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Paddock Laboratories, Inc.
Attention: Carol Anding
3940 Quebec Avenue North
Minneapolis, MN 55427

Dear Madam:

This is in reference to your abbreviated new drug
application dated February 6, 1997, submitted pursuant to
Section 505(j) of the Federal Food, Drug, and Cosmetic Act

(Act), for Compro™ (Prochlorperazine Suppositories USP,
25 mg).

Reference is also made to your amendments dated December
23, 1997; May 12, 1998; and March 1, May 17, and
June 6, 2000.

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 Compro™ Suppositories
(Prochlorperazine Suppositories USP, 25 mg) to be
biocequivalent and, therefore, therapeutically equivalent to
the listed drug (Compazine® Suppositories, 25 mg, of
SmithKline Beecham Pharmaceuticals). Your dissolution
testing should be incorporated into the stability and
quality control program using the same method proposed in
your application.

Under section 506A of the Act, 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 and 314.98.
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 that 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-40).
Please do not use Form FD-2253 (Transmittal of
Advertisements and Promotional Labeling for Drugs for Human
Use) for this initial submission.

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-40) with a
completed Form FD-2253 at the time of their initial use.

simeerets vored”
/s/ / @gg&@

Gé}y Buehler

Acting Director

Office of Generic Drugs .
Center for Drug Evaluation and Research
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DOSAGE AND ADMINISTRANION

Adults: Dosage should be i more n il or patients.

Eiderty Patlents: In general, mwlnmmrwnnmmmommp‘m Since they appear 10 be mors
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Rectal Dosage: 25 mg twice daily.

HOW SUPPLIED

2



T

“ AT CHrdT S SUSEQE ) 1T aPPIOCTidle reatmern.
mrwwumeugr\slmwmoms mmmmumu

Pssudo mmmmmmmmmmww
mmmwmmmmmmmmnmmwhmm
agent s Arvt agents should be used only when required.
Gumﬂytm-pydnbwwwubzorswmwlnﬂh wmmmmummmm
{Noe: | has not been found she N peeUdO-PX it 8 nec-
uurylolo»nh.oougod, ine of 10 the drug.
Tordive As with sk agents, tardive dysiinesia mey wnmuﬁuumwmwu

mmvmmwmmm The syncrome can siso develop, although much less frequently, after
mwwmmmmmmmnmmm.whmwu
NWMMMWMWJ' ible o rety upon 10 predict at

mmmrwu ible. The s by the jongue,

face, mouth o jaw (e.g., prwunonolbnqu. mgddlnn wdummdmolm MM)MM

may be by n rare

are the onty ions of tardve L N varn o tartoee , Warchve Oyetorsa, has. sieo boon &

M-mmmwuummmmmwwmmmmdm
Ris that el agents be # these appear.

Should it be i or mmmmmumnamm.mm

n-ynaumm.ybonmd

nmmmmmmmdhmwummwuhmwﬂmm

s stopped &t that time the SyNCrome may Not develop.

Adverse Reactions Reported with P um : Adverse with different
phenothiazines vary m type, and . 1.9., SOMe Me dose-relaled, while others wohve
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(See aiso ADVERSE REACTIONS).

SYMPTOMS-Primarily of the i p some of the dystonic reactions described
above.

Symptoms of central nervous system depression 1o the point of of coma. Agitation and may also
occws. Other i inchude ions. EKG and cardiac ias, fever and reactons
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sonism drugs, y ine. See ibing i ion for thess products. Care should be taken 10 avoxd
v ¥
L} ¥ hon of & st s desi ine of Cafieins with SOCIM beNzoats is recommended.
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10 the ind# cartmny 4 and dosage gly. Dosage should be mncreased more gradually
in eiderty patents.

To Control Severe Nauses snd Vomiting: Adjust dosage 1o the response of the individual. Begin with the lowest recom-
mended dosage.

Rects! Dossge: 25 mg twice daily.

HOW SUPPLIED

Compro™ Prochiorperazine Suppositories USP, 25 mg (for adutts) are easy to open. and available in boxes of 12.

12's - NDC 0574-7226-12

Store between 15'and 30°C (59" and 86°F).

Donmmmlmmmrmﬁlnmmm.

Manutactured by: Ei Paddock

Paddock Laboratories, inc. Laboratories, Inc.
Minneapolis, MN 55427
124140 (06-99)



COMPRO™
Prochlorperazine Suppository USP, 25 mg
Paddock Laboratories, Inc.
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ANDA APPROVAIL SUMMARY
ANDA: 40-246
DRUG PRODUCT: Prochlorperazine Suppositories, USP 25 mg

FIRM: Paddock Laboratories, Inc.

DOSAGE FORM: Suppositories STRENGTH: 25 mg
CGMP: Statement/EIR Update Status:
The EER is acceptable (OC recommendation, 6/21/00).

BIO: The bioequivalence study was evaluated to be acceptable by
the Division of Bioequivalence, Office of Generic Drugs (5/21/98,
Bio reviewer: P. Sathe).

VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):
The drug substance and the drug product are included in the
USP monographs. Method validation is not required.

STABILITY: (Are containers used in study identical to those in
container section?)
The laminated suppository film used in the stability study
is identical to one described in the container section.

LABELING:

Container, carton and insert labeling have been found
satisfactory (Labeling approval summary 6/16/00, reviewed by
Debra M Catterson)

STERILIZATION VALIDATION (IF APPLICABLE):
Sterilization validation is not required.
SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?):
Executed batch sizes:
kg units)

DMF "~ Prochlorperazine USP drug substance was found to
be adequate (reviewed by Liang-Lii Huang, Ph.D. 4/13/00).



ANDA APPROVAL SUMMARY:40-246 Page 2

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

The exhibit batches were the stability batches.
PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME?:

Proposed production batch sizes:
kg of the Prochlorperazine Suppositories, USP 25 mg

The manufacturing process will be the same as was used for
the exhibit batch.

_ 6/21&3
CHEMIST: Liang-Lii Huang, Ph.D. /S ATE: June 21, 2000
SUPERVISOR: Paul Schwartz, Ph.D.Ze, DATE: June 21, 2000
Gi 8/r>/0c¢



OFFICE OF GENERIC DRUGS

ABBREVIATED NEW DRUG APPLICATION
CHEMISTRY, MANUFACTURING AND CONTROLS REVIEW

. CHEMIST'S REVIEW NUMBER
4 (four)

. ANDA NUMBER
40-246

. NAME AND ADDRESS OF APPLICANT
Paddock Laboratories, Inc.
Attention: Carol Anding

3940 Quebec Avenue North
Minneapolis, MN 55427

. LEGAL BASIS for ANDA SUBMISSION

The applicant has certified that the list drug products referred to in the application are not
covered by any patents and exclusivity provisions. The reference listed drug is
Compazine” manufactured by SmithKline Beecham Pharmacedticals.

. SUPPLEMENT(s)
None.

. NAME OF DRUG
None.

. NONPROPRIETARY NAME
Prochlorperazine Suppositories

. SUPPLEMENT(s) PROVIDE(s) FOR
None.

. AMENDMENTS AND OTHER DATES

02/06/97 Original submission

02/13/98 Major amendment

12/04/98 Major amendment

03/01/00 Minor amendment

05/17/00 Amendment (withdrawal of Trade name)

06/06/00 Correspondence (reinstate Trade name “Compro”)

10. PHARMACOLOGICAL CATEGORY

Anti-emetic, antipsychotic

11. HOW DISPENSED

Prescription (R)

12. RELATED DMF(s)



Abbreviated NDA 40-246 . Review No. 4

- Prodil LOAletter ...
Prochlorperazine USP v1-.2. pSo
Laminated film v1.2, p315

13. DOSAGE FORM

Suppositories

14. POTENCY
25 mg

15. CHEMICAL NAME AND STRUCTURE
Prochlorperazine. 10H-Phenothiazine, 2-Chloro-10-[3-(4-methyl-1-piperazinyl)-propyi]-.
C20H24CIN3S. 373.95. 58-38-8. USP 23, page 1301.

Cl

16. RECORDS AND REPORTS
None.

17. COMMENTS
The application is approvable.

May 17, 2000 Paddock Labs’ amendment was to request for the withdrawal of the trade
name.

June 6, 2000 Paddock Labs sent OGD a new correspondence to reinstate the trade
name “Compro”.

18. CONCLUSIONS AND RECOMMENDATIONS
The application is approvable.

19. REVIEWER AND DATE COMPLETED
Liang-Lii Huang, Ph.D. June 20, 2000
Endorsed by Paul Schwartz, Ph.D. June 20, 2000

Liang-Lii Huang, Ph.D. Page 2
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Prochlorperazine Paddock Laboratories Inc.
25 mg Suppository Minneapolis, MN-55427
ANDA 40-246 Submission Date:
Reviewer: Pradeep M. Sathe, Ph.D. February 6, 1997

WP #40246SD.297

REVI F A BIO-STUDY AND DI LUTION

LINTRODUCTION : Prochlorperazine, chemical name 2-chloro-10-[3-(4-methyl-1-
piperazinyl)propyl]-10H-phenothiazine, molecular formula C,,H,,CIN,S, molecular
weight 373.94, obtained as minute crystals, is slightly soluble in water, methanol or
ethanol. Though a phenothiazine, it has questionable utility as an antipsychotic agent
with frequent occurrences of acute extrapyramidal reactions. It is therefore indicated
primarily in the control of severe nausea and vomiting as opposed to the management
of the manifestations of psychotic disorders. Phenothiazines are highly bound in the
blood, metabolized by the liver and eliminated primarily by the renal route.

II.CURRENT SUBMISSION : The current application consists of a single dose bio-
equivalency study comparing 25 mg test (Paddock) and 25 mg reference (SmithKline
Beecham's Compazine®) suppository formulations, and dissolution testing methodology
and data comparing the test and the reference formulations.

The orange book lists SmithKline Beecham's Compazine® as the reference product for
Prochorperazine rectal suppository formulation. Besides the innovator, there is a generic
formulation on the market, implying if approved this will not be the first generic
formulation.

HL.TEST FORMULATION : The test formulation composition is given in Table 1.

Prochlorperazine is the active ingredient which is dispersed in the hydrogenated

vegetable oil and glycerine base. The average suppository size is approximately 2 grams.

The production batch size will be around kgs, corresponding to approximately
units/batch.



Table 1

Ingredients % W/W Amount/Batch | mg/dose
Glycerine, USP 0.5 1.5 kg 10.0 mg
JProchlorperazine, kg i mg
usp*

JHydrogenated kg o mg
Vegetable Oil,

JHydrogenated kg mg
Vegetable Oil,

* represents a 3% overage.

