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AADA 64-159 : , 7
JN - 5 ey

E. Fougera & Co.

Division of Altana Inc.
Attention: Virginia Carman
60 Baylis Road

Melville, NY 11747

Dear Madam:

This is in reference to your abbreviated antibiotic application
dated August 10, 1995, submitted pursuant to Section 507 of the
Federal Food, Drug, and Cosmetic Act for Clindamycin Phosphate
Topical Solution USP, 1% (base).

Reference is also made to your amendment dated May 8, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Clindamycin Phosphate Topical Solution USP, 1%
(base) to be biocequivalent and, therefore, therapeutically
equivalent to the listed drug (Cleocin T® Topical Solution 1%
(base) of Pharmacia and Upjohn).

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
- application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.

. Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.



Page 2

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use. '

Sincgrely yours,

Douglas L.
Director _ ,
Ooffice of Generic Drugs

Center for Drug Evaluation and Research
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fougera®

CLINDAMYCIN PHOSPHATE TOPICAL SOLUTION USP, 1%

Use
-~ N
viindamycin Phosphate Topical Solution contains clindamycin phosphate, USP, at a ion equi to 10 mg
clindamycin per millliter. \",
Clindamycin phosphate is a water soluble ester of the semi-synthetic antibiotic produced by a 7{S}:chl bsti

of the 7(R}hydrexyl group of the parent antibiotic lincomycin.
The solution contains isopropyl alcohal 50% viv, propytene glytol, and water.

The structural formula is represented below: N EOWE'

Scw,

de JUN D 1997

Molecular Formula: C"HDCINZOSS Molecular Weight: 504.96
The chemical name for clindamycin phosphate s 7(S)-chloro-7-deoxylincomycin-2-phosphate.

CLINICAL PHARMACOLOGY

Although clindamycin phesphate is inactive ir vitra, rapid in vive hydrolysis converts this compound to the
antibacterially active clindamycin,

Cross resistance has been demonstrated between clindamycin and lincomycin.

A has been between

Followi Itiple topical applications of clindamycin phosphate at a concentration equivalent to 10 mg clindamycin per.
mlin an isopropyl alcoho! and water solution, very low levels of clindamycin are present in the serum (0-3 ngimL) and
less than 8.2% of the dose is recovered in urine as clindamycin,

Clindamycin activity has been demanstrated in comedones from acne patients. The mean concentration of antibiotic
activity in extracted d after application of Clindamycin Phosphate Topical Solution for 4 weeks was
597 mcglg of comedonal materiaf frange G- 1480}, Clindamycin iz vitro inhibits all Propionibacterium acnes cultures
tested (MICs 0.4 mcg/mL). Free fatty acids on the skin surface have been decreased from approximately 14% to 2%
following application of clindamycin.
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INDICATIONS ANB USAGE
Clindamycin Phosphate Topical Selution is indicated in the treatment of acne vulgaris. In view of the potential for
diarrhea, bloody diarrhea and d: b calitis, the physician should consider whether other agents are more

appropriate. (See CONTRAINDICATIONS, WARNINGS and ADVERSE REACTIONS.)

CONTRAINDICATIONS

Clindamycin Phosphate Yopical Solution is contraindicated in individuals with a history of hypersensitivity to
preparalions containing clindamycin or lincomycin, a history of regiona enteritis or ulcerative colitis, ar a histery of
antibiotic-associated colitis.

WARNINGS
Orally and par y administered clindamycin has been iated with severe colitis which may result
in patient death. Use of the topical f; ion of cli ycin results in absorption of the antibiotic from

the skin surface. Diarrhea, bloady diarrhea, and colitis fincluding pseudomembranous calitis) have been
reported with the use of topical and systemic clindamycin.

Studies indicate a toxin{s} produced by clostridia is one primary cause of antibiotic-associated colitis. The
calitis is usually ch ized by severe persi: diarthea and severe abdominal cramps and may be
associated with the passage of blood and mucus. Endoscopi ination may reveal d

colitis. Staol cultures for Clostridium difficife and stool assay for C. difficile toxin may be helfpful
diagnostically.

When significant diarrhea accurs, the drug should be discontinued. Large bowel.endascopy should be

to establish a d is in cases of severe diarrhea.
Antiperistaltic agents such as opiates and diphenoxylate with atropine may prolong andfor worsen the condition.
Vancomycin has been found to be effective in the of antibiotic- iated d it -colitis

produced by Clostridium difficile. The usual adult dosage is 500 mg to 2 grams of vancomycin orally per day in three




to four divided doses administered for 7 to 10 days. Cl e or ipol cesins bind ycinin vitro. If
both a resin and ycin are to be admini: d ly, it may be advisable to separate the time of
administration of each drug.

Diarrhea, colitis, and pseudomembranous colitis have been observed tobegin up to several weeks following cessation
of ora) and parenteral therapy with clindamycin.

PRECAUTIONS .

General: Clindamycin Phosphate Topical Solution contains an alche! base which will cause burning and irritation of
theeye. Inthe event of accidental contact with sensitive surfaces (eye, abraded skin, mucous membranes}, bathe with
copious amounts of caol tap water. Tha sofution has anunpleasant taste and caution should be exercised when
applying medication around the mouth.

Chind in Phosphate should be prescribed with cautioniin atopic individuals.

Brug Interactions: Clindamycin has heen shown to have neuromuscular blocking properties that may enhance the
action of ather neurcmuscular blocking agents. Therefore it shoutd be used with caution in patients receiving such
agents.

Pregnancy: Teratogenic Etfects—Pregnancy Category B. Reproducti ts and mice
using subcutanegus and oral doses.of clindamycin ranging from 100 to 600 mglkglday and have revealed no evidence
of impaired fertility drharm to the fetus due to clindsmycin.. There are, however, no adequate and wefl-controlled
studies in ﬁrggglanlfwunnen. Because animal repraddction studies are not always predictive of human response, this
drug should be used during pregnancy only if clearly needed.
Nursingi

3 IS £ n

hers: It is not known whether clindamycin is excreted in human milk following use of Clindamycin
Phosphate: -However, orally and p lly administered ycin has been reported to appear in breast milk.
Because of the potential far serius adverse reactions in nursing infants, a decisicn should be made whether to
i i nursing or to di inua the drug, 1aking inta account the importance of the drug to the mother.
Pediatric Use: Safety and effectiveness in pediatric patients under the age of 12 has not been established.

ADVERSE REACTIONS o

in 18 clinical studies of varigus f ions of Cli yein P Topical seluticn using placebo vehicle andfor
active comparator drugs as controls, patients experienced a number of adverse i
events {see table below).

Number of patients reporting avents
Treatment Emergent Adverse Event Solution Gel Lotion

n=553 (%) n=148 (%) n=160{%}

Buming s2{11) 15010 7nn
ftching 35{7) 1510} 17(1y)
Bumning/ltching 60(11} #) £
Dryness 105(19) 34(23) 29(18}
Erythema 86(16) 107 22{14)
Ofliness/Qily Skin B{1} 26(18) 12° (10}
Peefing 6111} 1) 1
# not recorded
* of 126 subjects
Orally and p Hy admini 1 cli ycin has been iated with severe cofitis which may end fatally.
Cases of diarrhea, bloody diarrhea and colitis (including pseudomembrancus cofitis) have been reported as adverse
reactions in patients treated with oral and p | fi ions of cli ycin and rarely with topical clindamycin
(see WARNINGS).

inal pain and as well as gram-negative folliculitis have also been reported in
association with the use of topical formulations of clindamycin.
OVERDOSAGE
Topically apptied clindamycin topical solution can be absorbed in sufficient amounts to product system effects (see
WARNINGS).
DOSAGE AND ADMINISTRATION
Apply a thin film of Cindamycin Phosphate Topical Solution twice daily to affected area.

Keep container tightly closed.

HOW SUPPLIED

Clindamycin Phosphate Topical Solution jining clindamycin phosphate equivalent to 10 mg clindamyein per
milfiliter is available in the following sizes:

30 mL appficator bottle—NDC 0168-0201-30 60 mL applicator bottle—NODC 0168-0201-60

Stare at controlled reom temperature 15°-30°C {59°—86°F). Protect from freezing. Flash Point 75°F.
CAUTION: Federal law prohibits dispensing without prescription.

E. Fougera & Co.

a division of Altana Inc.

Melville, NY 11747 R3/96
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NDC 0168-0201-60

fougera®

CLINDAMYCIN
PHOSPHATE

Topical Solution
USP, 1%

Equivalent to 1%
(10 mg/mL) clindamycin

Store at controlled room
temperature 15°-30°C
(59°-86°F).

Flash Point 75°F.

Usual Dosage: See
Package Insert for complete
product information.

Avoid Contact With Eyes.
Keep Container Tightly
Closed.

Each mL contains:
Clindamycin phosphate
equivalent to clindamyein
1%. Also, propylene glycol;
isopropyl alcohol, 50% (v/v);
and purified water.

NDC 0168-0201-60

fougera®
CLINDAMYCIN
PHOSPHATE

Topical Solution
USP, 1%

Equivalent to 1%
{10 mg/mL} clindamycin

To use enclosed applicator:

1. Remove cap and
discard.

2. Firmly press applicator
into bottle.

3. Seal firmly by tighten-
ing domed-cap.

Patient Information:

1. Clean and dry the skin
area to be treated.

2. Apply a thin film of
medication to the
affected area. Use
sparingly, avoiding
eyes and mouth. If

pH range 4.0-7.0. medication accidentally
enters eyes, rinse
For External Use Only For External Use Only thomugf,/ly with tap
water.
3. Use dabbing motion of
Caution: Federal law Caution: Federal law the tip rather than a
prohibits dispensing prohibits dispensing rolling action. If tip
without prescription without prescription becomes dry, invert
P ption. P plion. bottle and depress tip
several times until it
: becomes moist.
E. FOUGERA & CO. E. FOUGERA & CO.
a division of Affana inc. a division of Altana inc.
MELVILLE, NEW YORK 11747 MELVILLE, NEW YORK 11747
N P4157
Y R5/96
%
Y .
1 H
Fd
\ |

Name: Clindamycin Sol 60 mL Carton
Die Size: 1.4375 x 1.4375 x 3.375

UPC Code: 0168-0201-30
Pharma Code: #60
Colors:  PMS Yellow

PMS Black

370168-0201-60 3
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NDC 0168-0201-30

fougera®

CLINDAMYCIN
PHOSPHATE

. Topical Solution
USP, 1%

Equivalent to 1%

For External Use Only

Caution: Federal law
prohibits dispensing
without presctiption.

30 mL

E. FOUGERA &CO.
a division of Altana Inc.
MELVILLE, NEW YORK 11747

(10 mg/mL) clindamycin -

Store at controlled room
temperature

15°-30°C (59°-86°F).
Flash Point 75°F.

Usual Dosage: See
Package Insert for
complete product
information.

Avoid Contact With Eyes.
Keep Container Tightly
Closed.

Each mL contains:
Clindamycin phosphate
equivalent to
clindamyein 1%. Also,
propylene glycol;
isopropyl alcohol, 50%
(v/v); and purified water.
pH range 4.0-7.0.

NDC 0168-0201-30
fougera®

CLINDAMYCIN
PHOSPHATE

Topical Solution
USP, 1%

Equivalent to 1%
(10 mg/mL). clindamycin

For External Use Only
Caution: Federal law

prohibits dispensing
without presctiption.

30 mL

€. FOUGERA & CO.
a division of Altana Inc.
MELVILLE, NEW YORK 11747

To use enclosed
applicator:

1. Remove cap and
discard.

2. Firmly press
applicator into bottle.

3. Seal firmly by tight-
ening domed-cap.

Patient Information:

1. Clean and dry the
skin area to be
treated.

2. Apply a thin film of
medication to the
affected area. Use
sparingly, avoiding
eyes and mouth. [f
medication acciden-
tally enters eyes,
rinse thoroughly with
tap water.

3. Use dabbing motion
of the tip rather than
a rolling action. if tip
becomes dry, invert
bottle and depress
tip several times until
it becomes moist.

P4156
R5/96

\

it
0168-0201-30 ©

Name: Clindamycin Sol 30 mL Carton
Die Size: 1.25x 1.25x 3.875
UPC Code: 0168-0201-30
Pharma Code: #29

Colors:  PMS. Yellow

PMS Black

Iy



dx3
01

Patient Information:

1. Clean and dry skin area to
be treated.

2 Apply a thin titm of
medication to the affected
area. Use sparingty avoiding
eyes and moulh. I medica-
tion accidertally enters eyes,
rinse thoroughty with tap
waler.

3. Use dahbing mofion of the
tip rather than rofling action.
1 tip becomes dry invert
botile and depress tip severat
times until # becomes moist.

JUN 5 1997

NOC 0168-0201-60

fougera”®

CLINDAMYCIN
PHOSPHATE

Topical Solution USP, 1%

Equivalent to 1%
(10 mg/mL} clindamycin
For External Use Only

Caution: Federal law prohibits
dispensing without prescription.

60 mL

E. FOUGERA &CO.
a division of Altana Inc.
MELVILLE, NEW YORK 11747

Avoid Contacl with eyes.
Store al controtled room
temperahse 15°-30°C
(59°-86°F). Flash Poinl 75°F. -
Keap Container Tightly
Closed.

Store in an upright fashion.
Each mL contains:
Clindamycin phosphate
equivalent to clindamycin
1%. Also, propylene glycol;
isopropyt alcohol, S0% (W),
and purified water.

pH range 4.0-7.0.

Usual Dosage: See Package
Inser for complete product
mformation.

(220160 R5/86

Colors:

Name: Clindamycin Sol 60 mL label
Size: 3.5x25

NDC#: 0168-0201-360
Pharma Code: #30

PMS Yellow

PMS Black
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Name: Clindamycin Sol 30 mL label
Size: 2.875 x 1.875

NDC#: 0168-0201-30

Pharma Code: #29

Colors:  PMS Yellow PMS Black
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"APPROVAL SUMMARY"

REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

Date of Review: 7/22/96 Date of sSubmission: JULY 2, 1996

Secondary Reviewer: Angela Payne

AADA Number: 64-159 Review Cycle: #2
Applicant;é Name [as seen on 356(h)]: E. Fouééra & Co.
Manufacturer's Name (If different than applicant): Same
Proprietary Name: None

Established Name: Clindamycin Phosphate Topical Solution UsP,
1% (base) :

LABELING DEFICIENCIES, WHICH ARE TO BE INCORPORATED WITH THE
CHEMISTRY COMMENTS TO THE FIRM:

[NOTE: These deficiencies can be located on the x-drive as
detailed in notes from Ted Sherwood regarding the New X-Drive]

APPROVAL SUMMARY (List the package size, strength(s), and date of
submission for approval):

- Do you have 12 Final Printed Labels and Labeling? Yes
Container Labels: 30 mL and 60 mL submitted July 2, 1996
Carton Labeling: 30 mL and 60 mL submitted July 2, 1996
Professional Package Insert Labeling: Submitted July 2, 1996
Revisions needed post-approval: none

BASIS OF APPROVAL:. : =
Was this approval based upon a petition? No
What is the RLD on the 356(h) form: Cleocin T
NDA Number: 50-537

NDA Drug Name: Clindamycin Phospate Topical Solution USP, 1%



NDA Firm: Upjohn
Date of Approval of NDA Insert and supplement #: Approved
February 22, 1884.
Has this been verified by the MIS system for the NDA?.
Yes .

Was this approval based upon an OGD labeling guidance?
No

Basis of Approval for the Container Labels: Cleocin T
Basis of Approval for the Carton Labeling: Cleocin T

Other Comments: none

REVIEW-OF PROFESSIONAL LABELING CHECK LIST

See check list completed January 24, 1996

Applicant's Established Name Yes | No | N.A.

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was assured.

Is this name different than that used in the Orange Book?

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

PROPRIETARY NAME

Has the firm proposed a proprietary name? If yes, complete this subsection.

Do you find the hame objectionable? List reasons in F TR, if so. Consider: Misleading?
Sounds or looks like another name? USAN stem present? Prefix or Suffix present?

Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what
‘| were ﬂle-recommendations? If the name was unacceptable, has the firm been notified?

- PACKAGING -See applicant's packaging configuration in FTR

{ Is this a new packaging configuration, never been approved by an ANDA or NDA? K
yes, describe in FTR.

Is this package size mismatched with the recommended dosage? If yes, the Poison
_ Preve_:ntion Act may require'a.CRC.

Does the package proposed have any safety and/or regulatory concerns?

K1V product packaged in syringe, could there be adverse patient outcome if given by
| direct IV injection? '




Contlict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections
and the packaging configuration?

Is the strength and/or concentration of the product unsupported by the insert labeling?

| Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap
incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light
sensitive product which might require cartoning? Maust the package insert accompany the
product?

Are there any other safety concerns?

LABELING

Is the name of the drug unclear in print or lacking in prominence? (Name should be the
most prominent information on the label).

Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP
guidelines)

Error Prevention Analysis: LABELING (Continued)

Yes

No

N.A.

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult;
Oral Solution vs Concentrate, Warning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between
labels and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?

| Has the firm failed to-adequately support compatibility or stability claims which appear in
the insert labeling? Note: Chemist should confirm the data has been adequately .
supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the
1 FTR :

Is the scoring configuration different than the RLD?

 Has the firm faﬂe-d to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are
listed)

Does the product contain alcohol? If so, has the accuracy of the statement been
confirmed?

Do any ef the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition
statement?

‘| Has the term "other ingredients" been used to protect a trade secret? If so, is claim
supported?

Failure to list the coloring agents if the composition statement lists e. g., Opacode,
Opaspray?




Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be
listed)

USP Iésues-: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so,
are the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so,
USP information should be used. However, only include solvents appearing in innovator
labeling.

Bioequivalence Issues: (Compare bioegivalency values: insert to study. List
Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

Patent/Exclusivity Issues: FTR: Check the Orange Book edition or cumulative
supplement for verification of the latest Patent or Exclusivity. List expiration
date for all patents, exclusivities, etc. or if none, please state.

