur with the synthetic
derivatives except when used in large doses. Dietary .
salt restriction and potassium supplementation may be
necessary. All corticosteroids increase calcium ex-
cretion.

While on Corticosteroid Therapy Patients Should Not
Be Vaccinated Against Smalipox. Other Immunization
Procedures Should Not be Undertaken in Patients Who
Are on Corticosteroids, Especially in High Doses,
Because of Possible Hazards of Neurological Com-
plications and Lack of Antibody Response.

The use of Triamcinolone Acetonide in active tubercu-
losis should be restricted to those cases of fulminating
or disseminated tuberculosis in which the cortico-
steroid is used for the management of the disease in
conjunction with appropriate antituberculous regimen.

If corticosteroids are indicated in patients with latent
tuberculosis or tuberculin reactivity, close observation
is necessary as reactivation of the disease may occur.
During prolonged corticosteroid therapy, these pa-
tients should receive chemoprophylaxis.

Because rare instances of anaphylactoid reactions
have occurred in patients receiving parenteral corti-
costeroid therapy, appropriate precautionary mea-
sures should be taken prior to administration, especi-
ally when the patient has a history of allergy to any drug.

PRECAUTIONS: Drug-induced secondary adreno-
cortical insufficiency may be minimized by gradual re-
duction of dosage. This type of relative insufficiency
may persist for months after discontinuation of ther-
apy; therefore, in any situation of stress occurring
during that period, hormone therapy shoutd be rein-
stituted. Since mineralocorticoid secretion may be im-
paired, salt and/or a mineralocorticoid should be ad-
ministered concurrently.

There is an enhanced effect of corticosteroids in pa-
tients with hypethyroidism and in those with cir-
rhosis.

Corticosteroids should be used cautiously in patients
with ‘ocular herpes simplex for fear of corneal per-
foration.

The lowest possible dose of corticosteroid should be
used to control the condition under treatment, and
when reduction in dosage is possible, the reduction
must be gradual.

Psychic derangements may appear when corticoster-
oids are used, ranging from euphoria, insomnia, mood
swings, personality changes, and severe depression
to frank psychotic manifestations. Also, existing emo-
tional instability or psychotic tendencies may be ag-
gravated by corticosteroids.

Aspirin should be used cautiously in conjunction with
corticosteroids in hypoprothrombinemia.

Although controlled clinical trails have shown corti-



costeroids to be effective in speeding the resolution of
acute exacerbations of multiple sclerosis they do not
show that they affect the ultimate outcome or natural
history of the disease. The studies do show that rela-
tively high doses of corticosteroids are necessary to

demonstrate a significant effect (See DOSAGE AND ,

ADMINISTRATION Section).

Since complications of treatment with glucocorticoids
are dependent on the size of the dose and the duration
of treatment a risk/benefit decision misst be made in
each individual case as to dose and duratiph of treat-
ment and as to whether daily or ime‘rmi}tgng therapy
shouid be used. oLt ad

. .. - P
Steroids should be used with caution”in nonspecific
uicerative colitis,if there i5 a.prabability of impending
perforation, abscegs or other pybgenic infection, also
in diverticulitis, frégh intestihdl anastomoses, active or
latent peptic-ulcer, renal insufficiency, hypertension,
osteoporosis, and myasthenia gravis.

Growth and development of infants and chiidren on
prolonged corticosteroid therapy should be carefuily
foliowed.

The following additional precautions apply for paren-
teral corticosteroids. Intra-articular injection of a corti-
costeroids may produce systemic as well as local ef-
fects. Appropriate examination of any joint fluid pres-
ent is necessary to exclude a septic process.

A marked increase in pain accompanied by local swell-
ing, further restriction of joint motion, fever, and malaise
are suggestive of septic arthritis. If this complication
occurs and the diagnosis of sepsis is confirmed, appro-
priate antimicrobial therapy should be instituted.

Local injection of a steroid into a previously infected
joint is to be avoided.

Corticosteroids should not be injected into unstabie
joints.

The slower rate of absorption by intramuscular admin-
istration should be recognized.

ADVERSE REACTIONS: Fluid and electrolyte dis-
turbances: Sodium retention, fluid retention; conges-
tive heart failure in susceptible patients; potassium
loss; hypokalemic alkalosis; hypertension.

Musculoskeletal: Muscle weakness; steroid myopathy;
loss of muscle mass; osteoporosis; vertebral compres-
sion fractures; aseptic necrosis of femoral and humeral
heads; pathologic fracture of long bones.

Gastrointestinal: Peptic ulcer with possible subse-
quent perforation and hemorrhage; pancreatitis; ab-
dominal distention; ulcerative esophagitis.

Dermatologic: Impaired wound healing; thin fragile
skin; petechiae and ecchymoses; facial erythemia; in-
creased sweating; may suppress reactions to skin tests.

Neurological: Increased .intracranial pressure with
papiiledema (pseudotumor cerebri) usually after treat-
ment; convulsions; vertigo; headache.

Endocrine: Menstrual irregularities; development of
Cushingoid state; suppression of growth in children;
secondary adrenocortical and pituitary unresponsive-
ness, particularly in times of stress, as in trauma, sur-
gery, or illness; decreased carbohydrate tolerance;
manifestations of latent diabetes meilitus; increased
requirements for insulin or oral hypoglycemic agents
in diabetics.

Ophthalmic: Posterior subcapsular cataracts; increased
intraocular pressure; glaucoma; exophthalmos.

Metabolic: Negative nitrogen balance due to protein
catabolism.

The following additional adverse reactions are related
to parenterai corticosteroid therapy: Rare instances
of blindness associated with intralesional therapy
around the face and head; hyperpigmentation and
hypopigmentation; subcutaneous and cutaneous
atrophy; sterile abscess; postinjection flare, (following
intra-articular use); charcot-tike arthropathy.

DRUG ABUSE AND DEPENDENCE:
(See WARNINGS Section).

OVERDOSAGE:
{See ADVERSE REACTIONS. Section).

DOSAGE AND ADMINISTRATION: The initial dosage
of Triamcinolone Acetonide Suspension may vary from
2.5 to 60 mg. per day depending on the specific disease
entity being treated. In situations of less severity, lower
doses will generally suffice while in selected patients
higher initial doses may be required. Usually the paren-
teral dosage ranges are one-third to one-half the oral
dose given every 12 hours. However, in certain over-
whelming, acute, life-threatening situations, adminis-
tration in dosages exceeding the usual dosages may be
justified and may be in multiples of the oral dosages.

The initial dosage should be maintained or adjusted
until a satisfactory response is noted. If after a reason-
able period of time there is a lack of satisfactory clinical
response Triamcinolone Acetonide Suspension
should be discontinued and the patient transferred to
other appropriate therapy. It Should Be Emphasized
That Dosage Requirements are Variable and Must Be
Individualized on the Basis of the Disease Under Treat-
ment and the response of the Patient. After a favorable
response is noted, the proper maintenance dosage
should be determined by decreasing the initial drug
dosage in small increments at appropriate time inter-
vals until the lowest dosage which will maintain an
adequate clinical response is reached. It should be kept

in mind that constant monitoring is needed in regard to
drug dosage. Included in the situations which may
make dosage adjustments necessary are changed in
clinical status secondary to remissions or exacerba-
tions in the disease process, the patient’s individual
drug responsiveness, and the effect of patient exposure
to stressful situations not directly related to the disease
entity under treatment; in this tatter situation, it may be
necessary to increase the dosage of Triamcinalone
Acetonide Suspension for a period of time consistent
with the patient’s condition. If after long-term therap;
the drug is to be stopped, it is recommended that it be
withdrawn gradually rather than abruptly.

Triamcinolone Acetonide Suspension 40 mg. per
fuli-strength suspension may be employed. If pr
ferred, the suspension may.be dilyted with normal sa’
line or water. The diluer ;al e prep: mix-
ing equal parts of northat sale and 1¥4.%rbcaine
hydrochloride or other similar local anesthetic. The use
of diluents containing preservatives such as methyi-
paraben, propylparaben, phenol, etc. must be avoided
as these preparations tend to cause flocculation of the
steroid. These dilutions: retain full potency for at least
one week. Topical ethyl chloride spray may be used
tocally prior to injection.

INTRAMUSCULAR: Although Triamcinolone Acetonide
Suspension may be administered intramuscularly for
initial therapy, most physicians prefer to adjust the
dose orally until adequate control is attained. Intra-
muscular administration provides a sustained or de-
pot action which can be used to suppiement or replace
initial oral therapy. With intramuscular therapy, greater
supervision of the amount of steroid used is made pos-
sible in the patient who is inconsistent in following an
oral dosage schedule. In maintenance therapy, the
patient-to-patient response is not uniform and, there-
fore, the dose must be individualized for optimal control.

Although Triamcinolone Acetonide may possess
greater anti-inflammatory potency than many gluco-
corticoids, this is only dose-related since side effects,
such as osteoporosis, peptic ulcer, etc. related to
glucocorticoid activity, have not been diminished.

The average dose is 40 mg. (1 ml.) administered intra-
muscularly once a week. [ntragluteally is the preferred
route of administration.

{n general, a single parenteral dose 4 to 7 times the orat
daily dose may be expected to control the patient from
410 7 days up to 3 or 4 weeks. Dosage should be ad-
justed to the point where adequate but not necessarily
complete relief of symptoms is obtained.

In the treatment of acute exacerbations of multiple
sclerosis daily doses of 200 mg. of prednisolone for a
week followed by 80 mg. every other day or 4-8 mg.
dexamethasone every other day for 1 month have been
shown to be effective (4 mg. of Triamcinolone are
equivalent to 5 mg. of prednisolone and 0.75 mg. of
dexamethasone).

INTRA-ARTICULAR AND INTRASYNOVIAL: The
usual dose varies from 2.5 to 40 mg. The average for the
knee, for example, is 25 mg. The duration of effect
varies from one week to 2 months. However, acutely
inflamed joints may require more frequent injections.

A specific dose depends largely on the size of the joint.

Strict surgical asepsis is mandatory. The physician
should be familiar with anatomical relationships as
described in standard books. Triamcinolone Acetonide
Suspension may be used in any accessible joint except
the intervertebrals. In general, intrasynovial therapy
is suggested under the foliowing circumstances:

1. When systemic steroid therapy is contraindicated
because of side effects such as peptic ulcer.

2. When it is desirable to secure refief in one or two
specific joints.

3. When good systemic maintenance fails to contro!
flare-ups in a few joints and it is desirable to secure re-
tief without increasing oral therapy.

Such treatment should not be considered to constitute
a cure; for although this method will ameliorate the
joint symptoms, it does not preclude the need for the
conventional measures usually employed.

Itis suggested that infiltration of the soft tissue by local
anesthetic precede intra-articular injection. A 24-
gauge or larger needle on a dry syringe may be inserted
into the joint and excess fluid aspirated. Accidental
injection into soft tissue decreases the local effective-
ness and, by increasing rate of absorption, may pro-
duce systemic effects. For the first few hours following
injection, there may be local discomfort in the joint but
this is usuaily followed rapidly by effective relief of pain
and improvement in loca! function.

HOW SUPPLIED: Multiple dose vials of 5 ml. contain-
ing Triamcinolone Acetonide 40 mg. per ml.

STORE AT ROOM TEMPERATURE.
AVOID FREEZING.

CAUTION: Federal law prohibits dispensing without
prescription.

Literature Revised May 1981

Product No. 0204-05

Manufactured by
CARTER-GLOGAU LABORATORIES, INC.
Glendale, Arizona 85301
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CHEMISTRY REVIEWS




CHEMISE®S KEVIEW FUK |Federal Register -| DA Number

ABBREVIATED NEW -DRUG APPLICATION : tatement Date - S ‘ ’ :
ORSUPPLEMENT 3-10-77 , o 85-825. T

N : | AF Number -
“Naf. nd Address of App]lcant‘(C1tv and. Statp) o - [Original XX N
e - Carter-Glogau Laboratories Division - Amendment —_—

Lhrkmr- Chromalloy Pharmaceuticals, Inc. E ~{Supplement
Gelndale., AZ 85301 - - . .~ {Resubmission
I : e ' . - {Correspondance
- {Report .

E _ _ - [Qther 3

Purpose of Amendment/Supplement , R - Date(s) of Submission(s; |
) May 9, 1977

“Pharmacological Category Name of Drug

) ’ glucocorticoid ~ Tramcinolone Acetonide
;FDosage Form(s) "~ [Potency(ies) - How Dispensed .
.-:_ . - . R .

; injection 40 mg. per ml. X x x

- . . 01C
* Packaging/Sterilization - [Samples R Re]ated IND/HDA/IAF

' (b) @) _ . o

: ~ NA v ~ | see Squibb Kenalog

Labe]fng v ~ T

satlsfactory per RBarz1]a1 N

_Blologlc Availability

Deferred for the present

F>Lab1lshment Inspection

Requested

I

! .

L

_pomponents, Composition, Hanufactur1ng and Contro]s

Satisfactory except for 1 step in-mix addition of compoenants and stab111ty
4 The ‘suppliers  ©@ wm be- checked thru HFD ° 328x HFP 120 °
L T
Remarks

et‘Request above with DMF for (b) (4)
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CHEMIST'S REVIEW FOR Federal Register NDA Number
ABBREVIATED NEW DRUG APPLICATION [Statement Date 85-825
' OR SUPPLEMENT ‘ .

-

: : AF__Number
ame and Address of Applicant (City and State) . Original = _
Carter-Glogau Laboratories Division Amendment._ ———
. Glenadle, AZ 85301 ‘ Supplement —
I S : Resubmission
o . - Correspondance
P Report ' -
. Qther
Purpose of Amendment/Supplement : Date(s) of Submission(s)
(b) (4) as HExsupplier ' .
'  |Avgust 16, 1977
Pharmacological Category Name of Drug '
glucocorticoid Triamicnolone Acefonide Suspensibn
- Dosage Form(s) , S Potehcy (ies) .. ' | How Dispensed
: injection 40 mg. per ml. Bx
' 0TG-
" Packagung/Sterlllzatlon | Samples . Related IND/NDA/MF
i (b) (4) ’ ’ .. ‘
o na

- Labeling :
' satisfactory per Rbarailai

" Biologic Availability

deferred

Establishment lnspectlon
requested

Components, Composutlon, Manufacturing and Controls - :
need additional stability per current guidelines and commltment to submit data

Remarks :
See previous review and per above
0

Conc]us ion W (\’3’11 '
REVIEWER | DATE



Li - -

& o dlmeiT . PP S IS R

o — i e

. EHIST's REVIEW FOR - Statement Date: . T

- WIATED NEW DRUG APPLICATION [ - ate: B Lo Nln“’1“':"‘85_-825.

___ OR SUPPLEMENT A Ve A

NAMEAND ADDRESS OF APPLICANT _ - ST ORIGINAL
s AMENDMENT x x

Carter—Glogau Laboratories D1v151on o _ SUPPLEMENT

_ Glendale, AZ 85301 L . I _ RESUBMTSSION

 PURPOSE OF AMENDVENT/SUPPLENENT ' _ ———[CORRESPONDENCE,

. _ | . |oTHER _ ,

e L o '~ S ‘ DATE(s) of S amssm

7 . vv i
» FHARMACOLQGICAL CATEGORY | NAME OF PRUE ) HOW DISPENSED

I| glucocort1c01d L . ' Triamcinolene ACetc.mJ‘:dﬁef:‘f - . RX,X, | oTC
- fnﬁa:ftﬁflo:) o S P%ENCY—(TPEeSr) ol . _._RELATED_IND/NDA/DMF

:'S_TER_"ILI'ZA"TION R S

() (4) e . exa.mlned ane’i appear satlsfactory

‘- .

o satlsfactory prev1oulsy rBarzilal ‘:' S PR

g B‘I‘bL‘ 'oe‘xc""‘"‘AVAILAB"I‘LITY

i deferred S
ETABLI‘S‘H‘:‘t‘&\(T" INSPECTION D
‘ satlsfactory per HFD 322 .

4PQ IYION, MANUFACTURING,

CONTROLS

| CONPONENTS; C0:

;.. need addltlonal data. re partlcle xlze and pqumorphlsm .

-

3 r." <

| PACRAGING . , | |
R O T AP

. STABILITY. — " ——
Prctoco]- ' LRI
. satisfactory TR T

f Ekp. Date.

2 yr permltted pendlng development of three ].ot data ’

i RE’“ARKS AND R f Per letter mx of 1ssue
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NUSED - e e i T e e .- Sl Tl Ly
7 ; Sa {UMBER
3. NAME AHD AODRES\S OF APPLICANT (City and Stste} 4. AF NUMSB

85-825 BESI 7110

Carter-Glogau Laboratories, Inc. o s, supPLEMZIYgl 4o |
Glendale, AZ NUMBER(S) ca~eist |}
6. NAME OF DRUG 7. NONPROPRIETARY NAME

Triamcinoloene Acetonide

8. SUPPLEMENTI(S) FROVIDES FOR:

Amendments . el
9-6-79, 9-20-79, 10-29-79, 3-18-81, 4—//3/?/ P (Reporcs, oib OATES T
10, PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED jt2. RELATED IND/NbA/DHF(SE

Cr\b\c..o Qov-}l\co‘n’& . X@ ch ™ ovc

13. DOSAGE FORM (S) 14.POTENCY (ies)
Injection/Suspension 40 mg./ml.
15. CHEMICAL NAME AND STRUCTURE 16. RECORDS AND REPoR-3
CURRENT
[Jves o
REVIEWED
) veEs TinNo

17. COMMENTS

Bioavailability is deferred for IV use per FR notice dated 2-19-72
37:3776; bio requirement in notice dated 3-1-77 for parenteral suspensions
to be deferred per Dr. Seife since the requirement has rot been previously
imposed on similar products prior to their approval.

See attachment

18. CONCLUSIONS ARD RECOMMENDATIONS

Notify firm deficiencies

prady

19. REVIEWER
).
NAME . SIGN ATURA DATE COMPLETET
R.C. Permisohn 7 S) J7/ /4¢Y
P v = —= - 3
CISTRISUTION 71 cricinaL JacHET [TIREVIEWER [77 DIVISION FILE
" FORM FDH 22465 (7/75) PREVIOUS EDITIORN MAY BE USED UNTIL SUPPLY IS EXHAUSTED. 1

Following this page, 2 pages withheld in full- (b)(4)



30. Samples are not required since the product is a compendium item.

31. Labeling (4)

Satisfactory per MO/RB. However, name & address of mfg, excluded from
insert labeling & only revised labeling for 5 ml. vial provided.
2626E
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CHEMIST'S REVIEW 1.
. o item on x 10'4"" paper.
o S m'“.!(a:vry é::ﬂ'fnu'l'?fo:"o item by numberd) * .