IV.BIO-STUDY NUMBER 167-01-10293, BIOEQUIVALENCE Y:

A. TITLE : Bioavailability

of Prochlorperazine suppositories, 25 mg.

B. STUDY INVESTIGATORS AND CONTRACT LABORATORY :

1. Principal Investigator:

2. Bio-Study Site:

3. Project Director:

4. Clinical Study Dates:

Group 1 (subject 1-16), Period I, August 2-5, 1996
Gruop 1 (subject 1-16), Period II, August 16-19, 1996

Group 2 (subject 17-30), Period I, August 13-16, 1996
Gruop 2 (subject 17-30), Period II, August 27-30,4 1996

Group 3 (subject 31-42), Period I, August 27-30, 1996
Gruop 3 (subject 31-42), Period II, September 10-13, 1996



C. STUDY OBJECTIVE: To compare the bioavailability of paddocks’s prochlorperazine
suppository formulation, 25 mg, to that of a marketed reference formulation,
prochlorperazine suppository, 25 mg (Compazine®), manufactured by SmithKline
Beecham pharmaceuticals.

TUDY DESIGN AND NUMBER OF SUBJE : This was a two treatment,
crossover design in forty-two healthy male subjects. The subjects were dosed in three
groups. There was a two-week washout period between the two dosing occasions. Forty-
two subjects entered the study. Thirty-five subjects completed the study, however there
was sufficient data for pharmacokinetic and statistical analysis for only thirty-two
subjects. Out of the forty-two, seven subjects failed to complete the study. Three
subjects, (#6, #30 and #41) failed to return to the clinical facility for period II for
personal reasons. Two subjects (subject #5 and #11) failed to return because of adverse
events experienced after completing period 1. One subject, (Subject #1), withdrew after
period II dosing for personal reasons. One person (Subject #39) was withdrawn after
period II dosing because he had a bowel movement within nine hours of dosing.

E. SUBJECT SELECTION CRITERIA: Volunteers were selected for the study, if they
met the following:

1. Male, healthy 18-50 years of age.

2. No more than + 15% from ideal weight for his height as defined by the Metropolitan
life insurance company statistical bulletin 1983.

3. Without a history of perirectal disease or proctitis, glaucoma, urinary retention,
seizures, neurological diseases, asthma, serious cardiovascular, hepatic, renal,
hematopoietic or gastrointestinal or ongoing infectious diseases, alcohol or drug abuse,
as evidenced by a medical history and physical examination within 30 days prior to the
start of the study. The physical exam included a (visual) rectal examination for evidence
of hemorrhoids, rectal fissures, tears or other pathology. Deviations were acceptable if
deemed not clinically significant by the investigator.

4. Blood chemistry (including alkaline phosphatase, glucose, AST, ALT, LDH, BUN,
GGT, creatinine, bilirubin), hematology (including hematocrit, hemoglobin, red blood
cell count, white blood cell count, differential, platelet count) and urinalysis values
within clinically acceptable limits upon evaluation by the investigator. The above tests
were performed within 30 days prior to the start of the study.

5. No known allergy to prochlorperazine, neuroleptics, or to benztropine mesylate.

6. No recent experience of flu-like symptoms.

7. No prescription drugs within 14 days, or OTC medications (excluding aspirin,
acetaminophen, ibuprofen, vitamins, medicated lozenges, dietary supplements, and non-
ingested medications) within 7 days of the first drug administration.

3



8. No alcohol consumption for at least 48 hours prior to drug administration each
eriod.

g. Subjects with a minimum screening and/or check-in blood pressure of at least 100/60

mm Hg.

10. Acceptable electrocardiogram: sinus rhythm with no evidence of AV heart block

within 30 days of study start date.

11. No caffeine for at least 12 hours prior to drug administration, each period.

12. Negative HIV 1, hepatitis B surface antigen, and urine screen for drugs of abuse

within 30 days prior to the start of the study.

F. SUBJECT RESTRICTIONS: The firm has reported the restrictions under the title
‘subject control’. The restrictions were as follows:

1. Subjects were housed at least 12 hours before until 48 hours after drug administration
each period.

2. No smoking from 1 hour prior until 4 hours after dosing.

3. Fasting from at least 10 hours prior to until 6 hours after drug administration.

4. Only xanthine-free (including caffeine-free) foods and beverages were provided.

G. STUDY SCHEDULES:

1. Methods: One 25 mg prochlorperazine suppository was administered rectally to each
participating subject, according to the randomization schedule. The dosing occurred at
two minute intervals and began at 0800 hours for groups 1 and 2 and at 0828 for group
3. The subjects were required to drink 240 ml of hot water 10 hours and 2 hours prior
to dosing. They were then required to attempt a bowel movement. Following insertion
of suppository, subjects remained lying on their left side for three hours. Any subject
defecating within nine hours following dosing was withdrawn from the study. The
subjects were not permitted to smoke for 1 hour before dosing until 4 hours following
drug administration, or within 1 hour prior to any blood pressure measurement. Subjects
fasted for no fewer than 10 hours prior to dosing and 6 hours after administration of
study drug. A standardized menu was served to all study subjects for both study periods.
Water was allowed ad lib except from 2 hours before until 4 hours after drug
administration.



2. Randomization Schedule:

Treatment
Phase I Phase II Volunteer Number
A B 1,3,5,8,10,11,13,16,17, 20, 21, 23, 25, 28,
29, 32, 34, 36, 38, 40, 41
B A 2,4,6,7,9,12, 14, 15, 18, 19, 22, 24, 26, 27,

30, 31, 33, 35, 37, 39, 42

3. Blood Sample Scheme: Venous blood samples (2*7ml) were collected in Vacutainers
containing EDTA anticoagulant at O (pre-dose) and at 0.5, 1.5, 2.5, 3.5, 4.5, 6,7, 8,9,
10, 11, 12, 16, 24, 36, 48 and 60 hours post-dose. A total of 18 samples were collected.
Plasma samples were separated and stored at -20 C until analysis. An extra 7 ml blood
was obtained before dosing each period for screening.

H. DRUG TREATMENTS:

1. TEST PRODUCT, TREATMENT A : Prochlorperazine suppository, 25mg (Paddock
Labs.), Lot #6C935, Assay Potency= %, Batch Size= , units, Expiry date:
2/98

2. REFERENCE PRODUCT., TREATMENT B : Prochlorperazine (Compazine®)
suppository, 25mg (SmithKline Beecham), Lot #4259, Assay Potency=Not Seen, Expiry
date: 9/97

I. ASSAY METHODOLOGY :




4. Analytical Validation : For the analytical validation following details were observed:

J. PHARMACOKINETICS AND STATISTICS: The following pharmacokinetic
parameters were calculated: AUCt, area under the curve until the last detectable sample
point, AUCinf, area under the curve until the infinite time, Cmax, maximum observed
plasma concentration, Tmax, time of the maximum observed concentration, T, or half-
life of elimination and Kel rate of elimination. Additionally the firm has also reported
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the parameter (Cmax/AUCinf). The calculated pharmacokinetic parameters were
analyzed using analysis of variance (ANOVA). The ANOVA was conducted on the
untransformed and log transformed parameters. Bioequivalence was assessed using the
two one sided testscriterion. As mentioned in the ‘STUDY DESIGN AND NUMBER
OF SUBJECTS’ section, thirty-five subjects completed the clinical portion of the study.
All plasma samples from the subjects who completed the study were analyzed. Three
subjects were excluded from the data due to excessive number of missing values-any
subject with three adjagcent missing values were excluded. The data from thirty-two
subjects were included in the statistical analysis of prochlorperazine. Regarding the
missing sample values the firm has stated the following “There were numerous (43 in a
matrics of 1260 data points: 3.4%) missing values in the plasma concentration versus
time data set. A relatively large volume of plasma was required for prochlorperazine
assay (2 ml), and for many samples that required reanalysis, sufficient sample volume
was not available. Thus no analytical valid results were obtained for these samples. This
was more common for groups one and two. When group three was dosed, the
phlebotomists were made more aware of the need to recover as much plasma as possible
from the blood samples. Absence of multiple samples from the plasma concentration
time profile for several of the subjects resulted in incomplete pharmacokinetic profiles
for reliable estimation of AUC and Cmax parameters. To obtain reliable estimates of
AUC and Cmax parameters, data from any subject with at least three sequential missing
concentration values was excluded from the pharmacokinetic and statistical analysis.
There were three subjects (#18, #19 and #25) that were excluded using this criterion.
Thirty-two subjects were included in the statistical analysis.”

K. RESULTS OF THE BIOEQUIVALENCE Y: Table BS 1.1 gives the mean
plasma concentration time data for both the test and the reference formulations. Table
BS 1.2 lists the relevant mean pharmacokinetic parameters and the 90% confidence
intervals of the mean parameter differences. Figure 1 gives the mean plasma
concentration time profiles of the two treatments. In the tables, the plasma
concentrations including maximum observed concentration Cmax, are expressed as
ng/ml, area under the curve AUC as ng/ml*hr, time of maximum concentration Tmax
and half-life T, as hours.