NOTES/QUESTIONS TO THE CHEMIST:

FOR THE RECORD:

Clhvo | | 7 /23 [o%

Primary Reviewer Date

feree 412/ byl

AcgIng Téam,Leade'_ /
Lgbeling Review PBranch Date

cc: AADA 64-159
Division File
HFD-613 /APayne\AVezza
njg\7\22\96\ x:\new...fougera\ltrs&rev\64159ap.1l
Review , ¢
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REVIEW OF PROFESSIONAL [LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

Date of Review: January 24, 1996
Date of Submission: August 10, 1995

Primary Reviewer: Angela M. Payne

AADA Number: 64-159 ’ ' Review Cycle: #1 (major)
Applicant's Name [as seen on 356(h)]l: E. Foﬁéera & CO.
Manufacturer's Name (If different than applicant): éame
Proprietary Name: none

Established Name: Clindamycin Phosphate Topical Solution USP, 1%
base :

LABELING DEFICIENCIES, WHICH ARE TO BE INCORPORATED WITH THE
CHEMISTRY COMMENTS TO THE FIRM:

[NOTE: These deficiencies can be located on the x-drive as
detailed in notes from Ted Sherwood regarding the New X-Drivel]

A. CHEMISTRY DEFICIENCIES

B. LABELING DEFICIENCIES
1. CONTAINER: 30 mL and 60 mL
a. Relocate "for External Use Only" to the main
panel.
b. Include the pH range.



c. Revise "See package...tto read as follows:
. : \jf“\ .
Usual Dosage: See package...
2. CARTON
a. See comments under CONTAINER.
b. Correct the spelling of "thoroughly" on the side‘

panel under Patient Information

QSS\\T\& \\/-\\ \MW % '\Nﬁ\\\ -

3. INSERT

a.

DESCRIPTION

Include the molecular formula.

CLINICAL PHARMACOLOGY

i. Delete the second paragraph
ii. Replace ‘— with "mL".  Revise throughout

the insert.

iii. Last paragraph, line 3 - ..;Phosphate Topical
Solution...
WARNINGS

Revise the entire section as follows:

Orally and parenterally administered clindamycin
has been associated with severe colitis which may
result in patient death. Use of the topical
formulation of clindamycin results in absorption
of the antibiotic from the skin surface.
Diarrhea, bloody diarrhea, and colitis (including
pseudomembranous colitis) have been reported with
the use of topical and systemic clindamycin.

Studies indicate a toxin(s) produced by clostridia
is one primary cause of antibiotic-associated
colitis. The colitis is usually characterized by
severe persistent diarrhea and severe abdominal



cramps and may be associated with the passage of
blood and mucus. Endoscopic examination may
reveal pseudomembranous colitis. Stool cultures
for Clostridium difficile and stool assay for C.
difficile toxin may be helpful diagnostically.

When significant diarrhea occurs, the drug should
be discontinued. Large bowel endoscopy should be
considered to establish a definitive diagnosis in
cases of severe diarrhea.

Antiperistaltic agents such as opiates and
diphenoxylate with atropine may prolong and/or
worsen the condition. Vancomycin has been found
to be effective in the treatment of antibiotic-
associated pseudomembranous colitis produced by
Clostridium difficile. The usual adult dosage is
500 mg to 2 grams of vancomycin orally per day in
three to four divided doses administered for 7 to
10 days. <Cholestyramine or colestipol resins bind
vancomycin in vitro. If both a resin and
vancomycin are to be administered concurrently, it
may be advisable to separate the time of
administration of each drug.

Diarrhea, colitis, and pseudomembranous colitis
have been observed to begin up to several weeks
following cessation of oral and parenteral therapy
with clindamycin

PRECAUTIONS
i. Add the following text after the General
subsection:

Drug Interactions:

Clindamycin has been shown to have
neuromuscular blocking properties that may
enhance the action of other neuromuscular
blocking agents. Therefore it should be used
with caution in patients receiving such
agents.



ii. Revise the pregnancy subsection heading as
follows:

Pregnancy: Teratogenic Effects: Pregnancy
Category B

iii. Nursing Mothers -

1) First sentence - "use" rather than " ——

2) Delete the third sentence e
Replace it with "Because of the _
potential for serious adverse reactions
in nursing infants, a decision should be
made whether to discontinue nursing or
to discontinue the drug, taking into
account the importance of the drug to
the mother."

iv. Pediatric Use - ... effectiveness in

pediatric patients under the...

e. ADVERSE REACTIONS

Revise the entire section as follows:

In 18 clinical studies of various formulations of
Clindamycin Phosphate Topical solution using
placebo vehicle and/or active comparator drugs as

controls,

patients experienced a number of

treatment emergent adverse dermatologic events
[see table belowl].

Number of patients reporting events

Treatment Emergent
Adverse Event

Burning

Itching

Burning/Itching

Solution Gel Lotion
n=553 (%) n=148 (%) n=160 (%)
62(11) 15(10) o 17(11)
36 (7) 15(10) 17(11)
60(11) #(-) #(-)



Dryness 105(19) 34 (23) 29 (18)

Erythema . 86(16) 10(75 22 (14)
Oiliness/0Oily Skin 8(1) 26 (18) 12*(10)
Peeling 61(11) #(-) 11 (7)

# not recorded
* of 126 subjects

Orally and parenterally administered clinidamyci
has been associated with severe colitis which may
end fatally.

Cases of diarrhea, bloody diarrhea and colitis
(including pseudomembranous colitis) have been
reported as adverse reactions in patients treated
with oral and parenteral formulation of
clindamycin and rarely with topical clindamycin
(see’ WARNINGS) .

Abdominal pain and gastrointestinal disturbances
as well as gram-negative folliculitis have also
been reported in association with the use of
topical formulations of clindamycin.

f. Add the OVERDOSAGE section
OVERDOSAGE
Topically applied clindamycin topical solution can
be absorbed in sufficient amounts to produce
system effects (See WARNINGS)

g. HOW SUPPLIED
Add "protect from freezing."

Please revise your labels and labeling, as instructed above, and

submit final printed containers labels and carton labeling and
draft insert labeling (final print if you prefer).
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FOR THE CHEMIST: ’

W 7
Please verify the amount of alcohol calculated for use. ////’“4
.vr"/!’/.‘; . /‘ .

FOR THE RECORD: //5///
1. Review based on the listed drug (Cleocin T; NDA 50537; ‘

Upjohn; Approved February 22, 1994)
2. There are no patents or exclusivity issues with this

product.
3. Package sizes are 30 mL and 60 mL for the innovator and

generic. '
4. Inactive ingredients are consistent with composition

statement on page 52 vol 1.1
5. Storage/Dispensing information:

USP: Keep in tight containers

AADA: CRT; keep container tightly closed: store in an
upright fashion. '

NDA: Same.

Established Name: Clindamycin Phosphate Topical Solution

Is this the same name, as seen on the Acceptance to File,
letter? YES

Is this product a USP item? Yes
List the USP supplement in which verification was assured:

WHat is the name used in the Orange Book? Clindamycin
phosphate; solution; topical

Has the product name been proposed in the PF?




APPEARS THIS WAY
ON ORIGIHAL

I
ERROR PREVENTION ANALYSIS
N

A. PROPRIETARY NAME :none

B. PACKAGING: See FTR

d. Are individual cartons required? Yes No
Factors to consider are:
1) Does the innovator have individual cartons?
Yes
2) Is the product sensitive to light and is it
unlikely that the product will be retained
inside a multiple unit carton until the time of
use or until the contents have been used?
Yes No
3) Is there a need for the package insert to
accompany the product?

Yes
e. Any other concerns?
C. LABELING:
1. Is the name of the drug clearly printed and is it the

most prominent information on the label? YES
2. Is the strength clearly expressed? yes

3. Are multiple strengths of the same product clearly,
differentiated? n/a ' :

4, Is the corporate logo larger than one-third the size of
the container label? NO [NOTE: not a requirement, but

seen in the ASHP Guidelines].

5. Does the color of the label relay any special



gignificance to the professional (i.e. Synthroid and
Premarin have a matching container color with the color
of the tablet)? "No

6. Does the RLD make special differentiation for this
label (i.e., Pediatric strengths vs Adult or Oral
Solution vs Concentrate, Warning Statements that might
be in red for the NDA, would be required for the ANDA)?

Yes No ‘

7. Is the Manufactured By/Distributor statement correct
and consistent between labels and labeling? YES

8. If a unit-dose carton, does it contain the child-
resistant statement? n/a

9. Is the most recently approved innovator labeling being
used as a model? To determine this, use the MIS to
determine the most recent labeling supplement approval
date for the NDA. This MIS data is to be printed and
attached to the first review and the final review as
confirmation that the correct model is being used.

10. For solid oral dosage forms, have identifying'markings
(imprints, embossing, debossing) been described in the
HOW SUPPLIED sgection?

11. Has the firm adequately supported any compatibility or
stability claims which appear in the insert labeling?
Include information describing where the chemist has
confirmed the data has been adequately supported.

SCORING: n/a

INACTIVE INGREDIENTS:

On what page of the application are the inactive ingredients
listed: page 52 vol 1.1



Does the product contain alcohol? If so, has the accuracy
of the statement been confirmed? YES

Have all of the inactives previously been used in this
concentration for this route of administration?

Any adverse effects anticipated from the inactive NO.
ingredients (i.e. benzyl alcohol in neonates)?

Are all the inactives cited in the composition statement
listed in the DESCRIPTION section? Yes

USP ISSUES:

List the USP/NDA/ and ANDA dispensing recommendations: SEE -
for the record above. :

Do the container recommendations meet or exceed these
recommendations? yes

Does the USP have any labeling recommendations? No

If any, does the ANDA meet the requirements?
Is the product light sensitive? No

If yes, is the NDA in a light-resistant container?

If yes, is the ANDA in a light-resistant container?
Does the USP Description and Solubility information agree
with the information appearing in the insert labeling? If
not, the USP information should be used. However, since the
USP often lists numerous solvents, please include only those
which appear in the innovator labeling.
Storage recommendations of the USP/NDA/ANDA: SEE FTR
If the storage recommendations differ from the USP or the

innovator, have they been adequately supported and is the
difference acceptable?



BIOEQUIVALENCY ISSUES: Bio pending (possible waiver for
solutions)

Does the insert labeling have any reference to a food effect
or a no-effect? NO.

Has the CLINICAL PHARMACOLOGY section of the insert
labeling, as seen in the NDA, been modified for this
ANDA? NO

If yes, briefly indicate where and why:
List the biocequivalency values, for appropriate dosage
forms, found in the insert labeling and list the values as
seen in the approved bio study (i.e., Cmax, Tmax, T1l/2,

AUC) :

Date Bioequivalency Study found Acceptable:

APPROVAL SUMMARY (List the package size, strength(s), and date of
submigsion for approval):

Do you have 12 Final Printed Labels and Labeling? Yes No
If no, list why:

Container Labels:

‘Carton Labeling:

Unit Dose Blister Label:

Unit Dose Carton Label:

Professional Package Insert Labeling:
Patient Package Inseft Labeling:

Auxiliary Labeling:



Revisions needed post-approval:
BASIS OF APPROVAL:
Was this approval‘based upon a petition? Yes No
What is the RLD on the 356 (h) form:
NDA Nuﬁber:
NDA Drug Name:
NDA Firm:
Date of Approval of NDA Insert and supplement #:
Has this been verified by the MIS system for the NDA?

Yes No

Was this approval based upon an 0GD 1abé1ing guidance?
Yes No

‘If yes, give date of labeling guidance:
Basis of Approval for the Container Labels:
Basis of Approval for the Carton Labeling:
Other Comments:
PATENT/EXCLUSIVITY ISSUES: SEE FTR

List the Orange Book edition or cumulative supplement for
verification of the latest Patent or Exclusivity:

- Bxpiration date and listing of all patents, exclusivities
etc.:

NOTES/QUESTIONS TO THE CHEMIST: See ABOVE

FOR THE RECORD: SEE above.
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ON ORIGINAL
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EVALUATION AND
RESEARCH

APPLICATION NUMBER:

64-159

CHEMISTRY REVIEW(S)



AADA APPROVAL SUMMARY
AADA: 64-159
FIRM: E. Fougera & Co., Division of Altana Inc.

DRUG PRODUCT: Clindamycin Phosphate Topical solution USP, 1%
(base)

DOSAGE FORM: Topical Solution STRENGTH: -1%
CAMP STATEMENT/EIR UPDATE STATUS:“4cceptable EER dated (o f

BIO STUDY: The waiver of in-vivo bioequivalence study was
granted 3/28/96.

METHOD VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'’S):
Sample validation: acceptable (see report dated 10/30/96).

STABILITY - (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION): The containers used in the stability studies
were identical to those described in the container section.

LABELING: FPL found satisfactory by A.Payne 7/22/96.
STERILIZATION VALIDATION: N/A
SIZE OF BIO BATCH (FIRM’S SOURCE OF NDS OK?): N/A

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE
THEY MANUFACTURED VIA THE SAME PROCESS?):

Stability Lot #6448 was filled into 30 mL (total .
bottles. The intended maximum batch size is - —
According to our OGD guidelines, the allowed maximum batch would
be in 30 mL bottle size and in 60 mL bottle size
based on their exhibit sample validation data.

and 60 mL

PROPOSED PRODUCTION BATCH - (MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?): See above

Specifications for active ingredient: Under #23A

Specifications for the finished product: For Release see under
#28; for Stability see under #29

. |
CHEMIST: Maria Lj%%ﬂ%(, DATE: 12/4/96 (*/9(4¢
o,

N
SUPERVISOR: 2% 156 DATE : /"/5//%




CHEMIST'S REVIEW NO. #1

AADA #64-159

NAME AND ADDRESS OF APPLICANT

E. Fougera & Co.

Division of Altana Inc.
Attention: Virginia Carman
60 Baylis Road

Melville, NY 11747

Telephone: 516-454-7677

LEGAL BASIS FOR SUBMISSION
21 CFR §453.522a

Reference drug: Cleocin T® (Clindamycin Phosphate) 1%
Topical Solution manufactured by Upjohn. Signed
certifications are provided (pp. 04-5) stating that there
are no unexpired patents and that the drug is not subject to
any exclusivity determination.

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME

Clindamycin Phosphate Topical Solution USP, 1% (base)

SUPPLEMENT (s) PROVIDE(s) FOR:
N/A

AMENDMENTS AND OTHER DATES:

Firm:
Original Submission: 8/10/95
(Amendment 10/2/95)

FDA:
Acknowledgment: 10/18/95

("Refuse to File" letter 9/26/95)
PHARMACOLOGICAIL CATEGORY 11. Rx or OTC

Antibacterial Rx



12.

13.

15.

16.

17.

18.

19.

RETLATED IND/NDA/DMF (s)

See DMF list under #37
DOSAGE FORM 14. POTENCY
Solution (Topical) 1% (as clindamycin)

CHEMICAL NAME AND STRUCTURE

CigH; CIN,0,PS  M.Wt.= 504.97

Methyl 7-chloro-6,7,8-trideoxy-6-(l1-methyl-trans-4-propyl-L-
2-pyrrolidinecarboxamido)-1-thio-L-threo-o-D-galacto-
octopyranoside 2-(dihydrogen phosphate)

APPEARS THIS WAY
ON ORIGINAL

RECORDS AND REPORTS
N/A

COMMENTS

This application is nicely prepared. Except concerns
regarding specifications and stability studies, information
and data submitted for chemistry issues are generally
satisfactory.

CONCLUSIONS AND RECOMMENDATIONS

Not approvable (MAJOR)

REVIEWER: DATE COMPLETED:

Maria C. Shih 2/26/96



Redacted OI
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E. Fougera & Co.

Division of Altana Inc.
Attention: Virginia carman
60 Baylis Road

Melville, NY 11747

Telephone: 516-454-7677

21 CBR §453.522a

Reference drug: cCleocin T® (Clindamycin Phosphate) 1%
Topical Solution manufactured by Upjohn. Signed
certifications are provided (pp. 04-5) stating that there
are no unexpired patents and that the drug is not subject to

1o0.

any exclusivity determination.

Clindamycin Phosphate Topical Solution USP, 1% (base)

SUPPLEMENT (s) PROVIDE(s) FOR:
N/A

Firm:
Original Submission: 8/10/95
(Amendment 10/2/95)

FDA:
Acknowledgment: 10/18/95
("Refuse to File" letter 9/26/95)

For this review:
Amendment 7/2/96 to N/A letter 3/15/96

PHARMACOLOGICAL CATEGORY 11. Rx or OTC

Antibacterial Rx



12.

13.

15.

le6.

17.

RELATED IND/NDA/DMF(s)

See DMF list under #37

DOSAGE FORM 14. POTENCY
Solution (Topical) 1% (as clindamycin)
CHEMICAL NAME AND STRUCTURE

C18H34C1N208PS M.Wt.= 504.97

Methyl 7-chloro-6,7,8-trideoxy-6-(1-methyl-trans-4-propyl-L-
2-pyxrolidinecarboxamido)~1-thio-L~-three-a-D-galacto-
octopyranoside 2-(dihydrogen phosphate)

RECORDS AND REPORTS
N/A

COMMENTS

In Amendment 7/2/96 Firm responds to our concerns in order:

Ql. Your specification for the active ingredient under
"Related substances" is misleading due to the omission
of solution (1) and solution (2) (Ref. BP 1993, Volume
1, page 165). Please revise.

Al. The specifications for the active ingredient have been
revised to clarify the Related Substances test
specification (Attachment 1).

Comments:

Firm includes specifications for both ¢ ~—cewcu-.
e, 1IN the original submission only — was
identified as the s Ask Firm to clarify.