ORGANIZATION

e

3, ﬁAME AND ADDRESS OF APPLICANT (City and State)

Carter-Glogau Laboratories,Inc.
Glendale,AZ. 85301

4. AF NUMBER

Se SUPPLEMENT (S)

NUMBERI(S) DATE({S)

6. NAME OF DRUG

Triamcinolone Acetonide

7. NONPROPRIETARY NAME

8, SUPPLEMENT{S) PROVIDES FOR:

. submjssion of additional control information, revised
f]ng] printed package inserts, additional supplier of the
active ingredient,name]x: (b) (4)

e

9, AMENDMENTS AND OTHER
(Reports, etc) DATES

6/4/81, 8/13/81,
8/20/81

10. PHARMACOLOGICAL CATEGORY t1. HOW DISPENSED

2. RELATED IND/NDA/DMF (SH

glucocorticoid &0 nx 3 ore Kenalog Parenteral
13. DOSAGE FORM {s) 14.POTENCY (ioa) Ngxsﬁ)gngzﬁm
suspension 40 mg/ml Squibb Pharms.
15, CHEMICAL NAME AND STRUCTURE | 16, RECORDS AND REPORTS
CURRENT
[JveEs CIno.
REVIEWED
. CJves CIno
17. COMMENTS ' »
DESI No. 7110
18. CONCLUSIONS AND RECOMMENDATIONS
‘4%77haue<j
s, REVIEWER
TNAME -7

J.M.Ross

OATE COMPLETED

795/

DISTRIBUTION ] omicinAL JAC T reEViEWER

(] oivisiON FILE

FORM FDH 2246 (7/75)

PREVIVUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED. 1



. j NHDA NUMBER
Enter evaluation or comments for each item. I necessary, continue on g x 10¥;** paper, 8 82
Key continuation to item by number. Enler ‘*NC** if no change or <*NA* if not applicable. 5" 5

25. COMPONENTS AND COMPOSITION (6, 7)

see attached sheet

26. XREHAKKK RN R OBERKKIBE-K R KIK X Supp]1ers of the active ingredient:

1. (b) (4) (DMF No (?(“) U.SP. material as per DMF.
. 2. e
27. SYNTHESIS (8¢) U.S.P. material as per UMF No. (®®

3. (b) (4) U.S.P. Material as per

DMF No. ®®)

28. RAW MATERIAL CONTROLS (gd,e)
a. NEW DRUG SUBSTANCE

active ingredient is tested as per USP
b. OTHER INGREDIENTS

excipients are tested as per USP/NF

" f§23. OTHER FIRM(s) (81)

(b) (@) performs all laboratory tests

has submitted Certification Statement

30. MANUFACTURING AND PROCESSING (84,h,j,k)

manufacturing instructions submitted

§31. CONTAINER (8i) 5 ml

Type 1 G]ass vials
with|  ©@©@ " Grey "®® siopper

32. PACKAGING AND LABELING (8l,m)

35. LABORATORY CONTROLS (In-Process and Finished Dosage Form) (8n)
finished dosage form is tested as per USP

§34. STABILITY (8p)

Lot # 78C025- Rm. Temp 5ml vial- 24 mos. data

Lot 78J020- " " - 24 mos. "
Lot 78E069~.___ " " " _ 4  _ 94 mae .
Lot # 79A023 - " erom L 28 mes., Resuspension
Stabilitv Reportina format will include USP Testing and Syringeability
36. SAMPLES AND RESULTS (9) ‘ . gg?ggg??g{ze
8. VALIDATION not requested‘ b. MARKET PACKAGE

37. LABELING 0) container labels: Satisfactory(MSeife)

package insert:

38. ESTABLISHMENT INSPECTION Ca?‘ter‘ G-Iogau LabS. "A.I.l ]ncomp'l'lance as per

(b) (4) HFD 322 memo 5/28/81

33, RECALLS

F ms_ 2
FORM FDH 2266 FoIIOW'”g this page, 1 page withheld in full- (b)(4)



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 85-8235

MEDICAL REVIEW




R,

REVIEW OF ANDA'S
DATE COMPLETED: 6-13-77 ANDA #: 85-825 w)@g mg/ml.

C0. NAME: Carter-Glogau

NAME OF DRUG: Triamcinolone Hexacetonide Suspenéion USP - Net for intravenous

use.
DATE OF SUBMISSION: 5-9-77
TYPE OF SUBMISSION: ANDA
CLINICAL EVALUATION:
1. Review of Studies:
" EIAR - for review by ass1gned chem1st
. Bio studies - deferred.
2. :Rev1ew of Labeling:
| é) Container labels:  Acceptable FPL
b) Package insert: Acceptable FPL proposing the (b) (4) for
®) (4) and "intraarticular" routes of administration and

the 40 mg/ml. potency to add "soft -tissue use" and excluding
the "intradermal use".

CONCLUSION: = Acceptable FPL.

RECOMMENDATIONS :
1. Needs chemists review.

2. Acceptable FPL.

A [l

R. Barzilai, M.D.

cc:dup
REB/wlb/6-15-77




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 85-825

ADMINISTRATIVE and CORRESPONDENCE
~ DOCUMENTS
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A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

May 9, 1977

Marvin Seife, M.D.

Director

Division of : Generic Drug Monographs
Office of Drug Monographs

Bureau of Drugs

Department of Health, Education, and Welfare
Public Health Service’

Food and Drug Administration

Rockville, MD 20857

SUBJECT: TRIAMCINOLONE ACETONIDE SUSPENSION, 40 mg/ml.

Dear Dr. Seife:

Enclosed please find, in triplicate, our abbreviated New
Drug Application for Triamcinolone Acetonide Suspension,

40 mg/ml. :
Sincerely yours,
CARTER-GLOGAU LABORATORIES DIVISION
CHROMALLOY PHARMACEUTICALS, INC.
I
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE

FODD AND DRUG ADMINISTRATION

ROCKVILLE, MARYLAND 20852

NEW DRUG APPLICATION

Form Approved
OMB No. 57 - R0003

(DRUGS FOR HUMAN USE)

(Title 21, Code of Federal Regulations, § 130.4)

Name of applicant CARTER-GLOGAU LABORATORIES DIVISION, CHROMALLOY PHARMACEUTICALS, INC.

Address

5160 W. BETHANY HOME ROAD, GLENDALE, AZ 85301

M 9, 1977
Date ay

Name of new drug

TRIAMCINOLONE ACETONIDE SUSPENSION ‘USP 40 MG/ML.

[] Original application (regulation § 130.4).

[] Amendment to original, unapproved application
(regulation $ 130.7).

[X Abbreviated application (regulation § 130.4(f)).

|:] Amendment to abbreviated, unapprove'd application

(regulation $§ 130.7).

[] Supplement to an approved application (regulation §130.9).

D Amendment to supplement to an approved application.

The undersigned submits this application for a new drug pursuant to section 505(b) of the Federal Food,
Drug, and Cosmetic Act. It is understood that when this application is approved, the labeling and advertising for
the drug will prescribe, recommend, or suggest its use only under the conditions stated in the labeling which is
part of this application; and if the article is a prescription drug, it is understood that any labeling which

furnishes or purports to furnish information for use or which prescribes,
use of the drug will contain the same information for its use
methods, and frequency and duration of administration, any relevant warnings, hazards,
effects, and precautions, as that contained in the labeling whichis part of this a

recommends, or suggests a dosage for
, including indications, effects, dosages, routes,
contraindications, side
pplication in accord with § 1.106(b)

(21 CFR 1.106(b)). It is understood that all representations in this application apply to the drug produced -until
an approved supplement to the application provides for a change or the change is made in conformance with other

provisions of $130.9 of the new-drug regulations.

Attached hereto, submitted in the form described in §130.4(e) of the new-drug regulations, and constituting

a part of this application are the following:

1. Table of contents. The table of contents should
specify the volume number and the page number in which
the complete and detailed item is located and the volume
number and the page number in which the summary of that
item is located (if any). .

2. Summary. A summary demonstrating that the applica-
tion is well-organized, adequately tabulated, statistically
analyzed (where appropriate), and coherent and that it
presents a sound basis for the approval requested. The
summary should include the following information: (In
lieu of the outline described below and the evalyasigss
described in Item 3, an expanded summary and ¢
as outlined in §130.4(d) of the new-drug regu
be submitted to facilitate the review of this

a. Chemistry.

i, Chemical structural formula or descrif
new-drug substance.

ii, Relationship to other chemically or
cally related drugs. : \-0

iii. Description of dosage form and quan§
position.

b. Scientific rationale and purpose the drug N0

‘c. Reference number of the investigational Mg
tice(s) under which this drug was investigated and of ™
notice, new-drug application, or master file of which any
contents are being incorporated by reference to support
this application.

d. Preclinical studies. (Present all findings including
all adverse expgriences which may be interpreted as
incidental or not drug-related. Refer to date and page
number of the investigational drug notice(s) or the volume
and page number of this application where complete data
and reports appear.)

i. Pharmacology (pharmacodynamics, endocrinology,
metabolism, etc.).

FD FORM 356H (4/71)

N |

ii. Toxicology,and pathology: Acute toxicity studies;
subacute and chronic toxicity studies; reproduction and
teratology studies; miscellaneous studies.

e. Clinical studies. (All material should refer specifi-
cally to each clinical investigator and to the volume and
page number in the application and any documents in-
corporated by reference where the complete data and re-
ports may be found.)

i. Special studies not described elsewhere.

ii, Dose-range studies.

.. 1ii. Controlled clinical studies.

Other clinical studies (for example, uncontrolled or

inical laboratory studies related to safety.

pummary of literature and unpublished reports avail-
c to thl§ applicant.
3. Ev@luation of safety and effectiveness. a. Sum-
parately the favorable and unfavorable evidénce
‘laim in the package labeling. Include references
folume and page number in the application and in
apy gfcuments incorporated by reference where the com-

5 data and reports may be found.
" b. Include tabulation of all side effects or adverse
experience, by age, sex, and dosage formulation, whether
or not considered to be significant, showing whether ad-
ministration of the drug was stopped and showing the
investigator’s name with a reference to the volume and
page number in the application and any documents in-
corporated by reference where the complete data and re-
ports may be found. Indicate those side effects or adverse
experiences considered to be drug-related.

4. Copies of the label and all other labeling to be used
for the drug (a total of 12 copies if in final printed form,
4 copies if in draft form):

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHAUSTED,



a. Each label, or other labeling, should be clearly
identified to show its position on, or the manner in which
itaccompanies, the market package.

b. If the drug is to be offered over the counter, labeling
on or within the retail package should include adequate
directions for use by the layman under all the conditions
for which the drug is intended for lay use or is to be
prescribed, recommended, or suggested in any labeling or
advertising sponsored by or on behalf of the applicant
and directed to the layman. If the drug is intended or
offered for uses under the professional supervision of a
practitioner licensed by law to administer it, the applica-
tion should also contain labeling that includes adequate
information for all such uses, including all the purposes
for which the over-the-counter drug is to be advertised to,
or represented for use by, physicians.

c. If the drug is limited in its labeling to use under
the professional supervision of a practitioner licensed by
law to administer it, its labeling should bear information
for use under which such practitioners can use the drug
for the purposes for which it is intended, including all
the purposes for which it is to be advertised or repre-
sented, in accord with §1.106(b) (21 CFR 1.106(b)). The
application should include any labeling for the drug
intended to be made available to the layman.

d. If no established name exists ‘for a new-~drug sub-
stance, the application shall propose a .nonproprietary
name for use as the established name for the substance.

e. Typewritten or other draft labeling copy may be sub-
mitted for preliminary consideration of an application. An
application will not ordinarily be approved prior to the
submission of the final printed label and labeling of the
drug.

f- No application may be approved if the labeling is

false or misleading in any particular.
(When mailing pieces, any other labeling, or advertising
copy are devised for promotion of the new drug, samples
shall be submitted at the time of initial dissemination of
such labeling and at the time of initial placement of any
such advertising for a prescription drug (see §130.13 of
the new-drug regulations). Approval of a supplemental
new-drug application is fequired prior to use of any pro-
motional claims not covered by the approved application.)

5. A statement as to whether the drug is (or is not)
limited in its labeling and by this application to use
under the professional supervision of a practitioner
licensed by law to administer it.

6. A full list of the articles used as components of
the drug. This list should include all substances used
in the synthesis, extraction, or other method of preparation
of any new-drug substance, and in the preparation of the
finished dosage form, regardless of whether they undergo
chemical change or are removed in the process. Each
substance should be identified by its established pame,
if any, or complete chemical name, using structural
formulas when necessary for specific identification. If
any proprietary preparation is used as a component, the
proprietary name should be followed by a complete quan-
titative statement of composition. Reasonable alternatives
for any listed substance may be specified.

7. A full statement of the composition of the drug.
The statement shall set forth the name and amount of
edch ingredient, whether active or not, contained in a
stated quantity of the drug in the form in which it is to be
distributed (for example, amount per tablet or per mil-
liliter) and a batch formula representative of that to be
employed for the manufacture of the finished dosage form.
All components should be included in the batch formula
regardless of whether they appear in the finished product.
Any calculated excess of an ingredient over the label
declaration should be designated as such and percent
excess shown. Reasonable variations may be specified.

8. A full description of the methods used in, and the
facilities and controls used for, the manufacture, process~-
ing, and packing of the drug. Included in this description
should be full information with respect to any new-drug

- substance and to the new-drug dosage form, as follows,

in sufficient detail to permit evaluation of the adequacy
of the described methods of manufacture, processing, and
packing and the described facilities and controls to
determine and preserve the identity, strength, quality,
and purity of the drug:

a. A description of the physical facilities including
building and equipment used in manufacturing, processing,
packaging, labeling, storage, and control operations.

b. A description of the qualifications, including educa-
tional background and experience, of the technical and
professional personnel who are responsible for assuring
that the drug has the safety, identity, strength, quality,
and purity it purports or is represented to possess, and a
statement of their responsibilities.

c. The methods used in the synthesis, extraction,
isolation, or purification of any new-drug substance. When
the specifications and controls applied to such substance
are inadequate in themselves to determine its identity,
strength, quality, and purity, the methods should be
described in sufficient detail, including quaatities used,
times, temperatures, pH, solvents, etc., to determine
these characteristics. Alternative methods or variations
in methods within reasonable limits that do not affect
such characteristics of the substance may be specified.

d. Precautions to assure proper, identity, strength,
quality, and purity of the raw materials, whether active ot
not, including the specifications for acceptance. and
methods of testing for each lot of raw material.

e. Whether or not each lot of raw materials is given a
serial number to identify it, and the use made of such
numbers in subsequent plant operations.

f- 1f the applicant does not himself perform all the
manufacturing, processing, packaging, labeling, and con-
trol operations for any hew-drug substance or the new-drug
dosage form, his statement identifying each person who
will perform any part of such operations and designating
the part; and a signed statement from each such person
fully describing, directly or by reference, the methods,
facilities, and controls in his part of the operation.

g Method of preparation of the master formula records
and individual batch records and manner in which these
records are used.

b. The instructions used in the manufacturing, process-
ing, packaging, and labeling of each dosage form of the
new drug, including any special precautions observed in
the operations.

i. Adequate information with respect to the character-
istics of and the test methods employed for the container,
closure, or other component parts of the drug package to
assure their suitability for the intended use.

jo Number of individuals checking weight or volume of
each individual ingredient entering into each batch of the
drug.

k. Whether or not the total weight or volume of each
batch is determined at any stage of the manufacturing
process subsequent to making up a batch according to the
formula card and, if so, at what stage and by whom it is
done.

l. Precautions to check the actual package yield pro-
duced from a batch of the drug with the theoretical yield.
This should include a description of the accounting for
such items as discards, breakage, etc., and the criteria
used in accepting or rejecting batches of drugs in the
event of an unexplained discrepancy.

m. Precautions to assure that each lot of the drug is
packaged with the proper label and labeling, including
provisions for labeling storage and inventory control.




n. The analytical controls used’ during the various

which they are subjected. The: analytical procedures
- should be capable of detetmining the active components
within a reasonable degree of accuracy and of assuring
the identity of such components. If the article is one that
is represented to be sterile, the same information with
regard to the manufacturing, processing, packagirg, and
the collection of samples of the drug should be given for
sterility controls. Include the standards used for ac-
ceptance of each lot of the finished drug.

o. An explanation of the exact significance of the
batch control numbers used. in the manufacturing, process-
ing, packaging, and labeling of the drug, including the
control numbers that appear on the label of the finished
article. State whether these numbers enable determina-
tion of the complete manufacturing history of the product.
Describe any methods used to permit determination of the
distribution of any batch if jts recall'is required.

to be put into solution at the time of dispensmg, for the

solution prepared as directed. State the expiration date(s) )

that will be used on the label to preserve the identity,
" strength, quality, and purity of the drug until it is used.

(If no expiration date is proposed, the applicant must
justify its absence.) :

q. Additional procedures employed which are designed

to prevent contamination and otherwise assure proper
control of the product.
(An application may be refused. unless it iacludes
adequate information showing that the methods used in,
and the facilities and controls used for, the manufacturing,
pProcessing, and packaging of the drug are adequate to
preserve its identity, strength, quality, and purity in con-
formity with good manufacturing practice and identifies
each establishment, showing the location of the plant
conducting these operations.) .

9. Samples of the drug and articles used as compo-
nents, as follows: a. The following samples shall be sub-
mitted with the application or as soon ‘thereafter as they
become available, Each sample shajl consist of four
identical, separately packaged subdivisions, each con-
taining at least three times the amount required to per-
form the laboratory test Procedures described in the ap-
plication to determine compliance with its control speci-
fications for identity and assays: : §

i. A representative sample or samples of the finished
dosage form(s) proposed in the application and employed
in the clinical investigations and a fepresentative sample

or samples of each new~drug substancd, ‘as ‘defined ~ih *

§130.1(g), from the batch(es) employed in the production
of such dosage form(s). : :

ii. A representative sample or samples of finished
market packages of each dosage form of the drug prepared
for initial marketing and, if any such sample is not from a
commercial-scale production batch, such a sample from a

stance as 'defined in §130.1(g), from the batch(es) em-
ployed in the production of such dosage form(s).

#ii. A sample or samples of any reference standard and
blank used in the procedures described in the application
for assaying each new-drug substance aad other assayed

components of the finished drug: Provided, bpwéé/,e%} 'Fﬁa't

samples of reference standards recognized in the official -.°

U.s. Pharmacopeia or The National Formulary need not
be submitted unless requested.
b. Additional samples shall be submitted on request,
c. Each of the samples submitted shall be appropei-
ately packaged and labeled to preserve ics characteristics,

d. There shall be included a tull ljst of the samples
submitted pursuant to Item 9a; a statement of the addj-
tional samples that will be submitted as soon as avajil-
able; and, with respect to each sample submitted, fu]]
information with respect to its identity, the origin of any
new-drug substance contained therein (including in the
case of new-drug substances, a statement whether it was
produced on a laboratory,-'piloé-plant, or full-production
scale) and detailed results of al] laboratory tests made to
determine the identity, strength, quality, and purity of
the batch represented by the sample, including assays.

scribed in the application, full details of the methods
employed in obtaining the reported results shall be sub-
mitted. ) ]

€. The requirements of Item 93 may be waijved in
whole or in part on request of the applicant or otherwise
when any such samples are not necessary, B

/- If samples of the drug are seat under separate
cover, they should be addressed to the attention of the
Bureau of Medicine and identified on the outside of the
shipping carton with the name of the applicant and the
bame of the drug as shown on the application,

10. Full reports of preclinical investigations that have
been made to show whethef or not the drug’is safe for use
and effective in use. a. An application may be refused
unless it containg full reports of adequate preclinical

example, whether the drug is for short« or long-term ad-

ministration or whether it is to be used in infants, chil-

dren, pregnant women, or women of child-bearing potential.
‘c. Detailed reports of any pertinent microbiological

and in vitro studies. ’

* d° Summarize and provide a list of literature refer-

* ences (if available) to all other preclinical information

known to the applicant, whether published or vapublished,
that is pertinent to an evaluation of the safety or effec-
tiveness of the drug.