Table BS1.1: Mean plasma prochlorperazine levels, ng/ml, with (Standard Deviations)

of the treatments

Time #Sub | Test (Paddock) Reference Test/Ref.
(hour) (SmithKline Ratio
Beecham)
0.0 30 0.00 0.00 |-
0.5 31 0.00 (0.00) 0.00 (0.00) | -===emee-
1.5 32 0.075 (0.16) 0.106 (0.18) 0.70
2.5 32 0.308 (0.38) 0.259 (0.31) 1.19
3.5 32 0.941 (0.84) 0.869 (0.85) 1.08
4.5 32 1.469 (1.26) 1.489 (1.34) 0.99
6.0 32 2.000 (1.72) 2.032 (1.82) 0.98
7.0 32 2.570 (1.91) 2.614 (2.08) 0.98
8.0 32 2.870 (2.06) 2.686 (2.13) 1.07
9.0 31 2.928 (2.06) 2.932 (2.25) 1.00
10.0 32 3.118 (2.15) 3.033 (2.28) 1.03
11.0 32 3.115 (2.08) 3.182 (2.35) 0.98
12.0 32 2.983 (2.15) 2.978 (2.28) 1.00
16.0 32 2.184 (1.65) 2.305 (1.92) 0.95
24.0 31 1.675 (1.45) 1.688 (1.52) 0.99
36.0 32 0.737 (0.71) 0.757 (0.72) 0.97
48.0 31 0.400 (0.42) 0.435 (0.46) 0.92
60.0 28 0.188 (0.27) 0.196 (0.26) 0.96




Table BS 1.2: LSMEAN pharmacokinetic parameters with standard errors in parentheses

and the relevant statistics, N=32, units: AUC, ng/ml*hr, Cmax, ng/ml, Tmax, hr

Parameter Test Reference Test/Reference | 90%

(Paddock) (SmithKline | Ratio Confidence
Beecham) Interval

AUC, 70.51 (4.59) 72.79 (4.59) 0.97 0.82-1.12

Ln AUC,,, 3.95 (0.07), 3.90 (0.07), 1.05* 0.89-1.24

Geometric* 51.82* 49.32*

AUC g 77.72 (4.87) 80.82 (4.87) 0.96 0.82-1.11

Ln AUC g9, 4.099 (0.06), |4.092 (0.06), 1.01* 0.87-1.17

Geometric* 60.34* 59.85*

Cmax 3.483 (0.16) 3.452 (0.16) 1.01 0.90-1.12

LnCmax, 1.047 (0.054), | 0.978 (0.054), | 1.07* 0.94-1.22

Geometric* 2.849* 2.659*

Tmax 9.86 (0.315) 9.897 (0.315) {1.00 | -eeemmememeee-

Half-Life 12.81 (0.52) 13.18 (0.52) 097 | e

L. ADVERSE EFFECTS : 16 subjects reported 32 adverse events. 22 were mild in
severity, 8 moderate and 2 severe. The most frequently reported events were agitation
(6 subjects, 6 events) and restlessness (6 subjects, 7 events). Two events (subjects #5
and #11) were serious and resulted in hospitalization and subsequent withdrawal from
the study. Subject #5 was hospitalized for feeling of depression, 4 days after discharge
from Period 1 of the study. Subject #11 was hospitalized 5 days after discharge from
Period 1 of the study with complaints for chest pain. The subject was diagnosed with
acute inferior myocardial infarction with positive isozyme and electrocardiogram
changes.

M. COMMENTS:

1. From tables BS 1.1 and BS 1.2, it could be seen that the mean plasma levels, and their
standard deviations as well as mean pharmacokinetic parameters and their standard
errors are comparable across the two formulations. The 90% confidence intervals of the
mean parameters differences are within the regulatory limits of 80-125%, suggesting the
possibility of bioequivalence of the two formulations. The mean AUCt’s are more than
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90% of the mean AUCin(, indicating adequacy of the blood sample scheme. The mean
Cmax and half-lives are comparable.

2. It is not clear why a mean of only 30 subjects was reported for the zero hour draw.
3. The arithmetic means are substantially different than the geometric means.

4. The plasma level coefficients of variations are rather high (invariably more than %),
suggesting a rather high inter-subject variability. The reported intra-subject variability
is also substantial, more than % for the extent of absorption.

5. The firm has not reported the long term analytical assay stability data.

V.DISSOLUTION METHODOLOGY : USP 23 does not recommend dissolution testing
under the Prochlorperazine suppositories monograph. The firm has conducted the
comparative dissolution of the test and reference formulations. The firm has not stated
the dissolution testing method for the comparative dissolution testing. The dissolution
testing method used for the stability studies is as follows:

Apparatus: USP 23 Apparatus II (paddle)
Speed: 50 rpm
Medium: 0.1 N HCI
Volume: 900 ml
Firm'’s proposed dissolution specifications are,
‘Q’: Not less than % dissolved in 60 minutes.

A. RESULTS OF THE DISSOLUTION TESTING : The mean dissolution testing data

and results are given in table D1.

B. COMMENTS ABOUT THE DISSOLUTION TESTING :

1. Based on the firm’s proposed dissolution method and reported mean data, the two
formulations appear to release more than % drug in 60 minutes. The mean data
however indicates that the Paddock formulation release in slower than the innovator
formulation after 15 minutes. The test formulation release also appears to be relatively
incomplete (mean release %) in 60 minutes compared to the innovator (Mean
release %).

2. The dissolution has not been conducted using FDA recommended method. The FDA
recommended method is outlined in the ‘DEFICIENCIES’ section.

10



V1. DEFICIENCIES:

1. The firm had used its own proposed dissolution method and even using that method
it had not provided the individual unit dissolution data for the test formulation. The
comparative dissolution data for the test and the reference formulations should be
provided using the following FDA recommended dissolution method. The dissolution
data should be reported for at least 12 units. The data should be reported as the mean,
dissolution range (minimum-maximum) and %CV with respect to each sample point.

Apparatus: USP 23 apparatus II (paddle)

Rotation Speed: 50 rpm

Medium: 900 mL Deaerated Water

Recommended ‘Q’: Not less than % dissolved in 45 minutes.

2. A diskette in ASCII format containing pharmacokinetic data and the model codes
used in statistical analyses should be submitted. For each study, two separate files should
be configured as follows:

(a)  subjseq trt per AUC,, AUC,; (Where applicable) C_, T, . K;and t,;...

(b)  subjseq per trt C,C, C,........... C.
where C is the concentration at various sampling times. Fields should be
delimited by one blank space and each missing value should be denoted by
a period (.).

3. The assay potencies of both the test as well as reference formulations should be
provided.

4. The firm needs to document the long term stability of the study samples for a
duration of at least 60 days to cover the study, shipping and analysis, In future, the
freeze thaw cycle stability should be studied after 3 freeze thaw cycles as against only
2 cycles as has been done for the study. From the data it appears that QC sample
concentrations are ng/ml,  ng/ml, ~ ng/ml and = ng/ml. Please clarify why they
are not consistent for all tests e.g. stability tests (2 freeze-thaw, 24 hr and autosampler).

5. It is not clear why the mean of only 30 subjects was reported for the zero hour draw.
It is unclear why plasma samples may not be sufficient for the zero hour screen. Please
clarify. The arithmetic and geometric means of the treatments are considerably different.
Please comment on the cause.
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6. The protocol should state the ‘Exclusion Criteria’ used in the conduct of the study.
Also, the ‘Subject Control’ section of the protocol does not mention, non-consumption
of alcohol or alcoholic beverages during the study. Were these allowed? Please explain.

7. On page 32, the protocol says that Group 2 comprised of study subjects 17-20. The
actual statistical analysis shows Group II comprising of subjects 17-30. Please clarify.

VIL ME TIONS:

1. The bioequivalence study conducted by Paddock laboratories on its Prochlorperazine,
25 mg suppository, lot #6C935 comparing it to SmithKline Beecham’s Compazine, 25
mg suppository, lot #4259 has been found incomplete by the Division of
Bioequivalence. The firm should submit additional information as outlined in
Deficiencies 1-7.

2. The dissolution testing conducted by Paddock laboratories on its Prochlorperazine
25 mg suppository, lot #6C935, is not acceptable. The firm is advised to conduct
dissolution testing on 12 individual dosage units of the test and reference product
employing the FDA recommended dissolution method which is outlined in Deficiency
L.

3. Deficiencies 1-7 should be forwarded to the firm.

IS

/) (i /«:)-
Pradeep\M. Sathe, Ph.D.
Division of Bioequivalence,

Review Branch 1.
RD INITIALED BY YCHUANG S
FT INITIAIRED BY YCHUANG l ~ b /)_o/ a7

Y
Concur: l 5, Date: & ’252 ¥
Nicholas Fleischer, Ph.D.

Director, Division of Bioequivalence

cc: ANDA 40-246 (original, duplicate), HFD-650 (Director), HFD-652 (Huang,
Sathe), Division File, Drug File.
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| Table D1. In-Vitro Dissolution Testing ||
—————— — — —

Drug (Generic Name): Prochlorperazine Suppository
Dose Strength: 25 mg

ANDA Number: 40-246

Firm: Paddock Laboratories

Submission Date: 2/6/97

I. Conditions for Dissolution Testing: Not reported for comparative testing

II.  Results of In Vitro Dissolution Testing:

Sampling Test Product: Prochlorperazine Reference Product: Compazine
Times suppository, Lot # 6C935 suppository, Lot # 4259
(Minutes) Strength (25 mg) Strength (25 mg)
Mean % Range %CV | Mean % Range %CV
0 U T o | ]
15 3.3 | |- 35.8 13.3
30 585 [ [ e 70.1 6.5
45 732 | | 86.6 4.8
60 845 | ] 96.7 4.2
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BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 40-246 APPLICANT:Paddock Laboratories Inc.

DRUG PRODUCT:Prochlorperazine Suppository, 25 mg

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

The following dissolution testing will need to be incorporated into
your stability and quality control programs:

The dissolution testing should be conducted in 900 mL of ,0.1N
HC1l, using USP Apparatus II(paddle) at 50 rpm. The test
product should meet the following specifications:

Not less than %(Q) of the labeled amount of the drug in the
dosage form is dissolved in 60 minutes.

Please note that the bioequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology,
labeling, or other scientific or regulatory issues. Please be
advised that these reviews may result in the need for additional
bioequivalency information and/or studies, or may result in a
conclusion that the proposed formulation is not approvable.

Sincerely yours,

s/

Dale P. Conner, Pharm. D.

Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA/AADA # 40-246 SPONSOR : Paddock Labs

DRUG & DOSAGE FORM : Prochloperazine Suppository

STRENGTH (s8) : 25 mg

TYPE OF STUDY: SD XX Dissolution XX

STUDY SITE: CLINICAL : PharmaKinetics Labs, Baltimore, MD
ANALYTICAL : PharmaKinetics Labs, Baltimore, MD

Bio-study results are acceptable. Dissolution is acceptable.
Applicstion is acceptable.

PRIMARY REVIEWER :Pradeep M. Sathe, Ph.D. BRANCH : I
o
¢=*§54?—__/ iy
INITIAL : a DATE : 5/ ’ /
N
Team Leader : Yi.Chain Huang, Ph.D. BRANCH : I
g;/ .
INITIAL : T — DATE : = /75
T N
DIRECTOR : Dale Conner, Pharm.D.
DIVISION OF BIOEQUIVALENCE
INITIAL : 7% DATE : _ 5/2¢/7¥

DIRECTOR
OFFICE OF GENERIC DRUGS

INITIAL : DATE :




Prochlorperazine Paddock Laboratories Inc.