Q2. Please identify some of the individual impurities.
A2. Firm lists potential individual impurities and their

HPLC relative retention times (RRT) with respect to
clindamycin phosphate:



MR

Redacted U

Page(s) of trade
secret and /or
confidential
commercial

information



10.

CHEMIST'S REVIEW NO. #3
AADA #64-159
NAME AND ADDRFESS OF APPLICANT

E. Fougera & Co.

Division of Altana Inc.
Attention: Virginia Carman
60 Baylis Road

Melville, NY 11747

Telephone: 516-454-7677

GA ASIS FO UB SION
21 CFR §453.522a

Reference drug: Cleocin T® (Clindamycin Phosphate) 1%
Topical Solution manufactured by Upjohn. Signed
certifications are provided (pp. 04-5) stating that there
are no unexpired patents and that the drug is not subject to
any exclusivity determination.

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
N/A

NONPROPRTETARY NAME
Clindamycin Phosphate Topical Solution USP, 1% (base)

SUPPLEMENT (s) PROVIDE(s) FOR:
N/A

AMENDMENTS AND_OTHER DATES:
Firm: :
Original Submission: 8/10/95
(Amendment 10/2/95)
FDA:
Acknowledgment: 10/18/95
("Refuse to File" letter 9/26/95)
Amendment 7/2/96 to N/A letter 3/15/96
Amendment 10/30/96 to N/A letter 8/15/96

P COILOGICAI, CATEGORY 11. Rx or OTC
Antibacterial Rx



12.

13.

15.

‘16.

17.

RELATED TND/NDA/DMF(s)

—

See DMF list under %37

DOSAGE_FORM ’ 14. POTENCY

Solution (Topical) 1% (as clindamycin)
CHEMICAL NAME AND STRUCTURE
C18H34C1N208PS M.Wt.= 504.97

Methyl 7-chloro-6,7, 8-tr1deoxy—6 (1-methyl-trans-4-propyl-L-
—pyrrolldlnecarboxamldo) ~1-thio-L-threo-oa-D-galacto-
octopyranoside 2-(dihydrogen phosphate)

RECORDS AND REPORTS

N/A

COMMENTS

In Amendment 10/30/96 Firm responds in order:

Q1.

Al.

Q2.

A2.

Q3.

We note that you include the revised specifications for

both - - e In the orlglnal
submission only e - —~-was identified
as the ' = e Please clarlfy.

Firm states that it was a mistake to include the

T T i s spe01flcat10ns. They may supplement the
application for =~ o T e gource post
approval; presently ' - is the only —=== for the

e I AR R i S AN

e

;
i
H
i
{
]
]

e e

et

Please explain in detail the assay procedures for
Clindamycin Phosphate potency and for the degradant
content of the final product as reported in the
stability studies.



18.

19.

A3. The assay procedure for potency and degradation product
levels used at the initial time p01nt was essentlally
the USP HPLC procedure@. e —mcimmmm e e
- wWas added to the standard solutlon so that
————=""_ . the major degradation products of
clindamycin phosphate, could be assayed simultaneously.
Any other degradation products were assayed against the

The assay method was revised between the one month and
two month stability intervals as detailed in text (no
longer using an internal standard).

The validation data of the assay procedures are
attached. The specifications (in process, release, and
stability) provided in Attachments 5, 6, and 7 are the
same as those provided in Amendment 7/2/96.

Labeling: satisfactory per A.Payne 7/24/96.

Bio waiver: granted 3/28/96.

Sample validation: satisfactory 10/30/96.

CONCL.USTIONS AND RECOMMENDATIONS

Approval recommended (pending EER)U”&LW/I\/L/C, ;///f fotzzud ///g/
REVIEWER: DATE COMPLETED:

Maria C. Shih 12/4/96

APPEARS THIS WAY
ON ORIGINAL
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OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA/AADA # 64 -159 | SPONSOR: Foucesr A

DRUG & DOSAGE FORM: ClinpAmvein Pheshave, u.sP. 5 ToricaL Soumion

STRENGTH/ (s) : ' % 8 .
TYPE OF STUDY: Single/Multiple @ Fasting/Food
STUDY SITE: - :

STUDY SUMMARY: ' :

Wotver Grombed bowd o Hplfills  crk 33022 (2.
SN IN LEQ ;5 Bevieww atfxoladl .

DISSOLUTION:

PRIMARY REVIEWER: A..7. AL BRANCH : 3

INITIAL: @ DATE: ' !l% 156

/

BRANCH CHIEF: LY .M. Mhake

BRANCH: 3

INITIAL: My - paTE:__'2/17 )94
Actil & Dr. R s .
DIRECTOR =
DIVISION OF BIOEQUIVALENCE

adilanb ,
INITIAL: v — DATE: '!7[‘71{7-
DIRECTOR.

OFFICE OF GENERIC DRUGS:

INITIAL: DATE:




MAR 26 199

Clindamycin Phosphate, USP Fougera

1% Topical Solution Melville, N.Y.
AADA # 64-159 ' Submission Date:
Reviewer: A.P.Patel Aug. 10, 1995
wpi# x:\apatel\64159w.895 Oct. 2, 1995

Review of a Waiver Request
Background:

Original submission Aug. 10, 1995, Agency refused to file (Sep. 26, 1995). The firm failed
to demonstrate qualitative and quantitatively the proposed product was same as the
reference listed drug product. The firm resubmitted the application on Oct. 2, 1995.

Introduction:
Clindamycin phosphate is used in the treatment of acne vulgaris.
Objective:

The firm is requesting a waiver of the in-vivo bioequivalence requirements for their
clindamycin phosphate 1% topical solution, USP. The waiver request is based upon
comparable formulation to the reference product Cleocin T manufactured by Upjohn.

’

Comments:

1. The product meets the criteria for waiver of the in-vivo bioequivalence study
requirements set forth in CFR 320.22(b)(3).

a. The test product is a topical solutibn.

b. it contains an active drug moiety in the same concentration as a drug product that
is the subject of an approved full NDA. :

Deficiencies: None
Recommendation:

1.The Division of Bioequivalence agrees that the information submitted by Fougera
demonstrates that its clindamycin phosphate 1% topical solution falls under 21 CFR
320.22 b(3)(i). Therefore, the waiver of in vivo bioequivalence study requirements for
clindamycin phosphate 1% topical solution is granted. The test product, clindamycin
phosphate 1% topical solution is deemed bioequivalent to Cleocin T, 1% topical solution
manufactured by Upjohn.



The firm should be advised of the recommendation.

% A oe]o6

A.P.Patel
Division of Bioequivalence
Review Branch Iil

RD Initialed R.M. Mhatre <
FT Initialed RM. Mhatre _YCo oS M. MZabe, pate: S/2¢ /20
Ramakant M. Mhatre, Ph.D.

Chief, Branch llI
Division of Bioequivalence

ANDA¥# 64-159 (Original, Duplicate), HFD-600 (Hare), HFD-630, HFD-658 (R.M.Mhatre,
A.P.Patel), Drug File, Division File.

APPEARS THIS WAY.
ON ORIGINAL



THIS PAGE IS NOT TO BE RELEASED UNDER FOI

Comparative formulations:
For the test and reference clindamycin phosphate 1% topical solutions.

Table 1
Reference Test
Ingredients *Cleocin T _ Fougera
Clindamycin Phosphate 10 mg/ ml 10 mg/ mi
Isopropy! Alcohol 50% viv 50% viv

Propylene Glycol

e R e TR I B Srm e .

e, \Water, USP

* The firm had the reference product analyzed by Atlanta, Inc.

APPEARS THIS WAY.
ON ORIGINAL




Redacted |

Page(s) of trade
secret and /or
confidential
commercial

information

S
‘\.CC :\.

s
ha



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

64-159

ADMINISTRATIVE
DOCUMENTS



ELECTRONTIC MATIL MESSAGE

Date: 03-Jan-1997 03:59pm EST
From: Maria Shih
SHIH

Dept: HFD-643 MPN2 279

Tel No: 301-594-0360 FAX 301-594-3839
TO: Jason Gross ( GROSSJ )
CC: John Harrison ( HARRISONJ )
CC: Mark Anderson ( ANDERSONM )

Subject: RE: clindamycin

We are trying to have the approval of AADA 64-159 (Clindamycin Toplcal Solution)
because the EER problem with san be resolved (there is a
misunderstanding; I have a memo here if you want to read it). Please check with
Bob West and Mr. Harrison for the current development.

AADA 64-187 is for Erythromycin Topical Solution. Altana
T smemmamesemet> 1ike their other application 64-184. It is confusing sometimes.

Thanks for your attention.

KPPEARS THIS WAY
EN ORIGINAL



ELECTRONTIGC MAIL MESSAGE

Date: 06-Jan-1997 07:25am EST
From: Robert West

WESTR
Dept: HFD-617 MPN2 113

Tel No: 301-594-0375 FAX 301-594-0180
Tc: Edwin Rivera ( RIVERA )

CC: 6 addressees

Subject: AADA 64-159 - Clindamycin Phosphate - ———— .

Edwin:

We currently have AADA 64-159 submitted by Fougera for Cllndamyc1n Phosphate
Topical Solution, USP. The is
-—— We are also aware of a recent letter you sent to
concerning CGMP deficiencies as a result of a recent inspection. However, we
note that the letter states that your offlce will recommend disapproval of all
applications listing & - T e

————

Since your letter did not specifically mention === B o= are
you able to recommend approval for

“ﬁis application by Fougera is otherwise ready for approval in OGD.
Please advise.
Thanks,

Bob

LPPEARS THIS WAY
ON ORIGINAL



ELECTRONTIC MAIL MESGSAGE

Date: 08-Jan-1997 08:04am EST
From: Jason Gross

GROSSJ
Dept: HFD-~615 MPN2 113

Tel No: 301-594-2290 FAX 301-594-0181
TO: Robert West ( WESTR )
CC: 6 addressees

Subject: RE: AADA 64-159 - Clindamycin Phosphate - ~

Bob. ..
On 12/3/96, we also added a new facility "applied analytical" and we
are awaiting the EER for that facility. _ C\

Depending on the reply from compliance we will either issue a NA-letter
or hold the application pending the outcome for applied analytical.

FYT
JAG

APPEARS THIS WAY
ON ORIGINAL



ELECTRONTIUC MAIL MESSAGE

Date: 30-Jan-1997 03:53pm EST
From: Edwin Rivera

"RIVERA
Dept: HFD-322 MPN1 272

Tel No' 301-594-0095 FAX 301-594-2202
TO: Robert West ( WESTR )

CC: 9 addressees

Subject: RE: AADA 64-159 - Clindamycin Phosphate - _-
Robert:

Upon'receipt’of your E-Mail of January 6, 1997 reqardlnq the aonroval status
of ~1 reviewed
our 1nspectlon files and determined that our last inspections coverlng this
API were in October 19 - 20, 1992 and May 12 - 13, 1988. Both inspections
disclosed only minor CGMP deficiencies and were classified as VAI and NAT,
respectively.

I then contacted ‘= s e s ’f”““:, NI, |
learned that Clindamycin Phosphate 1s S

N L T TR T T T s i

NEE———— I At already know, the Aprll 1996 1nspect10n revealed that
*he firm was in the process of quallfylna — s
ais productlon area, was  cemo et e Pt e R

rev151ng master productlon records and operatlng procedures to brlng this
facility into CGMP compliance.

RS

T requested a status report from - . on the pendlng issues resulting

from the Aprll 1996 1nspectlon. The f1rm has informed me that the emm—smremm
s == and that validation of

both systems should be completed by April 1997. The revision of master
production records and operating procedures have also been completed and these
documents will be made available to FIT for our review by January 31, 1997.
Sw—w -has also reported that their revalidation campaign for -—— batches
of ... -~ will be completed by April 1997, with
revalldatlon of - = ~~to follow later in the year.

The firm has contacted DEIO to arrange for reinspection of the - facility in

April or May 1997. We will contact DEIO and request that they also cover the

manufacture of Clindamycin Phosphate during the reinspection. Unless you have

a pre551ng need to approve AADA 64-159, I recommend that we wait until the

reinspection shows that the firm is in CGMP compllance for the = T
= - produced DY oo o irmmnin

Edwin Rivera

APPEARS THIS WAY
0 ORIGINAL



ELECTRONTIC MAIL MESSAGE

Date: 09-May-1997 10:48am EDT
From: Jason Gross
GROSSJ
Dept: HFD-324 MPN1 265
Tel No: 301-827-0062 FAX 301-827-0145
TO: Mark Anderson ( ANDERSONM )
CC: Melissa Egas ( EGASM )

Subject: N 64159/000 FOugera, Clindamycin
Mark. .
Heads up I just got a call from Virginai Carmen of fougeria advising me
that the firm " —— was inspected.
EES does not show we have received the results of the inspection yet...

but I am sure they will be forthcoming.

Good luck
- JAG

APPEARS THIS WAY
ON ORIGINAL



324  Clindamycin / Official Monographs

ration, and record the peak responses as directed under Proce-
duge: the relative standard deviation for replicate injections is
not more than 2.5%.

Procedure—Scparately inject equal volumes (about 20 L) of
the Standard preparation and the Assay preparation into the
chromatogragh. record the chromatograms, and measure the re-
sponses for the major peaks. Calculate the quantity, in mg, of
&F,,CINIO,S in cach mL of the Injection taken by the for-
mula; ] .

(10/7TXCP/V)(Ry/Rs),

in which C is the concentration, in mg per mL, of USP Clin-
damycin Phosphate RS in the Standard preparation, P is the
potency, in ug of C;3H,;CIN,O,S per mg of the USP Clinda-
mycin Phosphate RS, V'is the volume, in mL, of Injection taken,
and Ry and R are the ratios of the response of the clindamycin
phosphate peak to the response of the internal standard peak
obtained from the Assay preparation and the Standard prepa-
ration, respectively. S

Clindamycin Phosphate Topical Solution

» Clindamycin Phosphate Topical Solution contains
the equivalent of not less than 90.0 percent and not
more than 110.0 percent of the labeled amount of
clindamycin (C,3H;;CIN,0;S).

Packaging and storage—Preserve in tight containers.

Reference standard—USP Clindamycin Phosphate Reference
Standard—Do not dry before using. :
Identification—The retention time of the major peak in the chro-
matogram of the Assay preparation corresponds to that of the
Standard preparation, both relative to the internal standard, as
obtained in the Assay. .

PH (791): between 4.0 and 7.0.

Assay—

Mobile phase, Internal standard solution, Standard repa-
ration, and Chromatographic system—Proceed as directed in the
Assay under Clindamycin Phosphate. .

Assay preparation—Transfer an accurately measured volume
of Clindam{cin Phosphate Topical Solution, equivalent to about
20 mg of clindamycin, to a 100-mL volumetric flask, add 25.0
mL of Internal standard solution, dilute with Mobile phase to
volume, and mix. )

Procedure—Proceed as directed for Procedure in the Assay
under Clindamycin Phosphate. Calculate the quantity, in mg,
of CygH;;CIN;O4S in each mL of the Topical Solution taken by
the formula:

0.1(CP/V)(Ru/R),

in which V' is the volume, in mL, of Topical Solution taken, and
the other terms are as defined therein. i

Sterile Clindamycin Phosphate

» Sterile Clindamycin Phosphate is Clindamycin
Phosphate suitable for parenteral use. It has a po-
tency equivalent to not less than 758 pg of clinda-
mycin (Cy3H;;CIN,;OsS) per mg, calculated on the
anhydrous basis. - :

Packaging and storage—Preserve in Containers for Sterile Solids
as described under njections (1). ) : S
Reference standard—USP Clindamycin Phosphate Reference
Standard—Do not dry before using.

Depressor substances—It meets the requirements of the Depres-
sor Substances Test (101), the test dose being 1.0 mL Cper kg
of a solution prepared to contain 5.0 mg of clindamycin (C,3H,;-
CIN;O;S) per mL in sterile saline TS. - : |
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Pyrogen—It meets the requirements of the Pyrogen Test (151),
the test dose being 1.0 mL per kg of a solution prepared to contain
24 mg of clindamycin (C1H;3CIN;O;S) per mL in pyrogen-free
saline TS. :

Sterility—It meets the requirements under Sterility Tests (1),
when tested as directed in the section, Test Procedure Using
Membrane Filtration, 6 g of specimen aseptically dissolved in
200 mL of Fluid A being used.

Other requirements—It conforms to the definition, re;;)onds to
the Identification test, and meets the requirements for pH, Water,
Crystallinity, and Assay under Clindamycin Phosphate.

Clioquinol

(=]

C,H,CIINO  305.50
8-Quinolinol, S-chloro-7-iodo-. .
S5-Chloro-7-iodo-8-quinolinol ~ [130-26-7).

» Clioquinol, dried over phosphorus pentoxide for §
hours, contains not less than 93.0 percent and not
more than 100.5 percent of CyHsCIINO (the 5-chloro-
7-i0do-8-quinolinol isomer).

Packaging and storage—Preserve in tight, light-resistant. con-
tainers.

Reference standard —USP Clioguinol Reference Standard—Dry
over phosphorus pentoxide for 5 hours before using.

Identification—

A: Prepare a Standard solution as directed for Standard prep-
aration in the Assay, except to use 1.0 mL of pyridine instead
of the Internal standard solution, and chromatograph as directed
in the Assay: the chromatogram of the Assay preparation ob-
tained in the Assay exhibits @ l?eak for clioquinol, the retention
time of which corresponds with that exhibited by the Standard
solution.

B: The ultraviolet absorption spectrum of a 1 in 200,000 so-
lution in 3 N hydrochloric acid exhibits maxima and minima at
the same wavelengths as that of a similar solution of USP Cli-
oquinol RS, concomitantly measured, and the respective absorp-
tivities, calculated on the dried basis, at the wavelength of max-
;molgl absorbance at about 267 nm do not differ by more than

"C: Heat 100 mg with 5 mL of sulfuric acid: copious violet
vapors of iodine are evolved. . :

Loss on drylng (731)—Dry it over phosphorus pentoxide for $
hours: it loses not more than 0.5% of its weight.