11. List of investigators. a. A complete list of all
investigators supplied with the drug including the name
and post office address of each investigator and, following
each name, the volume and page references to the in-
vestigator’s report(s) in this application'and in any docu-
ments incorporated by reference, or the explanation of the
omission of any reports.

b. The unexplained omission of any reports of ign-
vestigations made with the new drug by the applicant, or-




—

submitted to him by an investigator, or the unexplained
omission of any pertinent reports of investigations or
clinical experience received or otherwise obtained by the
applicant from published literature or other sources,
- whether or not it would bias an ‘evaluation of the safety
“of the drug or its effectiveness in use, may constitute
grounds for the refusal or withdrawal of the approval of
an application.

12. Full reports of clinical investigations that have
been made to show whether or not the drug is safe for use
and effective in use. a. An application may be refused
unless it contains full reports of adequate tests by all
methods reasonably applicable to show whether or not the
drug is safe and effective for use as suggested in the
labeling.

b. An application may be refused unless it includes
substantial evidence consisting of adequate and well~
controlled investigations, including clinical investiga-
tions, by experts qualified by scientific training and ex-
perience to evaluate the effectiveness of the drug in-
volved, on the basis of which it could fairly and respon-
sibly be concluded by such experts that the drug will have
the effect it purports or is represented to have under the
conditions of use prescribed, recommended, or suggested
in the proposed labeling.

c. Reports of all clinical tests sponsored by the ap-
plicant or received or otherwise obtained by the applicant
should be attached. These reports should include ade-
quate information concerning each subject treated with
the drug or employed as a control, including age, sex,
conditions treated, dosage, frequency of administration
of the drug, results of all relevant clinical observations
and -laboratory examinations made, full information con-
cerning any other treatment given previously or concur-~
rently, and a full statement of adverse effects and useful
results observed, together with an opinion as to whether
such effects or results are attributable to the drug under
investigation and a statement of where the underlying
data are available for inspection. Ordinarily, the reports
of clinical studies will not be regarded as adequate
unless they include reports from more than one inde-
pendent, competent investigator who maintains adequate
case histories of an adequate aumber of subjects, de-
signed to record observations and permit evaluation of
any and all discernible effects attributable to the drug in
each individual treated and comparable records on any
individuals employed as controls. An application for a
combination drug may be refused unless there is sub-
stantial evidence that each ingredient designated as
active makes a contribution to the total effect claimed
for the drug combination. Except when the disease for
which the drug is being tested occurs with uch infre-
quency in the United States as to make §ting im-
practical, some of the investigations should b¢ performed
by competent investigators within the United St}

CARTER-GLOGAU LAB
PHARMACEU

CHROMALLQ,

obtained by the applicant from any source,

d. Attach as a separate section a completed Form
FD-1639, Drug Experience Report (obtainable, with in-
structions, on request from the Department of HEW. Food
and Drug Administration, Bureau of Drugs (BD-200) Rock-
ville, Maryland 20852), for each adverse experience or, if
feasible, for each subject or patient experiencing one or
more adverse effects, described in Item 12¢, whether or
not full information is available. Form FD-1639 should
be prepared by the applicant if the adverse experience
was not reported in such form by the investigator. The
Drug Experience Report should be cross-referenced to
any natrative description included in Item 12¢. In lieu of a
FD Form 1639, a computer-generated report may be submit-
ted if equivalent in all elements of information with the
identical enumerated sequence of events and methods of
completion; all formats proposed for such use will require
initial review and approval by the Food and Drug Adminis-
tration.

e. All information pertinent to an evaluation of the
safety and effectiveness of the drug received or otherwise
including
information derived from other investigations or com-
merical marketing (for example, outside the United States),
or reports in the scientific literature, involving the drug
that is the subject of the application and related drugs.
An adequate summary may be acceptable in lieu of a
reprint of a published report which only supports other
data submitted. Reprints are not required of reports in
designated journals, listed in §130.38 of the new-drug
regulations, about related drugs; a bibliography will
suffice. Include any evaluation of the safety or effec-
tiveness of the drug that has been made by the applicant’s
medical department, expert committee, or consultants,

f- If the drug is a combination of previously investi-
gated or- marketed drugs, an adequate summary of pre-
existing information from preclinical and clinical investi-
gation and experience with its components, including all
reports received or otherwise obtained by the applicant
suggesting side effects, contraindications, and ineffec-
tiveness in use of such components. Such summary should
include an adequate bibliography of publications about
the components and may incorporate by reference informa-
tion concerning such components previously submitted
by the applicant to the Food and Drug Administration.

8- The complete composition and/or method of manu-
facture of the new drug used in each submitted report of
investigation should be shown to the extent necessary to
establish its identity, strength, quality, and purity if it
differs from the description in Item 6, 7, or 8 of the ap-
plication. ’

13. If this is a supplemental application, full informa-
tion on each proposed change concerning any statement
made in the. approved application,

Observe the provisionsof §130.9 of the new-drug regula-
tions concerning supplemental applications.

ES DIVISION
S, INC,

Per

SAMUEL ﬁ;
TECHNICAL

] icial I; 1
RS &S mcroR,
AND RE

(Indicate authority)
(Warning: A willfully false statement is a criminal|offense. U.S.C. Title 18, sec. 1001.)

NOTE: This application must be signed by thelapplicant or by an authorized attorney, agent, or official. If t%xe aPplicant
or such authorized representative does not resid¥ or have a place of business within the United States, the apphc‘a.uon must
also furnish the nar and post office address of and must be countersigned by an authorized attorney, agent, or official resid-
ing or maintaining a place of business within the United States.

4
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NDA 85-825

JUN 7 1977

Carter-Glogau Laboratories Bivision
Chromalloy Pharmaceuticals, Inc.
Attention: Samuel M. Fainberg, Ph.D.

5160 W. Bethany Home Road
Glendale, AZ 85301

Gentlemen:

We acknowledge the receipt of
submitted pursuant to Section

your abbreviated new drug application
§05(b) of the Federal Food, Drug, and

Cosmetic Act for the following:
NAME OF DRUG: Triamcinolone Acetonide Suspension 40 mg/ml
DATE OF APPLICATION: May 9, 1977

DATE OF RECEIPT: May 18, 1977

He will correspond with you further after we have had the opportunity

to review the application.

Please {dentify any communications concerning this application with

the MDA mmbar ‘shown above.

LOS-DO  DUP  HFD-614,HFD-616

JLMeyer/cjb/6-6-77 ack

‘3177/24@7/« clo [

Director e
Bivision of Generie Drig Menographs
Office of Drug Monographs '
Bureau of Drugs
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3, Cortes Acclafe Sterile Imccmble
Suspension, containing hyvdrocorti
acetate: Wie Upjohn Co., 7171 Fortage
Road, I721a1ndz09, Richigan 44002 (DA
9-378).

- 4, Cortef Sterile Agusous ..,uspen.,xo;..
containine Livdrocortisone; The Up)ovm
Co. (NDA £-864).

5. Cortef ‘Sterite Solution, containing
hydrozortisone; The Upjoix: Co. (?_\*DA
9--379). .-

6. Cortivhate Injection, conff.mi
hedrocorticone sodium phospha te; 1a
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Baoxtor L' aratories, Inc., 6381 Linccin
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C(NDA 12-1647r.
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Sharp & Dale, Division of Tie etck & Co.,

Inc., Wcsh Point, P 1 186 (DA 7--113).
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12-071). ‘ : .
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The Umu{m Co, (NIDA 119570, )
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Goig O Pipnanacal Cog oo
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activation of the discuss may occur, Durl
prolon corticosteroid therapy, these pu-
tients should receive chemceprephylaxis.

Boecause rare instances of anasphylactoid
reactions Liave ozzurred in patients receiv-
ing parenteral corlicosteroid theiapy, up-
propriate precatwdionary measures should be
faken prior to adn espeeinlly
when the patient has ¢ history of allerygy to
any drug. T
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PRECAUTION: -5

Prug-induced sccondary adrenocortical in-
sufficieney miay be minimized by gradual
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ADVERSE REACTIONS
Fluid s0vd electrolyte disturbances:

Sodiun retention,
Fiuid reiention.
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Increasad sweating.
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Negalive
cutabrnl
The foitoy

aro | rofaled

therapy:

nhirgren balance diuce lo

1,

protean

o qdditional 8
Lo parenteral

19, 1972



'_u.3: u

T time intervals until the lewest do

such dyr

are i .qmmo- nt1 ot et arsociated th
h‘p-,un tonal tnf‘r.'.;n .,ruuml the fact ond
r'c(l

on er hrpoepiomaulation,
s anvl culaaeotts alrophy,

3.

\y:ct.lon fiare, following Indra-artics

Do-\\c'- ArD ABIZINISTRATION

The Initlal dosaps of (nanic) nmv vary
t aount) Lo (itsart smounty
enddhive on the pceciite diae

aated, In altuaticons of
s wWHL freneeniiy sufiice
Sis higher initicl qoves
aly e porendersd dos-
:\rc onc-thi rd to om-n.dr tha oral

may be 7

fpe mg:-‘

es of the oral t‘.o_,..

v should. b niadnt
or '-cxjustecl unfit a sailstacetory respor
noted. 1{ after o reasonaile u"rm(l of txm
there Is o lack of stt.éfeccou ciuienl re-
sponse "{namey shouwld Le dizcontinuved and
red to other enprovriate
liscentiaved and
Y asized That Dos-
cquirenienis Are Varicble and 3ust Be
cicnelized on the Dasis of the Disc
fnder Trectment and the Response of the
Patiznt. Aficr o favorable résponse is noted,
maint ¢ dosatge should Le
ng the ir 2
mants at appr

dosaze In smail mu

iate

will maintaln an adequate clinical resp
is reached. It should be kepnt in 1miud ~tnat

. constant menitaring is needed in regurd to
o Trug dosn

ge, Inciuited in tie sxtuntxcxm whiciy

3 ments STy are
atus secondory to re-
i unt DIOC-
. the patient’s indisidual drug respensive-
3, and the eifect of O
saful sltuations noi ¢ tedd to the
2 entity under tv £ in this latier
sitwation it may be nooossary to ivcresse the
‘dostge of (rM"m*) For o period of time con-
sistent with the pa ticnt's conditt ou, If nilter
long-tarm therany the drug is to be stopped,
withdrawn grad-

\.xl"?.I’.‘_}.a in cli
I

es
©

3t is recommendedt that 15 be
ualiy rather thau abiraptly,

Usual inttial parenteral corticasteroid dos-
ages:

Miligrams
wer day
10-3(‘0

stalus.
be contint
ived in

D, Morkeling
S may

ov etingr Mew

whed  in ]'i'?.c:wy

ished i the Faszual Rocis-

TER 4, 1970 25 I 112’1‘, as

folloy
el approved”
an apgslic
o the B
13, ’1‘)3"‘
111 lf‘;.

1 Ol

R4R S Rl

Qs

h.nc‘

suato ot

Y.

n v

‘-!',‘\__

S an amro.cd or

~an order,

oU the

1970, Cielogls avalladility dala for a
aininizirreccd by the
junof i'.'.;d.

D el VoI

- dirar
introvenous ruiite

tve A
nissiogn ol an

cation, ihe subi

3. Focanyy distribuler
use ol In o in wlcord withe b
neunrcemaent Ior any stely arug shy
within the jurisdiction of the Act as da-
scribzd in pa azh (b) of that notica,

4. For it tiens for which the drug
bas been ¢ ed s probably ciicctive
(included i i e “Incdications™ scetion

of the dreueg, the

above) aund possibly eliective (nol in-
cluded in ihe “Indiccticns” section
atove), countinued use as described in

paragraphs (), (@), (), and (f) ¢f that

notice. . )
B. Gpportunity jor a kearing. 1. The

Comunissiotizr of I“o:,d and. ruas pro-
poscs {0 izsge an order under the nrovi-
swons of s onn 30342y of the Foedoral

I‘oot' Driie, and Co tic Act withdraw-
ing approval ¢i all new-drug anplications
and ali amendments and supploments
thereto providing for the in

Lt.al m idance of wvitecetive-
x ibed in paraaravh
ament,
of thz
1t s wch @

An ordar
lications
cations are
itiy tirts notice,
ations. Any related

\‘iitl draw

an appro:'ed new-dr
fered for tie

a:;z) xca‘uz_on,. of-
eniions for which sub-
slaniial evidenes of cficciivencss is
Incking may be ..{iec 1 by this action.
2. In accordance with
of section 383 of m«: \ct (2L US.C. 253),
and tm_ e fions promulzatcd thore-

uncler Part 180), the Comnmniis-
siencr :.m‘ hol dders of any quch
apniics <

who would Lie adve

10 show vlu" "'un fneld
be deletod from lobeoling
hearinzmusi Lef

cl not
ur o
hin 30 days after

tihe daio o a1 of tis notice in
the Teornan I
3. Arequest 'noL rest
uro*l nere :‘. bhut
7 Lhat

‘\r\l wiih

sisef the
il dadyn
1o prove

o woll-

.,..

ler Ll-b
in o hearineg,
RSl roy (it

unstinitioed g..-t frem
quete andd v fed clindendineogs:
Linations Gazat !i:)a'x SNy POViow) &5

docaoried in SHIE MIME MAE
shedt in pe
1570 €35 #3,
ucted aad doenw

Y3) of the

HhTuds
cuidlned undee e un-
{EDIRAL BEGISTER, VOL. 37, NO, 24——SATURDAY,

ations for

1 the provisions

-,leu.»

- WAs

tiolled or partially controils:t -jiya
are uob accepladl!
approval ¢

eSS

-+,

tified by
s will bhod

£
P A

s

L

coireior
ficacy and cvidoncex

e oo

rati

{ & hoadng is raquas
the veponse to this notice,
< efiacd, a hearing exam
will be named. and he shail is:

€ as
clivhing of L

tingin
£l Fosig f,,-

1y

RURVIS TN SSPRIS

x*c ,l' MOLL G el
safoty.
Lecband by .

100 Qv

ten notiee of the time and place ab whicy,

the heariny v

™o

TP
are willi
pe

mng

of Scientitiz

1 con:

sentatives of the Administrass

o mect with cay inderee

:2:7 who dezires to have
concerning propezaed chang
betingset forth herein. Pmueah, for sue:
meclings should be made to the O
Evaluati m (u:) 109), at, g
address given belov
tne publication of il

ERAL REGISTER.

A copy of the Academy
bcen furnished to e:

akove.

melce,

<
(L confcronee
23 in the

.
Fyas

s repert has

ch firm veferred (o
Commiunicaii

forwarded

ns in

respense to this anueuncenient sh 0'-’d

b2 identi

find v

sith tha

Ao

reference numoer

DEST 7110, mmcfed to the aitontion of

the approp!

iate of

¢ Ii

(21934

&d below,

and

addressed to the Food and Drug .\_(‘ mili-
h adion, 54600 Fishers Lane, Rocxville,
md 208352:
~Sup-p':qme:1 s (Kdentify withh DA numiery:
. Omice of Eclentific E'v;..l..uxon (BD-1C0u),

Bureau of Drugs.

Orizlosl abareviated new-drug

applicalions

(1dentify as susit): Drug Licacy Siudy
Implementation Troject Cilice- (bD—-#AJ),
Bureau of Drugs. .

Requst for hers " (Identify

13

Requests

fici
D

nrounaeem

mbar) : Iean
1 'Counsnl {
v Bulding.
for t‘n. Academy's re
Study Informmtion Cor
uareau of Drugs.

Al ether cotumunications
wenir Drug i
maniction Pr o‘c‘.r, O..xce

of Drugs.

Received requests for
- be seent in the ofiis
aiven

T m.> nomcn‘ is
of the
tic' Act (sees

33, as ameuded.

sions
Costriz
165
and'w
Com

E"'S

Crie 2.120),
nrcd l’cbzt.ar

- {¥R Doe. 72~

[Docket

No.

f\

Feder ‘.I

der the attihovity
oner of

above)
5 hours, Moaday

syued ,:d.\

Pc.od

S

ani toprc

Foodg, Drug,
..)0 £35, 5 Stat.
21 U.'S.C. 352, 120 -
38

P

atgd to &
D GES (31 .

19 2.

‘San D, Wivg,

Associale

2351 F

FDC-

AN y

stain Procducts Cantal
czoie;
Apnroval

lotice of

e
ar

l‘.pphccmons

A not

fee of
pubiisized

FLIRVARY 19, 1972

1a s

«d

373

. MADA Mo 5:551V
cic.}

flow ,«nﬁmul

ovuCriunity Tar a

Comatissioner
jor Complicnee..
2-18-72;3:48 smiy

1
4

=

T v

P




\eﬁdencc of effectiveness referred to in.

of the Federal Fo,d, Drug, and Cosmetic
Act (21 US.C. 255) and 21 CFR 314.111
(a)(5), dermonstrating the effectiveness
9f the druz(s) for the indication(s) lack-
ing substantial evidence of eflectiveness
referred to in paragraph A. of this notice.

Notice is given to the holder(s) of the
new drugz application(s), and to all other
‘Interested persons, that the Director of
the Bureau of Drugs proposes to issue an
order under section 505(e) of the Federal
Food, Drug, and Cosmetic Act (21 U.S.C.

-.8355(e)), withdrawing approval of the
new drug application(s) and all amend-
_~ ments and supplements thereto providing

for the Indication(s) lacking substantial

paragraph A. of this notice on the ground
that new information before him with re-
spect to the drug product(s), evaluated
together with the evidence available to
him at the time of approval of the appli-
cation(s), shows there is a lack of sub-
stantial evidence that the drug prod-
uct(s) will have all the efiects it purports
or is reprcsented to have under the con-
ditions of use prescribed, recommended,
or suggested in the labeling. An order
withdrawing approval will not issue with
respect to any application(s) supple-
mented, in accord with this notice, to de-
Jete the claim(s) lacking substantial evi-
dence of effectiveness. :

In addition to the ground for the pro-
posed withdrawal of - approval stated

" above, this notice of opportunity for

hearing encompasses all issues relating to
the legal status of the drug products sub-
Ject to it (including identical, related, or
similar drug products as defined in 21
CFR 310.6), e.g., any contention that any
such product is not a new drug because it

“Is generally recognized as safe and effec-

tive within the meaning of section 201 (p)
of the act or because it is exempt from
part or all of the new druz 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
Amendments of 1962; or for any other
reason. -

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,. relaled, or similar to a drug
product named above (21 CFR 310.6), are
hereby given an opportunity for a hear-
Ing to show why approval of the new drug

- application(s) providing for the claim(s)

involved should not be withdrawn and an
opportunity to raise, for administrative
determination, all issues relating to the
legal status of a drug prodict named
above and all identical, related, or simi-
lar drug products.