25 mg Suppository Minneapolis, MN-55427
ANDA 40-246 Submission Date:
Reviewer: Pradeep M. Sathe, Ph.D. December 23, 1997

WP #40246SD.D97

REVIEW OF AN AMENDMENT

LINTRODUCTION: Prochlorperazine, chemical name 2-chloro-10-[3-(4-methyl-1-
piperazinyl)propyl]-10H-phenothiazine, molecular formula C,,H,,CIN,S, molecular
weight 373.94, obtained as minute crystals, is slightly soluble in water, methanol or
ethanol. Though a phenothiazine, it has questionable utility as an antipsychotic agent
with frequent occurrences of acute extrapyramidal reactions. It is therefore indicated
primarily in the control of severe nausea and vomiting as opposed to the management
of the manifestations of psychotic disorders. Phenothiazines are highly bound in the
blood, metabolized by the liver and eliminated primarily by the renal route.

II.BACKGROUND: The firm had submitted an application on February 6, 1997. The
application consisted of a single dose bioequivalence and dissolution testing studies on
the 25 mg test and reference (SmithKline Beecham's Compazine®) formulations. The
application was reviewed by the Division on June 25, 1997 and was found deficient. In
a letter dated June 30, 1997, the firm was appraised of the deficiencies.

L. THE AMENDMENT: The current application consists of the firm’s response to the
Division cited deficiencies. The review is formatted in the order of Deficiency, Firm’s
Response and Division Comment.

Deficiency 1:

The firm had used its own proposed dissolution method and even using that method it
had not provided the individual unit dissolution data for the test formulation. The
comparative dissolution data for the test and the reference formulations should be
provided using the following FDA recommended dissolution method. The dissolution
data should be reported for at least 12 units. The data should be reported as the mean,
dissolution range (minimum-maximum) and %CV with respect to each sample point.

Apparatus: USP 23 apparatus II (paddle)

Rotation Speed: 50 rpm

Medium: 900 mL Deaerated Water

Recommended ‘Q’: Not less than % dissolved in 45 minutes.

1



Firm’s Response:

The firm has mentioned that the dissolution results using water as the dissolution
medium are poor. The firm therefore plans to stay with its previously recommended
dissolution method and specifications which uses 0.1N HCl as the medium instead of
water. The proposed specifications are NLT ~ % dissolved in 60 minutes. The
comparative dissolution results for the test and the reference products are given in Table
I ‘

Division Comment:

The firm’s argument for using the 0.1N HCl medium and the comparative dissolution
test results are acceptable based on the supportive data.

Deficiency 2:

A diskette in ASCII format containing pharmacokineticdata and the model codes used
in statistical analyses should be submitted. For each study, two separate files should be
configured as follows:

(a)  subjseq trt per AUC,, AUC,; (Where applicable) C,,,, T, Kyand t,p;...

(b)  subjseqpertrt C,C, C,........... C.

n

where C is the concentration at various sampling times. Fields should be
delimited by one blank space and each missing value should be denoted by
a period (.).

Firm’s Response:

The diskette has been formatted as described above and is provided.

Division Comment:

Using the provided data diskette, the reviewer performed regular statistical analysis of
variance. The results are given in Tables 1, 2 and 3. The firm has not provided the mean
plasma levels for n=35 subjects. The 90% confidence intervals of the log transformed
Cmax and AUCt parameters (n=35) (Table 3), were outside the regulatory
bioequivalence acceptance limit of 80-125%. The 90% confidence intervals of the log
transformed Cmax and AUC parameters (n=32)(Table 2), however were within the
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regulatory bioequivalence acceptance limit of 80-125%, suggesting bioequivalence of the
test and the reference formulations.

Note: Regarding the fasting study and the number of subjects, the firm on February 6,
1997, had provided the following information: This was a two treatment, crossover
design in forty-two (42) healthy male subjects. The subjects were dosed in three groups.
There was a two-week washout period between the two dosing occasions. Forty-two
subjects entered the study. Thirty-five (35) subjects completed the study, however
there was sufficient data for pharmacokinetic and statistical analysis for only
thirty-two (32) subjects.

Regarding the three (#18, #19 and #25) subject data which could not be used in
the statistical evaluation, the firm has stated the following: “To obtain reliable
estimates of the AUC and Cmax parameters, data from any subject with at least
three sequential missing concentration values were excluded from the
pharmacokinetic and statistical analysis”.



Table 1: Mean plasma prochlorperazine levels, ng/ml, with (SD) of the treatments

Time N Test (Paddock) Reference Test/Ref.
(hour) (SmithKline Ratio
Beecham)
0.0 30 0.00 0.00 |-
0.5 31 0.00 (0.00) 0.00 (0.00) | --------
1.5 32 0.075 (0.16) 0.106 (0.18) 0.70
2.5 32 0.308 (0.38) 0.259 (0.31) 1.19
3.5 32 0.941 (0.84) 0.869 (0.85) 1.08
4.5 32 1.469 (1.26) 1.489 (1.34) 0.99
6.0 32 2.000 (1.72) 2.032 (1.82) 0.98
7.0 32 2.570 (1.91) 2.614 (2.08) 0.98
8.0 32 2.870 (2.06) 2.686 (2.13) 1.07
9.0 31 2.928 (2.06) 2.932 (2.25) 1.00
10.0 32 3.118 (2.15) 3.033 (2.28) 1.03
11.0 32 3.115 (2.08) 3.182 (2.35) 0.98
12.0 32 2.983 (2.15) 2.978 (2.28) 1.00
16.0 32 2,184 (1.65) 2.305 (1.92) 0.95
24.0 31 1.675 (1.45) 1.688 (1.52) 0.99
36.0 32 0.737 (0.71) 0.757 (0.72) 0.97
48.0 31 0.400 (0.42) 0.435 (0.46) 0.92
60.0 28 0.188 (0.27) 0.196 (0.26) 0.96




Table 2: LSMEAN pharmacokinetic parameters with standard errors in parentheses and

the relevant statistics, N=32, units: AUC, ng/ml*hr, Cmax, ng/ml, Tmax, hr

Parameter Test Reference Test/Reference | 90%
(Paddock) (SmithKline [ Ratio Confidence

Beecham) Interval

AUC,, 70.51 (4.59) 72.79 (4.59) 0.97 0.82-1.12

Ln AUC,.,), 3.95 (0.07), 3.90 (0.07), 1.05* 0.89-1.24

Geometric* 51.82* 49 .32*

AUC g0 77.72 (4.87) 80.82 (4.87) 0.96 0.82-1.11

Ln AUC 40, 4.099 (0.06), |4.092 (0.06), 1.01* 0.87-1.17

Geometric* 60.34* 59.85*

Cmax 3.483 (0.16) 3.452 (0.16) 1.01 0.90-1.12

LnCmax, 1.047 (0.054), | 0.978 (0.054), | 1.07* 0.94-1.22

Geometric* 2.849* 2.659*

Tmax 9.86 (0.315) 9.897 (0.315) | 1.00 |-

Half-Life 12.81 (0.52) 13.18 (0.52) 097 | cemmeemeeeeeee-

Table 3: LSMEAN pharmacokinetic parameters with standard errors in parentheses and
the relevant statistics, N=35, units: AUC, ng/ml*hr, Cmax, ng/ml, Tmax, hr

Parameter Test Reference Test/Reference | 90%
(Paddock) (SmithKline | Ratio Confidence
Beecham) Interval
AUC,, 72.88 (4.38) | 71.82(4.37) |1.02 86.9-116.1
Ln AUC.,, 3.93 (0.07), 3.82 (0.07), 1.12* 94.6-131.2
Geometric* 5091* 45.60*
AUC 0 80.39 (4.73) 79.92 (4.86) 1.005 86.2-115
Ln AUC g 4.088 (0.06), |4.035 (0.06), 1.054* 90.8-122.4
Geometric* 59.62* 56.54*
Cmax 3.53 (0.15) 3.35(0.15) 1.05 94 4-115.8
LnCmax, 1.03 (0.050), |[0.92(0.050), 1.16* 98.6-125.1
Geometric* 2.80* 2.51*




Deficiency 3:

The assay potencies of both the test as well as reference formulations should be
provided.

Firm’s Response:

The firm has provided the following assay potencies for the test and the reference lots:
% for the test and % for the reference product.

Division Comment:

Firm’s response is acceptable. It indicates that the bio-equivalency lot assay potencies
were within % of each other.

Deficiency 4:

The firm needs to document the long term stability of the study samples for a duration
of at least 60 days to cover the study, shipping and analysis. In future, the freeze thaw
cycle stability should be studied after 3 freeze thaw cycles as against only 2 cycles as has
been done for the study. From the data it appears that QC sample concentrations are
ngml. ngml, ng/mland  ng/ml. Please clarify why they are not consistent for all
tests e.g. stability tests (2 freeze-thaw, 24 hr and auto-sampler).

Firm’s Response:

Though the firm has not responded directly to the question of QC samples of different
concentrations. Regarding the long term stability, the firm has stated that the long term
stability was studied after storage of samples at -20°C for 89 days, which is equal to the
clinical and analytical portions of the study.

Division Comment:

The firm in the original application did not provide any table for the long term stability.
On page 5 22, of the Feb.6, 1997 application, the firm states the long term stock
solution stability as % after 69 days. There was no mention of the 89 day stability.
Subsequent to a telephone enquiry, in a fax dated may 5, 1998, the firm provided
information on the long term stability. After a storage of 89 days at -20°C, the long
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term stability percent relative error was less than % and %, for the ng/ml
and ng/ml theoretical concentrations. The long term stability data are acceptable.

Deficiency 3:

It is not clear why the mean of only 30 subjects was reported for the zero hour draw. It
is unclear why plasma samples may not be sufficient for the zero hour screen. Please
clarify. The arithmetic and geometric means of the treatments are considerably different.
Please comment on the cause.

Firm's Response:

For only the 30 subjects zero hour draw the firm has stated the following:

“The method requires two milliliters of sample for analysis. The pre-dose sample
is analyzed two times on each run (requiring 4 ml of sample), once without internal
standard and once with internal standard to test for the selectivity of the assay. In case,
where the original analytical run was not acceptable, there may have been insufficient
volume to re-assay the pre-dose sample. The selectivity of the analytical run is confirmed
prior to analysis of each subjects sample set. For two of the subjects in each treatment,
pre-dose samples were exhausted in during this pre-run validation and sufficient sample
volumes were not available for the assay of drug levels in pre-dose samples. The lack of
sample volume for repeated assay of these samples may be attributed to the high sample
volume required for each assay”.

The firm has attributed the substantially large differences in the arithmetic and
geometric means of the pharmacokinetic parameters to the increased variance or

skewness in distribution and sample distribution pattern.

Division Comment:

Since the study has already been conducted, the firm’s response is deemed acceptable.