Resldue on ignition (281): not more than 0.5%.

Free lodine and fodide—Shake 1.0 g with 20 mL of water for 30
seconds, allow to stand for § minutes, and filter. To 10 mL of
the filtrate add 1 mL of 2 IV sulfuric acid, then add 2 mL of
chloroform, and shake: no violet color appears in the chloroform
ree fodine). To the mixture add § mL of 2 NV sulfuric acid and
mL of potassium dichromate TS, and shake for 15 seconds:
the color in the chloroform layer is no decper than that produced
in a control test made in the following manner: Dilute 2.0 mL
of (rotassium iodide solution (1 in 6000) with water to 10 mL,
add 6 mL of 2 N sulfuric acid, 1 mL of potassium dichromate
TS, and 2 mL of chioroform, and shake for 15 seconds (0.05%
of lodide). .
Assay— .
Internal standard solution—Prepare s solution of pyrene in
pyridine containing 2 mg per mL. .
Standard preparation—Dissolve an accurately weighed quan-
tity of USP Clioquinol RS in a mixture of pyridine and n-hexane
(4:1) to obtain a Standard solution having a known concentration
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in which ¥ is the volume, in mL, of constituted solution from
Clindamycin Palmitate Hydrochloride for Oral Solution teken
and the other terms are as defined therein.

- USP XXl

| Clindamycin Phosphate

C 1 |H ,‘CINZO.PS 504.96 . -

t-threo-a-D-galacto-Octopyranoside, methyl 7-chloro-6,7,8-tri-
deoxy-6-| [(1-methyl-4-propyl-2-pyrrolidinyl)carbonyl]-
amino}-1-thio-, 2{(dihydrogen phosphate), (2S-trans)-.

Methy! 7-chloro-6,7,8-trideoxy-6-(1-met y]-rram#rropyl-l.-}
pyrrolidinecarboxamido)-1-thio-L-threo-a-D-galacto-octo-
pyranoside 2«(dihydrogen phosphate)  [24729-96-2).

» Clindamgcin Phosphate has a potency equivalent
1o not less than 758 ug of clindamycin (C,3H3;CIN,-
O,S) per mg, calculated on the anhydrous basis.

Packaging and storage—Preserve in tight containers.

Reference standard—USP Clindamycin Phosphate Reference

Standard—Do not dry before using.

Identification—The infrared absorption spectrum of a mineral oil
dispersion of it, previously dried at 100° for 2 hours, exhibits
maxima only at the same wavelengths as that of & similar prep-
aration of USP Clindamycin Phosphate RS, previously dried at
100° for 2 hours. :

Crystallinity {(695): meets the requirements.

pH (791): between 3.5 and 4.5, in 2 solution containing 10 mg

per mL.
Water, Method I {(921): not more than 6.0%.

Other requirements—Clindamycin Phosphate intended for use in -

making Clindamycin Phosphate Injection complies with the re-
virements for Depressor substances and Pyrogen under Sterile

2‘Iindamycin FPhosphate.

Assay— ‘

Mobile phase—Dissolve 10.54 g of monobasic potassium phos-
. phate in 775 mL of water, and adjust with phosphoric acid 10 &
pH of 2.5. Add 225 mL of acetonitrile, mix, and filter. Make
adjustments if necessary (sce System Suirability under Chro-
matography (621)). [NOTE—Ensure that the concentration of
acctonitrile in the Mobile phase is not less than 22% and not
more than 25%, in order to retain the correct elution order.)

Internal standard solution—Prepare a solution of 4"-hydroxy-
acctophenone in acetonitrile containing about 4 mg per mL. Di-
Jute 2 volume of this solution with Mobile phase to obtain a
solution having & concentration of about 0.04 mg per mL.

Standard preparation—Transfer about 24 mg of USP Clin-
damycin Phosphate RS, accurately weighed, to a2 100-mL volu-
metnic flask. Add 25.0 mL of Internal standard solution, dilute
with Mobile phase to volume, and mix.

Assay preparation—Transfer about 24 mg of Clindamycin
Phosphate, accurately weighed, to a 100-mL volumetric flask,
add 25.0 mL of Internal standard solution, dilute with AMobile
phase to volume, and mix.

Chromatographic system (see Chromatography (621))—The
Tiquid chromatograph is equipped with a 210-nm detector and a
4.6mm X 25cm column that confains packing L7. The flow
rate is about 1 mL per minute. Chromatograph the Standard
preparation, and record the peak responses as directed under
Procedure: the resolution, R, between the analyte and internal
standard peaks is not less than 2.0, and the relative standard
deviation for seplicate injections is not more than 2.5%.

Procedure—Separately inject equal volumes (about 20 xL) of
the Standard preparation and the Assay preparation into the
chrgmatograph. record the chromatograms, and measure the re-
smnscs for the major peaks. The relative retention times are
2bout 1.0 for clindamycin phosphate and 1.2 for 4-hydroxyace-

tophenone. Calculate the quantity, in ug, of C;¢H3sCIN,OsS in
. the portion of Clindamycin Phosphate taken by the formula:

100CP(Ry/Rs),
in which C is the concentration, in mg per mL, of USP Clin-

. adjustments if necessaﬁ'
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damycin Phosphate RS in the Standard preparation, P is the
potencp in pg of C;4H;3;CIN;OsS per mg of the USP Clinda-
mycin Phosphate RS, and Ry and R are the ratios of the response
of the clindamycin phosphate ﬂ]:eak to the response of the internal
standard peak obtained from the Assay preparation and the Stan-
dard preparation, respectively. )

Clindamycin Phosphate Injection

» Clindamycin Phosphate Injection is a sterile so-
lution of Sterile Clindamycin Phosphate or Clinda-
mycin Phosphate in Water for Injection with one or
more suitable preservatives and sequestering agents.
It contains the equivalent of not less than 90.0 percent
and not more than 120.0 percent of the labeled amount
of clindamyc’in (C)gH;;LJN;OsS).

Packaging and storage—Preserve in single-dose or in multiple-

. dose containers, preferably of Type I gless.

Reference standard—USP Clindamycin Phosphate Reference

" Standard—Do not dry before using.

Identification—The retention time of the major peak in the chro-
matogram of the Assay preparation corresponds to that of the
Standard preparation, both relative to the internal standard, as
obtained in the Assay. .
Pyrogen—When diluted with sterile pyrogen-free saline TSto a
concentration of 24 mg of clindamycin (C;3H3,CIN,0,S) permL,
it meets the requirements of the Pyrogen Test (151), the test
dose being 1.0 mL per kg. :

pH (791): between 5.5 and 7.0.

Particulate matter (788): mects the requirements under Small-
volume Injections. .

(()l;m requirements—1Jt meets the requirements under Injections
1). :

Assay—

Mobile phase—Dissolve 10.54 g of monobasic potassium phos-
phate in 775 mL of water, and adjust with phosphoric acid toa
pH of 2.5. Add 225 mL of acetonitrile, mix, and filter. Make

(sce .SE)':um Suitability under Chro-
matography (621)). [NOTE—Ensure that the concentration of
acetonitrile in the Mobile phase is not less than 22% and not
more than 25% in order to retain the correct elution order.]

Internal standard solution—Prepare 8 solution of methylpar-
aben in acetonitrile containing ebout 6 mg per mL. Dilute a
volume of this solution with Mobile phase to obtain a solution
having 8 concentration of about 0.06 mg per mL.

Standard preparation—Transfer about 24 mg of USP Clin-
damycin Phosphate RS, accurately weighed, to 2 100-mL volu-
metnc flask, add 25.0 mL of Internal standard solution, dilute
with Mobile phase to volume, and mix. .

Assay preparation—Transfer an accurately measured volume
of Clindamycin Phothate Injection, equivalent to about 300 mg
of clindamycin, 1o a 100-mL volumetric flask, dilute with Mobile
phase to volume, and mix. Transfer 7.0 mL of the resulting
solution to a 100-mL volumetric flask, sdd 25.0 mL of Internal
standard solution, dilute with Mobile phase to volume, and mix.

Resolution solution—Prepare a solution of 4%hydroxyaceto-
phenone in acetonitrile containing about 4 mg per mL. Dilute a
portion of the resulting solution with Mobile phase to obtain a
solution having a concentration of about 0.04 mg per mL. Add
about 25 mL of this solution to a 100-mL volumetric flask con-
taining about 25 mg of USP Clindamycin Phosphate RS, dilute
with Mobile phase to volume, and mix.

Chromatographic system (sec Chromatography {621))}—The
liquid chromatograph is-equipped with 2 210-nm detector and a
4.6-mm X 25-cm column that contains packing L7. The flow
rate is about 1 mL J)er minute. Chromatograph the Resolution
solution, and record the peak responses as directed under Pro-

cedure: the resolution, R, between clindamycin phosphate and

“hydroxyecetophenone is not less than 2.0.” The relative reten-
tion times are 1.0 for clindamycin phosphate and about 1.2 for
“hydroxyacetophenone. Chromatograph the Standard prepa-
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« ZEm PHOSPHATE

+ ghemytin levels . s . Rapid mfu.nop mte .+ -+ Maintepance infusion n_te

l 4 meg/mL v 10 mg/min for 0 min ... 075 mg/min .

‘M “weg/ml . 15 mg/min for 30 min ! 7100 mg/min -
. ! cg/mL . ) 20 mg/min for 30 min 125 mg/min

*.. .. ADMINISTRATION -
+oiea tecurs during therapy, this antibiotic should be
guowd (See Wamningbax). -

o M4 or TV Administration):

s blections due to aerobic gram-positive cocei and the
e rceptible anserobes (NOT generally including Bacte-
‘a F=gilis, Peptococcus species and Clostridium species
i Clostndium perfringensy.

& 501200 mg/day in 2, 3 or 4 equal doses. .
‘e were infections, particularly those due to proven or
& Baclervides frogilis Peplococcus species, oF Clos-
=z species other than Clostridium perfringe

& 6-2700 mg/day in 2, 8 or 4 equal doses

Z=re serious infections, these doses may have to be in-
o 1o Eife threatening situations due to aerobes or ana-
- these doses may-be increased. Doses of as much as
2 = daily have been given intravenously to sdults. See
“or.and infusion Retes section below.

:;:mmuwuhr injections of greater than 600 mg are

&
srarively, drug may be administered in the form of &
* gugid infusion of the first dose followed by continuous

Zain as follows: [See table above}

= (less than } month)
»:5mg/kg/day in 8 to 4 equal doses. The lower dosage
313 adequate for small prematures. . .
% nver ] month of age) Parenteral MV or IV) admin-
oo 20 1o 40 mg/kg/day in 8 or 4 equal doses The
& - tes would be used for more severe infections. As an
2 rrive 10 dosing on 2 body weight basis, children may be
§z¢ the basis of square meters body surface: 350 mg/

=1 o7 serious infections and 450 mg/m?/day for more
5=l therapy may be changed to eral CLEOCIN
£ Z4TRICE Flavored Granules (clindamyrin palmitate
« tloride) or CLEOCIN HCI® Capsules (clindamyein
- extjiride) when the condition warrants and st the dis-

+ = of the physician.

5T ‘molytic streptococeal infections, treatment
[l ZH ued for st Jeast 10 dayx.

§=  .usion Rates

< mytin phosphate must be diluted prior to IV admints-
{ = The concentration of clindsmycin in diluent for infu-
J *rouki not exceed 18 mg per mL Infusion rates should
» teeed 30 mg per minvte. The usual infusion dilutions
bazsare as follows: | . i

: Do Diluent Time
X0 mg S0 mL 10 min
€00 mg 80 mL 20 min
900 mg 100 mL 30 min
1200 ;g 100 mL 40 min

zeration of rore than 1200 mg in a single 1-hour infu-
1130 recommended.

enl drug products should be inspected visually for
<dste matter and discoloration prior to administration,
ez golution and container permit. .
=mand Compatibility: Physical and biological compati-
=sadiss monitored for 24 hours 8t room temperature
» fncnstrated no inactivation or incompatibility with
*=d CLPOCIN PHOSPHATE Sterile Solution (clinds-
= phsphate) in TV solutions containing sodium chlo-
{xse, calcium or potassium, and solutions containing
&>Boomplex in concentrations usually used clinically.
Eopatibility hes been demonstrated with the antibiot-
g"“‘“" kanamycin, gentamicin, penicillin or car-

Zowing drugs are physically incompatible with clinda-
< phosphate: ampicillin sodium, phenytloin sodium,
=tes, aminophylline, calcium gluconate, and magne-
Txlixte .

*2patibility and durstion of stability of drug sdmix-
il vary depending oo concentration and other condi-
®fur current information regarding compatibilities of

Eowin phosphate under specific conditions, please
;& Medical Cmmm Unit, The Upjohn
,,':»f-mu_ Stabllity of difuted sclutions of CLEOCIN

ure: 6,9 and 12 mg/ml (equivalent to clinda-
. B.\d“m?n Sg..i’: :::ﬂn. sodium chloride 0.9%,
Lauc Ringers es or minibags, demon-
Wrhviical and chemical stability for st least 16 days
fTAbo, 18 mg/mL fequivalent 1o clindamycin base) in
% 5% in water, in minj demonstrated physical
'hn!mbﬂityl’orlthnlsdlylnﬂ'c.

R 1Y t.u'“mﬁ W G PPE (I SETIIN PG N v 1. o P
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Refrigeration: 6,9 and 12 mg/mL (equivalent to clindamyrcl
base) in dextrose 5% in water, sodium chloride 0.9%, or
tated Ringers in glass bottles or minibags, demonstrated
thsical and chemical stability for st Jeast 32 days at 4°C.
rozen: 6,9 and 12 mg/ml (equivalent to clindamycin base)
in dextrose 5% in water, sodium chloride 0.9%, or Lactated
Ringers in minibags demonstrated physical and chemical
stability for at Jeast eight weeks at —10C. .
Frozen solutions should be thawed at room temperature and
not refrozen.

DIRECTIONS FOR DISPENSING:  ~ .
Pharmacy Bulk Packsge—Not for Direct Infusion
The Pharmacy Bulk Package is for use in s Pharmacy Ad-
mixturs Service only under a laminar flow hood. Entry into
the viai should be made with a small diameter sterile trans-
fer set or other small diasneter sterile dispensing device, and
contents dispensed in aliquots using aseptic technique. Mul-
tiple entries with a needle and syringe are not recommended.
AFTER ENTRY USE ENTIRE CONTENTS OF VIAL
PROMPTLY. ANY UNUSED PORTION MUST BE DIS-
CARDED WITHIN 24 BOURS AFTER INITIAL ENTRY.
DIRECTIONSFORUSE )
CIiEOCIN PHOSPHATE 1V $olution in Gslaxy Plsstic Con-
tainer
Premixed CLEOCIN PHOSPHATE IV Solution is for intra-
venous sdministration using sterile equipment. Check for
minute leaks prior Lo use by squeezing bag firmly. If Jeaks
sre found, discard solution as sterility may be impaired. Do
pot add supplementary medication. Parenteral drug prod-
ucts should be inspected visually for particulste matter and
discoloration prior to administration whenever solution and
container permit. Do not use unless solution is clear and seal
is intact. - i .
Caution: Do not use plastic containers in series connec-
tions. Such vse could result in air embolism due to residual
air being drawn from the primary container before adminis-
tration of the fluid from the secondary container is complete.
Preparation for Administration:
1. Suspend container from eyelet support. ‘
2. Remove protector from outlet port st bottom of container.
8. Attach administration set. Refer 1o complete directions
sccompanying set. .
Preparation of CLEOCIN PHOSPHATE in ADD-Vantage?-
System-For IV Use Only. CLPOCIN PIIOSPHATE 600 mg
and 900 mg may be reconstituted in 56 m! or 100 ml, re-
spectively, of 5% Dextrose or 0.8% Sodiuvm Chloride in the
ADD-diluent -container. Refer to separate insiructions for
ADD-Vantage System. . .
ROW SUPPLIED . .
Each ml of CLEOCIN PHOSPHATE Sterile Solution con-
tains clindamyein phosphate equivalent to 150 mg clindamy-
cin; 0.5 mg disodium edetate; 8.45 mg benzy! alcohol added as
preservative. When pecessary, pH is adjusted with sodium

hydroxide and/or hydrochloric acid. .-
[CLEOCIN PHOSPHATE & available in the following
packages: . .

25-2 mL vials ° NDC 0009-0870-21
254mlvials ~ - . ° - NDC000S.077520
256 oL vials N .. NDC 0003050211
1-60 ), Pharmacy - -

Bulk Package - NDC 0009-0725-05

CLEOCIN PHOSPHATE s supplied in ADD-Vantage vials
as follows: ¢ " .

Tota! Amount

NDC# VisiSis  Clindamyein of
T . Phosphatesvia!l ~ Diluemt
0005312401  4ml . 600 g 50 mL
0003-3447:01 Sml 900 mg 300 mL

Btore at controlled yoom tempersture 15'-80°C (89°-86F).