If an applicant or any person subject
to this notice pursuant to 21 CFR 3106
elects to avail himself of the opportunity
for a hearing, he shall file (1) on or be-
fore March 31, 1977, a written notice of
appearance and request, for hearing, and
(2) on or before May 2,-1977, the data,

- mformrd_,ion‘. and analyses on which he

FEDERAL

O e TR

relies to justify a hearing, as specified
in 21 CFR 314.200. Any other interssted
person may also submit commens:s on
this proposal to withdraw approval. The
procedures and requirements governing

“this notice of opportunity for hearing, a

notice of appearance and. request.for
hearing, a submission of data, informa--
tion, and analyses to justify 2 hearing,
other comments, and a grant or denial
o! hearing, are contained in 21 €FR
314.200. i

The failure of an applicant or any

other person subject to this notice pur-
suant to 21 CFR 310.6 to file timely
written appearance and request for
hearing as required by 21 CFR 314200
constitutes an election by such person
not to avail himself of the opportunity
for a hearing concerning the action pro-
posed with respect to such drug preduct
and a waiver of any contentions concern-
ing the legal statuts of such drug prod-
uct. Any such drug product labeled
for the indication(s) lacking substantial
evidence of effectiveness referred fo in:
paragraph A. of this notice may not
thereafter lawfully be marketed, and the
Food and Druz Administration will ini-
tiate appropriate reguiatory action tore-
move such drug products from the
market. Any new drug product marketed.
witHout an approved NDA is subject to.
regulatory action at any time.

A request for a hearing may not rest
upon mere allegations or denials, but
must set forth specific facts showing that:
there is & genuine and substantial Issue:
of fact that requires a hearing. If it con--

‘clusively appears from the face of the

data, information, and factual analyses:
in the request for the hearing that there
is no genuine and substantial issue of.
fact which n o= the withdrawal of
Qunrov: T 2tion, or when
a requast for hearing {2 not made {n the
required format or with the regwred
analysis, the Commissloner will enter
summary judgment against the per-
son(s) who requests the hearing, makine
findings and- conclusions, denying g
hearing. :

All submissions pursuant to this netice
of opportunity for hearing shall be filed;
In quintuplicate. Such submissions. ex~
cept for data and information prohibited:
from public disclosure pursuant te. 21:
U.S.C. 331(j) or 18 U.S.C. 1905, may Be
seen In the office of the Hearing Clerk:
(address given below) during workihm
hours, Monday through Friday.

Communications forwarded n »ne
sponse to this notice should be identiHdi
with the reference number DESI &Y.
directed to the attention of the atmmo~
priate office named below, and addresed:
fo the Food and Drugz Administrafim;
5600 I'ishers Lane, Rockville, MD 28857
- Supplements (dentify with INDA rmmy
ber) : Diviision of Metabolism and Erndies-
crine Drug Products (HFDR-130), Bm:
14B-03, Bureau of Drugs.

Original abbreviated new drug amils-
cations (identify as such): Divisicn off
Generlc Drug Monographs (HFD-5XG,.

-Bureau of Drugs.

REGISTER, VOL. 42, NO. 40— TUESDAY, MARCH:

Request for Hearing (identify with
Docket number appearing in the head-
Ing of this notice): Hearing Clerk. Fooqd
and 'Drug Administration (HFC-29)
Rm. 4-65. )

Requests for the report of the Nationay
Academy of Sciences-National Research

Council: Public Records and Document

Center (HFC-18), Rm. 4-62.

Other communications regarding this
notice: Drugz Efficacy Study Implemen-
tation Project Manager (HFD-501), Bu-
reau of Drugs.

This' notice ‘is issued under the Fed-
eral Food, Drug, and Cosmetic Act (secs.
502, 505, 52 Stat. 1050-1033, as amended
(21 U.S.C. 232, 353)) and under the au-
thority delegated to the Director of the
Bureau of Drugs (21 CFR 5.31) (recodi-
‘fication published in the FzpemaL Reg-
ISTER of June 15, 1976 (41 FR 24262)).

Dated:; February 18, 1877.

. J. Ricaarp CRrOUT, -
Director, Bureau of Drugs.

o [FR Doc.77-6039 Filed 2-28-77;8:45 am}

[Docket No. 76N-0328; DESI 7110]:

CORTISONE. -DEXAMETHASONE, HYDRO-
CORTISONE, METHYLPREDNISOLONE,
PREDNISOLONE, AND TRIAMCINOLONE
FOR PARENTERAL USE

Drugs for Human Use; Drug Efficacy Study
- Implementation; Followup Notice and
Opportunity for Hearing - .

In a notice (DESI 7110; Docket No.
FDC--D-291 (now Docket No. T6N-0328))
published in the FeperaL Recistzr of
February 19, 1852 (37 FR 3775), the Feood
and Druz Administration (FDA) an-
nounced its conclusions that the anti-
inflammatory drug products descrited
in section I below are effective or prok-
ably effective by the avppropriate route
of administraticn for cericin indications
and possibly effective or lacking sub-

stantial evidence of effectiveness for-

their other labeled indieations. The no-
tice also offered an opportunity for a
hearing concerning the indications con-

cluded at that time to lack substan:ial

evidence of effectiveness. No data in sup
port of any of the less-than-effeciive
indications were submitted. This notice
ofiers an opportunity for a hearing con-
cerning those indications, and sets forth
the conditions for mearketing the drug
products for the indications for which
they are now regarded as eficctive. Por-
sons who wish to request;a hearing may
do so on or before March 31, 1977.

All of the products named in the no-
tice of February 19, 1972 and included
in section I below are ‘subjecis of new
drug applications that becanie effective
prior to Oclober 10, 1962. All are formu-~
lated and packaged for parenteral ad-
ministration. "Among the indications
classified as probably effective in ihat
notice was the indication for rectal use
as an enema or drip in ulcerative colitis.
None of the producis arc formulated ond

packaged especially for recial adminis- .|

tration. In that no data were submitted

in support of rectal use of any of these '

s
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-parenteral products, that indication is
one of the indications now being re-
classified as lacking substantial evidence
of effectiveness. i .

Three rectally administered cortico-
steroid products have been approved as
both safe and efective since October 9,
1962. All of them are formulated and
. packaged especially for rectal adminis-
tration. These products are named and
discussed in. section II below.

1. Parenteral Corticosteroids Included
in the Notice of February 13, 1972.

The notice that follows does not per-

* tain to the indications stated in the Feb-

ruary 19, 1972 notice to lack substantial
evidence of effectiveness. No person re=
quested a hearing concerning them, and
they are no longer allowable in the lab-
eling. Any such product labeled for those
fndications Is subject to regulatory ac-
tion.
1. NDA 7-110; Cortone Acetate Saline
. Suspension containing cortisone acetate;
Merck, Sharp & Dohme, Division of
Merck & Co., Inc., West Point, PA 19486.
_2. That part of NDA 8-126 pertaining
to Cortisone Acetate Sterile Aqueous
-Suspension; The Upjohn Co., 7171 Por-
tage Rd., Kalamazoo, MI 49002.

3. NDA 8-228; Hydrocortone Acetate
Saline Suspension containing hydrocor-
tisone acetate: Merck, Sharp & Dohmg,

4. NDA 9-164: Cortril Aqueous Sus
pension containing hydrocertisone ace-

*tate; Pfizer Laboratories, Division Pfizer,
Inc., 235 E. 424 St., New York, NY 10017,

5. NDA 9-378; Cortef Acetate Sterile
Injectable Suspension containing hydro-~
cortisone acetate; The Upjohn Co.

6. NDA 9-379; Cortef Sterile Solution

containing hydrocortisone; The Upjohn
Co.
7. NDA 9-637; Hydrocortisone Acetate
Aqueous Suspension; H. E. MawTy Bi-
ological Co., Inc., 6109 S. Western Ave.,
Los Angeles, CA §0047.

8. NDA 9-1786; Hy-Cor Acectate Aque-
ous Suspension containing hydrocorti-
sone acetate; Gold Leaf Pharmacal Co.,
Ine., 520 S. Dean St., Lnglewood, NJ
07631. :

9. NDA 9-854; Cortef Sterile Aqueous
Suspension containing hydrocoriisone;

- ‘The Upjohn Co.: :

10. NDA 9-866; Solu-Cortef Mix-O-
vial .containing hydrocortisone sodium
succinate; The Upjohn Co. = -

11. NDA 10-058; Hydrocortisone Ace-
tate Suspension; Philadelphia Labora-
tories, Inc., Division Philadelphia Phar-
maceutical & Cosmetic Co., 9815 Roose-
velt Bivd., Philadelphia, PA 19114,

12, NDA 10-255; Meticortelone Aque-
ous Suspension containing prednisolone
acetete; Schering Corp., Galloping Hill
Rd., Kenilworth, NJ 07033.

13. NDA 10-562; Hydcltra-T.B.A. Sus-
pension containing prednisolone hutyl-
acelate; Merck, Sharp & Dohme.’

14. NDA 10-603; Cortisone Acciate
Aqueous Suspension; Cooper Labora-
torics, 300 Fairficld Rd.. Wayne, NJ
07470; successor to Vilamix Pharmaceu-
ticals, Inc. .

15. NDA 11-061; Mellcortclone Sol-
uble containing prednisolone sodium
succinate; Schering Corp.

FEDERAL
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16. NDA 11-158; Deltacortril Aque-
ous Suspension containing prednisolone
acetate: Pfizer Laboratories.

17. NDA 11-446; Sterane Aqueous
Suspension containing prednisolone ace
tate; PAizer Laboratories. -

13. NDA 11-3583; Hgdeltrasol Injec-
tion containing prednisolone sodiwmn
phosphate; Merck, Sharp & Dohme. )

19. NDA 11-685; Aristocort Intrale-
sional Suspension containing triamecino-
lone diacetate; Lederle Laboratories,
Division of American Cynamid Co., P.O.
Box 500, Pearl River, NY 10865.

20. NDA 11-757; That part of the NDA
pertaining to Depo-Medrol Agueous -
Suspension containing methylpredniso-
lone acetate; The Upjohn Co.

21. NDA 11-856; Solu-Medrol Mix-O-
vial containing methyiprednisolone
sodium succinate; The Upjohn Co.

spension; Philadelphia Laboratories.
23. NDA 12-041; Kenalog Parenteral
Aqueous Suspension containinng {riams-
cinolone acetonide; Squibb Pharmaceu-
tical Co., Division of E. R. Squibb & Sons,

(7(22. NDA 11-886; Prednisolone Acetate
!

Inc., P.O. Box 4000, Princeton, NJ
08540.
24, A 12-052; Hydrocortone Phos-

phate Injection containing hydrcortisone
sodium phosphate; Merck Sharp, &
Dohme.

95, NDA 12-071; Decadron Phosphate
Injection containing dexamethasone so-
dium phosphate; Merck Sharp & Donme.

96. NDA 12-784; Cortiphate Injection
containing hydrocortisone sodium phos-
phate; Travenol Laboratories, Inc., Mor-
ton Grove, IL 60053.

27. NDA 12-802; Aristocort Forte Sus-
pension containing triamcinolone diacet-
ate; Lederle Laboratories.

The following drugs were not included
in the February 19, 1872 notice, but
are affected by this notice: -

1. NDA 8-856; Hydrocorione Concen~
trate Injection containing hydrocorti-
sone; Merck Sharp & Dohine.

2. NDA 14-694; Hexadrol Phosphate
Injection containing dexamethasone
phosphate; Organon. Inc., Division of
Akzona, Inc., 375 Mt. Pleasant Ave., West

Orange, INJ 07052, - )
@NDA 14-901; Kenalog-IM Injection
)

ecoftaining triamicinolone acetonide;

Squibb Pharmaceutical Co. .
gg.‘;}.NDA 16-466: Aristospan Injction

wtaining triamcinolone hexacetonide;
Lederle Laboratories. )

5. NDA 16-875; Decadron-LA Suspen-
ston/Injecton containing dexametha-
sone acetate: NMerck, Sharp & Dohnie.

6. NDA 17-561; Celestone Phosphate
Injection containing betamethasone
sodium phosphate; Schering Corp.

Approval of the following three new
drug applications, which were listed in
the February 19, 1972 notice, had al-.
ready been withdrawn. on the ground
of failure to submit required reports un-
der section 505(i) of the Federal Food,
Drug, and Cosmetic Act (21 U.S.C. 355
(j)). At the time the notices of with-
drawal were published. no conclusions
concerning the products’ indications had
been reached. Conclusions have now been

Bureau of Drugs, Division ¢f Dnt

‘ministration

reached, and the purpose of including
these new drug applications in this no-
tice is to inform all interested persons
of the conclusions and offer them the
opportunity to request a hearing con-
cerning all issues relating to ithe legal
status of the products. In the listing that
follows, the date and FEDERAL RECISTER
citation identify -the notice of with-
drawal.

1. NDA 9-465: Hydrocortone-T.B.A.
Suspension coniaining hydrocortisone
butylacetate; Merck, Sharp & Dohme;
October.27, 1971 (36 FR 206.19).

2. NDA 10-291; Cortril Soluble Paren-
teral containinz bydrocortisone sodium
succinate: Pfizer Laboratories; August
6,1971 (36 FR 14477).

3. NDA 10-650; Hydrocortisone Ace-
tate; Cooper Laboratories (sucessor to
Vitamix - Pharmaceuticals, Inec.); Feb-
ruary 8, 1972 (37T FR 2852). :

Such drugs are regarded as new drugs
(21 U.S.C. 321(p)). Supplemental new
drug applications are required to revise .
the labeling in and to update approved
applications providing ior such drugs.
An approved new drug appilcation is a-
requirement for marketing such drug
products. . )

In addition to the holder(s) of the
new drug application(s) specifically
named above, this notice applies to all
persons who manufaciure or distribute a
drug product, not the subject of ap-
proved new drug application, that is
identical, related, or similar i{o a diug
product named above, as defined in 21
CFR 310.6. It is the responsibility ci
every drug manufacturer or distributor
to review this notice io determine wheth-
er it covers any drug product he manu-
factures or distributes. Any person may
request an opinion of the apvulicability
of this notice to a specific drug product
he manufactures or distritutes that ey

an

‘be identical, related, or similar to & drug

product named in this notice by writing
to the Food and Drug Administration,
label-
ing Compliance (HFD-310?, 5690 Fishers
Lane, Rockville, MD 20857.

A. Efiectivencss classification. The
Food and Drug Administration has re-
viewed all available evidence and con-
cludes that the drugs are efective for
the indications listed in the labeling con-
ditions. below. Some of the indications
appearing in the labeling conditions be-
Jow did not appear in the previous no-
tice. Having considered the information
available concerning corticotronin and
concerning the oral and parenteral giu-
cocorticotds, the Director of the Burezl
of Drugs concludes that, for the most
part, when the dosage form and route of
administration are appropriate. the same
indications should be allowed for all.

The drug products named above now
1ack substantial evidence of effectivencss
{for the indications cvaluated as probably
cffective and possibly effective in the
Fehruary 19, 1972 notice.

B. Conditions for - appronel and
marketing. The Food and Drug Ad-
is prepared- to approve
abbreviated new drug applications and
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1bbreviated suppiements -to previously

approved. new drug applications under
conditions described herein. _
< 1. Form of drug. These glucocorticoid
preparations aré in aqueous solution or
suspension, or sterile powder form suit-
able for parenteral administration.

2. Labeling conditions. a. The label
bears the statement, «Caution: Federal
jaw prohibits dispensing without pre-
scription.”

b. The drugs are labeled o comply
with all requirements of the act and reg-

-ulations, and the labeling bears adequate

information for safe and effective use
of the drug. The indications are as fol-
lows: ) :

A. Intravenous or intramuscular ad-
jninistration. When oral therapy is not
{easible and the strength, dosage form,
and route of administration of the drug
reasonably iend the preparation to the

. treatment of the condition, those prod-

jntravenous oI intra-

ucts labeled for
indicated as iollows:

1. Endocrine disorders:

Primary or secondary adrenocortical insuf-
ficiency (hydrocorlisone or cortisone is the
_drug of choice; synthetic analogs may be
used in conjunction wita mineralocorti-
colds where applicables in infancy, min-
eralocorticoid supplementation is of par-
ticular importance). -

Acute adrenocortical insuficiency (hydro-
cortisone or cortisone is the drug of choicel
mmetalocorticoid supplementation may be

.. necessary, particuiarly when synthetic
analogs are used).

Preoperatively and in the event of serious
trauma or iliness, in patlents with known
adrenal insuficiency or wnen adrenocorti-
cal reserve is doubtiul.

Shock unresponsive to conventional therapy
if sdrenocortical insufiiciency exists or is
" suspected.

Congenital adrénal hyperplasia. R

Nonsuppurative thyroiditis.

Hypercalcemia associated with cancer.

2. Rheumatic disorders. As adjunctive
therapy for short-term administration
(to tide the patient over an acute episode
or exacerbation) in: :

Post-traumatic osteoarthritis.

Synovitis of osteoarthritis.

Rheumatoid arthritis, including juvenile
sheumatoid arthritis (selected cases may
yequire low-dose maintenance therapy).

Acute end subacute bursitis.

Epicondy! itis. ) R

Acute nouspecific tenosynovitis.

Acite gouty arthritis.

Psoriatic arthritis. -

© Ankylosing spondylitis.

- 3. Collagen diseases. During an exacer-
‘bation or as maintenance therapy in se-
lected cases of :

Sysiemic Iupus erythematosus. -
Acute rheumatic carditis.

4. Dermatologic diseases!?

Pemphigus. .

Bovere erythema nuitiforme (Stevens-John=
son syndrome). ’

Exfolative dermatitis.

Bullous dermatitis nerpetiformis.

Severe sehorrheie dermatitis.

Severe psoriasis.

“Mycosls fungoides.

5. Allerpic staics. Control of scvere or
incapacitating allergic congditions infrac-

FEDERAL
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table to adequate trials of conventional
treatment in:’ .

Bronchial asthma.
Contact dermatitis.

_Atopic dermatitis. .
Serum sickness. )
Seasonal or perennial allergic rhinitis.
Drug hypersensitivity reactions.
Urticarial transfusion reactions. _
Acute noninfectious Jaryngeal edema (epine-

phrine is the drug of first choice).

. 6. Ophthalmic diseases. Severe acute
and chronic allergie and inflammatory
Pprocesses involving the eye, such &s:

_Herpes zoster ophthalmicus.

{ritis, iridocyclitis.

Ghorioretinitis. : i
Diffuse posterior uveitis and choroiditis.
Optlc neuritis.

Sympathetic ophthalmia.

Anterior segment inflammation.
Allergic conjunctivitis.

Allergic corneal marginal ulcers.

1. Gastrointestinal diseases. To tide the
patient over 2 critical period of the
disease in:

Ulcerative colitis {systemic therapy).
Regional enteritis (systemic therapy).

8. Respiratory diseases:

sSymptomatic sarcoidosis.

Berylllosis.

Fulmthating or disseminated pulmonary
tuberculosis when used concurrently with

appropriate antituberculous chemo-
therapy. :

Loefller's syndrome pot managable by other
means.

Aspiration penumonitis.