Deficiency 6:

The protocol should state the ‘Exclusion Criteria” used in the conduct of the study.
Also, the ‘Subject Control’ section of the protocol does not mention, non-consumption
of alcohol or alcoholic beverages during the study. Were these allowed? Please explain.

Firm’s Response:



The firm has stated that the alcohol was prohibited for at least 48 hours prior to the
drug administration. It is further stated that “subjects were questioned regarding their
alcohol consumption and none of the subjects dosed reported alcohol use within 48
hours of entry to the facility”.

Division Comment:

This was a general comment regarding future study protocols. Due to the nature of
formulation and the route of administration, alcohol may not be of a great significance
in this particular situation. However, since this drug formulation has a large intra-subject
variability, all factors which may potentially contribute to the high variability should be
controlled. The firm’s response is acceptable.

Deficiency 7:

On page 32, the protocol says that Group 2 comprised of study subjects 17-20. The
actual statistical analysis shows Group II comprising of subjects 17-30. Please clarify.

Firm's Response:

The firm has stated that on page 32, it “incorrectly” stated that group 2 was comprised
of subject #17-20 and in fact Group 2 consisted of subjects 17-30.

Division Comment:

The response is acceptable.

Note:

Since the recommendations are based on the acceptability of the 32 subject data due to
deletion of 3 subject data based on the three consecutive missing samples, it is suggested
that the analytical portion of the study should be audited by the Division of Scientific
Investigations (HFD-340), to confirm that the missing values and therefore the three
subject data can be omitted based on the firms criterion.




V.RECOMMENDATIONS:

1. The bioequivalence study conducted by Paddock laboratories on its
Prochlorperazine, 25 mg suppository, lot #6C935 comparing it to SmithKline
Beecham'’s Compazine, 25 mg suppository, lot #4259 has been found acceptable by the
Division of Bioequivalence. The firm’s Prochlorperazine, 25 mg suppository is deemed
bioequivalent to SmithKline Beecham’s Compazine, 25 mg suppository.

2. The dissolution testing conducted by Paddock laboratories on its Prochlorperazine
25 mg suppository, lot #6C935, is acceptable. The dissolution testing should be
incorporated into the firm’s manufacturing, controls and stability program. The
dissolution should be conducted in 900 ml 0.1N HCI, Apparatus 2 (paddle) at 50 rpm.
The test product should meet the following specifications:

Not less than % of the labeled amount of the drug in the dosage form is
dissolved in 60 minutes.

3. From the bioequivalence point of view, the firm has met the requirements of in-
vivo bioequivalency and in-vitro dissolution testing and the application is acceptable.

S
PradeepM. Sathe, Ph.D.
Division of Bioequivalence,
Review Branch L.
RD INITIALED BY YCHUANG

FT INITIALED BY Y%}tUANG , ‘i—\—(fg s7n-[+8
Concur l Date: 52/.5275

..
Dale P. Conner, Pharm.D.
Director, Division of Bioequivalence

cc: ANDA 40-246 (original, duplicate), HFD-650 (Director), HFD-652 (Sathe),
Division File, Drug File.



Table 1. In-Vitro Dissolution Testing "

Drug (Generic Name): Prochlorperazine Suppository
Dose Strength: 25 mg

ANDA Number: 40-246

Firm: Paddock Laboratories

Submission Date: 12/23/97

I.  Dissolution Conditions: 900 ml, 0.1N HCl, Apparatus 2 (paddle), 50 rpm.

II. Results of In Vitro Dissolution Testing:

Sampling Test Product: Prochlorperazine Reference Product: Compazine
Times suppository, Lot # 6C935 suppository, Lot # 4259
(Minutes) Strength (25 mg) Strength (25 mg)
Mean % Range %CV | Mean % Range %CV
15 36.3 27.9 35.8 13.3
30 58.5 13.4 70.1 6.5
45 73.2 9.1 86.6 4.8
60 84.5 _ 3.4 96.7 4.2
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CC: ANDA 40-246
ANDA DUPLICATE
DIVISION FILE
HFD-651/ Bio Drug File
HFD-652/ Reviewer (P.Sathe)

X : \NEW\FIRMSNZ\ PADDOCK\LTRS&REV\40246SD.D97
Printed in final on 05/08/98

Endorsements: (Final with Dates) o9
HFD-652/ Reviewer (P.Sathe)é& o513 1
HFD-655/ Bio team Leader (YCHuang)Q#1{Z»fﬂS

HFD-650/ D. Conner 49z 57967%§r

BIOEQUIVALENCY - ACCEPTARLE submission dates:_Feb.6, 1997
December 23, 1997

1. FASTING STUDY (STF) Strengths:_25 wmg
Clinical: _ Outcome: AC
Analytical:

2. DISSOLUTION DATA (DIS) Strength: 25 mg

Outcome: AC

3. STUDY AMENDMENT (STA) Strengths: 25 mg
Outcome: AC

Outcome Decisions: AC - Acceptable

WinBio Comments:Bio-study and dissolution acceptable



Prochlorperazine Paddock Laboratories Inc.

25 mg Suppository Minneapolis, MN-55427
ANDA 40-246 Submission Date:
Reviewer: Pradeep M. Sathe, Ph.D. May 12, 1998

WP #402460.598

REVIEW OF AN AMENDMENT

The amendment consists of a hard copy of the long term (89 days) stability data and
corresponding statistics. The same information was faxed to the Agency on May 5, 1998,
and was reviewed. Since the information is already reviewed, no further review is
necessary at this time. -

(J"E' 5/14/75
Pradeep ™7 Sathe, Ph.D.

Division of Bioequivalence,
Review Branch 1.
RD INITIALED BY YCHUANG j

FT INITIALED BY YCHUANG ‘—/K{ S/ 1w /98
Concur: /(% Date: $/2¢ /K

Dale P. Conner, Pharm.D.
Director, Division of Bioequivalence

cc: ANDA 40-246 (original, duplicate), HFD-650 (Director), HFD-652 (Sathe),
Division File, Drug File.



CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
40246

ADMINISTRATIVE DOCUMENTS




REVIEW OF PROFESSIONAL LABELING

DIVISION OF LABELING AND PROGRAM SUPPORT

LABELING REVIEW BRANCH

ANDA Number: 40-246 Date of Submission: February 13,

1998 (Amendment)

Applicant's Name: Paddock Laboratories, Inc.

Established Name: Prochlorperazine Suppositories USP, 25 mg

Proposed Proprietary Name: Proctazine™

Labeling Deficiencies:

1.

GENERAL COMMENT:

Our review has revealed names which sound like your
proposed proprietary name, Proctazine: Proctocream (an
anorectal preparation - Reed & Carnrick), Pramoxine (a
topical local anesthetic - Ferndale), promazine HCl1l (a
neuroleptic, ataraxic, anticholinergic - USP 23).
Although these products are different dosage forms, we
believe they are sufficiently close in pronunciation to
cause confusion. We believe that the proposed name is
misleading as defined in 21 CFR 201.10(c) (5).

Also, the use of the root “proct”, inplies that this
product has some use in treating conditions of the
anorectal area, as exemplified in the names of products
such as Proctocream, Proctofoam, etc. Although the
route of administration of this product is per rectum
or rectally, the desired effect of the active
ingredient is systemic and not localized in the
anorectal region. Therefore, we believe the name is
misleading as defined in 21 CFR 201.10(c) (3).

Revise all labels and labeling accordingly.

CONTAINER (Unit dose)

a. See GENERAL COMMENT.

b. Replace the statement
with the symbol "Rx only" or "R only". We refer
you to the Guidance For Industry, "Implementation

of Section 126, Elimination of Certain Labeling
Requirements...", at the internet site,



http://www.fda.gov/cder/guidance/index.htm for

guidance.
3. CARTON (12s)
a. See GENERAL COMMENT.

b. See CONTAINER comment (b).
4. INSERT
See GENERAL COMMENT.

Please revise your labels and labeling, as instructed above,
and submit in draft. We will not request final print
pending the findings of the Labeling and Nomenclature
Committee regarding your proposed proprietary name.

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

/S/

éé;%§ Phillips
1rector

Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research




CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
40246

CORRESPONDENCE




ANDA 40-246

JUN 30 1997

Paddock Laboratories Inc.
Attention: Carol Anding
3940 Quebec Avenue North
Minneapolis, MN 55427

Dear Madam:

Reference is made to the Abbreviated New Drug Application,
submitted February 6, 1997, for Prochlorperazine Suppository, 25mg.

The Office of Generic Drugs has reviewed the biocequivalence data
submitted and the following comments are provided for your
consideration:

1.

Comparative dissolution data for both the test and the
reference formulations should be provided using the following
FDA recommended dissolution method. The dissolution data
should be reported for at least 12 units. The individual data
should be reported as well as the mean, dissolution range
(minimum-maximum) and %CV with respect to each sample point.

Apparatus : USP 23 apparatus II (paddle)

Rotation Speed : 50 rpm

Medium : 900 mlL Deaerated Water

Recommended (Q) : Not less than % dissolved in 45
minutes.

The proposed dissolution method used failed to provide the
individual unit dissolution data for the test formulation.

A diskette in ASCII format containing pharmacokinetic data and
the model codes used in statistical analyses should be
submitted. For each study, two separate files should be
configured as follows:

(a) subj seq trt per AUC,, AUC,,, (Where applicable) C
Kel and t1/2; PO

Tmax

max

(b) subj seq trt per C;C, Cy..oviv. ... C.,

where C is the concentration at various sampling times. Fields
should be delimited by one blank space and each missing value
should be denoted by a period (.).

//



3. The assay potencies of both the test as well as reference
formulations should be provided. The two products should

9

assay within %.

4. Document the long term stability of the study samples for a
period of at least 60 days to cover the study, shipping and
analysis. In the future, the freeze thaw cycle stability

should be studied after 3 freeze thaw cycles instead of only
2 cycles as was done for the study. From the data, it appears
that QC sample concentrations are ng/mL, ng/mL,

ng/mL and ng/mL. Please clarify why they are not consistent
for all stability tests (2 freeze-thaw, 24 hr and

autosampler) .

5. It is not clear why the mean of only 30 subjects was reported
for the zero hour draw. It is also unclear why plasma samples
may not be sufficient for the zero hour screen. Please

clarify. The arithmetic and geometric means of the treatments
are considerably different. Please comment on the cause.

6. The protocol should state the ‘Exclusion Criteria’ used in the
conduct of the study. Also, the ‘'Subject Control’ section of
the protocol does not mention, non-consumption of alcohol or
alcoholic beverages during the study. Were these permitted?
Please explain.