CLEOCIN PHOSPHATE IV Solution in Galaxy plastic con-
tainers is a sterile solution of clindamycin phosphate with
8% dertrose. The single dose Galaxy plastic containers are
available as follows: C

24—800 mg/50 mL containers NDC 0008-8381.01
24—600 mg/50 mL containers NDC 0009-8375-01
24—900 mg/50 mL containers NDC 0005-3382-01
Exposure of pharmaceutical products to heat should be mini-
mized. It is recommended that Galaxy plastic containers be
stored at room tempersture (25 C). Avoid temperatures
above 30 C. - : :

Code 810 020 127

CLEOCIN PHOSPHATE IV Soluticn in the Galaxy plastic
containers §s manufactured for The Upjoho Company by
Baxter-Healthcare Corporation, Deerfield; 1L 60018,

Galaxy® is a registered tradermark of Baxter International,

Shown in Product Identification Section, page 44 -

CLEOCINT® -~. - .- -~ ~ O )
brand of clindemycin phosphats topical solution,
topical gel and topical —_— P

For Externsl Use

30 mL bottle . = o N
NSN 650501-140-8450 (M) - - mor e
80 ml bottle : STt o
NSN 6505-01-1185658 (M & V. T e

.. R LT R I

DESCRIPTION . x
CLEOCIN T Topical Solution , CLPOCIN T Topical Gel and
CLEOCIN T Topical Loticn contain elindamytin phosphate,
gislri;h-t a concentration equivalent to 10 mg clindamycin per
iliter, . o
Clindemycin phosphate is a water soluble ester of the semi-
synthetic antibiotic produced by a 7(S}chloro-substitution of
the 7(R}hydroxy] group of the parent antibiotic lincomyein.
The solution contains isopropy] alcobol 50% v/v, propylene
glycol, and water.. .
The gel contains allantoin, carbomer 83(P, methylparsben, -
p_o!!elhyle'ne glycol 400, propylene glycal, sodium {yd.vmde.
and purified water. . .
The fotion contains cetosteary] alcohol (2.5%); glycerin; glye-
eryl stearate SE (with potassium monostearate); isostearyl
alcohol (25%), methylparaben (0.3%); sodium lauroyl sar
cosinate; stearic acid; and purified water.
The chemical name for clindamyein phosphate is 7(S)chloro-
7-deoxylincomycin-Z-phosphate. (MW = 504.96.) ]
CLINICAL PHARMACOLOGY : )
Although clindamyein phosphate is inactive in vitro, rapid in
vivo hydrolysis converts this compound to the antibacteri-
ally active clindamycin. T :
Clindamycin has been shown to have in vivo activity against
isolstes of Propionibocterium acnes. This may account for its
usefulness in acne. ) oo
Cross resistance has been demonstrated between clindamy-
cin and lincomycin. .
Antagonism has been demonstrated between clindamycin
and erythromyein. . .
Following multiple topical applications of clindamycin
phosphate at a concentration equivalent to 10 mg clindamy-
¢in per mL in an isopropyl alcohol and water solution,
very low levels of clindamycin are present in the serum
(OgnglmL)md)esslhmpszdtbedasehnwvendh
urine as clindamycin.
Clindamycin activity has been demonstrated in comedones
from acne patients. The mean conceniration of antibiotic
sctivity in extracted comedones afler application of
CLEOCIN T Topical Solution for 4 weeks was 597 meg/g of
comedonal material (range 0-1490). Clindamycin in vitro
inhibits all Propionibacterium ocnes cultures tested (MICs
0.4 mcg/ml). Free {atty acids on the skin surface have been
decreased from approximstely 14% to 2% following applica-
tion of clindamycin. S
INDICATIONS AND USAGE Tttt
CLEOCIN T Topical Solution, CLEOCIN T Topical Ge! and
CLEOCIN T Topical Lotion are indicated in the trestment of
acne vulgaris. In view of the potential for diarrhea, bloody
diarthea and pseudomembranous eolitis, the physician .
should consider whether other agents are more l”%

(See CONTRAINDICATIONS, WARNINGS and AD
REACTIONS) .. .
CONTRAINDICATIONS

CLEOCIN T Topical Solution, CLPOCIN T Topical Gel and
CLEOCIN T Topical Lotion are contraindicated in individu-
als with a history of hypersensitivity to preparations con-
taining clindamyein or lincomwycin, a history -of regional
enteritis or ulcerative colitia, or a history of antibiotic-
inted eoliti ; T - o
WARNINGS - Rt
Orally and parenterafly sdministersd clindsmycin has been
sssociated with severs colitis which may end fatally. Use of
the topical formulation results in absorption of the entiblotic
from the skin surface. Diarrhea, bloody distrhea, and eolltis
{including psevdomembranous colitis) have besn reported

P SR

" Continued on next page

informstion on these Upjohn products is basad on labeling in
offect June 1, 1952, Further information concerning these
sndother Upjohn products may be obtained by direct inquiry
to Medical Information, The Upjohn Company, Kals
Michigan 45001, i °
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30 mL applicator bottle—NDC 0009-3116-01 The effect of intensive lipid-lowering therppy oo
Upjohn—Cont. €0 mL applicator bottle—NDC 0009-311602 atherosclercsis has been assessed bycneﬁq‘g;:;;::

with the use of t-opiulnnd systemic cﬁ;:dnmycln. Symptoms
€sn occur sfter 8 few days, weeks or months following inith

~ “tion of clindsmy2in therapy. They have also been observed

egin up to seversl weeks sfter cessation of therapy with
Jamycin. Studies indicate » toxin{s} produced by Cros-

" Jdium difficiie is one primary csuse of antibioticsssociated

eolitis. The colitis is usually characterized by severs persis-
tent diarrhes and severe sbdominal cramps and msy be ssso-
ciated with the pessage of blood and mucus. Endoscopic
examinstion may reveal pseudomembranous colitis.

When significant disrrhes occurs, the drug should be discon-
tinued. Large bowe! endoscopy should be considersd in
cases of severs disrrhea, .

Antiperistaltic agents such as opistes and dipbencxylate
with atropine (Lomotil) may prolong and /or worsen the con-

. dition. Vaocomyein has been found to be effective in the

trestment of antibiotic-zssociated pseudomembranous eoli-
tis produced by Clostridium difficile The usual adult dosage
i8 500 rog o 2 grams of vancomyein orally per day in three to
four divided doses administered for 7 to 10 days.

Mild cases of colitis may respond to discontinuance of clinda-
mycin. Moderate to severe cases should be managed
promptly with fluid, electrolyte, and protein supplementa-
tion as indjcated. Cholestyramine and colestipo! resins have
been shown to bind the toxin in vitro. If both a resin and van-
eomycin are to be administereéd concurrently, it may be ad-
visable {0 separate the time of administration of each drug.
Systemic eorticoids and corticoid retention enemas may help
relieve the colitis. Other causes of eolitis should also be cop-
sidered. A careful inquiry should be made concerning previ-
ous sensitivities 10 drugs and other allergens. .
PRECAUTIONS L

CLEOCIN T Topical Solution contains an aleoho! base which
will cause burning and irritation of the eye. In the event of
accidental contact with sensitive surfaces (eye, abraded skin,
mucous membranes), bathe with copious amounts of cool tap
water. The solution has an unpleasant taste and caution
should be exercised when applying medication around the
mouth.

CLEOCIN T should be prescribed with caution in atopic indi-
vidualy.

Pregnancy Category B

~oduction studies have been performed in rats and mice -

subcutaneous and oral doses of clindamycin

rnanging-
-100 to 600 mg/kg/day and have revealed no evidence of

ampaired fertility or harm to the fetus due to clindamycin.
There are, however, no adequate and wellcontrolled studies
in pregnant women. Because animal reproduction studies
are not always predictive of human response, this drug
should be used during pregnancy only if clearly needed.
Nursing Mothers .

It is not known whether clindamyein is excreted in human
milk following use of CLEOCIN T. However, orally and par-
enterally administered clindamycin has been reported to
appear in breast milk. As a general rule, pursing should not
be undertaken while a patient is on a drug since many drugs
are excreted in buman milk - .
Pedistric Use .
Safety and effectiveness in children under the age of 12
not been established.

ADVERSE REACTIONS .
Sikin drypess is the most common sdverse reaction seen with
the solution.

Clindamycin has been sssociated with severe colitis which
may end fatally (See WARNINGS). -

Cases of dnrrgn. bloody diarrhes and eolitis (ineluding
peendomembranous colitis) have been reported as adverse
:hnmd;? in patients treated with topical formulations of

Other effects which have been reported in association with

" the use of topical formulations of clindamycin include:

Local Effects Systemic Effects
Contact dermastitis Abdominal pain
Irritation (e.g., erythema, Gastrointestinal

- mpeehng and burning) . disturbances

y akin - : T
Gram-negative folliculitis -
DOSAGE AND ADMINISTRATION

Apply a thin film of CLEOCIN T Topical Solution,
CLEOCIN T Topical Lotion or CLEOCIN T Topical Gel twice
" to affected ares. . o

-t Shake well immediately before using. Keep all dos-

. Jrm containers tightly closed. . .

nuW SUPPLIED B T

CLEOCIN T Topical Solution containing clindamyein

phosphate equivalent to 10 mmg clindamycin per milliliter is

available in the following gizes:
T e
1‘.}. MM e a2

1€ oz (473 mL) bottle—NDC 0009-3116-0¢
CLEOCIN T Topical Ge! containing elindamyrin phosphste
equivalent to 10 mg clindamycin per milliliter is available in
the following sizes: .
7.5 gram tube—NDC 0003-3331.08_
30 gram tube—NDC 0009-3331-02 -
CLEOCIN T Topical Lotion containing elindamycin
phosphate equivalent to 10 mg clindamyein per milliliter is
available in the following size: 2o .
60 mL plastic squeeze bottle—~NDC 0003-33290 :
Store at controlled room temperature 15°-30°C (55"
Protect from ing. - : T .
Code 811 373 221 - s o
Shown in Product Jdentificotion Section, page 634

— —————- =

« -

COLESTID® cT - - B
brand of colestipo! hydrochloride granules -
{colestipo! hydrochlorids for oral suspension, USP)
Box of 30-5 gram packets
° NSN €505-01.0514887 (M & VA)
Box of 90-5 gram packets .

: NSN €505-01.2928929 (M & VA)

300 gram .NSN 8505.01-336-8194 (M & VA)
500 gram NSN 8505-01-244-5511 (M & VA)
DESCRIPTION - '

COLESTID Granules consist of colestipal hydrochloride,
which is a lipid lowering sgent for oral use. COLESTID is an
insoluble, high molecular weight basic anjon-exchange copo-
Jymer . of diethylepetriamine and I<chloro2$
epoxypropane, with approximately 1 out of § amine nitro-
gens protonated (chloride form). It is & light yellow resin
which is hygroscopic and swells when placed in water or
aqueous fluids. COLESTID is tasteless and odorless. Inactive
ingredient: Silicon dioxide. e
CLINICAL PHARMACOLOGY
Cholesterol is the major, and probably the sole precursor of
bile acids. During pormal digestion, bile acids are secreted
via the bile from the Liver and gall bladder into the intes-
tines. Bile acids emulsify the fat and lipid materials present
in food, thus facilitating ebsorption. A mejor portion of the
bile acids secreted is reabsorbed from the intestines and re-
turned via the portal circulstion to the liver, thus complet-
ing the enterohepatic cycle. Only very small amounts of bile
acids are found in normal serum.
COLESTID Granules {colestipol hydrochloride) bind bile
acids in the intestine forming s complex that is excretad in
the feces. This nonsystemic action results in a partisl re-
moval of the bile acids from the enterohepatic circulation,
preventing their resbsorption. Since colestipo! hydrochlo-
ride is an anion exchange resin, the chloride anions of the
resin can be replaced by other anions, usually those with &
greater affinity for the resin than chloride jon.
Colestipol hydrochloride is hydrophilic, but it is virtually
water insoluble (99.75%) and it is not hydrolyzed by digestive
enzymes. The high molecular weight polymer in COLESTID
apparently is not absorbed. Less than 0.05% of 4Clabeled
colestipol hydrochloride is excreted in the urine.
The increased fecal loes of bile acids due to administration of
COLESTID Jeads to an increased eoxidation of cholesterol to
bile acids. This results in an increase in the number of LDL
receplors, increased hepatic uptake of LDL and s decresse in
beta lipoprotein or low density lipoprotein serum levels, and
a decrease in serum cholestero] levels. Although COLESTID
roduces an Increase in the hepatic synthesis of cholestera!
man, serum cholesterol levels fall.
There is evidence 1o show that this fall in cholestero] is soc-
ondary to an increasec rate of cholestero} rich lipoproteins
(beta or Jow density lipoproteins) from the plasma. Serum
triglyceride levels may increase or remain unchanged fn
colestipol treated patients.
The decline in serum cholestero] levels with treatment with
COLESTID is usually evident by one month. When
COLESTID is discontinued, serum cholesterol levels usuall
return to baseline levels within one month. Periodic dehm.[
nations of serum cholesterol Jevels as outlined in the Na-
tional Cholestero! Education Program (NCEP) guidelines
should be'dm to confirm a favorable initial and long-term

response. .
In patients with beterozygous familial hypercholesterolemia
who have ot cbtained an optimal response to colestipol hy-
drochloride alone in maxima! doses, the combination of
colestipol hydrochloride and nicotinic acid has been shown to
provide effective further Jowering of serum cholesterol, tri-
glyceride, and LDL cholestero! values. Simultaneously, HDL
cholestero] values incressed significantly. In many such
tients it is possible to normalize serum lipid values?=
liminary evidence suggests that the cholestero) i
effects of lovastatin and the bile acid sequestrant, colestipo

e A e e A

lipidemic patients. In these randomized, controlied gopr: -
trials, patients were trested for two to fwm‘,h“
conventional measures (diet, placebo, or i some n-?
dose resin), or with intensive combination therapy using 20
plus COLESTID Granules plus either Dicotinic acid or s
statin, When compared to conventiona} ine, o>
lipid-lowering combination therapy significastly E
the frequency of progression and increassd the frequesey ¢
regression of coronary stherosclerotic Jesions i Petamny
with or at risk for coronary artery disesse
INDICATIONS AND USAGE
Since po drug is innocuous, strict attention should be a3
the indications and contraindications, Mml:l,,::
selecting drugs for chronic long-term use.
COLESTID Granules (colestipol hydrochloride)are indicaiag
as adjunctive thenp.éy 1o diet for the reduction of tleveeag
- serum total and low-density lipoprotein (LDL) cholesend 5
petients with primary hypercholesterclemis felevyted e
density lipoproteins [LDL] cholesterol) who do e revcnd
sdequately to diet. Generally, COLESTID hay po'cliciaty
significant effect on serum triglycerides, but with aam
triglyceride levels may be raised in soms patients.
Ins e, placebo-controlled, multiclinic study, the LI
CPPT", hypercholesterolemic subjects trested with choie
tyramine, a bile acid sequestrant with a mechanism of st
and an effect on serum cholesterol similar &y thyr of
COLESTID, had reductions in tota] and low-density Lipoprs
tein cholesterol (LDL-C). Over the seven-year study perct
the cholestyramine group experienced a 192 reductios
the combined rate of coronary beart disease desth Pl s
fata] myocardial infarction (cumulative incidences of b )
cholestyramine and 8.6% placebo). The subjectsincludd 2 .|
the study were middle-aged men (age 35-59) with serum cbe
lesterol Jevels above 265 mg/dl, LDL-C above 175 mg/dleas
moderate cholesterol lowering diet, and no history of beat
disease. It is not clear to what extent these finding cas b
extrapolated to other segments of the hypercholesterolems
pulstion not studied.
R,utment for elevated serum cholesterol (>200 =g &
should begin with dietary therapy and be carried out ia tee
steps (i.e., Step-One and Step-Two Diets). A minimum of s
months of intensive dietary therapy and counseling shacid
be carried out prior to initiation of drug therapy. Shariar
periods can be considered in patients with severe elevatias
of LDLcholesterol (> 225 mg/dL) or with definite CHD.

CONTRAINDICATIONS

COLESTID Granules (colestipol b oride) are cootran
dicated in those individuals who have shown hyperseames.
ity to any of its components.

WARNINGS

TO AVOID ACCIDENTAL INHALATION OR ESOPHA-
GEAL D CO) GRANULES (colestipol by

ISTRESS, COLESTID :
drochloride) SHOULD NOT BE TAKEN INITSDRY FORM
ALWAYS MIX COLESTID WITH WATER OR OTHEX '

FLUIDS BEFORE INGESTING.

PRECAUTIONS 6 -ul- -
Before instituting therapy with COLESTID Granules !
tipol hydrochloride), diseases contributing to increased biond
cholesterol such as hypothyroidism, diabetes mellitus, e

phrotic syndrome, dysproteinemiss and obstructive Lwr
disease should be Jooked for and specifically trested Thw
patient’s current medications should be reviewsd for thee
potential to fncrease serum LDL-cholesters] or total choles
terol. It should be verified that an elevated LDLC kevel »
responsible for high total cholesterol, especially in thaw
patients with marked elevations of high density lipopruen
(HDL) cholestero! and those with triglycerides over 400 2¢-
d whose toal chole&eg! eleration may be dut lo ey s
ensity lipoprotein L) cholestero! rather tha
?ﬂmm patients, LDL-C may be estimated according W the .
ollowi. ustion: . 5
LDLC = total cholssterel — P16 X Griglyoeriden

HDLC) . .
Wbeat}hebhltﬁg!ymﬂdumpﬂhrmn 400, this npe-
tion is Jess accurate, torriare
Because jt sequesters bile acids, COLESTID may is i
with normal fat sbeorption and thus mﬂm‘w 3
of fat soluble vitamins such as A, D,andK
anlcll:;e of COLESTID may :.mud !
cressed bleeding tendency due ¥
from vitamin K deficiency. This will ually mepcsd
promptly to parenteral vitamin K, and N‘“‘,’"“‘ ‘ &
E:evented by oral administration of vitamin 14 be deowr
rum cholesterol and triglyosride levels should b2 F20
mined periodically based on NCEP guidelines ;
favorable injtial and adequate long-term "'P';:m e
OOLESTID may produce or severely worsed paluly e
constipation. The dosage should be m"_"";'dd imperum _
tients Lo rinimize the risk of developing s

tients with preexisting constipation, the sarusg C5
Mp‘dhsgnmpupcknwlwp)nahﬂ!hh

-
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ELECTRONTIC MAIL MESSAGE

Date: 03-Jan-1997 03:19pm EST
From: Jason Gross
: GROSSJ

Dept: HFD-615 MPN2 113

Tel No: 301-594-2290 FAX 301-594-0181
TO: Maria Shih ( SHIH )
CC: John Harrison ( HARRISONJ )
CC: Mark Anderson ( ANDERSONM )
BCC: Robert West ( WESTR )

Subject: clindamycin

RE: AADA 64-159., Clindamvcin Top Sol, Fougeria, EER-UN-12-30-96

AADA 64-187, Cllndamyc1n Top Sol, Altana EER-AC-01-02-97

Faats e

Maria:

As you know the EER for AADA 64-159 was "UN"because of issues with .