9. Hematologic disorders:
Acquired (autoimmune) hemolytic anemia.

Idiopathic thrombocytopenic purpura in
adults (I.V. only: I administration is
contraindicated).

Secondary thrombocytopenia in adults.
Erythroblastopema (RBC anemial.
Congenital reryibroid) h}'poplasbivanemia.

10. Neoplastic diseases. For palliative-
management of:

Leukemias and Iymphomas in adults.
Acute leukemia of childhood.

11. Edematous stales. To induce

diuresis.or remission of proteinuria. in-

the nephrotic syndreme. without uremia,
of the idiopathic type or that due to lupus
erythematosus.
12. Miscellaneous:
Tubercuious meningitis with subarachnoid
block or impending block when used con=
- currently with appropriate antituberculous
chemotherapy.
richinosis with neurologic or myocardiak
involvement. . .

In addition to the above indicatimss,
those preparations containing cortisome;
hydrocortisone, prednisolone, or metingl-
prednisolone are indicated for systemic
dermatomyositis (polymyositis). These:
containing dexamerthasene are indieatied
for dizgnostic testing of adrenocoriieall
hyperfunction.

B. Intra-articular or soft tissue adwi-~
istration. When the strength and Gosge

form of the drug jend the preparationm i .

the trealment of the condition, imse
products labeled for intra-articulayr ax’
soft tissue administrat-ion are indicated:
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as adjunctive therapy for short-term
administration (to tide the patient over
_an acute episode or exacerbation) in:
Synovitis of osteoarthritis.

Rheumatold arthritis.

Acute and subacute bursitis.

Acute gouty arthritis.

Eplcondylitis.

Acute nonspecific tenosynovitis.
Post-traumatic osteoarthritis.

C. Intralesional administration. When
the strength and dosage form of the drug
lend the preparation to the treaument
of the condition, those products labeled

for intralesional administration are
indicated for:

‘Kelolds.

Localized Lypertrophic, infiltrated, inflam-

matory lesions of: lichen planus, psoriatic
plaques, granuloma annulare, and lichen
simplex chronicus (neurodermaiuiis).
Discoid lupus ervthematosus.
Necrobilosis lipodica diabeticorum.
Alopecia areata. .
They &ls0o may be useful in cystic tumors of
an aponeurosis or tendon (ganglia}.

3. Marketing status of approted prod-
uets. Marketing of such drug preducts

" that are now the subject of an avproved

or effective néw drug application may be
continued provided that. on or beiore
-~ 60 days after date of publication in
the FEDERAL REGISTER, the holder of the
application submits the foliowing if he
has not previously done so: (i) a supple-
ment for revised labeling as needed to be
in accord with the labeling conditions
described in this notice, and complete
container labeling if current container
labeling has not been submitted, and
(ii) a suppiement to provide updating in-
formation with respect to items 6 (com-
ponents), 7 (composition?, ard g 'meth-
ods, facilities, and controls: of new darug
application form FD-336i CFR
314:1(¢)) to the extent reguired in ab-
pbreviated applications (21 CFR 3141000

4. Marketing status of ell other prod-

|")l

ucts. a. Approval of an abbreviated new -

drug application must be oBiained prier
to marketing such product. The applica-
tion shall contain the information speci-
fied in 21 CFR 314.1(f) and. for a sus-
pension form product, shall include data
of the kind required for this drug atv the
time of submission of the application o
show that it is biologically available in

the formulation proposed for marketing. .

b. Marketing prior to approval of a
new drug application will subject such
products, and those persons who caused
the products to be marketed, to regula-
tory action. : )

C. Notice of opportunity jor hearing.
On the basis of all the data and informa-
tion available to him, the Director of
the Bureau of Drugs js unaware of any
adequate and well-controtled clinical
investigation, conducted by experis
qualified by scientific training and ex-
perience, meeting the requirements of
seclion 505 of the Federal Food, Drug,
and Cosmetic Act 21 U.S.C. 355 and
21 CFR 314.111(a) (3), cemonsirating

the effectivencss of the daruc(s) for he.

indication(s) lacking substantial evi-
gence of cffectiveness yeferred o 1o
paragrapli A, of this notice.
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Notice 1S glven to the holder(s) of the
new drug application(s), and to all
" otmer interested persons, that the Di-

rector of the Bureau of Drugs proposes

to Issuc an order under section 505(e)

of the Federal Food, Drug, and Cosmetic

Act (21 U.S.C. 355(e)), withdrawing ap-
" proval of the new drug application(s)

(or, if indicated above, those part of the
application(s) providing for the drug
product(s) listed above) and all amend-
ments and supplements thereto provid-
ing for the indication(s) lacking sub-
stantial evidence of effectiveness referred
to in paragraph A. of this notice on the
ground that new information before him
with respect to the drug product(s), eval-
uated together with the evidence avail-
able to him at the time of approval of
the application(s), shows there is a lack
of substantial evidence that the drug
product(s) will have all the effects it
purports or is represented to have under
the conditions of use prescribed, recom-
mended, or suggested in the labeling. An
order withdrawing approval will not is-
sue with respect to any application(s)
supplemented, in accord with this no-
tice, to delete the claim(s) lacking sub-
stantial evidence of effectiveness.

In addition to the ground for the pro-
posed withdrawal of approval stated
above, this notice of opportunity for
hearing encompasses all issues relating
to the legal status of the drug products
subject to it (ncluding identical, re-
lated, or similar drug products as de-
“fined in 21 CFR 310.6), e.g., any con-
tention that any such product is not a
new drug because it is generally recog-
nized as safe and effective within the

" meaning of section 201(p) of the act or
hHecause it is exempt from part or all of
the new provisions of the act pursuant
to the exemption for products marketed
prior to June 25, 1938, contained in sec-
tion 201(p) of the act, or pursuant to
section 107(¢) of the Drug Amendments
of 1962; or for any other reason.

- In accordance with the provisions of

section 505 of the act (21 U.S.C. 355)

and the regulations promulgated there-

under (21 CFR Parts 310, 314), the ap-
plicant(s) and all other persons who
manufacture or distribute a drug prod-

- uct which is identical, related. or similar
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 spplication(s) providing

for the claim(s) involved should not be
withdravwn and an opportunity to raise,
for administrative determination. all is-~

© sues relating to the legal status of a

drug product named above and all
identical, related, or similar drug prod-
ucts.

If an applicant or any person subject
to this nolice pursuant to 21 CFR 310.6
elects to avail himself of the opportunity
for a hearing, he shall file (1) on or
before March 31, 1977, a written notice
of appearance and request for hearing,
and (2) on or before May 2, 1977, -the
data, information, and analyses on which
he relies to justily o hearing, as speci-
fied in 21 CFR 314.200. Any other inter-

-
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ested person may also submit comments

on this proposal to withdraw approval.
The procedures and requirements gov-
ermning this notice of opportunity for
hearing, a notice of appearance and re-
quest for hearing, a submission of data,
information, and analyses to justify a
‘hearing, other comments, and a grant
or denial of hearing, are contained in
21 CI'RR 314.200.

The failure of an applicant or any

‘other personictthject to this.notice pur-

suant to 21 CFR 310.6 to file timely writ-
ten appearance and request for hearing
as required by 21 CFR 314.200 constitutes
an election by such person notl to avail
himself of the opportunity for a hearing
concerning the action proposed with re-
spect to such drug product and a waiver
of any contentions concerning the legal
status of such drug product. Any such
drug product labeled for the indica-
tion(s) lacking substantial evidence of
effectiveness referred to in paragraph A.
of this notice may not thereafter law-
fully be marketed, and the Food and
Drug Administration will initiate appro-
priate regulatory action to remove such
drug products from the market. Any new
drug product marketed without an ap-
proved NDA: is subject to regulatory ac-
tion at’any time.

A request for a hearing may not rest
upon mere allegations or denials, but
must set forth specific facts showing that
there is a genuine and substantial issue
of fact that requires a hearing. If it con-
clusively appears from the face of the
data, information, and factual analyses
in the request for the hearing that there
is no genuine and substantial issue of fact
which precludes the withdrawal of ap-
proval of the application, or when a re-
quest for hearing is not made in the re-
quired format or with the required analy-
ses, the Commissioner will enter sum-
mary judgment against the person(s)
who requests the hearing, making find-

ings and conclusions, denying a hearing. -

II. Corticostcroid Products Especially

© Formulated for- Rectal Administratlion
and Approved Subseguent to October 9, -

1962. .

1. NDA 16-199; Cortenema, containing
hydrocortisone; Rowell Laboratories,
Inc., Lake of the Woods, Baudette, MN
56623.

2. NDA 11-757; That part of the NDA
pertaining to Medrol Enpak, containing
methylprednisolone acetate; The Upjohn
Company, 7000 Portage Rd., Kalamazoo,
MI 49001.

3. ANDA 85-023; -Rectoid, containing
hydrocortisone; Pharmacia Laboratories,
800 Centennial Ave. Piscataway, NJ
08854. -

It is recoanized that corticosteroids are
effective in ulcerative colitis when -ad-
ministered systemically. The rationale
{for a topical product applied directly to
the large bowel is that by exerting a topl-
cal effect it will be beneficial in wlcerative
colitis but will produce less toxicity than
would be produced by systemic treatment.
Therefore, a rectally administered corti-
costeroid should not be absorbed to such
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an extent that all of its beueficial effects
are accounted for by the systemic dose
achieved.

On the basis of information now avail-
ablo to the Food and Drug 1\(1.%113&2-
tion, the present status and further re-
quirements concerning these three prod-
ucts are as follows: ’ :

A. NDA 16-199 (Cortenema) (hudro-
corlisone) . The effectiveness of this prod-
uct as a topical agent is supported by
absorption studies, clinical studies, and
the literature, indicating that the amount
of hydrocortisone absorbed is not suffi-
cient to account for the beneficial thera-
peutic effects seen. No further studies are
required at this time. If new information
becomes available on rectal absorption ot
hydrocortisone which indicates that sub-
stantially more hydrocortisone reaches
the systemic circulation than previous
studies indicate, additional studies of this
product may be required. B

B. NDA 11-757 supplement (Medrol
Enpak) (methylprednisolone acetate),
This product was approved on the basis
of studies showing satisfactorily low ab-
sorption. However, new information con-
cerning the rectal absorption of prednis-
olone acetate suggests that rectal absorp-
tion of methylprednisolone acetate is
likely to be substantially greater than
heretofore shown for Medrol Enpak. The
Director of the Bureau of Drugs con-
cludes that the NDA holder should con-
duct additional bioavailability studies on
that product, comparing it with oral
methylprednisolone acetate. Depending
upon the results, new clinical trials may
be required to demonstrate that the
therapeutic eflect of.Medrol Enpak is
substantially topical and not systemic.

It is required that the results of such
studies be submitted as a supplement to
the application to the Division of Oncol-
and Radiopharmaceutical Drug
Products (HFD-150), Bureau of Drugs,
address given below, on or before (insert
date 180 days after date of publication in
the FEDERAL REGISTER).

C. ANDA 83-023 (Rectoid) (hydro-
cortisone). This was approved as an ab-
breviated new drug application. Because
of the now recognized potential for wide
variability in the extent of absorption of
rectally administered corticosteroids, the
Director of the Bureau of Drugs con-_

cludes that the NDA holder should con-

duct_bioavailability studies comparing
the product with Cortenema, for which a
satisfactorily low degree of rectal ab-
sorption has been shown. The Director
further concludes that, because of the
known potential for variable absorption
of rectally administered corticosteroids,
and the possible requirement for clinical
studies to assure effectiveness, abbrevi-
ated NDA's are not appropriate for such

products. Accordingly, this abbreviated -

new drug application is to be converted
to & full new drug application. It is re-
quired that the results of the bioavail-
ability studies be submitted as a supple-
ment to the full new drug application
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i

to the Division of Oncology and Radio-
pharmaceutical Drug Products (HFD-
150>, Bureau of Drugs, address given
below, on or before August 29, 1877.

The Bureau of Drugs will review the
supplements received pursuant to the
above requirements and inform the hold-
ers of the applications of its conclusions.
If new information becomes available in
the future concerning the rectal absorp-
tion of corticosteroids, e.g., if the state-

of-the-art for measurement of rectal ab-

sorption improves, then additional stud-
jes by all NDA holders of these drug
products will be required.

An approved full new drug applica-
tion is a requirement for markefing of

. such products that are not now the sub-

ject of either an approved full new drug
application or currently approved ab-
breviated new drug application. Full new
‘drug application requirements are as
follows:

{a) For a product in which the corti-
costeroid Is identical to the corticosteroid
contained in- a marketed product for
rectal administration that is provided for
in an approved original full new drug
applicdation, data demonstrating bio-
equivalence to such approved product
may be sufiicient. If bioequivalence data
are satisfactory, clinical studies will not
ordinarily be required. : :

(b) For a product in which the corti-
costeroid does not have an- identical

. counterpart In a marketed product for

rectal administration that is provided for
In an approved original full new drug

" application, bicavailabiiity studies are re-

qulréd comparing the rectally adminis-
tered product with a suitably formulated
orally administered product of the same
corticosteroid. Clinical studies are also
required in order to demonstrate that
the product is effective under the recom-
mended conditions of dosage and admin-
istration. If the effectiveness of the
rectally administered product clearly
cannot be accounted for by the amount
of corticosteroid absorbed. no- f urther
studies would be required. If this is not
-clear, additional studies would be re-
quired comparing rectal administration
to oral administration of the same dose
that is absorbed following rectal admin-
istration to establish that there is a true
topical effect and that the ful] effective-
ness of the product cannot be attributed
to systemic absorption.

Marketing prior to approval of a new
drug application will subject such prod-

" ucts, and those persons who caused the

broducts to he marketed, to regulatory

. action.

. All submissions pursuant to this no-
tice of opportunity for hearing shall be
filed in quintuplicate. Such submissions,
except for data and information pro-
hibited from public disclosure pursuant
to 21 uU.s.C. 331(j) or 18 U.S.C. 1903,
may be scen in the office of the Hearing
Clerk (address given below) between the
hours of 9@ am. and 4 p.m. Monday
through Friday.

Communications forwarded in re-
sponse o this notice should be identified
with the reference number DESI 7110,

<

- NWVILLD

'directed to the attention of the appro-~
priate office named below. and addressed
to the Food and Drug Administration,

- 5600 Fishers Lane, Rockville, MD 20857.

Supplements (identify with NDA
number) : Division ¢f Oncology and Ra-
diopharmaceutical © Drug Products
(HFD-150,, Rm. . 17B-34, Bureau of
Drugs. .

Original full new druz applications:
Division of Oncology and Radiopharma-
ceutical Drug Products +HFD-150r, Em.
17B-34, Bureau of Drugs.

Original abbreviated new drug appli-
cations (identify as such): Division of
Generic Drug Monographs- (HFD-530),
Bureau of Drugs.

Request for Hearing (identify with
Docket number appearing in the head-

ing of this notice): Hearing Clerk, Food -

and Drug Administration
Rm. 4-65.

Requests for the report of the Na-
tional Academy of Sciences-National
Research Council: Public Records and
Document, Center (HFC-18), Rm. 4-62.

Other communications regarding this
notice: Drug Efficacy Study Implemen~
tation Project Manager (HFD-501), Bu-
reau of Drugs.

This notice is issued under the Fed-
eral Food. Drug. and Cosmetic Act (secs.
502, 503, 52 Stat. 1050-1053, as amend-
ed (21 U.S.C. 352, 355}) and under the
authority delegated to the Director of
the Bureau of Drugs (21 CFR 5.31) (re-
codification published in the FEDERAL
REGISTER of June 15, 1976 (41 FR
24262)). : .

Dated: February 18, 1977. -

" J. RicHARD CROUT,
Director, Bureau of Drugs.

[FR Doc.77-6041 Filed 2-28-77:8:45 am]

(HFC-20),

[Docket No. 76N-0227; DESI 763)

LIDOCAINE HYDROCHLORIDE
2 PERCENT ViISCOUS

Drugs .for Human Use; Drug Efficacy Study
Implementation; Foliowup Notice and
- Opportunity for Hearing

In a notice (DESI %63: Dockat No.
FDC-D-272 - (now Docket No. _T6N-
0227)) published in the TFEDERAL
REGISTER Of April 10, 1971 (36 FR 6909),
the Food and Drug Administration
(FDA) announced its conclusions that
the drug described: below . is effective for
providing symptomatic relief of pain

.when applied to irritated or inflamed
muccous membranes of the mouth and
pharynx. The drug product was also
certified as possibly effective for certain
other indications. After a reevaluation
of the reports received from the Na-
tional Academy of Sciences-National Re-
search Council, FDA has determined
that one of the possibly effective indica-
tions, the indication for relief of pain
and - discomfort of post-tonsillectomy
sore throat, is encompassed in the cJec-
-tive indication as worded in the April
10, 1871 notice. No persen has submitted
any data in support of the remaining
possibly effective indications, and they
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~dence of effectiveness for all its
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are now reclassified as lacking substan-
tial evidence of effectiveness. This notice
offers an opportunity for a hearing con-
cerning those indications and states the
conditions for marketing such drugs for
the. indication classified as eflective.
Persons who wish to request a hearinc
may do so on or before March 31. 1977,
Other products named in the Aprit 10.
1971 notice are not afiected by this
notice. )

- NDA 9-470; Xylocaine Viscous con-
taining lidocaine hydrochloride 2 per.
cent; Astra Pharmaceutical Products,
Inc... 7 Neponset St, Worcester, Ma
01606. :

Such drugs are regarded as new drugs
(21 U.S.C. 321(p)). Supplemental new
drug applications are required to reviie
the labeling in and to update previouslr
approved applications providing for
such drugs. An approved new drug ap-<
plication is a requirement for marketing
such drug products.

In addition to the holderts) of the
new drug application(s) specifically
named above, this notice applies 1o all
persons who manufacture or distribute a
drug product, not the subject of an ap-
proved new drug application: that is
identical, related, or simiiar to a drug
product named above, as defined in 21
CFR 310.6. It is the responsibility of
every drug manufacturer or disiributor
to review this notice to determine
whether it covers any drug preduct he
manufactures or distributes. Any person
may request an opinion of the applica-
bility of this notice to a specific .druz
product he manufactures or distributes
that may be identical, related. or similar
to a drug product named in this notice
by writing to the Food and Drug Ad-
ministration, Bureau of Drugs. Division
of Drug Labeling Compliance ‘HFD-
310), 5600 Fishers Lane, Rockviile, MD

A. Effectiveness classification. The
Food and Drug Admihistration has re-
viewed all available evidence and con-
cludes that the drug is effective jor the
indication listed in the labeling condi-
tions below and lacks substantial “evi-
ther
labeled indications 1ot encompassed. as )
discussed above, ini the effective indica-

- tion.