7. On page 32, the protocol states that Group 2 was comprised of
study subjects 17-20. The actual statistical analysis shows
Group II being comprised of subjects 17-30. Please claritfy.

As described under 21 CFR 314.96 an action which will amend this
application is required. The amendment will be required to
address all of the comments presented in this letter. Should you
have any questions, please call Lizzie Sanchez, Pharm.D., Project
Manager, at (301) 827-5847. In future correspondence regarding
this issue, please include a copy of this letter.

Sincerely. yours,

sl

4%; Nicholas Fleischer, Ph.D.
Director, Division of Bioegquivalence
Office of Generic Drugs
Center for Drug Evaluation and Research



= \ Paddock

Laboratories, Inc.

Pharmaceuticals for Medicine, Pharmacy and Science
June 6, 2000

Elaine Hu, Project Manager

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North

7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re: New Correspondence — Reinstate Tradename “Compro”
for ANDA 40-246 for Prochlorperazine Suppositories USP, 25 mg

Dear Ms. Hu:

Please accept this new correspondence in regard to a May 17, 2000, gratuitous amendment to
Paddock Laboratories’ Abbreviated New Drug Application for Prochlorperazine Suppositories USP
25 mg, ANDA 40-246.

In the May 17, 2000, amendment, we asked that the proposed tradename be withdrawn in the interest
of expediting the approval process. On June 2, 2000, we received a telephone communication from
Debbie Catterson, FDA, OGD, Labeling Reviewer for this application. Ms. Catterson informed us
that the Office of Post-Marketing Drug Risk Assessment had documented in a May 22, 2000,
correspondence that they had no objections to the proposed tradename “Compro”. In light of this
new information, we do indeed wish to maintain the tradename and not to withdraw it. We ask that
you reinstate the tradename and continue review of our application.

This communication is being sent via facsimile (301-594-0180). Archival and review copies of this
correspondence are being provided via overnight express. Please let me know if you have any
questions or need further information. I can be reached at 763-546-4676 (direct dial) and 763-546-
4842 (fax). In addition, we wish to thank Ms. Catterson and the agency for informing us of this
matter so ultimately we were able to take advantage of the use of a tradename. This is very
important to us.

Sincerely,

baesl ﬂw@/ i o7am ]
Carol Anding cad é\:}:‘
Regulatory Affairs Manager PSS

s ry m&z/

3940 Quebec Avenue North, Minneapolis, MN 55427 e 612.546.4676 o FAX: 612.546.4842 e 800.328.5113
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May 17, 2000

\ Paddock

Laboratories, Inc.

Pharmaceuticals for Medicine, Pharmacy and Science

NC

Elaine Hu, Project Manager

' Office of Generic Drugs
- Center for Drug Evaluation and Research

- Food and Drug Administration

- Metro Park North

7500 Standish Place, Room 150

- Rockville, MD 20855-2773

Re: Gratuitous Amendment — Withdrawal of Tradename
to ANDA 40-246 for Prochlorperazine Suppeositories USP, 25 mg

' Dear Ms. Hu:

" Please accept this gratuitous amendment to Paddock Laboratories’ Abbreviated New Drug

LT

SR i By e e

Application for Prochlorperazine Suppositories USP 25 mg, ANDA 40-246.

At this time, we are withdrawing the proposed tradename in the interest of expediting the
approval process for this application.

Archival and review copies are provided. Please let me know if you have any questions or need
further information. I can be reached at 763-546-4676 (direct dial) and 763-546-4842 (fax).

Sincerely,
éwéﬂwm?/

Carol Anding
Regulatory Affairs Manager

3940 Quebec Avenue North, Minneapolis, MN 55427 e 612.546.4676 o FAX: 612.546.4842 e 800.328.5113
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March 1, 2000

Office of Generic Drugs NDA OR,G AMENDMEN”

Center for Drug Evaluation and Research /\/f'
Food and Drug Administration Aﬂt
Metro Park North /

7500 Standish Place, Room 150

Rockville, MD 20855-2773

Re: Minor Amendment to ANDA 40-246
and Response to Deficiency Letter dated May 12, 1999, for
Prochlorperazine Suppositories USP, 25 mg

Dear Staff:

Please accept this minor amendment and response to the Agency's deficiency letter of May 12, 1999,
regarding Paddock Laboratories' abbreviated new drug application dated February 6, 1997, and our
amendments dated February 13, 1998 and December 4, 1998, submitted pursuant to Section 505())
of the Federal Food, Drug, and Cosmetic Act for Prochlorperazine Suppositories USP 25 mg,
ANDA 40-246.

In addition to providing our response to the May 12, 1999 deficiency letter, this amendment includes
data from a demonstration batch of prochlorperazine suppositories manufactured with the revised
formulation removing 3% excess prochlorperazine. (In our major amendment dated December 4,
1998, we had committed to manufacturing a batch with the revised formulation.) Samples from the
batch (Lot No. 8M6354) were put on 90-day accelerated stability to demonstrate the acceptability of
24-month expiration dating. A copy of the executed batch record for Lot No. 8M6354 is provided in
Attachment 2. Finished dosage form test results for the batch are provided in Attachment 4.
Accelerated stability data and shelf stability data through the 12-month time point are provided in
Attachment 5.

Finally, we are replacing the method for USP Identification B with an alternative method.
Identification B is a finished dosage form test performed to distinguish suppositories containing

chlorpromazine versus prochlorperazine. We will perform an 1dent1ﬁcat10n test, which is
more specific and more accurate than the USP method. Further expls and associated
documentation are provided in Attachment 4. :f’ 3 '}

£ |

We respond to the May 12, 1999 deficiencies (deﬁcxenc
as follows:

S \
3940 Quebec Avenue North, Minneapolis, MN 55427 e 612.546.4676 e FA}?612.546.§;8"42}%0.328.5113 é



ANDA 40-246: Prochlorperazine Suppositories USP, 25 mg March 1, 2000
Amendment Page 2

Chemistry Deficiencies

A. Deficiencies

1.

Please provide the stability testing results of melting point and impurities at the 24
month station since your stability protocol was revised to add the testing for melting
point and impurities in the major amendment dated February 13, 1998.

We have provided a revised stability report for the bioequivalence batch (Lot No. 6C935) at
the 24-month time point in Attachment 5. The revised report includes data on melting point
and impurities.

The DMF , o _ is not currently acceptable. The DMF
holder - has been notified.

The supplier and DMF holder for the has
addressed the DMF deficiencies. A copy of the letter from informing us

that the DMF has been updated is provided in Attachment 3.

B. In addition to responding to the deficiencies presented above, please note and acknowledge
the following comments in your response:

1.

A satisfactory compliance evaluation of the facilities listed for drug product
manufacturing and quality control in the applications is necessary at the time of the
approval of the applications.

Acknowledged.

Please clarify what the role of is since you state that you
will be doing the finished product and stability testing.

At one time we anticipated functioning as an alternate testing facility
for finished product and stability testing of the prochlorperazine suppositories. Because this
is no longer the case, we withdraw our proposal to have act as an
alternative testing facility for finished product and stability testing. All such testing will be
performed by Paddock Laboratories.

Labeling Deficiencies

1.

General Comment:

Our review has revealed names which sound like your proposed proprietary name,
Proclor: Procort (a topical corticosteriod - Roberts), Pochlorin (an anti-
hypercholesteremic agent), Potachlor (a potassium supplement - Rosemont). These
names are sufficiently close in pronunciation to the proposed name to be misleading as
defined in 21 CFR 201.10 (c) (5).
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Delete or propose another name.

We propose to use the proprietary name, Compro™. (This name was proposed as our
preferred alternate choice in our major amendment dated December 4, 1998.)

2. CONTAINER (Unit dose)
See GENERAL COMMENT.

We propose to use the proprietary name, Compro™.

3. CARTON (12s)
See GENERAL COMMENT.

We propose to use the proprietary name, Compro™.
4. INSERT
a. DESCRIPTION

Revise the third paragraph to read, "molecular formula" rather than

The third paragraph has been revised to read "molecular formula" rather than

b. HOW SUPPLIED

Relocate "Rx Only" to appear directly below the title.

The "Rx Only" statement has been relocated to directly below the title.
c. See GENERAL COMMENTS.

We propose to use the proprietary name, Compro™.

Please revise your labels and labeling, as instructed above, and submit in final print or
draft, if you prefer.

Revised labels and labeling are being submitted in final printed form. Twelve final printed
copies of each level of labeling: insert, unit dose container (printed suppository film) and carton
are provided in Attachment 1.

Please note that the Agency reserves the right to request further changes in your labels
and/or labeling based upon changes in the approved labeling of the listed drug or upon
further review of the application prior to approval.

Acknowledged.
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To facilitate review of your next submission, and in accordance with 21 CFR 314.94 (a) (8)
(iv), please provide a side-by-side comparison of your proposed labeling with your last
submission with all differences annotated and explained.

A side-by-side comparison of the current proposed labeling with the previously submitted
(December 4, 1998) proposed labeling is provided in Attachment 1. All differences are
annotated and explained in the same attachment.

Review and archival copies are included in this submission. A third copy has been sent to the
Minneapolis District Office (field copy). Paddock Laboratories, Inc., does hereby certify that the
submitted field copy is a true copy of the technical section of this application [21 CFR 314.94(d)(5)].
Please call if you have any questions or need further information.
Sincerely,

(ot (émd:w?/
Carol Anding

Regulatory Affairs Manager

Attachments
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May 12, 1998 E‘REGEQVED j

Office of Generic Drugs
Center for Drug Evaluation and Research MAY 13 {098

Food and Drug Administration . 9110
Metro Park North GENER!G DT‘KUG‘ZS
7500 Standish Place, Room 150

Rockville, MD 20855

Re: May 5, 1998, Bioequivalence Telephone Amendment to ANDA 40-246
in Response to April 22, 1998, Bioequivalence Deficiency Telephone Notification,
for Prochlorperazine Suppositories USP, 25 mg

Dear Staff:

Please accept this follow-up hard copy of the May 5, 1998, Bioequivalence Telephone
Amendment in response to the Agency's bioequivalence deficiency telephone notification of
April 22, 1998, regarding our abbreviated new drug application dated February 6, 1997,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act, for
Prochlorperazine Suppositories USP, 25 mg, ANDA 40-246. The attached information was sent
via fax communication on May 5, 1998, from

on behalf of Paddock Laboratories. - is the
contract research organization who performed the bioequivalence trial and
bioequivalence-related analytical testing for this study and was best able to answer the questions
posed in this deficiency.)