== and the application is with Florence for review before we

issue a letter. However we just received an AC-EER for AADA 64-187

which - " Since Fougeria and Altana are

the same firm 1t seems strange that they are ——
but its very possible), ’ '

‘two issues:

1. Durlng your review lets make sure that ————— , is not an
— — . for AADA 64-187 ‘
2. For AADA 64-159, maybe we can get the firm to WD ™ as the

~--, and use === though this may have.some problems since
- was used in the Bio-study.

fyi .
JAG

APPEARS THIS WAY
ON ORIGINAL



DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service
FOOD AND DRUG ADMINISTRATION

ESTABLISHMENT EVALUATION REQUEST

\ KeQUEST TYPE {Check One) DATE PHONE NO.
August 28, 1995
REQUESTORS NAME: DIVISION: Office of Generic Drugs MAIL CODE: HFD-643
APPLICATION AND SUPPLEMENT NUMBER: ANDA 64-159
BRAND NAME: < ESTABLISHED NAME: Clindamycin Phopshate Topical Solution
DOSAGE STRENGTH: 1 % solution in 30 ml and 60 ml STERILE LYes ® No
PROFILE CLASS:: [} C? : PRIORITY CLASSIFICATION (See SMG CDER-4820.3) “ready for approval”

APPLICANT'S NAME: E.Fougera & Co.

APPLICANT'S ADDRESS: 60 .Baylis Road
q Melville, NY 11747

"COMMENTS : Facility #4 added 12/3/96, firm added facility in 10/30/96 “AC”

DMF NUMBER/ FKEY
FACILITIES TO BE EVALUATED RESPONSIBILITY - PROFILE CODE CIRTS ID
{Name and Complete Address] ;

7
1. Altana Inc. | 2 ?0\/\87"(1’ testing
60 Baylis :
‘Melville, NY 11747 243243 NMEC
/Altana Inc. manufactuer of
55 Cantiague Rock Road the finished
Hicksville, NY 11802 dosage form

FORM FDA 3274 (8/92) Distributiod: Original and Yellow Co HFD-324.
cc: ANDA 64-159 HFD-643/Div File, HFD-617/JWilson, HFD-617/TAmes, HFD-643/JSimmons  HFD-643/GJSmith

x:\wpfile\eerforms\64159



DEPARTMENT OF HEALTH AND HUMAN SERVICES ) )/
Public Health Service :
FOOD AND DRU 3 ADMINISTRATION

ESTABLISHMENT EVALUATION REQUEST

RE \(Check One) pATE HRRCH 11,194 PHONE No.
m AUGUST 28, 1993 - D

REQUESTORS NAME: "\ i) s D) 1| DIVIGIOR: Offica bt Generic Drugs MAIL'CODE: HFD-643
APPLICATION AND SUPPLEMENT NUMBER: ANDA 64-159

BRAND NAME: . I ESTABLISHED NAME:  Clindamycin Phopshate Topical Solution
DOSAGE STRENGTH: 1 % solution in 30 ml and 60 mi o o _ | sTERILE OYes ® No
PROFILE CLASS:: | 7 () l PRIORITY CLASSIFICATION (See SMG CDER-4820.3) ‘

APPLICANT’S NAME: E.Fougera & Co.

APPLICANT’S ADDRESS: 60 Baylis Road
Melville, NY 11747

COMMENTS :

FACILITIES TO BE EVALUATED DMF NUMBER/  FKEY
(Name and Complete Address) RESPONSIBILITY PROFILE CODE  CIRTS ID

II 1. Altana Inc. testing
"~ 60 Baylis
" Melville, NY 11747
2. Altana Inc. manufactuer of
55 Cantiague Rock Road ' the finished
Hicksville, NY 11802 dosage form

Es

N

e < v o R VRV TR vl R

- 'RM FDA 3274 (8/92) Distribution: naI and Yellow{Copy: HFD-324.
MDA 64-159 HFD-643/Div File, HFD-617/JWilson, HFD-617/TAmes, HFD-643/JSimmons  HFD-643/GJSmith
“Jeerforms\64159




DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC HEALTH SERVICE

FOUGERA
60 BAYLIS RD ,
METVILLE NY 11747

AADA N064159

Dear Sir/Madam:

We acknowledge the receipt of your Abbreviated Antibiotic Drug Application
submitted pursuant to Section 507 of the Federal Food, Drug, and Cosmetic Act
for the following:

NAME OF DRUG: ‘ g
CLINDAMYCIN PHOSPHATE TM%MW VS i,p 1%7p

DATE OF APPLICATION: 10-AUG-95
DATE OF RECEIPT: 11-AUG-95

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

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

Send representative samples, three times the amount needed to perform all
compendial (CFR/USP) tests except pyrogens and sterility tests, from
batches along with the respective certificates of analysis and copies of
batch records. The exhibit samples should be from batch sizes that are
minimally = == ,; of the maximum production size and manufactured in
production equipment. Send the samples to:

FDA/Division of Research and Testing
Attention: Joseph H. Graham, Ph.D. (HFD-473)
Chief, Antimicrobial Drugs Branch

200 C Street, S.W., Room 2002

Washington, D.C. 20204

Send copies of all correspondence regarding the requested samples to the AADA.

We recommend that you send the samples by registered mail/return receipt
requested.

f4aﬂﬂio}7b/ Sincerely yours,

}_JLFD" ééfe Roger L. Williams, M.D.
Director
Office of Generic Drugs
Center for Drug Evaluation and Research

hfué473 (Dr. Joseph H. Graham)



- CDER Establishment Evaluation Report Page 1  of 1
for May 30, 1997

Application:  ANDAZ641! Priority: . Org Code: 600
Stamp: 11-AUG-1995 Regulatory Due: ‘ Action Goal: District Goal: 11-OCT-1996
Applicant: FOUGERA ' Brand Name: o
60 BAYLISRD Established Name: CLINDAMYCIN PHOSPHATE
MELVILLE, NY 11747 Generic Name:
Dosage Form: SOL (SOLUTION)
Strength: 1% TOPICAL
FDA Contacts: J. GROSS (HFD-324) 301-827-0062 , Project Manager
J. HARRISON " (HFD-643) 301-827-5849 , Team Leader
Overall Recommendation:
ACCEPTABLE 6n'30-MAY- -1997by M. EGAS (HFD-322)301-594-0095

WITHHOLD on 15-JAN-1997by DOLESKI

Establishment: 2410271 DMF No:
ALTANA INC
CANTIAGUE ROCK RD
HICKSVILLE, NY 11802 Profile: LIQ OAI Status: NONE
_ Last Milestone: OC RECOMMENDATIO 15-APR-1997
Responsibilities: . Decision: ACCEPTABLE
FINISHED DOSAGE MANUFACTURER Reason; DISTRICT RECOMMENDATION
Establishment: 2432435 DMF No:
ALTANA INC
60 BAYLIS RD
MELVILLE, NY 11747 Profile: NEC OAI Status: NONE
Last Milestone: OC RECOMMENDATIO 15-JAN-1997
Responsibilities: Decision: ACCEPTABLE
FINISHED DOSAGE RELEASE TESTER Reason: DISTRICT RECOMMENDATION
Establishment: - =~ OMF No:
f :
1 ;
L . Profile: NEC OAI Status: NONE
‘ i Last Milestone: OC RECOMMENDATIO 24-DEC-1996
Responsibilities: Decision: ACCEPTABLE
T U Reason: BASED ON PROFILE
Establishment: .- "”"'\) DMF No:
{ {
/ |
J i * Profile: CSN OAI Status: NONE
L ~ * ast Milestone: OC RECOMMENDATIO 30-MAY-1997
Responsibilities: . Decision: ACCEPTABLE

AT T LA i e
. o RS A i e S
s o P

Reason: DISTRICT RECOMMENDATION



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

64-159

CORRESPONDENCE



- fougera®

a division of Altana inc.

51— U075

MINOR AMENDMENT
May 8, 1997 »
| S UG RMERDMLE
yitd ™ @/}V\
Frank O. Holcomb, Jr., Ph.D. /
Director

Division of Chemistry i

Office of Generic Drugs

Document Control Room, Metro Park North 1]
7500 Standish Place

Rockville, MD 20855-2773

RE: AADA 64-159
Clindamycin Phosphate Topical Solution USP, 1% (base)

Dear Dr. Holcomb:

Reference is made to your communication of February 13, 1997, wherein we were
informed that our application for Clindamycin Phosphate Topical Solution was not
approvable due to deficiencies in the manufacturing, processing, packaging, etc. of the
e e s £ R S o R s s i+ NG WETE
also informed that arrangements were underway for this facility to be re-inspected by
the Office of Compliance.

We have been informed by - thatthe . : R “facility was
re-inspected by the Office of Compliance from April 28 - May 1, 1997, and that the
documentation for - - e s WAS @ISO reviewed.

We have included a letter from /... concerning the inspection. They indicated
that they received a three point form FDA 483 of which none of the observations were
significant.

RECEIVED
A0S 9
GENERIC DRUGS

: -756-7017
60 Baylis Road, Melville, N.Y. 11747 1-516-454-6996 Fax: 516-756-70

) adnee )

Iy

» s



Frank O. Holcomb, Jr. Ph.D.

Clindamycin Phosphate Toplcal Solution USP, 1%
May 8, 1997

Page 2

We now respectfully request that our application be re- opened and as a result of
= gyccessful CGMP inspection and the withdrawal of all products utilizing the
only other approved generic - - that our application for Clindamycin
Phosphate Topical Solution USP, 1% be approved as expeditiously as possible.

If there are any questions, please contact me at (516) 454-7677.

Sincerely,
E. Fougera & Co.,
division of Altana Inc.

Virginia Carman
Associate Director
Regulatory Affairs -

VC/kmb

C:AGINGER\CLINPHTO.58
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C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

”‘h Food and Drug Administration
: ANDA 64-159 Rockville MD 20857

E. Fougera & Co.

Division of Altana Inc. _ n
Attention: Virginia Carman FEB 12
60 Baylis Road ‘ b
Melville, NY 11747 :

Ry
-y

Dear Madam:

This is in reference to your abbreviated new drug application
dated August 10, 1995, submitted pursuant to Section 507 of the
Federal Food, Drug, and Cosmetic Act, for Clindamycin Phosphate
‘Topical Solution UsP, 1% (base).

Reference is also made to your amendment dated October 30, 1996.

This application is deficient and, therefore, not approvable
under 21 CFR 314.125(b) (13) because the Center for Drug
Evaluation and Research (CDER) is unable to find that the methods
used 1n, and the fac111t1es and controls used for, the )
R : : s QT holdlnq of the R
‘ - . i DY

e

<

3 .

. - -

ssmmess COMPLY w1th current good manufacturlng practlce (CGMP)
regulatlons

Our conclusion is based upon the flndlngs revealed durlng an
initial inspection of e e = < S
representatives of the Unlted States Food and Drug Administration
during June 1996. This 1nspectlon concentrated on related

L smeeseenee . 11 the same
fac111ty and us1ng the same equlpment as proposed for °
e e nlo . Upon review of the inspectors'!

report and observatlons, we have received a recommendation from
our Division of Manufacturing and Product Quality (DMPQ), Office
of Compliance, to withhold approval of your abbreviated
application.

Until such time as it can be demonstrated to the Agency that the
CGMP-related issues associated with =~ s

- I have
been corrected and the Agency S concerns are otherw1se satisfied,
your application cannot be approved. We note that arrangements
are currently being made by the Office of Compliance's Forelgn
Inspection Team (OCFIT) to reinspect the __

facility.




You should amend this application when your have been notified by
: S— , , , - that the CGMP-related
issues have been satisfactorily resolved. Your amendment
submitted in response to this not approvable letter will be
considered as a MINOR AMENDMENT provided that the amendment
contains no significant additional information necessary to
remedy the CGMP deficiencies or to address concerns identified by
the investigators. If, as a result of follow-up inspections
related to the ongoing evaluation of this or other applications,
it is necessary for you to significantly revise your procedures,
controls or practices to correct the deficiencies, then the
amendment will be considered to represent a MAJOR AMENDMENT.

Mr. Edwin Rivera, Compliance Officer in the Center's
Investigations and Preapproval Compliance Branch (HFD-322)may be
contacted at (301) 594-0098, if you have further questions
regarding this issue.

The file on this application is now closed. You are required to
take an action described under 21 CFR 314.120 which will either
amend or withdraw the application. If you have substantial -
disagreement with our reasons for not approving this application,
you may request an opportunity for a hearing.

Sincerely yours,

)

Frank O. Holcombeff]:., Ph.D.
Director

Division of Chemistry II
Office of Generic Drugs :
Center for Drug Evaluation and Research



fougera®

a division of Altana Inc.

Federal Express

NDA ORIG AMENDMENT

October 30, 1996 N / ft ﬁi

RECEIVED
Frank O. Holcombe, Jr., Ph.D.

Director, Division of Chemistry i e
Office of Generic Drugs , DLT 3 1

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North lI

7500 Standish Place, HFD-650

Rockville, MD 20855-2773

Re: AADA 64-159 MINOR AMENDMENT
Clindamycin Phosphate Topical Solution USP, 1%

Dear Dr. Holcombe:

Reference is made to your communication of August 15, 1996, requesting clarification
of previously submitted information.

E. Fougera & Co., division of Altana Inc., is herein amending its as yet unapproved
application to include responses to the Office’s questions. Each of the Office’s
comments is reiterated below and our comments immediately follow.

1. Comment:
We note that you include the revised specifications for both * -
In the original submission only S Was
identified as the ' - : « Please C!anfy_
Response:

We kindly request that the specifications for ---—s=~---==pe withdrawn. These
were inadvertently submitted. Ata later date (post approva!) we will supplement
the appllcatlon to include s e e 1S HE
only -~ _for which we are cu rrenﬂ\, seeking approval.

60 Baylis Road, Melville, N.Y. 11747 1-516-454-6996 Fax: 5616-756-7017

(1-4-96



AADA 64-159 Page 2
Minor Amendment '
Clindamycin Phosphate

Topical Solution USP, 1%

2. Comment:
From the submrtted stablllty data, it is noted that under accelerated conditions
and when - rorrmnrsin 7 HNQ amaemeenefOr ONE OF the ten samples at the
three-month station is -~ This value exceeds the established limit (each of

ten NMT == ). Please comment

Response:
The weight loss for one of the ten samples stored at 40° C/75% RH did indeed

-exceed the established limit of == at the three month interval. An mvestrgatron
of the failing result concluded that the = -=errze oren

from a loosely closed contalner A copy of the rnvestlgatlon report is presented
in Attachment 1. /

3. Comment:

Please explain in detail the assay procedures for Clindamycin Phosphate
potency and for the degradant content of the final product as reported in stability

studies.

Response:
The assay procedure for clindamycin phosphate potency and degradation
product levels which was used at the initi,akﬁe pomt of the stablllty study was
essentially the USP HPLC procedure.[” - e T, was
added to the standard solution so that - ,;.m,_w~ the major degradation

product of clindamycin phosphate, could be assayed srmultaneously Any other

degradat|on products WW S

—————r
T

The assay method was revised between the one month and two month stability
mtervals(v\ ino longer requrre the use of an mternafror,jg standard. The internal
standard, - - has a chemical structure which is quite
different from that of cllndamycm phosphate its degradation products and
related substances. Slight changes in mobile phase composition causg -
e — - to elute in a different position relative to the other
compounds of interest. The chemists running the assay found that too much
time was being spent making fine adjustments of the mobile phase composrtlon
_ to  ensure correct elution order and lack of interference with the other
Smpounds. W&Wﬁ%@l, aw%@made‘/
\ﬁ‘;sed on recommendatuons from the chemist who assisted with the .

spection;

A. The standard solution contains both clindamycin (from the > —

~
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Clindamycin Phosphate

Topical Solution USP, 1%

orden to ensure that the ~ TR —— T not
tributing free chndamycm a system suutablllty solutlon prepared using
nly s must demonstrate a lack of

R M‘,—-'*
[

B. In order to ensure adequate resolution of potential impurities, a
resolut|on factor of 7 is now specified for clindamycin phosphate and
(This requirement was taken from the USP assay of
Clindamycm Phosphate Gel.) In order to obtain the specified resolution a

7is now recommended instead of an = e,

[RRER

o

e

Mreviously, the only reported impurities were degradation products.
Related substances are now to be reported along with degradation
products. Potential related substances and degradation products are
named and listed by relative retention time in the analytical procedure.
The in-process, finished product and stability specifications have been
changed to additionally note related substances.

. The revised specifications, analytical procedures and validations may be found
in the following attachments:
Analytical procedures - Attachment 2
Validation of the Assay for: a — Clindamycin Phosphate, -=r- >
Other Degradation Products and Related Substances - Attachment 3
b- moeemTTT L Attachment 4
.4} Inprocess specnflcatlons Attachment 5 1/
~ Finished product specifications - Attachment 6 Lat gvﬁ.,k_/’.__‘[ﬁém
Stability specifications - Attachment 7 \/ g‘,,\ Lot »ﬁ{}.

In addition, we request that you send 6 sealed containers of the drug product

- manufactured from batch # 6448 to the following address for analysis by our laboratory.
Each container should contain the appropriate quantity of the drug product as

" referenced in 21 CFR 453.522 (a). A copy of the Certificate of Analysis should
accampany the samples. Please send the samples to:

Food and Drug Administration
Beltsville Research Facility

Attention: Valerie Flournoy (HFD-910)
8501 Muirkirk Road

Laurel, MD 20708

(301) 827-8054
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Minor Amendment
Clindamycin Phosphate
Topical Solution USP, 1%

As requested, samples of the drug product have been sent to Ms. Valerie Flournoy
(HFD-910) at the Beltsville Research Facility. A copy of the accompanying
er)rrespondence is included in Attachment 8.