- B. Conditions for approval and mar-
keting. The Food and Drug Administra-
tion is prepared to approve abbréviated.
new drug applications and abbireviated
supplements to previously approved néw
drug applications uuder conditions de-
seribed herein. - :

1. Form of drug. Lidocaine hydro-’
chloride 2 percent viscous is in solution
form suitable for topical application.

2. Labeling conditions. a. The label
bears the statement, “Caution: Federal
law prohibits dispensing without pre-

_seription.”

b. The drug is labeled to comply with:
all requirements of the act and reguia-
tions, and the labeling bears adequate
information for safe and effcctive use of
the drug. The Indication is as follows:

-For the production of topical anes-
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. committee of the Food and Drug Admin-
‘istration (FDA). This notice also sets
forth 8 summary of the procedures gov-
-+ erning committee meetings and methods

-by which interested persons may partici-
~ pate in open public hearings conducted

‘by the committees and is issued under
. section-10(a) (1) and (2) of the Federal
.. Advisory Committee Act (Pub. L. 92-463,

RPN

NOTICFS

86 Stat. 770-776 (5 U.S.C. App. 1)), and
FDA regulations (21 CFR Part 14) (for-
merly Subpart D of Part 2 prior to re-
codification published in the FEDERAL
RecisTeR of March 22, 1977 (42 FR
15553)) relating to advisory committees.
The following advisory committee meet-
ing is announced: ‘

: ‘ “" Committec name Date, time, and place

Type of miceting and contact person

- _>0ncolomc Drugs Advxsory April 12 and 13, conference
1, Commiittee. room F, Parklawn Bldg,,
: . . 66(‘)10 F1<hcrs Lane, Rock-

ville, M

.

Open publie heartog April 12, 9 a.m. to 10 a.m.; open
comnmitteo discussion Apnl "12, 10 a.m. to 4 30° p.m.,
Cyrus 1L. Maxwell, M.D*

‘April 13, 9 a.m. to 3 p.m.;
i} e Rockville, Md.

(llFD—lSO) 5600 Fishers Lone,
20857, 301-443-5197.

;. General function of the committee. Re-
~view and evaluates. available data con-
cerning the safety and effectlveness of
. marketed and investigational prescrip-
.tlon drugs for use in the treatment of
cancer.

> Agenda—Open public hearing. Any in-
_terested persons may present data, infor-
. mation, or views, orally or in writing, on

. issues pending before the committee.

. Open committee discussion. Discus-
- sfon of IND 945 (Hexamethylmelanine),

. IND 8041 (Cis-Diamminedichloroplati-
num JII); National Cancer Institute

= (NCI) program of distribution of in-
vestigational new drugs. .

FDA public advisory committee meet-
ings may have as many as four separable

: portions: (1) An open public hearing, (2)
“% an open committee discussion, (3) a -

- closed presentation of data, and (4) a
. closed committee deliberation. Every ad-
. visory committee meeting shall have an
~open public hearing portion. Whether or
.not it also includes any of the other three-
. portions will depend upon the specific
~meeting involved. There are no closed
! portions for the meetings announced in
- this notice. The dates and times reserved
» for the open portions of each committee
meeting are listed above.
<  The open public hearing portion of

each meeting shall be at least 1 hour long
unless public participation does not last
" that long. It is emphasized, however, that
the 1 hour time limit for an open public
hearing represents a minimum rather
- than a maximum time for public partici-
patlon, and an open public hearing may
last for whatever longer period the com-
- mittee chairman determines will facili-
tate the committee’s work.

- Meetings of advisory committees shall
be conducted. insofar as is practical, in
accordance with the agenda published in
this FeperaL RecisTER Notice. Changes in
the agenda will be announced at the
beginning of the open portion of a
meeting.

Any interested person who wishes to
be assured of the right to make an oral
presentation at the open public hearing
portion of a meeting shall inform the
. ~ . contact person listed above, either orally
¢ % or in writing, prier to the meeting. Any
’ person attending the hearing who docs
not in advance of the meeting request
an opportunity to speak will be allowed
to make an oral presentation at the hear-

N oy gt g e :

.. FEDERAL

ing’s conclusion, if time permits, af the
chairman’s discretion.

Persons interested in specific agenda
items to be discussed in open session may
ascertain from the contact person the
approximate time of discussion.

A list of committee members and sum-
mary minutes of meetings may be ob-
tained from the Public Records and
Documents Center (HFC-18), 5600 Fish-
ers Lane, Rockville, MD 20857, between
the hours of 9 a.m. and 4 p.m., Monday
through Friday. The FDA regulations
relating to public advisory committees
may be found in 21 CFR Part 14 (for-
merly Subpart D of Part 2), prior to re-
codification published in the FEDERAL
REGISTER of March 22, 1977 (42 FR
15553).

Dated: March 18, 1977. A
. WirLLiaM F. RANDOLPH,

Acting Associate
Commissioner for Compliance.

[FR Doc.77-8672 Filed 3-24-77;8:45 am]

[Docket No. 76N-0328; DESI 7110]

CORTISONE, DEXAMETHASONE, HYDRO-
CORTISONE, METHYLPREDNISOLONE,
PREDNISOLONE, AND TRIAMCINOLONE
FOR PARENTERAL USE

Drugs for Human Use; Drug Efficacy Study
Implementation; Followup Notice and
Opportunity for Hearing

Correction

In FR Doc. 77-6041 appearing at page
11893 in the issue for Tuesday, March
1, 1977, make the following corrections:
~ (1) On vage 11895, in the third col-
umn, in the 6th line of the paragraph
numbered “3”, the date 60 days from
publication is May 2, 1977,

“(2) On page 11896, in the third col-

umn, the 4th full phragraph, the date
180 days from publication is August 29,
19717,

[Docket No. 7TN-0048]
LAETRILE
Oral Argument

AGENCY: Food and Drug Administra-
tion.

ACTION: Notice.

SUMMARY: The Commissioner of Food
and Drugs announces that oral argument

REGISTER, VoL 12, Mo

SB---FRIDAY, MARCH 25,
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on Laetrile will begin at 9 a.m. on 3fay 2
1977, in the Royal Hall of the Radisson
Muehlebach Hotel, 12th and Baliimore
Streets, Kansas City, MO.

FOR FURTHER INFORMATION. CON-

TACT:

~ Tenny P. Neprud, Compliance Regula-
tion Policy Staff (HFC-10), Feod and

- Drug Administration, Department oi
Health, Education, and Welfare. 560¢
Fishers Lane, Rockville, MD 20857.
(301) 443-3480.

SUPPLEMENTARY INFORMATION: I
the Feperarn Recister of February 18
1977 (42 FR 10066), the Commissioner.

" pursuant to court order. announced the

commencement of a rulemaking pro-
ceeding to compile an administrative
record concerning the “new drug” and
“grandfather” status of the cancer dru:.
Laetrile, set forth instructions and other
information for those persons who de-
sire to submit Initial and reply testimon=
and requests to present oral argument
and stated that oral arzument concern-
ing the medical and legal significance c.
the testimony would be held on May 2
19717, at Kansas City, MO. at & time an.
place to be designated in the FEDERAL
REGISTER at a later date.

Dated: March 21, 1977.

JosepH P. HiLg.
Associate. Commissioner for
Compliance.

\/FR Doc.77-8958 Filed 3-24-77;8:45 am]

fDocket No. T6N-1227; DESI 783}

LIDOCAINE HYDROCHLORIDE 2
PERCENT VISCOUS

Drugs for Human Use; Drug Efficacy Stuc
Implementation; Followup Notice ar
Opportunity for Hearing

~ Correction
In FR Doc. 717-6038 appearing at par
11897 in the issue for Tuesday, Aarch .
1971, the word “certified” in the 12th li
of the document should have read “clar
sified”. ’

. [Docket No. T6P-0224]
RCA CORP.

Approval of Variance for Laser Range Pc’
System

AGENCY: Food and Drug Administh

~tion.

ACTION: Notice.

SUMMARY: This notice 'mnounces th
a variance from §1040.11(b) (21 CT¥
1040.11(b)) of the perfo‘rrna’nce standa:
for laser products has been approved <
the Director, Bureau of Radiologic
Health, Food and Drug Administratic
EFFECTIVE DATE: April 25, 1977, T¢
mination, April 25, 1982. .
ADDRESS: Written objections and su:
porting data to the Hearing Clerk, Fo-
and Drug Administration, Rm. 4-65, 5¢
Fishers Lane, Rockville, MD 20857.

1077
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. the Secretary, Board of Governors of the -

Federal Reserve System, Washington,
D.€. 20551, to be recelved no later than
June 20,.1977. ¥ a request for oral hear-
ing is filed, each request should contain
a statement of the nature of the request-
ing person’s interest in the matter, his

- reasons for wishing to appear at an oral.

hearing, and a summary of the matters
concernitig Which such person wishes to
give testimony. The Board subsequently
will designate a time .and place for any

‘hearing it orders, and will give notice of -

such hedring to the transferor, the
transferee, and ‘all persons that have
‘requested an oral hearing. In the absence
of ‘a request for an oral hearing; the
Board will consider the requested deter-
mination on the basis of documentary

" evidence filed in connection with the

application.
Board of Governors of the Federal

Reserve System, May 23, 1977.

. GRIFFITH L. GARWOOD,«
Deputy Secretary of the Board.

{FR Doc¢.77-15162 Filed 5-26-77;8:45 am]’

GENERAL ACCOUNTING OFFICE

REGULATORY REPORTS. REVIEW
Receipt of Report Proposal

The following request for clearance of
a report intended for use in collecting

-information from the public was re-

ceived by the Regulatory Reports Review

Staff, GAO, on May 20, 1977. See 44
-T.5.C. 3512 (¢) and (d). The purpose of.

publishing this notice in the Frperar
Recister is to inform the public of such
receipt. )

The notice includes the title of the
request received; the name of the agency
sponsoring the proposed collection of in-
formation; the agency form number, if
applicable; 'and the frequency- with
which the information is proposed to be
collected. ' ’

Written comments on the proposed
FEA request are invited from all inter-
ested persons, organizations, public in-
terest groups, and affected businesses.
Because of the limited. amount of time

‘GAO has to review the proposed request,

comments. (in triplicate) must be re-
ceived on or before June 10, 1977, and
should be addressed to Mr. John M.
Lovelady, Acting -Assistant Director,
Regulatory -“Reports Review, United
States General Accounting Office, Roomn

- 5033, 441 G Street, NW., Washington,

D.C. 20548.-

Further information may be obtained -

from Patsy J. Stuart of the Regulatory

Reports Review Staff, 202-275-5532.

~

FEDERPAL ENERGY ADMINISTRATION
FEA reguests clearance of its new,
semi~ammual Form FEA-U524-P-O en-
titled Indusirial Energy Conservation

:and -Comsumption Report. The FEA-

¥1524-P-0 is Tequired by ‘Section 375 of
art D of Title II'of the Energy Policy
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and Conservation Act (EPCA) (Pub. I.
94-163). The FEA-U524-P-O provides
the means for monitoring the progress
by industry towards conservation tar-
gets set by FEA in accordance with Sec-
tion 374 of the EPCA. FEA estimates re-
spondents to the FEA-U524-P-O ¢o
number approximately 130 corporations
and burden to average 30 hours -per
response.

NorMAN F. HeYL,

Regulatory Reports,

. Review Officer.

[FR Doc.77-15103 Filed 5-26-77;8:45 am]

DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE

Food and Drug Administration
[Docket No. 77G-0099]

ARTHUR A. CHECCH{, INC.

Filing of Petition for Affirmation of GRAS
. © -Status

AGENCY: Food and Drug Administraj
tion.

ACTION: Notice.

SUMMARY : A petition has been filed by
Arthur A. Checchi, Inc., proposing af-
firmation that high-fructose corn syrup
prepared by -converting a part of the
glucose - in corn syrup to fructose by
glucose isomerase enzyme, derived from
Bacillus coagulans, for use as a sweet-

-ener in foods and the glucose isomeras

enzyme are GRAS. .
DATE: Comments by July 26, 1977.

ADDRESS: Written comments to the
Hearing Clerk (HFC-20), Food and Drug

- Administration, Rm. 4-65, 5600 Fishers

Lane, Rockville, MD 20857. .

-FOR. FURTHER INFORMATION CON-

TACT: .

Corbin I. Miles, Bureau of Foods
(HFF-335), Food and Drug Adminis~
tration, Departiment of Health, Edu-
. cation, ‘and Welfare, 200 C St. SW.,
Washington, DC 20204, 202-472-4750.

SUPPLEMENTARY INFORMATION:
Pursuant to provisions of the Federal
Food, Drug and Cosmetic Act (secs.
201(s), 409, 701(a), 52 Stat. 1055, 72 Stat.
1784-1788 (21 U.S.C. 32i(s), 348,
371(a)) Y and the regulations for afirma-
tion of Gras status in § 170.35 (21 CFR

.170.35, formerly § 121.40, prior to recodi-

fication published in the FEperarL REc-

" 1sTER of March 15, 1977 (42 FR 14302) ).

notice is given that a petition (GRASP
7G0085) has been filed by Arthur A.

-Checchi, .Inc, 1730 Rhode Island Ave.

NW., Washington, D.C. 20036, and placed
on public display at the office of the
Hearing Clerk, Food and Drug Adminds~
tration, proposing afirmation that high-

- fructose corn syrup prepared by con-

verting a part of the glucose in corn
syrup to fructose by glucose isomerase
enzyme, derived from Bacitius coagulans,
for use as a sweetener in Toods and the
glucose isonierase enzyme are GRAS.

~Prugs. - K

Any petition which meets the format
requirements outlined in- § 170.35 is filed
by the Food and Drug Administration.
There Is no prefiling review of the ade-
quacy of data to support a GRAS conclu- =
sion. Thus the filing of a petition for
GRAS affirmation should not be inter-
preted as a preliminary indication of
suitability for affirmation.

Interested persons may, on or beiore
July 26, 1977, review the petition and/or
filescomments (in quadruplicateé) with
the Hearing Clerk (HFC-20), Food and -
Drug- Administration, Rm. 4-65, 5600
Fishers Lane, Rockville, MD 20857. Com-
ments should include any available in-
formation that would be helpful in
determining whether the substance is,
or is not, generally recognized as safe. A
copy of the petition and received com-
ments may be seen in the office of the
Hearing Clerk, address given above, be-~
tween the hours of .9 ‘am. and 4 pm.,,
Monday through Friday.

Dated: May 18, 1977.

. Howarp R. RoBERTS,
: Acting:Director,
Bureau of Foods. .
{FR Doc. 77-15095 Filed 5-26-77:8:45 amj}

[Docket No. 76N-0406; DESI 7504}
CORTICOTROPIN FOR PARENTERAL -USE

- Drugs For Human:Use; Drug Efficacy Study

Implementation Amended Followup Notice

AGENCY: Food and Drug Administra-
tion. :

-AC"._['ION: Amended notice.

SUMMARY: This notice amends a no-
tice .published in the FEvErRAL REGISTER
of March 1, 1977, to correct the omis-
sion of an indication for use of paren-
teral corticotropin, to change the name
of orie"df-the new drug application hold-
ers, and to correct two other errors.

ADDRESSES: Communications for-
warded in response to this notice should
be identified with the referénce number
DESI 7504; directed to the attention of
the ‘appropriate office named below. and"
addressed to the “Food -and Drug Ad-
ministration; 5600 Fishers Lane, Rock-
ville, Md. 20857. : :

Supplements (identify with NDA number) :
Division of Metabolism and Endocrine Drug
Products (HFD-130), Rm. 14B-03, Bureau of-
Drugs. - ’ - .

Original abbreviated new drug applications
(identify as such) : Division of Generic Drug
Monograpbs (HFD-330), Burcau of Drugs.

Request for Hearing (identify with Docket
number appearing in the heading of this no-
tice): Hearing Clerk, Food and Drug Ad-
ministration (HFC-20), Rm. 4-65, ’

Refluests for the report of the National
Academy of Sciences-Natlonel Research
Council: “Puble Records and ‘Document
Center (H¥C-18), Rm. 4-62.

Réquests for -opinion of the applicability
of this notice to & specific product: Division
of ‘Drug Y.abeling -Compliance (HFD-316), .

‘Bureau of Drugs.

Other communications regarding this rno-

tige: -Drug Efflescy -Study Implementation

Projéct: Manager - (HFD-501), . Bureau of -
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FOR FURTHER INFORMATION CON-
TACT:

John H. Hazard, Jr.,
Compliance Branch (Hm32) Office
of the Assistant Director for Regula,-
tory Affairs, Bureau of Drugs, Food and
Drug Administration, Department of
- Health, Education, and Welfare, 5600
Fishers Lane,
(301-443-3650).

SUPPLEMENTARY INFORMATION: In
a notice (DEST 7504) published in the
TepERAL REGISTER Oof March 1, 1977 (42
¥R 118%1), -several inadvertent €errors
appeared. in the indications section on
" page 11892 in the third column: In item
10, “Edematous states,” the phrase “the
idiopathic” should be inserted before the
word “type.” In item 12, “Miscellaneous,”

the words “concurrent by” should read

«eoncurrently.” Also under “Miscellane-

ous,” the following indication should be
added:

“Trichinosis with neurologic or myo-
cardial involvement.

In additlon, the notice incorrectly
stated that the holder of NDA 12-0389,
Purified Cortxcotropm—Gel/Imectwn was
Elkins-Sinn, Inc., 2 Easterbrook ILn,
Cherry Hill, NJ 08002. The holder of the
NDA should be listed as Philadelphia
Laboratories, Inc., formerly of 9815 Roo-
sevelt Blvd., Phila'delphia, PA 19114,

This notice is issued under the Federal
Food, Drug, and Cosmetic Act (secs. 502,
505,-52 Sta,t 1050-1053, as-amended (21
U.S.C. 352, 355)) and under the author-

ity delegated to the Director of the Bu-.

3gu of Drugs (21 CFR 5.82) (recodifica-
.on published in the FEDERAL REGISTER
of March 22,1977 (42 FR 155537).
Dated: May 10, 1971.
CARL M. LEVENTHEL,
Acting Director,
Bureas of Drugs.

[FR Doe.77-14661 Filed §-26-77:8:45 am]

[Docket No. 77C~0126]

COSMETIC, TOILETRY, AND FRAGRAMCE
ASSOCIATION, INC.

Color Additive Pelitions

- AGENCY .Foad and Dxug Administra-
tion.

ACTION: Notice.

SUMMARY: Pursuant to provisions- of
‘the - Federal ¥ood, Drug, and Cosmetic
Act -¢sec. T06(d), 74 Stat. 402 (21 U.S.C.
3%6(dY), notice is. given that.color addi-
tive petitions (CAP's) have been:filed by
the -Cosmetic, Toilefry, and Fragrance
Assogiation, Ine,, 1130 15th St., NW,,
Washington, -DC 20005, proposing the
issuance of color additive regulations (21
CFR Part 73) io provide for the safe use
and exemption from certification of the
color additives specified below.
TFOR FURTHER INFCEMATION CON-
TACT:
Gerdd “MceCowin, Bureau of Foods
AHPF-334), Food-and Drug Adminis-
iien, Depariment of Health, Edu-

tlon, and Welfare, 200 C St. SW.,
W‘xshington D.C. 20204, (202-492-
5740). R ) =

. FEDERAL REGISTER, VOL. 42, NO.