We were contacted on April 22, 1998, by Ms. Lizzie Sanchez, Pharm D., on behalf of the
bioequivalence reviewer who was looking for further data to support the stability of the study
samples. After reviewing the submission documentation, I contacted Ms. Sanchez on April 30,
1998, for additional clarification. On or about May 1, 1998, Dr. Wilkinson spoke with Ms.
Sanchez and the reviewer to obtain further clarification. On May 5, 1998, Dr. Wilkinson faxed
tables for stock solution and frozen storage stability as requested by the reviewer. The hard copy
of the faxed tables are provided in Attachment 1 of this amendment.

Review and archival copies are included in this submission. A third copy has been sent to the
Minneapolis District Office (field copy).

3940 Quebec Avenue North, Minneapolis, MN 55427 e 612.546.4676 o FAX: 612.546.4842 e 800.328.5113



Bioequivalence Telephone Amendment RE: April 22, 1998, Communication May 12, 1998
ANDA 40-246 Page 2

Paddock Laboratories, Inc., does hereby certify that the submitted field copy is a true copy of the
technical section of this application [21 CFR 314.94(d)(5)].

Please call if you have any questions or need further information.

Sincerely,

Carol Anding L’?/
Regulatory Affairs Manager
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February 13, 1998

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration ) V // /4 C
Metro Park North ’

7500 Standish Place, Room 150

Rockville, MD 20855-2773

Re: Major Amendment to ANDA 40-246
in Response to Deficiency Letter dated July 31, 1997, for
Prochlorperazine Suppositories USP, 25 mg

Dear Staff:

Please accept this Major Amendment in response to the Agency's deficiency letter of July 31,
1997, regarding Paddock Laboratories' abbreviated new drug application dated February 6, 1997,
for Prochlorperazine Suppositories, USP 25 mg, ANDA 40-246. In addition to the deficiency
letter response, we are making the following amendments.

1. We propose to bring assay, content uniformity, and dissolution testing in-house. (Assay
and dissolution testing for the bio batch were performed by '
Paddock Laboratories' methods and method validation information for these tests are
provided in Attachment 6.

2. On incoming raw material testing of the drug substance, we propose to change from
performing USP tests for Ordinary Impurities <466> and Assay to performing a more
specific impurities test and the above mentioned assay developed by Paddock
Laboratories. Further discussion and supporting documentation for this change are
provided in Attachment 2, page 057.

3. We propose to add an additional supplier of the inactive ingredient, glycerin USP.

Information supporting this change is provided in the response to deficiency 2. and in
Attachment 2, page 072.

4. We have added the tradename "Proctazine™" to our labeling (Attm ElVED J
FEB 1 7 1998

3940 Quebec Avenue North, Minneapolis, MN 55427 e 612.546.4676  FAX: 612.546.48&EN§%3DRUGS




ANDA 40-246: Prochlorperazine Suppositories USP, 25 mg Paddock Laboratories, Inc.
Major Amendment Cover Letter - Page 2

We respond to the specific deficiencies (deficiency in bold print, response in non-bold print) as
follows:

Chemistry Deficiencies

A. Deficiencies

1. Please justify the necessity to have % excess of Prochlorperazine in the drug
product manufacturing processes, since the finished product assay is mg/g
% of label claim).

We have observed some decrease in prochlorperazine assay during long term stability
(Attachment 7, page 242). We would like to continue to manufacture witha % overage
of prochlorperazine base to assure product potency throughout the expiration period.

2. Full monograph testing on the inactive ingredients should be performed unless the
suppliers' certificates of analysis were validated.

Glycerin, USP is the only inactive ingredient with a monograph. The suppliers'
certificates of analysis are being validated.

In addition, we propose to add an additional supplier of glycerin, USP. The additional
supplier is Paddock Laboratories' revised Chemical Component
Specification, adding and certificates of analysis are provided
in Attachment 2, page 072. certificates of analysis are also being validated.

Certificates of analysis for the nonmonograph inactives, and
(hydrogenated vegetable oils), will be validated against the manufacturers'
specifications.

3. The drug substance, Prochlorperazine, should be retested annually. Please revise its
retest schedule.

The drug substance will be retested annually. The retest schedule, documented in
Paddock Laboratories SOP 07A-0013, "Reapproval of Chemical Components for Release
to Production”, has been revised to reflect this accordingly. See section 5.1.2 of the
revised SOP provided in Attachment 2, page 077.
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4. Please incorporate the compounding and filling yield calculations (page 260 and
274, respectively) into your production batch record and establish the tolerance
ranges.

Compounding and filling yields are part of the batch record but were not included in the
Master Batch Record section. Blank versions of the yield calculations are provided in
Attachment 4.

The established tolerance ranges are provided on the Finished Product Analysis. The
tolerance range for the filling yield is % and is stated on the Finished Product
Analysis specification. The tolerance range for the compounding yield is

% and has been added to the Finished Product Analysis specification. The revised
Finished Product Analysis specification is provided in Attachment 5, page 088.

5. Since Prochlorperazine is a light-sensitive drug, please demonstrate that the
proposed packaging system can protect the drug product from light properly.

A light transmission study was performed to evaluate the ability of the purposed
packaging system to properly protect the drug product from light. The study is provided
in Addendum 1 of Validation File Prochlorperazine Stability
Indicating Assay" provided in Attachment 6, page 177.

6. Please add a test and specifications for individual impurity and total impurities in
finished product release and stability specifications.

Analytical Method "Prochlorperazine Suppository Impurity Profile”, will be
performed to determine individual and total impurities for finished product release and
stability testing. The specification is NMT % for individual impurities and NMT
% for total impurities.

Analytical Method is provided in Attachment 5, page 104. A revised finished
product analysis is provided in Attachment 5, page 088. A revised stability protocol is
provided in Attachment 7, page 238.

7. The content uniformity commitment on page 341 is not acceptable. A prior
approval supplement is required before the content uniformity test is suspended.

Content uniformity will be performed for each lot and will not be suspended until such
time as a prior approval supplement is submitted and approved.



ANDA 40-246: Prochlorperazine Suppositories USP, 25 mg Paddock Laboratories, Inc.
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8. Please submit a validation study for Dissolution Method

We propose to perform the dissolution on all future batches of prochlorperazine
suppositories in-house using Paddock Laboratories Analytical Procedure
"Prochlorperazine Suppository Dissolution". The validation study and method are
included in Attachment 6, page 112.

9. The system suitability parameters such as tailing factor and number of theoretical
plates should be incorporated into your dissolution and assay methods.

analytical methods for determination of
prochlorperazine in prochlorperazine suppositories and determination of dissolution of
prochlorperazine suppositories have been revised to include system suitability parameters
such as tailing factors and number of theoretical plates. The revised methods are
provided in Attachment 8, pages 243 and 248 respectively.

In addition, Paddock Laboratories Analytical Procedures "Prochlorperazine
Stability Indicating Assay" and "Prochlorperazine Suppository Dissolution"
include the appropriate system suitability parameters. These methods are included in
Attachment 5, pages 098 and 090 respectively.

10. Please submit detailed information for preparing Prochlorperazine reference
standard used in the dissolution method, since it is not currently available from

USP.

crossed-over a lot of prochlorperazine base to a USP
prochlorperazine maleate standard prior to its use as the standard for dissolution testing.

The lot of prochlorperazine base was manufactured by . the
drug substance manufacturer listed in this application. standard operating
procedure for creating cross-over reference standards is provided in Attachment 8, page
250.

The USP reference standard, prochlorperazine maleate, will be used as the reference
standard for all future dissolution testing and is specified in the relevant Paddock
Laboratories' Analytical Procedures.
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11.

12.

13.

The following crucial ~ conditions: flow rate, detection, injection volume, and
running time are not specified in the assay method
Please clarify.

analytical method has been revised to include flow rate,
detection, injection volume, and running time. The revised method is provided in
Attachment 8, page 243.

In addition, Paddock Laboratories Analytical Procedure "Prochlorperazine
Stability Indicating Assay" includes flow rate, detection, injection volume, and running
time. This method is included in Attachment 5, page 098.

In the assay method, the placebo may interfere with the measurement of
Prochlorperazine since the placebo retention times were about . minutes (page
431-432) and the Prochlorperazine retention times were from minutes.
Please clarify.

During accuracy/linearity studies, noted the placebo
chromatogram exhibited a peak at minutes. They believe that this particular
peak was not from components of the placebo but due to contamination of a syringe with
prochlorperazine. (The placebo injection had been made after the injection of the highest
concentration of prochlorperazine solution during linearity studies.) To confirm this
premise, conducted additional studies with a small quantity of the placebo
material. The resulting chromatograms confirm the premise; showing no peaks to be
present. The chromatograms are provided in Attachment 8, page 253 through 256.

In the assay method validation report, large variations of the Prochlorperazine
retention times from minutes in the accuracy & linearity studies to minutes in
the ruggedness study were observed. Please explain. ‘

Retention time of the peak is directly related to its flow rate. During ruggedness studies,
a different column was used to establish robustness of the method. This column showed
high pressure at  mL/minute. The flow wasreducedto =~ mL/minute to
accommodate a workable column pressure. This resulted in the change in retention time
from about minutes.
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14.

15.

assay method is different from the validated
assay method because the reference standard changed to Prochlorperazine Maleate

and the final concentration of reference standard reduced to pg/mL (equivalent
to pg/mLof Prochlorperazine). Therefore, a cross validation should be
performed.

Linearity studies have been completed for both assay and dissolution. For assay
purposes, a linearity study was conducted by using method , with the range
varying from ng/ml of prochlorperazine. The correlation coefficient was
found to be

For dissolution purposes, a linearity study was conducted by using method with
the range varying from ng/ml of prochlorperazine. The correlation
coefficient was found to be

Linearity curves and chromatograms are provided for both studies in Attachment 8,
starting on page 253.

Since the peak of Prochlorperazine can appear around minutes, the peaks eluted
between minutes in the forced degradation studies may be the peaks of
Prochlorperazine not the degradation products as stated on page 444. Please
clarify.

During forced degradation studies, retention time for the prochlorperazine peak was
around  minutes. These studies were conducted on an system where system
suitability, precision, accuracy, and linearity studies were conducted.

Ruggedness of the method was studied on a second system. In these studies,
retention for the prochlorperazine peak was observed to be minutes. As explained
in the response to deficiency 13., states that the change in

retention time is a result of reduced flow rate used to accommodate a workable column
pressure.

believes there is no possibility the peaks eluted at around minutes in the
forced degradation studies (performed in the first system) are prochlorperazine. It
is believed these peaks are some unknown molecule.
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16. In method, the sample preparation procedure and calculation

17.