/ O In addition to the responses to the referenced letter, it was noted during our recent
reapproval inspection that we had inadvertently omitted the name of the analytical

laporatow which had performed preservatwe challenge testlng on the product The
laboratory is: .« S — N o

Ve

R SRR

T A statement of comphance w1th the Good Manufactunng Practices is
included in Attachment 9.

We also acknowledge that this is a minor amendment.

If there are any additional questions, please contact me at (516) 454-7677 ext. 2091.

Sineerely,
E. Fougera & Co.
a division of Altana Inc.

,V«g"/L/L‘_‘_, g,g,p,,%.

Virginia Carman
Associate Director
Regulatory Affairs

VC\ps

Enclosures
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C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration

AADA 64-159 Rockville MD 20857

E. Fougera & Co.

Division of Altana Inc.

Attention: Virginia Carman

60 Baylis Road | AUG | 5 1996
Melville, NY 11747

Dear Madam: .

This is in reference to your abbreviated antibiotic application
dated August 10, 1995, submitted pursuant to Section 507 of the
Federal Food, Drug, and Cosmetic Act for Clindamycin Phosphate
Topical Solution USP, 1% (base).

Reference is also made to your amendment dated July 2, 1996.

The application is deficient and, therefore, not approvable under
Section 507 of the Act for the following reasons:

1. We note that you 1nclude the revised specifications for
both ™ rtcomon iy ~-- -4 In the original

submission only -~ e, WAS 1dentified
as the = rweeosmmmere s Please clarify.

2. From the submitted stability data, it is noted that
under accelerated condltlons and when -
Lo S e ONE of the ten samples at
the three—month statlon is - =~ This value exceeds
the established 1limit (each of ten NMT -——— Please
comment.

3. Please explain in detail the assay procedures for

Clindamycin Phosphate potency and for the degradant
content of the final product as reported in the
stability studies.

In addition, we request that you send 6 sealed containers of the
drug product manufactured from batch # 6448 to the ‘following
address for analysis by our laboratory. Each container should
contain the appropriate quantity of the drug product as
referenced in 21 CFR 453.522(a). A copy of the Certificate of
Analysis should accompany the samples. Please send the samples

to:
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Food and Drug Administration
Beltsville Research Facility
Attention: Valerie Flournoy (HFD-910)
8501 Muirkirk Road

Laurel, MD 20708

(301) 827-8054

The file on this application is now closed. You are required to
take an action described under 21 CFR 314.120 which will either
amend or withdraw the application. Your amendment should respond
to all the deficiencies listed. A part1a1 reply will not be
considered for review, nor will the review clock be reactivated
until all deficiencies have been addressed. The response to this
letter will be considered a MINOR amendment and should be so
de51gnated in your cover letter. If you have substantial
dlsagreement with our reasons for not approving this application,
you may request an opportunity for a hearing.

Sincerely yours,

Ao, g

Frank O. Holcombe, Jr., Ph.D.

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research



fougera®

a division of Altana Inc.

g

July 2, 1996

Federal Express

Mr. Douglas Sporn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North Il

7500 Standish Place, Rm. 150

Rockville, MD 20855-2773

Re: AADA 64-159

Clindamycin Phosphate Topical
Solution USP, 1% (base)
MAJOR AMENDMENT

Dear Mr. Sporn:
|

: y L
ORIG AMENDMENT
AL

" RECEIVED
JULOS 196

GENERIC DRUGS

Reference is made to a communication of March 15, 1996 from Frank Holcomb, Jr.,
Ph.D., Director, Division of Chemistry II concerning deficiencies in our application.

Each of your concerns is stated and our response immediately follows:

A. Chemistry Deficiencies

Regarding the controls for the drug substance

1. Comment:

60 Baylis Road, Melville, N.Y. 11747

Your specification for the active ingredient under “Related substances’," is
misleading due to the omission of solution (1) and solution (2) (Ref. BP"
1993, Volume 1, page 165). Please revise.

Response:

- The specifications for the active ingredient have been revised to clarify

the Related Substances test specification. The revised specifications
R1137.00 "——___ " and R1137A.00 /'_— are included in
Attachment 1. : )

Fi

f

1-516-454-6996 Fax: 516-756-7017



2. Comment:
Please identify some of the individual impurities for Clindamycin
Phosphate.

Response:
Potential individual impurities of clindamycin phosphate and their HPLC

relative retention times (RRT) with respect to clindamycin phosphate are
listed below. Retention times were determined by running authentic
reference substances. A chromatogram of clindamycin phosphate
spiked with the impurities at levels about —, is presented in

~» Attachment 2. . ‘

Note that the HPLC conditions are the same for the assay and the
determination of related substances

RRT Compound
|
o
L-wcﬂ et
3. Comment:

In your “Composition Statement” for the finished product on page 52,
please provide an extra column ¢ =" for each ingredient.

Response:

The composition statement has been revised to include a columh
- reflecting . o= for each ingredient. This can be found in

A= A

Attachment 3.

4. Comment:
On Page 127, the information provided for the Altana, Inc. facility located
at 60 Baylis Road does not contain a description of the QC testing areas.
Please clarify. :

Response:
A revised facility description which includes a description of the QC

testing area is included in Attachment 4.



5. Comment:
Please confirm that your intended maximum batch size is ™~

Response:
We confirm that the intended maximum production batch size is =~

Regarding the specifications for the finished product:

6. Comment:

A specification for ,—————"_"should be established. Routine
assay of its content should be listed as one of the testing items.

Response:
~« In-process, finished product and stability specifications for S
—_. have been established. The specifications, revised analytical
procedures and validation report for the “sessswwms assay are
presented in Attachments 5-9. '

7. Comment:
Please identify some of the degradation products and related substances
listed under “Others”. It is recommended that you complete this effort with
some of the test chromatograms.

Response:
Potential degradation products and related substances are listed below;

HPLC relative retention times (RRT) with respect to clindamycin
phosphate are also noted. Retention times were determined by running
authentic reference substances. A chromatogram of the gel spiked with
the related substances at levels of about ~ is presented in
Attachment 10. ‘

RRT COMPOUND

The major degradation product of clindamycin phosphéie I8 ——
These substances are specifically assayed for in the HPLC procedure.



Regarding stability studies:

8. Comment:
Please explain why the specification for “Specific Gravity” is different for
release and for stability.
Response:
The release specifications are tighter than the stability specifications to
help ensure that normal changes during the expiry period will not result in
test failures.

Based on the resuits obtained so far, the specifications for specific gravity
can be tightened. The revised in-process, finished product and stability
specifications are presented in Attachments 5.6 and 7.

9* Comment-

.
|

\

10. Comment:
From the submitted stability data collected at accelerated and at
controlled room temperature conditions, it is noted that assay values of
Clindamycin increase after storage at several test stations. Is this
observed increase significant, or is it within experimental variations?‘

Response:
Factors contributing to changes in assay values upon storage are assay

variability, degradation, and evaporation of the vehicle leading to
concentration of the contents. The overall effect on the drug product is
typical and reasonable considering the nature of the vehicle ( ™T—
~.__. i) @nd the container (HDPE). )

11. Comment:
Regarding Degradation Products and Related Substance, we find the
results do not justify the proposed high limits (i.e., ~=ror" —_—
and “-——for “Total’). Please comment.



Response:
We agree that the limits are too high based on the results obtained at 25-

30°C/60% RH and 40°C/75% RH. We have tightened the stability
specification for “~————— to —, and the specification for “total” to

—— The revised specifications are presented in Attachment 7.
Updated stability data can be found in Attachment 11.

B. Labeling Deficiencies

1. CONTAINER: 30 mL and 60 mL
Comments:

a. Relocate “for External Use Only” to ihe main panel.
b. Include the pH range.
C. Revise “See package...” to read as follows:

Usual Dosage: See package...

Response: '
Samples of container labeling (FPL) which incorporate all of the above
requests are included in Attachment 12.

2. CARTON
Comments:
a. See comments under CONTAINER.

b. Correct the spelling of “thoroughly” on the side panel under
Patient Information.

C. 'Delete 7 which appears after “NDC”.
Resgonse:
Samples of carton labeling (FPL) which incorporate all of the above
requests are included in Attachment 13.

3. INSERT
Comments:
a. DESCRIPTION

Include the molecular formula.

b. CLINICAL PHARMACOLOGY



i. Delete the second paragraph(

ii. Replace ' with “mL”. Revise
throughout the insert.

~ lii. Last paragraph, line 3 - ...Phosphate Topical Solution...
¢c. WARNINGS
Revise the entire section as follows:

Orally and parenterally administered clindamycin has been
associated with severe colitis which may result in patient
death. Use of the topical formulation of clindamycin results in
absorption of the antibiotic from the skin surface. Diarrhea,
bloody diarrhea, and colitis (including pseudomembranous
colitis) have been reported with the use of topical and
systemic clindamycin.

Studies indicate a toxin(s) produced by clostridia is one
primary cause of antibiotic-associated colitis. The colitis is
usually characterized by severe persistent diarrhea and severe
abdominal cramps and may be associated with the passage of
blood and mucus. Endoscopic examination may reveal
pseudomembranous colitis. Stool cultures for Clostridium
difficile and stool assay for C.difficile toxin may be helpful
diagnostically. '

When significant diarrhea occurs, the drug should be
discontinued. Large bowel endoscopy should be considered
to establish a definitive diagnosis in cases of severe diarrhea.

Antiperistaltic agents such as opiates and diphenoxylate with
atropine may prolong and/or worsen the condition. Vancomycin
has been found to be effective in the treatment of antibiotic-
associated pseudomembranous colitis produced by Clostridium
difficile. The usual adult dosage is 500 mg to 2 grams of
vancomycin orally per day in three to four divided doses
administered for 7 to 10 days. Cholestyramine or colestipol resins
bind vancomycin in vitro. If both a resin and vancomycin are to be
administered concurrently, it may be advisable to separate the time
of administration of each drug.

Diarrhea, colitis, and pseudomembranous colitis have been
observed to begin up to several weeks following cessation of oral



and parenteral therapy with clindamycin.
d. PRECAUTIONS
i. Add the following text after the General subsection:
Drug Interactions:

Clindamycin has been shown to have neuromuscular blocking
properties that may enhance the action of other neuromuscular
blocking agents. Therefore it should be used with caution in
patients receiving such agents.

ii. Revise the pregnancy subsection heading as follows:

Pregnancy: Teratogenic Effects:
Pregnancy Category B

iii. Nursing Mothers -
1) First sentence - “use” rather than * —

2) Delete the third sentence * = . Replace it with
“Because of the potential for serious adverse reactions in
nursing infants, a decision should be made whether to
discontinue nursing or to discontinue the drug, taking into
account the importance of the drug to the mother.”

iv. Pediatric Use - ... effectiveness in pediatric patients under the ...
e. ADVERSE REACTIONS
Revise the entire section as follows:
In 18 clinical studies of various formulations of Clindamycin
Phosphate Topical solution using placebo vehicle and/or active

comparator drugs as controls, patients experienced a number of
treatment emergent adverse dermatologic events [see table below].



Number of patients reporting events

Treatment Emergent Solution Gel Lotion
Adverse Event

n=553 (%) n=148 (%) n=160 (%)
Burning 62 (11) 15 (10) 17 (11)
ltching 36 (7) 15 (10) 17 (11)
Burning/ltching 60 (11) #() #(-)
Dryness 105 (19) 34 (23) - 29(18)
Erythema 86 (16) 10 (7) 22 (14)
Oiliness/Oily Skin | 8 (1) 26 (18) 12* (10)
Peeling | 61 (11) #(-) 11 (7)

# not recorded
* of 126 subjects

Orally and parenterally administered clindamycin has been associated
with severe colitis which may end fatally.

Cases of diarrhea, bloody diarrhea and colitis (including
pseudomembranous colitis) have been reported as adverse reactions in
patients treated with oral and parenteral formulation of clindamycin and
rarely with topical clindamycin (see WARNINGS).

Abdominal pain and gastrointestinal disturbances as well as gram-
negative folliculitis have also been reported in association with the use of
topical formulations of clindamycin.

f. Add the OVERDOSAGE section.
OVERDOSAGE

Topically applied clindamycin topical solution can be absorbed in
sufficient amounts to produce system effects (See WARNINGS)

g. HOW SUPPLIED
i. Add “protect from freezing.”



Comment: '

Please revise your labels and labeling, as instructed above, and submit
final printed containers labels and carton labeling and draft insert labeling
(final print if you prefer). '

Response:
Final Printed Labeling for the revised package insert has been included in

Attachment 14.

We acknowledge that this response is considered a MAJOR amendment.
We trust that the enclosed information will allay the concerns of the
-Agency concerning the proposed drug product.

~

If there are any questions, please contact me at 516-454-7677 ext.2091.
Sincerely,

E. Fougera & Co.
division of Altana Inc.

Virginia Carman
Associate Director
Regulatory Affairs

APPEARS THIS WAY
ON ORIGINAL

VC:.ch

CAGINGER\CLIN.3
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AR 2o 99

E. Fougera & Co.

Division of Atlanta, Inc.
Attention: Virginia Carman
60 Baylis Road

Melville NY 11747
Illl"lll"lllllllll"llll"llll

Dear Madam:

Reference is made to your abbreviated antibiotic application submitted pursuant to Section 507 of
the Federal Food, Drug and Cosmetic Act for Clindamycin Phosphate Topical Solution USP, 1%.

The Division of Bioequivalence has completed its review and has no further questions at
this time.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Director, Division of B10equ1valence
Office of Generic Drugs
Center for Drug Evaluation and Research



cc: AADA 64-159, Original, DUP Jacket
Division File
Field Copy
HFD-600 Reading File
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AADA 64-159

E. Fougera & Co.
Division of Altana Inc.

Attention:
60 Baylis Road
Melville, NY 11747

Dear Madam:

Virginia Carman

MAR 1.4 1996

This is in reference to your abbreviated antibiotic application
dated August 10, 1995, submitted pursuant to Section 507 of the
Federal Food, Drug, and Cosmetic Act for Clindamycin Phosphate
Topical Solution USP, 1% (base).

Reference is also made to your amendment dated October 2, 1995.

The application is deficient and, therefore, not approvable under
Section 507 of the Act for the following reasons:

A.

Chemistry Deficiencies:

Regarding the controls for the drug substance (1-2):

1.

5.

Your specification for the active ingredient under
"Related substances" is misleading due to the
omission of solution (1) and solution (2) (Ref. BP
1993, Volume 1, page 165). Please revisg;/

Please identify some of the individual impurities.

In your "Composition Statement" for the finished
product on page 52, please provide an extra column
" eemes=== #  for each ingredient.

On Page 127, the information provided for the
Altana Inc. facility located at 60 Baylis Road
does not contain a description of the QC testing
areas. Please clarify.

Please confirm that your intended maximum batch

size is I seemmm——"

Regarding the specifications for the finished product:

6.

A specification for isopropyl alcohol should be
established. Routine assay of its content should
be listed as one of the testing itemns.
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Please identify some of the degradation products

and related substances listed under "Others". It
is recommended that you complete this effort with
some of the test chromatograns.

Regarding stability studies:

8.

10.

11.

Please explain why the specification for "Specific
Gravity" is different for release and for
stability.

We note that ————__ ~ is a determination for
stability testing. There is no " —————wrem
requirement in the release specifications. Please
provide the rationale and significance of this
additional specification.

From the submitted stability data collected at
accelerated and at controlled room temperature
conditions, it is noted that assay values of
Clindamycin increase after storage at several test
stations. Is this observed increase significant,
or is it within experimental variations?

Regarding Degradation Products and Related
Substances, we find the results do not justlfy the

proposed high limits (i.e., = for "
and for "Total"). lease comment.

Labeling Deficiencies

1.

CONTAINER: 30 mL and 60 nmL

a. Relocate "for External Use Only" to the main
panel.

b. Include the pH range.

c. Revise "See package..." to read as follows:

Usual Dosage: See package...

CARTON

a. See comments under CONTAINER.

b. Correct the spelling of "thoroughly" on the
' side panel under Patient Information.

c. Delete — which appears after "NDC".



3.

Page 3

INSERT

a.

DESCRIPTION
Include the molecular formula.
CLINICAL PHARMACOLOGY

-

i. Delete the second paragraph

ii. Replace “— with "mL". Revise
throughout the insert.

iii. Last paragraph, line 3 - ...Phosphate
Topical Solution...

WARNINGS
Revise the entire section as follows:

Orally and parenterally administered
clindamycin has been associated with severe
colitis which may result in patient death.
Use of the topical formulation of clindamycin
results in absorption of the antibiotic from
the skin surface. Diarrhea, bloody diarrhea,
and colitis (including pseudomembranous
colitis) have been reported with the use of
topical and systemic clindamycin.

Studies indicate a toxin(s) produced by
clostridia is one primary cause of
antibiotic-associated colitis. The colitis
is usually characterized by severe persistent
diarrhea and severe abdominal cramps and may
be associated with the passage of blood and
mucus. Endoscopic examination may reveal
pseudomembranous colitis. 8Stool cultures for
Clostridium difficile and stool assay for C.
difficile toxin may be helpful
diagnostically.

When significant diarrhea occurs, the drug
should be discontinued. Large bowel
endoscopy should be considered to establish a
definitive diagnosis in cases of severe
diarrhea.

e e T T
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Antiperistaltic agents such as opiates and
diphenoxylate with atropine may prolong
and/or worsen the condition. Vancomycin has
been found to be effective in the treatment
of antibiotic-associated pseudomembranous
colitis produced by Clostridium difficile.
The usual adult dosage is 500 mg to 2 grams
of vancomycin orally per day in three to four
divided doses administered for 7 to 10 days.
Cholestyramine or colestipol resins bind
vancomycin in vitro. If both a resin and
vancomycin are to be administered
concurrently, it may be advisable to separate
the time of administration of each drug.