Rockville, Md 20857
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SUPPLEMENTARY INFORMATION:

The submitted color.. a,dditive petitions

Administrative - 8¢ as follows:

CAP -Color | Uses
No. additives

€C0117 Aluminum. In extemal)y applied drugs md
powder, externally epplied cosmeties
jncluding those used in the
area of the eye.
6Co0118 A.nnatto_--- In externally applied drugs and
. in cosmetics, generally, in-
- eluding those used in the area
. of the eye.
6C0121 - g-Carotene.. Do.
6C0122 Zin'c oxide. . Do.

‘The environmental 1mpact analysis
report and other relevant material have
been reviewed, and it has been -deter-

_mined that the proposed use of the addi-

tive will not have a. significant environ-
mental impact. Coples” of the environ-
mental impact -analysis report may be
seen in the office of the office of the Hear-
ing Clerk, Rm. 4-65, 5600 Fishers Lane,
Rockville, MDD 20857, during working
hours Monday through Friday.
Dated: May 3, .1977.

HowARD R, ROBERTS,
Acting Director,
Bureau of Foods.

[FR Doc.77-14964 Filed 5-26-77;8:46 am)

[Docket No. T7TF-0077]
‘GENERAL_FOODS CORP.
Filing of Food Additive Petitions
‘Correction

‘In FR Doc. T7-12971 appearing at page
23170 in. the issue-for Friday, May'8,
1977, the heddings should read as seb
forth above.

- [Docket No. 76N-0209; DESI 10070}
T PANCREATIC DORNASE
Oppertumty For Hearing on Proposal to

- Withdraw Approval of New Drug Application

AGENCY: -¥Food and Drug Administra-
tion.

ACTION: Notice.
DATES: Hearing requests due on or be-

foré Jure 27, 1871. _
_SUMMARY: This notice reclassifies pan-

creatic dornase to lacking substantial
evidence of effectiveness, proposes with-
drawal of approval.of the new drug ap-
plication and offérs an:opportunity for
a heari ring en the preposal.

ADDRESSES: Communications for-
warded in response to this notice should
be identified with the reference number

DEST 106070 and the docket number ap-

pearing in the heading of this notice, and
addressed to the Food and Drug Admin-

dstration, 5600 Fishers Lane, Rocl\vme,
: MD 20807

Reque:-t for He'uiug Hearing Clerk, Feod

cand Drug Ad]mnistration (P‘FO~20) Rm. 4-

65.
Requas* for op,mou of the a‘)p‘lc%mlity of
this notice to & specific product: Division of

.Drug Labeling Compliance (HFD-319), Bu-

reaun o‘ ‘Drugs, Food and Drug Admimtrat‘on

-tﬁht" Dr.

e - 27299

"FOR FURTHER mFORMAT[ON CON-

TACT:

Herbert Gers_tenzang-,'Bureau of Drugs
(HPFD-32),-Food and Drug-Administra-
tion, Department of Xealth, Educa-~
tion, and Welfare, 5600 Fishers Lane,
Rockville, MD 20857. (301-443-3650.)

SUPPLEMENTARY INFORMATIONR: In
a notice (DESI 10070) published in the
FeveraL REGISTER of July 30,1976 (35 FR
12232), the Food and Drug Administra-
tion (FDA) announced its conclusion
that the drug product described below is
Tess.than effective (probably effective) as
an adjunct in the treatment of paranasal
sinus infections, for tracheitis siceca, -
cystic fibrosis of the pancreas, and for
reducing tenacity of puimonary secre-
tions in bronchopulmonary infections;
and is less than effective (possibly effec-
tive) for its other labeled indications.
NDA 10-070; Dornavac Powder containing
pancreatic dornase for inhalation.or irriga-
tion; Merck Sharp & Dohme, Division of
Merck & Co., Inc., West Point, PA 19486.

-Pursuant to the notice of July 30, 1970,
Merck, Sharp & Dohme submitted data

- from three clinical studies. The studies

are discussed below.

Dr. M. J. Dulfano evaluated the effect
of pancreatic dornase on 30 male.patients .
(14 on pancreatic dornase and 16 on
placebo) who were suffering from .an
acube exacerbation of chronie bronchitis
and had a mucopurulent sputum. -The
drug was. administered twice daily for
3 days, and the investigator assessed pul-
monary function by chest X-ray exami-
nations and by determining the forced
expiratory volume, the forced expiratory
volume in 1 .second, the maximum volume
ventilation, and . the maximum nid-

-expiratory flow. He also evaluated cough,
‘dyspnea, and chest symptoms (all on & .

3-point scale) and the sputum character-.
istics (quantity, viseosity in poises, elastic
recoil in units, opacity on a 3-point scale,
specific gravity, cell population on 2
5-point-scale, -the cell differential, and
bacteriology) before treatment, five times

‘during the.treatment, and once the day
- after the treatiment was “terminated.

PDuring the study two patients on Dor-
navac had to discontinue . taking ‘the
drug, one because-of wheezing and short--

‘ness of breath arid the other because of

the taste of the drug. Statistical.analysis
of the results by the sponsor indicated
ne significant differences in sputum

_eharacteristics and pulmonary function

‘variables. The scores, however, "for the

chest.symptoms during the last 2 days of

the study showed a statistically sxgmﬁ~ .

-eant difference in favor.of the piacebo.

Merck: Sharp & Dohme - acknowledged
Dulfano’s study did not show

efficacy. :

Dr. J. Bushnell evaluated the effect of

“pancreatic dornase on 40 patients (20 on

pzncreatic dornase and 20 on placebo)
sith paranasal sinus infection. The drug
was administered oneeé daily for 3 days,
and the investigator assessed the resulis

by Xe-ray examination, trensillumina-

tim, and bacteriological ctltures, and
o by estimating the amount of dis-~

chdrge and pus in the sinus washings

103-—FRIDAY, MAY 27, ¥$77
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and the degree of paln, swelling, and red-
ness (on a 3-point scale) after each
treatment. ‘At the end he evaluated the
overall eﬁecb,of,_trea;tment (satisfactary
or unsatisfactory). Statistical analysis of
patient characleristics indicated that the

two groups (20 placebo patients vs. 20

5 weeks in the placebo group

Dornavac patients) were comparable re-
garding age and sex, but they were not
comparable in the duration .of infection
before the treatment .  was initiated, a
critical variable that could affect the

rate of healing and resolution of symp-

toms. -21 CFR 314.111¢a) (5) (i) (@) (2)
(iiiy , The average duration of illness be-
fore treatment was started was 1.5 weeks
in the Dornavac group, while it was 3 to
(p<0.05).
The results of this study indicated that
there were no significant differences be-
tween the two groups regarding. any of
the parameters except that the Dornavac
group felt less pain after the first freat-
ment. than did the placebo group
(p=0.04) so that the reduction of pain
from the pretreatment level was greater
in this group (p=0.1). However, there
were no significant differences in pain
between the groups after the second and
third treatments. In addition, the X-ray
examinations indicated that more pla-

_cebo patients had both antra clear at the

/

second examination (p=90.08). In view of
the fact that the: placébo group and
Dorngvac group differed with respect to
duration of iliness, 2 critical variable it
cannot -be concluded that the initial
faster reduction of pain in the Dornavac
group indicates drug effectiveness. Merck
Sharp & Dohme acknowledged that. the
Bushinell - study did not demonstrate
effectiveness. :

Dr. W.E. Loch treated 16 patients suf-
fering from sinusitis with Dornavac and
15 others with placebo in a claimed ran-
domized double-blind parallel design for
a period of 4 days. The sponsor claims

~ that the treatment groups were com-

f

" . differences

parable in age and sex, presence of local
diseharge prior to the study, preseqce of
headaches, past history, and use of other
therapies for headaches during the
study, although -significant pretreatment
were observed in the fre-
guernicy of allergy, use of regular pre-
study medication, and presence of head-
aches influenced by. cough. The investi-
gator assessed the results by physical
examinations, bacteriological cultures,
nasal photographs, X-rays, and rhinom-

‘etry.-Observations were made of ‘the-pa-

ients’ progress ateach of the four treat-
ment days and at a followup day-1 to 2
weeks after the last treatment. The in-
vestigator found that the patients who
were treated with Dornavac ‘had signifi-
cantly more improvement in nasal dis-

. charges, swelling, and redness than did

the patients treated with the placebo,
and “that this ‘improvement was evi-

- -denced also in nasal photographs of the

‘Dornavac wWas ‘satisfactory In

_affected sinuses which were taken before
and after treatment. “The investigator
slso commented that ‘treatment  with
all pa-
tients in -all four evaluation periods,
while treatment with placebo was un-

_satisfactory nall Acas,cs’ in-all evaluation

FEDERAL REGISTER, VOL.
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periods except in the last period for sae

patient, when he found the treatmmrt
satisfactory.

~ Copies of the nasal photographs ke
never been submitted to the ageagy.
However, these were reevaluated Huw
Merck Sharp & Dohme by Dr. James
Snow, Jr., who found no significant &
ferences hetween the Dornavac and ‘e
placebo group regarding the disappear-
ance of the exudate, Similarly, reevaln-
ation of the X-ray reports by FDA and:
by the sponsor showed no significemt
differences between the groups regard-
ing improvement of the sinus condition
In addition, blind reevaluation of ‘the
original X-ray films by Dr.. Wallace T
Miller ab the request of the sponsor T&-
vealed no differences. Also not suppoeI-
tive of effectiveness were the results af
the (a) bacteriological cultures, which
showed no significant differences bz
tween the groups in the type, numbss,
and sensitivity of the cultured bactera
to six antibiotics, and (b). rhinometsE.
The rhinograms, as reported by ke
sponsor, showed improvement only I
two of the 16 Dornavac patients and in
one of the 15 placebo patients. These re-
sults give a valuable of p>0.5.

The experimental and placebo groups
in this study were not comparable 1=
garding condition treated. 21 CFR 318~
111 () (5) (iD) (@) (2) GiD) . Five patients
in the placebo group had chronic pam-
sinusitis that had lasted from 11 monfks
to 8 years, with recurrent exacerbations.
In five other placebo patients the pam-
sinusitis was superimposed on viral -
fections. None of the 15 placebo patieriss
had allergic manifestations at the time

. of the study, and only five of them had
In contrast, om¥

a history of allergy.
two of the patients treated with Dorms-
vac had chronic sinusitis, which bzl
been of Tather short duration (4 anil 9

months respectively), and only one Dag-.

navac patient had a viral infection. In
further contrast, five Dornavac patiexfs
had allergic rhinitis during the peipd
of the study while an additional six -
tients had a history of allergy, makirg
a total of 11 Dormavac patients wholud
a history of allergy. Since allergic ag-
actions can subside without treatmmt
once the offending antigen is elimingtad,
the Dornavac-treated patients .as a
group were in a more favorable confi-
tion than the placebo patients in adés-
tion to having fewer chronic sinusities
to start with. ‘

In this study the investigator's sah-
jective. evaluations of the patiens’
symptoms are in sharp contrast withiie
objective criteria and suggest thatb €3~
server or analyst bias could have be&En
present, perhaps
of double-blind conditions. 21 CFR .-
111(a) (5) G (@) (4. Included with e
protocol that was sent to the Investi
tor was & chart that divided the meii-
catien numbers into two groups ..@ad

“jdentified them as Dornavac and “pEE-

cebo. 1t appears, therefore, that e
study was not pblind at all, at least dor
the investigator, who received a cony of
the protocol before he treated any ¥a-

pecause of breakdevn

tient.  His knowledge of the allocation
schedule can explain the discrepancles
between his subjective evaluations and
the objective criteria of the study.

In summary, the Loch study cannot be
considered adequate and ‘well controlled
and does not support the claim that the
drug product is effective for the claimed
indications. . )

On the basis of all of the data and in-

. formation available to him, the Director

of the Bureau of Drugs is unaware of any
adequate and well controlled clinical in-
vestigation, conducted by experts dquali-
fied by scientific training and experience,
meeting the requirements of section 505
of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 355) and 21 CFR 314.111
(2).(5), demonstrating the effectiveness
of the drug. )

Therefore,

notice is given to the

- holder(s) of the new drug applicatien(s)

and to all other interested persons that

_the Director of the Bureau of Drugs pro-

poses to issue an order under section 505
(e) of the Federal Food, Drug, and Cos-
metic Act (21 U.S.C. 355(e) ), withdraw-
ing appreval of the new drug  applica-
tion(s) (or if indicated above, those patis
of the application(s) -providing for the
drug -product(s) listed abover  and all

amendments and supplements thereto-on .

the ground that new information before
him with respect to the drug .productis)
evaluated. together with the evidence

available to him at the time of approval

of the application(s), shows there is 8
lack of substantial evidence that the drug
product(s) will have the effect it purports
or is represented to have under. the con-
ditions of use prescribed, recomnmended,
or suggested in the labeling. i

In. addition
new - drug application(s) specifically
named .above, this notice of opportunity
for hearing applies to all 'persons ‘who
manufacture or distribute & drug preduct
which is identical, related, or similar to
a drug product named above, as defined
in 21 CFR 310.6. It is the responsibiiity
of every drug manufacturer. or distribu-
tor to review this notice of ‘opportunity
for - hearing to determine whethér it
covers any drug product -he manufac-
tures or distributes. Any person may re-
quest an opinion of the applicability of
fhis notice to a specific drug product he
manufactures or distributes that may be
identical, related, or similar to.a drug

“product named in this notice by-writing-
to the Division of Drug Labeling "Comy-

pliance (HFD-310), ‘Bureau of Drugs.

In: addition to the ground(s) for -the
proposed withdrawal of -approval stated
ahove, this notice of opportunity “for
hearing encompasses: all issues relaling
to the legal status of-the drug products

“subject to it (including identical, related,
or similar drug products as defined In 21
"GFR 310.6) -e.z.,.any.contention that.any

such product is niat.anew -drug because it

h is_.lg‘eneml-ly'recogllized- as safe and effec-~

tive within the'meaning of section 201p)

of the act or because it'is exempt Trom
part or ail of the new drug provisions of

_the .act pursuant to the exemption for
“preducts markefed prior to June 25, 1938,

contained.in section 201(p) of the act, ov
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KDA 85-825

Carter-Glogau Laboratories Division
Chromalloy Pharmaceuticals, Inc.
Atteation: Dr. Samuel Fainberg
5160 West Bethany Home Road
Glendale, AZ 85301

Gentlemen: |

Reference is made to your abbreviated new drug application dated

Hay 9, 1977, submitted pursuant to. Section 505(b) of the Federal Food, ,
Drug, and Cosmetic Act for Triamcinolone Acetonide Suspension, 40 ng. ger wl

We have completed the review of this abbreviated mew drug application
and have the following comments: = :

1. -saémit( t;i):iz&gaaamaﬁate Prug Haster File referral for

2 (b) (4)

8. Submit the currently avai ia‘ble stability data with wethodology.

Please let us have your response pramptly.

\ Division of Geneffc Drug Menographs
-- / £ /'7 7 Office of Drug Monagraphs
G ! . Bureau of Drugs

/‘/\—-
»~ ec: LOS-DO
DUP  HFD-614 HFD-616 :
YYKSKUKAXX XK XA HERX \
,RBarzﬂai/JMeyer/JTay]oMb/W/)/( / ‘

r/d iit. JMeyer/MSeife =77 {

f/t/wib/6-22-77 -W M "y -
rev w/f @{Q{G) QB




TEHRQMALLDY PHARMACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

August 16, 1977

Marvin Seife, M.D. - . . s
Directoxr 01 VAT 1? -
Division of Generic Drug Monographs NDA ORlG AMEND#AEN -
Office of Drug Monographs

Bureau of Drugs

bepartment of Health, Education, and Welfare

Public Health Service

Food and Drug Administration

Rockville, MD 20857

SUBJECT: TRIAMCINOLONE ACETONIDE SUSPENSION, 40 MG/ML,
NDA 85-825

Dear Dr. Seife:

We hereby amend our NDA 85-825 for Triamcinolone Acetonide
Suspension 40 mg/ml.

This amendment provides for (b) (4)
(b)) as an additional supplier of the active ingredient.

There are no other changes or admendments to this NDA.

Sincer yours,

CARTER-GLOGAU LABORATORIES DIVISION
CHRO L PHARMACEU

(M-C LABS)

MW e ——

Samuel| M. Fainberg,
Director
Techni¢al and Regulatory Affaiypgme

SMF/jcw

iL. OFFICES:
5160 WEST BETHANY HOME ROAD e GLENDALE, ARIZONA 85301

TELEPHONE (602) 939-7565 @ TELEX 66-8304

GEP
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NOV g 1977

NDA 85-825

Carter-Glogau Laboratories Divisien
Chromalloy Pharmaceuticals, Inc.
Attention: Dr. Samuel Fainberg
5160 W. Bethany Home Road

Glendale, AZ 85301

Gentlemen:

Reference is made to your abbreviated new dvrug app?fcatien submitted pursvant -
to Section 505(b) of the Federal Food, Drug. and Cosmetic Act for o
Triamcina}one Acetonide Suspension, 40 mg. per ml.

We aéknéwledge recefpt of your communication dated/ﬁugust 15, 1977.

We have re-reviewnd this abbreviated new drug apylicatfon and reqiiest the
following additional information:

1. That requested per our letter of June 24, 1977.

2. An updated stabil{ty protecol to include:
a) particle size
b} ecrystalline forin (presence of polymorphs)
c) resuspendability/sedimentation rate
d} syringab{lity
with methodology and a commitment to withdraw any product demonstrating
radical changes.

3. A commitment to submit additional stability data as it becemes availabie.
© In addition, our Divisfon of Drug Manufacturing hxs the. fal?ewing
comments regarding the proposed supplier

b)) declines to be inspected at the present time,
The referenced ANDA is therefore not approvabie since there {is
fnsufficient informatfon to assess the firm's compliance with
Current Good Manufacturing Practice regulations.

Please let us have your response promptly.

cc: Sincerely yours. \
LOS-DO %

HFD-614 A | |

JMeyer/JTaylon: V} 7/'7'} rvin Seffe, M.U.

R/D init Jl\'leya%eﬁe/]]/wﬁ Birector //U/ 7o

ps/11/9/77 Bivision of aeneffffarug Monographs /

rev w/f S )7%/(;?;&:{ ( [ ?/ 7 Office of Drug Monographs

Bureau of Drugs



A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CHROMALLQOY PHARMACEUTICALS, Iﬁ

CARTER-GLOGAU LABORATORIES DIVISION

February 28, 1978

Marvin Seife, M.D.

Director

Division of Generic Drug Monographs
Office of Drug Monographs

Bureau of Drugs .
Department of Health, Education, and Welfare 4%5/ i

Public Health Service
Food and Drug Administration ' ‘
Rockville, MD 20857 L

SUBJECT: TRIAMCINOLONE ACETONIDE SUSPENSION, 40 MG/MI, ‘
NDA 85-825

Dear Dr. Seife:

Reference is made to our NDA 85-825 for Triamcinolone Acetonide
Suspension, 40 mg/ml. '

We wish to withdraw the following suppliers of the active ingre-
dient from the above referenced NDA:

(b) (4)

(M-C LABS)

Sincergly yours,

CARTER-GLOGAU LTORIES DIVISION
CHROI\Q.L OY PHARMASE

Samuell M—Fainberg, Ph.D.
T DirecHor
Technijcal and Regulatory Affairs

\
SMF/jcw

5160 WEST BETHANY HOME ROAD e GLENDALE, ARIZONA 85301

TELEPHONE (602) 939-7565 ® TELEX 66-8304

GENERAL:  _FFICES:




By

% CHROMALLOY PHARMACEUTICALS, INC.