18.

are illustrated for an assay sample only. Please add a appropriate procedure and
calculation for a content uniformity sample.

method has been revised to accommodate the appropriate calculations
for content uniformity samples. See Attachment 8, page 243.

Appropriate calculations have also been incorporated into Paddock Laboratories'
analytical method for content uniformity.

Please submit the currently available long-term stability results for the bio batch
(Lot 6C935).

Currently available long-term stability results for the bio batch (Lot 6C935) are provided
in Attachment 7, page 242.

Please revise the stability specifications to include a softness test such as melting
point.

Stability specifications have been revised to include Analytical Procedure

"Melting Point Test for Suppositories”. The specification is 33 to 37°C. This is the same
method as provided in the February 6, 1997, original application and used in finished
product testing. The test will be performed by Paddock Laboratories.

A revised stability protocol including melting point testing is provided in Attachment 7,
page 238.

B. In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

1.

Please respond to the bioequivalency comments communicated to you on June 30,
1997.

Paddock Laboratories responded to the agency's June 30, 1997, bioequivalency
comments in an amendment dated December 23, 1997. A photocopy of the amendment
cover letter is provided in Attachment 9.

Your analytical methodology is not identical to the US Pharmacopeial methods for
the finished drug product. Please be advised that the USP methods are the
regulatory methods and will prevail in the event of any dispute.

Acknowledged.
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Labeling Deficiencies

All labeling deficiencies are addressed in Attachment 1.
1. Container (Unit Dose)

a. Revise to use the established name of the product, Prochlorperazine
Suppositories USP, 25 mg.

b. Revise to enhance the prominence of "NOT FOR CHILDREN".
Acknowledged and addressed in Attachment X containing side-by-side comparison of
labeling.

2. CARTON (12s)

a. Revise to use include the following statement on the front and back panels;
12 ADULT Suppositories
Acknowledged and addressed.

b. Revise to include on the front panel,

FOR RECTAL USE ONLY
Acknowledged and addressed.

c. Revise to add the following statement in prominent type,

DO NOT REMOVE FROM WRAPPER UNTIL READY TO USE
Acknowledged and addressed.

d. Revise the following to read,
"Caution: Federal law...without prescription.”

Acknowledged and addressed.

e. Revise the storage temperature range to include
"Store at controlled room temperature, 15° C...".

Acknowledged and addressed.
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f. Revise to delete the sentence that reads,

See package insert for indications...
Acknowledged and addressed.
Include the following on the end flaps:
NOT FOR USE IN CHILDREN
25 mg

Adult Size
We were able to add the above information to one of the end flaps. The other end flap
contains a barcode and there was not room to add the information. We decided to
remove all statements from this end flap rather than include partial information.
Revise to delete the 3 bullets appearing on the side of the carton.

Acknowledged and addressed.

You indicate that your suppositories are "color coded". Please elaborate on the
meaning of this statement.

We have chosen to delete this statement.

3. INSERT

a. GENERAL COMMENT

The most current permitted date for SmithKline Beecham's Compazine® insert
labeling is September 30, 1992; revised November 1992. Please revise your
insert labeling, as follows, to be in accord with the most currently permitted
labeling.

Acknowledged and addressed.

. TITLE

You are encouraged to include the designation "USP" with the established name
of your drug product.

Acknowledged and addressed.
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c. DESCRIPTION

ii.

iii.

Revise to make the following the first paragraph:

Prochlorperazine is a clear, pale yellow, viscous liquid. It is sensitive to light,
very slightly soluble in water, freely soluble in alcohol, in chloroform, and in
ether.

Revise so that the following is the second paragraph:

Each suppository, for rectal administration, contains...

Revise to include the product's molecular weight, chemical name, structural
and molecular formulas.

Acknowledged and addressed items i. through 1ii. above.

Include the following section to appear immediately after the
DESCRIPTION section:

CLINICAL PHARMACOLOGY

Prochlorperazine is a propylpiperazine derivative of phenothiazine. Like
other phenothiazines, it exerts an antiemetic effect through a depressant
action on the chemoreceptor trigger zone.

Acknowledged and addressed.

INDICATIONS

Revise the section heading to read,
INDICATIONS AND USAGE

Revise this section to read,
"Prochlorperazine 25 mg suppositories are indicated in the control of severe

nausea and vomiting in adults.” Delete the remainder of the section.

Acknowledged and addressed items i. and ii. above.
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f. CONTRAINDICATIONS

i.

Revise to delete the first sentence. The first contraindication now begins with

Revise the make the following the second contraindication,

iii. Revise to make the following the third contraindication: "Do not use in

children under 2 years of age or under 20 Ibs. Do not use in children for
conditions for which dosage has not been established."

Acknowledged and addressed items i. through iii. above.

g. WARNINGS

i

Neuroleptic Malignant Syndrome (NMS)

Revise to delete the fifth paragraph which begins,

Revise to make the sixth paragraph which begins,
a new subsection entitled "General:".

iii. Nursing Mothers

Revise to delete the second sentence.

Acknowledged and addressed items i. through iii. above.

h. PRECAUTIONS

Revise to delete the second sentence of the third paragraph.

ii. Revise the penultimate sentence of the third paragraph to read, ...

norepinephrine bitartrate and phenylephrine hydrochloride are suitable.

iii. In the 15th paragraph, replace with "phenytoin" in two places.

iv. Revise to make the following the 3rd paragraph of the "Long Term

Therapy" subsection using bold print:

Children with acute illnesses (e.g., chicken pox, CNS infections, measles,
gastroenteritis) or dehydration seem to be much more susceptible to
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neuromuscular reactions, particularly dystonias, than are adults. In such
patients, the drug should be used only under close supervision.

v. In the ultimate paragraph, replace with "metrizamide" in two
places.

Acknowledged and addressed items i. through v. above.
i. ADVERSE REACTIONS
i. Revise to delete the second sentence of the first paragraph.
ii. Neuromuscular (Extrapyramidal) Reactions

A) Revise the third sentence of the second paragraph to read, . . . occur in
children or pregnant. ..

B) Revise to replace with "diphenhydramine" in the second
paragraph

iii. Dystonias
A) Revise to make the following the fourth sentence of the third paragraph:
In children, reassurance and barbiturates will usually control symptoms.
(Or, injectable diphenhydramine may be useful. Note: See

diphenhydramine prescribing information for appropriate children's
dosage.)

B) Revise to replace ~ with "diphenhydramine” in the last
sentence of the ultimate paragraph.

Acknowledged and addressed items i. through iii. above.
j. OVERDOSAGE
i. Move this section, revise to follow the ADVERSE REACTIONS section.
ii. Revise to replace "Levophed", and o with
"diphenhydramine", "norepinephrine bitartrate", and "phenylephrine

hydrochloride", respectively.

Acknowledged and addressed items i. and ii. above.
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k. DOSAGE AND ADMINISTRATION
Revise to add a subsection heading " Adults" to the first paragraph.
Acknowledged and addressed.

. HOW SUPPLIED
i. Revise to use the established name.

ii. Revise to include the storage temperature range and the statement " Do not
remove from wrapper until ready to use."

iii. You are encouraged to include the "CAUTION: Federal law. .. " statement.

iv. Revise to delete the footnotes and corresponding established names which
appear at the end of this section.

Acknowledged and addressed items i. through iv. above.

Please revise your labels and labeling, as instructed above, and submit in final print, or
draft if you prefer.

Revised labels and labeling are being submitted in draft form. Four copies are provided in
Attachment 1.

Please note that the Agency reserves the right to request further changes in your labels
and/or labeling based upon changes in the approved labeling of the listed drug or upon
further review of the application prior to approval.

Acknowledged.

To facilitate review of your next submission, and in accordance with 21 CFR 314.94 (a)
(8) (iv), please provide a side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and explained.

A side-by-side comparison of the current proposed labeling with the previously submitted
(February 6, 1997) proposed labeling is provided in Attachment 1, page 018. All differences
are also annotated and explained in the same attachment.
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Review and archival copies are included in this submission. A third copy has been sent to the
Minneapolis District Office (field copy). Paddock Laboratories, Inc., does hereby certify that the
submitted field copy is a true copy of the technical section of this application [21 CFR
314.94(d)(5)]

Please call if you have any questions or need further information.
Sincerely,

Carol Anding
Regulatory Affairs Manager

Enclosures:
Review Copy (red)
Archival Copy (blue)

3940 Quebec Avenue North, Minneapolis, MN 55427  612.546.4676 ® FAX:612.546.4842 ® 800.328.5113
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February 6, 1997 Pharmaceuticals for Medicine, Pharmacy and Science

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North

7500 Standish Place, Room 150
Rockville, MD 20855

Re: Original Submission, Abbreviated New Drug Application
for Paddock Laboratories Prochlorperazine Suppositories 25 mg

Dear Staff:

Paddock Laboratories, Inc. (Paddock Laboratories) is submitting this original abbreviated new
drug application (ANDA) secking approval to market Paddock Laboratories Prochlorperazine
Suppositories 25 mg. The prochlorperazine rectal suppository is bioequivalent to the listed drug,
Compazine® Prochlorperazine Suppositories 25 mg, manufactured by SmithKline Beecham
Pharmaceuticals, Inc. pursuant to NDA #11-127.

This ANDA consists of five volumes. Paddock Laboratories is filing an archival copy (in blue
folders) of the ANDA that contains all the information required in the ANDA and a technical
review copy (in a red folder) which contains all the information in the archival copy with the
exception of the Bioequivalence section (Section VL). A separate copy of the Bioequivalence
section is provided in orange folders.

This also certifies that, concurrently with filing of this ANDA, a true copy of the technical
sections of the ANDA (including a copy of the Form FDA 3439 and a certification that the
contents are a true copy of those filed with Office of Generic Drugs) was sent to our local district
office. This "field copy" was contained in a red folder.

Please direct any written communications regarding this ANDA to me at the address below. If
you need to call or fax me, my phone numbers are 612-546-4676 (direct dial) and 612-546-1081
(fax). Thank you.

Sincerely, i
Paddock Laboratories, Inc.

Caol Mh?/ SRR

Carol Anding r e
Regulatory Affairs Manager ('z:. At

3940 Quebec Avenue North, Minneapolis, MN 55427 e 612.546.4676 ® FAX: 612.546.4842 ¢ 800.328.5113