Diarrhea, colitis, and pseudomembranous
colitis have been observed to begin up to
several weeks following cessation of oral and
parenteral therapy with clindamycin

PRECAUTIONS

i. Add the following text after the General
subsection:

Drug Interactions:

Clindamycin has been shown to have
neuromuscular blocking properties that
may enhance the action of other
neuromuscular blocking agents.

Therefore it should be used with caution
in patients receiving such agents.

ii. Revise the pregnancy subsection heading
as follows:

Pregnancy: Teratogenic Effects:
Pregnancy Category B

iii. Nursing Mothers -

1) First sentence - "use" rather than

EL

2) Delete the third sentence B

' ~-we- ., Replace it with "Because of
the potential for serious adverse
reactions in nursing infants, a
decision should be made whether to
discontinue nursing or to
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discontinue the drug, taking into
account the importance of the drug
to the mother."

iv. Pediatric Use - ... effectiveness in

pediatric patients under the...
ADVERSE REACTIONS

Revise the entire section as follows:

"In 18 clinical studies of various

formulations of Clindamycin Phosphate Topical
solution using placebo vehicle and/or active
comparator drugs as controls, patients
experienced a number of treatment emergent
adverse dermatologic events [see table
below].

Number of patients reporting events

Treatment Emergent Solution Gel Lotion
Adverse Event _

n=553(%) n=148(%) n=160 (%)
Burning 62(11) 15(16) 17(11)
Itching 36 (7) 15(10) 17(11)
Burning/Itching 60(i1) #(-) #(-)
Dryness 105(19) 34 (23) 29(18)
Erythema 86 (16) 10(7) 22(14)
Oiliness/0ily Skin 8(1) 26(18) 12+*(10)
Peeling 61(11) : #(-) 11 (7)

# not recorded

* of 126 subjects

Orally and parenterally administered
clindamycin has been associated with severe
colitis which may end fatally.

Cases of diarrhea, bloody diarrhea and
colitis (including pseudomembranous colitis)
have been reported as adverse reactions in
patients treated with oral and parenteral
formulation of clindamycin and rarely with
topical clindamycin (see WARNINGS).
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Abdominal pain and gastrointestinal
disturbances as well as gram-negative
folliculitis have also been reported in
association with the use of topical
formulations of clindamycin.

f. Add the OVERDOSAGE section
OVERDOSAGE

Topically applied clindamycin topical
solution can be absorbed in sufficient
amounts to produce system effects (See
WARNINGS)

g. HOW SUPPLIED
Add "protect from freezing."

Please revise your labels and labeling, as instructed above,
and submit final printed containers labels and carton
labeling and draft insert labeling (final print if you
prefer).

The file on this application is now closed. You are required to
take an action described under 21 CFR 314.120 which will either
amend or withdraw the application. Your amendment should respond
to all the deficiencies listed. A partial reply will not be
considered for review, nor will the review clock be reactivated
until all deficiencies have been addressed. The response to this
letter will be considered a MAJOR amendment and should be so
designated in your cover letter. If you have substantial
disagreement with our reasons for not approving this application,
you may request an opportunity for a hearing.

Sincerely yours,

Moo S b0 Hfiche

Frank O. Holcombe, Jn., Ph.D.

Director '

Division of Chemistry IT

Office of Generic Drugs

Center for Drug Evaluation and Research



AADA 64-159

E.Fougera & Co.

bivision of Altana, Inc. e
Attention: Virgina Carman O0CT 18 ¥4
60 Baylis Road

Melville, NY 11747

Dear Madam:

We acknowledge the receipt of your abbrev;ated antibiotic
application submitted pursuant to Sectlog 507 of the Federal
Food, Drug and Cosmetic Act.

’

Reference is also made to our "Refuse to File" letter dated
September 26, 1995, and your amendment dated October 2, 1995.

NAME OF DRUG: Clindamycin Phosphate Topical Solution USP, 1 %
DATE OF APPLICATION: August 10, 1995

DATE OF RECEIPT: August 11, 1995

DATE ACCEPTABLE FOR FILING: October 3,—1995

We will correspond with you further after we have completed the
review of your application.

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

Should you have questions concerning this application contact:

Mark Anderson
Consumer Safety Offlcer

(301) 594-0360

Sincerely yours,

— M 8/\x)as

Jerry Phillips

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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E. Fougera & Co.

Division of Altana, Inc.

Attention: Virginia Carman

60 Baylis Road SEP 26 1995
Melville, NY 11747 , '

Dear Madam:

Please refer to your abbreviated antibiotic application (AADA)
dated August 10, 1995, submitted under Section 507 of the Federal
Food, Drug and Cosmetic Act for Clindamycin Phosphate Topical
Solution USP, 1 %.

We have given your application a preliminary review, and we find
that it is not sufficiently complete to merit a critical
technical review.

We are refusing to file this AADA under 21 CFR 314.101(d)(3) for
the following reasons:

While you have stated that your formulation is qualitatively
the same as the reference listed drug, you have failed to
provide a side-by-side comparison of the formulation of your
proposed drug product with that of the reference listed drug
product. You must demonstrate that the proposed drug
product is qualitatively and quantitatively the same as the
reference listed drug product. In addition, if any -
qualitative or quantitative differences do exist between
your proposed drug product and the reference listed drug,
you must provide information to demonstrate these
differences do not affect the safety of the proposed drug
product [21 CFR 314.94(a)(92)(v)]. The information to
demonstrate safety should include, but is not limited to:

(a) examples of approved drug products administered by the
same route of administration which contain the same inactive
ingredients and that are within the same concentration
range, (b) a description of the purpose of the inactive
ingredients when different inactive ingredients are included
in the proposed drug product, (c) a comparison of the
physical and chemical properties (e.g. ph, osmolarity,
tonicity) of the proposed drug product with that of the
reference listed drug, and (d) information to show that the
inactive ingredients do not adversely affect these
properties.



Thus, it will not be filed as an abbreviated antibiotic
application within the meaning of Section 507 of the Act.

Within 30 days of the date of this letter you may amend your ~
application to include the above information or request in
writing an informal conference about our refusal to file the
application. To file this application over FDA's protest, you
must avail yourself of this informal conference.

If after the informal conference, you still do not agree with our
conclusion, you may make a written request to file the
application over protest, as authorized by 21 CFR 314.101(c). If
you do so, the application shall be filed over protest under 21
CFR 314.101(b). The filing date will be 60 days after the date
you requested the informal conference. If you have any questions
please call:

Harvey Greenberg
Consumer Safety Officer
(301) 594-0315

Sincerely yours,

M ?M@Q q}au[%}

Jerry Phillips

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

AADA 64-159
cc: DUP/Jacket
Division File
HFD-82
Field Copy
HFD-600/Reading File
HFD-615/MBennett
Endorsement: HFD-615/PRickman, Actg.
HFD-615/HGreenberg, C

HFD-610/CHoppes, Actg.Chief,’LRBLellw: 1% date
HFD-643/JHarrison, Sup.CSO \ ye
WP File\A:\rtfaada\64159.r

F/T hrw 9-6-95
AADA Refuse to File!
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A L TA N A Memorandum

Altana Inc.

TO: Clindamycin Phosphate Topical DATE: October 2, 1995
Solution USP, 1% File

FROM: D. Pearce CC:

SUBJECT: Formulation

Clindamycin Phosphate Topical Solution USP, 1% is qualitatively and quantitatively identical to
the reference listed drug product, Upjohn’s Cleocin T®.

Ingredient Cleocin T Altana Inc.

1. Clindamycin 10 mg/mi 10 mg/mi
(from clindamycin phosphate) ,

2. Isopropyl Alcohol 50% (viv) 50% (v/v)

3. Propylene Glycol

4. Water : g.s. q.s.

Note that - — =~ 7 clindamycin phosphate in the formula provides precusely 1.00% (wiv) =
10 mg/mi cllndamycm The required amount of clindamycin is described in the CFR, USP, PDR
(Upjohn) and the Cleocin T labeling. The amount of clindamycin phosphate equivalent to 1%
cllndamycm is obtalned by multiplying 1% by the molecular weight ratio of the two compounds:
1% X 7 crsmnm s This wiv percent can be converted to wiw percent by dividing
by the specﬂ” c gravuty of CIeocm T e wiw). (The molecular weights
of the two compounds were obtained from the USP and the Merck Index. The specific gravity of

Cleocin T was determined in our laboratories.)

Cleocin T labeling and Upjohn'’s information in the PDR indicate that the level of isopropyi alcohol
is 50% (v/v). This was independently confi rmed in our laboratories using a - ™
assay procedure which yielded a value of - The midpoint of the USP specn” catlon for

the specific gravity of |sopropyl alcohol is e . Multlplymg this value by 50% (v/v) yields the '

percent (Wfv): e .- Dividing ‘= (w/v) by the specn' c gravity of
Cleocin T yields the percent (w/w): ~—— (w/v)/ ~—

. - [

The percent of propylene glycol i in Cleocin T was determmed by two different methods of assay in
our Iaboratones ;Assay by ¢~ - - for quantitation ylelded a
value of T Assay by — found """ The average is /| - . Using the




propylene glycol specific gravity of — {midpoint of the USP specifications) and the Cleocin T

specific gravity, 777 {(wlv) = ===, (vlv) = . , (W/W). It seems most probable that Cleocin
T was formulated at =~ , although formulating at =, is essentially equivalent since the
propylene glycol specific gravity is so close to = We chose '~==—=; as our formulation
amount. This is equivalent to === gng e

The formulation is completed with water to q.s. Altana Inc. uses =====ater USP; Upjohn
labeling simply shows “water” for Cleocin T. It is not known if Upjohn uses r === water or ‘«w—
water. If Upjohn uses == water the Altana product would still be equivalent, but would not reflect
the greater variation over time of -~ water.

The analyses of Cleocin T as described above are directly reflected in the Altana Inc. formula.

The attachments to this memorandum provide more detailed descriptions and documentation of
the formulation work.

o dont B)ane

David M. Pearce
Director of Research and Development

vb

Attachiments:
Product Formulation Sheet
Memorandum 5/26/94 - Assay of Upjohn’s Cleocin T Topical Solution for Isopropyl Alcohol.

Memorandum 6/2/94 - Assay of Upjohn’s Cleocin T Topical Solution and Cleocin T Gel for
Propylene Glycol.

Product Development Report 11/17/93.

APPEARS THIS WAY
ON ORIGINAL
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Division of Altana Inc.

FEDERAL EXPRESS

October 2, 1995

Mr. Jerry Phillips E\ﬁ’
Acting Director ] ; -t
Division of Labeling and Program Support NDA OREG ,%%EENDME
Office of Generic Drugs

Metro Park North Ill, HFD-617 Room 237N

Food and Drug Administration

7500 Standish Place

Rockville, Maryland 20855

Re: AADA 64-159
Clindamycin Phosphate Topical Solution USP, 1%

Dear Mr. Phillips:

Reference is made to your communication of September 26, 1995, indicating the Office of
Generic Drugs’ reasons for refusing to file our application.

Your letter states:

While you have stated that your formulation is qualitatively the same as the reference
listed drug, you have failed to provide a side-by-side comparison of the formulation of
your proposed drug product with that of the reference listed drug product. You must
demonstrate that the proposed drug product is qualitatively and quantitatively the
same as the reference listed drug product. In addition, if any qualitative or
quantitative differences do exist between your proposed drug product and the
reference listed drug, you must provide the information to demonstrate these
differences do not affect the safety of the proposed drug product [21 CFR 314.94(a)
(9) (v)]. The information to demonstrate safety should include, but is not limited to:
(a) examples of approved drug products administered by the same route of
administration which contain the same inactive ingredients and that are within the
same concentration range, (b) a description of the purpose of the inactive ingredients
when different inactive ingredients are included in the proposed drug product, (c)a
comparison of the physical and chemical properties (e.g. ph, osmolarity, tonicity) of
the proposed drug product with that of the reference listed drug, and (d) information to
show that the inactive ingredients do not adversely affect these properties.

Thus, it will not be filed as an abbreviated antibiotic application within the meaning of
Section 507 of the Act. '

We wish to respond that although we acknowledge that we did not li 1? gjez
quantitative comparison between our product and the reference Iisté ) tative
comparison could be found in Section 4.2 and 4.3, pages 0008 and 0009.

0CT 03 1995
GENERIC DRUGE

60 Baylis Road, Melvilie, N.Y. 11747 1-516-454-6996 Fax: 516-420-1572



AADA 64-159 October 2, 1995
Clindamycin Phosphate Topical Solution USP, 1% Page 2

Additionally, the guantitative formulation of Cleocin T was determined analytically, and our
product was formulated to be quantitatively identical to it. The development report included this
analysis and is located in Section 11.1 beginning on page 0139.

We have included herein the original development report as noted above. This report has
been prefaced by a report from the Director of Research and Development stating the
quantitative comparison of the two drugs, as well as an explanation of the theory and calculations
used to determine the formulation of Cleocin T.

As our product is gualitatively and quantitatively identical to the reference drug Cleocin T,
there are no issues regarding the safety of the drug product’s formulation.

We therefore request that our application for Clindamycin Phosphate Solution USP, 1% be
accepted for filing.

Sincerely,
E. Fougera & Co.
division of Altana inc.

Virginia Carman '

Associate Director,
Regulatory Affairs

VCllae

encl.

C:\MISC\64-159.RES
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August 10, 1995 | ///

Office of Generic Drugs

Center for Drug Evaluation and Research

Food and Drug Administration

Metro Park North IT

7500 Standish Place, Room 150

Rockville, Maryland 20855

Lo K . :

RE: Original Submission QECBEVES ‘
Abbreviated Antibiotic Drug Application
Clindamycin Phosphate Topical Solution USP, 1% AUG 111995

Dear Sir or Madam: GS‘E%EQ?S D%‘%E}@S

Pursuant to the Regulations contained in 21 CFR §314.94, E. Fougera & Co., division of Altana
Inc., is submitting this Abbreviated Antibiotic Drug Application to market a new drug,
Clindamycin Phosphate Topical Solution USP, 1%.

The reference listed drug that is the basis for this submission is CLEOCIN T® (NDA 50-537),
manufactured by THE UPJOHN CO. The proposed drug, Clindamycin Phosphate Topical
Solution USP, 1%, contains the same active ingredient in the same strength and dosage form, has
the same indications and usage, and route of administration as the reference listed drug.

The exhibit batch (#6448) included in this application was fully packaged utilizing the 30 mL and

60 mL presentations for which approval is currently requested. The number of units filled of each
package size and the disposition of any remaining bulk product are reconciled in the exhibit batch
record.

Included in this two (2) volume submission, along with Form FDA 356h, is the required Patent
Certification and Exclusivity statements, draft Labeling, Bioequivalence Waiver Request, full
Components and Composition statements, Raw Materials controls, description of the
Manufacturing Facilities, Manufacturing and Processing instructions, In-Process Controls, Filling
and Packaging procedures, information on the Container/Closure System, controls for the
Finished Dosage Form, Analytical Methods, Finished Dosage Form Stability, Environmental
Impact Analysis statement, Certification Requirements of the Generic Drug Enforcement Act of
1992 and Field Copy Certification.

60 Baylis Road, Melviile, N.Y. 11747 1-516-454-6996 . Fax: 516-420-1572



Original Submission Page 2
Abbreviated New Drug Application
Clindamycin Phosphate Topical Solution USP, 1%

All regulatory correspondences related to this Abbreviated New Drug Application should be
addressed to:

Virginia Carman
Associate Director,
Regulatory Affairs

E. Fougera & Co.,
division of Altana Inc.
60 Baylis Road
Melville, NY 11747

A certified copy of this application is being sent to the New York District Office under separate
cover.

We trust that this submission will meet your approval. Please advise if you require any additional
information.

Sincerely,
E. Fougera & Co.,
division of Altana Inc.

e

Virginia Carman
Associate Director,
Regulatory Affairs
VC:ab

Enclosures



 EXHIBIT 3.0

ALTANA Memorandum PAGE 1 OF 4

Altana Inc.

TO: Clindamycin Solution File DATE: October 14, 1993
FROM: D. Pearce cc: M. Parris
SUBJECT:

Formulation

The qualitative and quantitative formula for Upjohn's Cleocin T Topical Solution
is as follows:

1. Clindamycin phosphate, equivalent to 1% (w/v) clindamycin.

2. lIsopropyl alcohol 50% (v/v)

3. Propylene glycol Sswseum. -

4. Water q.s.

The percentage of clindamycin phosphate to be used will vary slightly
depending on the raw material potency. Upjohn's labeling, USP XXII and the 1993
PDR all indicate that the formula requires an amount of clindamycin phosphate

equivalent to 1% (w/v) of clindamycin.

The level of isopropy! alcohol, 50% (v/v), was determined directly from
information provided by Upjohn in the PDR.

The level of propylene glycol, =i + was delermined by assay. The actual
value found was 2=~~~ Allowing for a typical assay relative error of ——_ it Seems
clear that Upjohn formulated at “=—~e.

_} Water is used to g.s. the formula. The final PH of the product is required to be
e according to the USP. '

oo

David M. Pearce
Reference: GA notebook 20, p. 88.

vb



EXHIBIT 3.0

P
ALTANA INC. AGE 2 OF 4

MEMORANDUM
TO: D. Pearce ' DATE: B8/13/92
FROM: K. Keane CC: I. Ralske

T. Donnangelo
SUBJECT': Preformulation Investigations

The following products were analyzed for = ‘s——ecscmimmscmsisbn
e content s

Clindamycin Phosphate Gels

methylparaben o eeseiess - references GA notebook 20 page 96
propylene glycol L reference: GA notebook 20. page 100

Clindamycin Phosphate Topical Solution:

propylene glycol Smme=sSTIT poferencet GA notebook 20 page 98
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