GENERAL &#FICES:

5160 WEST BETHANY HOME ROAD e GLENDALE, ARIZONA 85301

TELEPHONE (602) 939-7565 @ TELEX 66-8304

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

(M-C LABS)

CARTER-GLOGAU LABDQATDF?IES DIVI}\SID,N

May 31, 1978 1r

3 &1 AL BE\
LTI /

Marvin Seife, M.D. S1GS_ :

Director pATR

Division of Generic Drug Monographs

Office of Drug Monographs

Bureau of Drugs

Department of Health, Education, and Welfare

Public Health Service ;

Food and Drug Administration

Rockville, MD 20857

A ORIG ALIERD

SUBJECT: - TRIAMCINOLONE ACETONIDE SUSPENSION, 40 MG/ML
‘ NDA 85-825 .

Dear Dr. Seife:

Reference is made to your letters of June 24, 1977, July 27, 1978
and November 14, 1977 regarding Triamcinolone Acetonide Suspension,
40 mg/ml, NDA 85-825.

We are supﬁlying the following as requested:

Regarding the June 24, 1977 letter:

1. ®) @) was withdrawn as a supplier of the active ingre-
dient in our correspondence of February 28, 1978.

2. Our Master Formula Card clarifying the procedure (b) (4)

3. As production lots become available wé will place the initial three
batches on stability with testing intervals at 3, 6, 9, 12, 18, 24, and
36 months. Any lot falling out of spec1f1cat10ns w111 promptly be with-
drawn from the market.

Regarding the July 27, 1977 letter:
1. Information requested in youf letter of Jume 24, 1977 - :See above.
2. Assay methodology is USP XIX.

3. Samples of the dosage form, lot number 78C025, ‘and testing results
are attached.



GENERAL ¢ .. «CES:

5160 WEST BETHANY HOME ROAD & GLENDALE, ARIZONA 85301

TELEPHONE (602) 939-7565 @ TELEX 66-8304

(M-C LABS)

CHROMALLOY PHARINMACEUTICALS, INC.

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

CARTER-GLOGAU LABORATORIES DIVISION

Marvin Seife, M.D./Food and Drug Administration
page 2/NDA 85-825

May 31, 1978

Regarding the November 10, 1977 letter:
1. Information requested in your letter of June 24, 1977 is attached.

2. Our stability testing will include particle size, crystalline form,
resuspendability, and syringeability in addition to assay for the active
ingredient, benzyl alcohol and observance of the appearance. We will
promptly withdraw from the market any lot which falls out of specifica-
tions or demonstrates radical physical changes.

3. Stability data will be submitted as it becomes available.

4, (0) 4) was withdrawn as a supplier of the active ingre-
dient in our correspondence of February 28, 1978.

A letter from ® @) authorizing us to refer to their Drug Master
File number ®® ip support of our application is attached.
[\

Slncerely yours,

CARTER—GLOGAU LABORATORIES DIVISION
CHROMALLOY PHARMACEUT{CALS, INC.

@WM/@

Samuel ME Fainberg, Ph.D.
Director
Technical\ and Regulatory

cEIP
ffgirs ‘SE)

JUN 05 1978

3
’/‘
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OCT 13 918

NDA 85-825

Carter-Glogau Laboratories Division

Chromalloy Pharmaceuticals, Inc.

Attention: Dr. Samuel Fainberg

8160 West Bethany Home Road

tlendale, AZ 85301 ‘

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 Tifam¢inolone Acetonide Suspension, 40 wmg. per wml.

We acknawledge receipt of your communication dated May 31, 1978.

We have completed the review of this abbreviated new drug ép@lﬁﬁﬁt&ﬂn and
have the following comments: ‘

1. (b) (4)

2.

3.

Please let us have your response promptly.

Sincerely you

cc:
L0S-DO DUP HFD-614
JMeyer/JTaylor (6("‘4%
r/d/ init. JMeyey/MSeife 10-12-78
£/t/wlh/10-12-78

rev w/f 'ﬁ‘m{l Q/Ul&/(y]\

darvin Seife, H.D. V//
Director
Division of Generic Drug Honographs
pe Office of Drug Monographs
Burpau of Drugs
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CHROMVALLQY PHAFIMACEUTICALS .NC,,

A SUBSIDIARY OF CHROMALLOY AMERICAN CORPORATION

Marvin Seife, M. D.

Director '

Division of Generic Drug Monographs

Office of Drug Monographs

Bureau of Drugs

Department of Health, Education,
and Welfare

Food and Drug Administration

Public Health Service

Rockville, MD 20857

SUBJECT: TRIAMCINOLONE ACETONIDE SUSPENSION, 40 mg
NDA 85-825

Dear Dxr. Seife:

Reference is made to your letter of October 13,
1978 for Triamcinolone Acetonide Suspension.

We are supplying the follow1ng information, as -
requested.

1. (b) (4)
@
o]
<
-4
Q 2.
=

(Reports enclosed)

‘FICES:

5160 WEST sETHANY HOME ROAD e GLENDALE, ARIZONA 85301

TELEPHONE (602) 939-7565 @ TELEX 66-8304

GENERAL




page 3/NDA 85-825

(b) (4)

Sincerely yours,

A
CARTER-GLOGAU LABORATORIES DIVISION
CHRQMALLOY PHARMACEUTICALS, INC

o ]

Samukl M. Fainberg, Ph. D.
Dired¢tor

Tech

ical and Regulatory Affairs

/edc
encls:



Sy

September 20, 1979

¢ 7 i

o O REW oz

Marvin Seife, M. ﬁ?ﬁy.// / A s
Director

Division of Generic Drug Monograph!

Office of Drug Monographs

Bureau of Drugs _

Department of Health, Education,
and Welfare

Food and Drug Administration

Public Health Service

Rockville, MD 20857

SUBJECT: TRIAMCINOLONE ACETONIDE SUSPENSION, 40 mg
NDA 85-825

Dear Dr. Seife:

We are attaching hereto FD Form 356H to amend our
NDA 850825 for Triamcinolone Acetonide Suspension.

Aiso attached is a copy of the letter executed by Mr.
Ronald M. Certer, President of Carter-Glogau Labora-
tories, Inc., which indicates the formal change of
name effective August 7, 1979.

There has been no change in the physical location of
the plant facilities in Glendale, Arizcna, or Melrose
Park, Illinois. There is also no change in company
operations and personnel.

Changes in the signature lines on labeling will be .Ei
madg at the next printing or within six months, é& k}?

date is first. {%

3
A

CARTER @

(BORATORLES,, INC

9y - ;
\ g 53,
__”’*ﬁ_____,f~—/" £ s
Samud i

Diregtor — -;; R
Techrjfical and Regulatorv Affairs

L

i

<

i

;

o
g

/edc

5160 West Bethany Home Road e Glendale, Arizona85301 e Telephone (602) 939-7565 ¢ Telex 66-8304
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RESUBMISSION
DA ORIG AMENDMENT
Marvin- Selfe1wﬁ&

Director , ) I S
Division of ‘Generic Drug-Mon@érap-s‘
Office of Drug Monographs
"Bureauw of Drugs.
Department of Health, Education,

. and Welfare [i
Food and DPrug Administration :
‘Public Health Service - 3
‘Rockville, ‘MD 20857 '

. Fanudry T, 198@

ne
s\ e

SUBJECT: TRIAMCINOLONE ACETONIDE SUSPENSJION, 40 mg/ml
NDA 85-825 _

Dear Dr. :Seife:

We are attachlng ‘hereto. FD ‘Form 356H to: supplement
our NDA 85-825 for Triamcinolone Acetonide Suspen51on

This - supplemEntxprov1des for the new labels, 1nd1cat1ng
o } e ok as

-encls:

-SjGO'We'st.Bvems‘ﬁ{H_drh’e'?Roéd’--:0»:?G;!'endaie.Ar’izo‘naesam ¢ Telephone(602) 936-7565 = Talex 66-8304 . /
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CARTER-GLOGAU LABORATORIES, INC.

september 25, 1980 X/ A,fljfl/(q J,'Q’l

Marvin Seife, M. D. wgﬁk”; QX
Director m#y“‘ ‘;x
pivision of Generic Drug Monographs R R A ’

0ffice of Drug Monographs crki ° ;xJix;;A
. \—-19* L Z'J‘”)

Bureau of Drugs M
Department of Health, Education, o

and Welfare N‘DA BREG A [T sgg‘“ o P\
Food and Drug Administration ' ! Wby ﬁj%;
public Health Service : q Qtﬁ

Rockville, MD 20857

SUBJECT: TRIAMCINOLONE ACETONIDE SUSPENSION, 40 mg/ml
NDA 85-825

Dear Dr. Seife:

We hereby supplement our NDA 85-825 for
Triamcinolone Acetonide suspension.

This suppleﬁent provides for the revised package
insert in accord with the Glucocorticoid Guide-
lines £ October, 1979.

Sincerely yours,

Direlctor /
Techhical and Regulatory Affairsf

/edc
encls:

5160 West Bethany Home Road ¢ Glendale, Arizona85301 * Telephone (602) 939-7565 e Telex 66-8304



CARTER-GLOGAU LABORATORIES, INC.

2 ¥
4

October 29, 1980

Marvin Seife, M. D.,

Director

Division of Generic Drug Monographs
HFD-530

Bureau of Drugs .
Food and Drug Administration DR]G NEWC&RRES
5600 Fishers Lane '
Rockville, MD 20857 - R
SUBJECT: TRIAMCINOLONE ACETONIDE SUSPENSION, 40mg/ml f:::::2\
NDA 85-825 \L

Dear Dr. Seife: N~

In reference to the insert revision format

as per Federal Register Announcement, Vol. 45,

No. 97, Friday, May 16, 1980, we are enclosing :

draft of insert revision for NDA 85-825 for

Triamcinolone ATetontde—Suspension, 40 mg/ml. )
Your prompt review and approval of the draft \j' [ gl/
insert will be greatly appreciated.

Sincere[} yours,
B

P

CARTER+GLOGAU LABORATORIES, INC

Samuel
Directo

/edc
encls:

5160 West Bethany Home Road e Giendale, Arizona85301 e Telephone (602) 939-7565 ¢ Telex 66-8304



® CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROADeGLENDALE, ARIZONA 85301*TELEPHONE(602) 939-7565¢TELEX 66-8304

March 18, 1981 QRIG F{EW fjﬂﬂﬁgg

Marvin Seife, M. D.

Director

Division of Generic Drug Monographs

Office of Drug Monographs

Bureau of Drugs

Department of Health, Education, and Welfare
Public Health Service

Rockville, MD 20857

SUBJECT: TRIAMCINOLONE ACETONIDE SUSPENSION, 40 mg/ml
NDA 85-825 :

Dear Dr. Seife:

We hereby amend our NDA 85-825 for Triamcinolone
Acetonide Suspension,40 mg/ml.

This amendment provides for:
(b) (4)

as alternate supplier of the active ingrediént.
Drug Master File Referral from (b) (4) is enclosed.

There are no other changes and/or additions to this
unapgroved NDA.

Sinc'rély yours,

CART GLOGAU

Samuel M. Fainberqg, Ph. D.
Director
Technical and Regulatory Affairs

/edc
encls:




= CARTER-GLOGAU l.I\EBI:IF!I\1FCJF?IEE£5,?Ihﬂ(:.

5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301 TELEPHONE (602) 939-7565¢ TELEX 66-8304

April 13, 1981

NDA ORIG AMENDHENT

Marvin Seife, M. D.

Director

Division of Generic Drug Monographs

Office of Drug Monographs

Bureau of Drugs

Department of Health, Education, and Welfare
Food and Drug Administration

Public Health Service

Rockville, MD 20857

SUBJECT: TRIAMCINOLONE ACETONIDE SUSPENSION 40 mg/ml.
NDA 85-825

NO MEDICAL R

Dear Dr. Seife: SiGs

DATE:
We hereby amend our NDA 85—8%
Acetonide Suspension.

This amendment provides for:

(b) (4)

as alternate supplier of the active ingredient.

Drug Master File Referral No. (b) (4) from () (4)
is enclosed. :

unapf\gved NDA.

Sinchrqu yours,

[' ’3 " n-\m
E " LY L

CARTERGLOGAU L INC

Samuei D.
Director

Techniljcal and Regulatory Affairs

inberg, Ph.

/edc
encls:



MEMOR AN DUM  DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
L o PUBLIC HEALTH SERVICE ,
‘ D S FOOD AND DRUG ADMINISTRATION '

. : Division of Drug Manufacturing, HFD-320 DATE: f
":ffcsmwfb

 : Dnns:.on of Qsa,m.\vw g“ug

A ‘ .: ﬁﬁ%ﬁgm}gﬁ Phone : j dafb
_SUBJECT: GMP EVALUATION REQUEST _ '

NDA,ANDA, and SUPPLEMENT NUMBER: f L ~F 2y

DRUG Trade Name: Tg 1;%;@;5 I D l,:ﬁﬁ& ﬁt . '
DRUG an—?i’bpri_etary Name: |

L AP

DRUG CLASSIFICATION: AorB _1C ___ Other

PRODUCT CODE: ‘:y{ﬁ ' (description of AOSage form,'!’ e.g.,
. _ compressed tablet;coated tablet;
i soft gelatin capsule;liquid;See. Table)'

180 DAY DATE:

) vprlmw's NAME: e . - {-arfm LA éf.,; %ww‘i‘w o3 Zim.‘
~ ADDRESS: ‘ ‘5%‘@ Ww?’ g X

_3“*,2
#
FACILITIES TO BE EVALUATED (Name, Address, and Respon51b111ty)

s .
y - Date Received: __ ____Date Compltete.d":'
: %% WwFp-320 (Orig) -
 HFD- - (2 Cop1es)

S - ) iy sy st » o s o g e i e i A . o 5 A bt g e e

e AT T ENNAL COMAENTS, AONCERAMIN ACED. ST




MY 22 fog)

DR 85-825

Carter-Glogsu Leborstories, Ing,
Attention: Sesuel M. Falnberg, Ph.D.
5160 West Bethany Home Road :
Elerdale, AZ B5301

Gentleman:
Reference is made to your abbreviated new drug application submitted

pursuant to Section 505(b) of the Federal Fuod, Drug, and Cosmetic Ast
for Trismcinolone Acetonide Suspension, 40 mg,/ml.

We acknowledge receipt of your communicstions dated Septesber 6, 1979,
September 20, 1979, Jerwery 7, 1980, October 29, 1980, and March 18,
- igel, end April 13, 1981, ) o

¥ have reviewed the submittec meterial and have the following commants:

1 a. The "How Supplied™ secticn of the packege insert lsbeling provides
for 5 mi. snd 0@ | multi-dose containers. The Jaruary 7, 1286
communication included lsbeling for enly the 5 ml. size contairers,
Clarify. ‘

b. The packege insert lsbeling should be revised to inglude the
manufacturer of the subject dgrug product,

2. Particle size distribution specifications should be revised to be
consistent with the particle size of the active ingredient rew meterisl

and the dets submitteo for the subject drug preduct.

3. It is recommended thet & minisun of one new production let
manufactured esch yesr be placed in the ongeing stabllity pregram.

FPlease let ys have your response promptly.

) g@/g(

eneric Drug Monographs
Office of Drug Monographs

LOS-DO Bureau of Drugs

HFD-616

RBarzilai/JMMeyer/RCPETHTso Ai’47;7'{9
R/D init JLMeyer/MSei%;/5/ 0/81

pb/5/20/81 ﬁm&\ 5 9\\q

rev w/f
2627



CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROADeGLENDALE, ARIZONA 85301¢ TELEPHONE (602) 939-7565¢ TELEX 66-8304

June 4, 1981

NBA Bi pos

&)

Marvin Seife, M. D.

Director

Division of Generic Drug Monographs
Office of Drug Monographs

Bureau of Drugs

Department of Health, Education, and Welfare
Public Health Service

Food and Drug Administration

Rockville, MD 20857

SUBJECT: TRIAMCINOLONE ACETONIDE SUSPENSION, 40 mg/ml
NDA 85-825

Dear Dr. Seife:

Reference is made to your letter of May 22, 1981
for Triamcinolone Acetonide Suspension, 40 mg/ml.

We are supplying the following information, as
requested. A

1. a). We have revised our "How Supplied Section"
of the package insert (draft copies
enclosed) to include only the 5 ml. size
containers.

b). We have added to the revised insert Carter-
Glogau Inc., Glendale, AZ 85301 as manufacturer
of the subject drug product.

2. (b) (4)




page 2/NDA 85-825

3. We will place a minimum of one new product lot
manufactured each year in the on-going stability
pregram.

Sincerely yours,

© Samuel M. Fainberg, Ph. D.
Director
Technilcal and Regulatory Affairs

/edc
encls:



| -

FR
S

B CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROADeGLENDALE, ARIZONA 85301¢ TELEPHONE (602) 939-7565¢ TELEX 66-8304

August 13, 1981

Marvin Seife, M. D.

Director

Division of Generic Drug Monographs

Bureau of Drugs '

Department of Health, Education,
and Welfare

Public Health Service

Food and Drug Administration

Rockville, MD 20857

NDA ORIG AWENDsizyr

SUBJECT: TRIAMCINOLONE ACETONIDE SUSPENSION, 40 mg/ml
NDA 85-825

Dear Dr. Seife:

We hereby amend our NDA 85-825 for Triamcinolone
Acetonide Suspension.

This amendment provides for:
(b) (4)

as supplier of the active ingredient.

Drug Master File Referral No. ®®@ from (b) (4)
is enclosed.

There are no other changes and or additions to
this fﬁhpproved NDA.
i

i
Since#ely yours,
i
CARTE] LOGAU L vRATORIES, INC

Samuel MTFai
Director
Technical and Regulatory Affairs

/edc \
encls:




B CARTER-GLOGAU LABORATORIES, INC.

5160 WEST BETHANY HOME ROAD*GLENDALE, ARIZONA 85301¢ TELEPHONE (602) 939-7565¢TELEX 66-8304

8
THE SUBMITTED FPL I su(nsmmome

August 20, 1981

et TieT
NDA OR,G Aﬂﬁi’h&},”*;’ﬁ
Marvin Seife, M. D.

Director J ’g '
Division of Generic Drug Monographs o e
Office of Drug Monographs - i,

Bureau of Drugs

Department of Health, Education, and Welfare
Public Health Service

Food and Drug Administration

Rockville, MD 20857

SUBJECT: TRIAMCINOLONE ACETONIDE SUSPENSION, 40 mg/ml
NDA 85-825

Dear Dr. Seife:

In reference to our communication of June 4,
1981 for Triamcinolone Acetonide Suspension,

40 mg/ml., in response to your letter of May

22, 1981, we are enclosing final printed inserts.

Your prompt approval of the Abbreviated NDA
will be greatly appreciated.

Since y yours,

CARTE LOGAU LAB TORIES, INC

ermfu LN

Samuel M. Fainberg, Ph. D.
Direc
Techniral and Regulatory Affairs

/edc
encls:






