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ANDA 78-035 
 
 
 
 
 
 
Cobalt Laboratories, Inc. 
Attention: Richard Sanzen, R.Ph. 
   Director, Regulatory Affairs 
24840 S. Tamiami Trail, Suite 1 
Bonita Springs, FL 34134 
 
 
Dear Sir:  
 
This is in reference to your abbreviated new drug application  
(ANDA) dated December 8, 2005, submitted pursuant to section  
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),  
for Cabergoline Tablets, 0.5 mg.  
 
Reference is also made to your amendments dated August 28, and 
October 13, 2006; April 25, June 11, August 8, and August 9, 
2007; and March 20, April 4, and April 14, 2008. 
 
We have completed the review of this ANDA and have concluded  
that adequate information has been presented to demonstrate that  
the drug is safe and effective for use as recommended in the  
submitted labeling. Accordingly the ANDA is approved, effective  
on the date of this letter. The Division of Bioequivalence has  
determined your Cabergoline Tablets, 0.5 mg, to be bioequivalent  
and, therefore, therapeutically equivalent to the reference  
listed drug, Dostinex® Tablets, 0.5 mg, of Pharmacia and Upjohn  
Company. 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 ANDA require an approved supplemental  
application before the change may be made.  
 
Postmarketing reporting requirements for this ANDA 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.  
 
 
 



Promotional materials may be submitted to FDA for comment prior  
to publication or dissemination. Please note that these  
submissions are voluntary. If you desire comments on proposed  
launch promotional materials with respect to compliance with  
applicable regulatory requirements, we recommend you submit, in  
draft or mock-up form, two copies of both the promotional  
materials and package insert directly to:  
 
Food and Drug Administration  
Center for Drug Evaluation and Research  
Division of Drug Marketing, Advertising, and Communications  
5901-B Ammendale Road  
Beltsville, MD 20705  
 
We call your attention to 21 CFR 314.81(b)(3) which requires  
that all promotional materials be submitted to the Division of  
Drug Marketing, Advertising, and Communications with a completed  
Form FDA 2253 at the time of their initial use.  
 
 
 

Sincerely yours,  
 
{See appended electronic signature page} 
 
Gary Buehler  
Director  
Office of Generic Drugs  
Center for Drug Evaluation and Research  
 

 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Robert L. West
4/21/2008 03:13:53 PM
Deputy Director, for Gary Buehler
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Cabergoline Tablets
Rx Only

DESCRIPTION
Cabergoline Tablets contain cabergoline, a dopamine receptor 
agonist. The chemical name for cabergoline is 1-[(6-allylergolin-8ß-
yl)-carbonyl]-1-[3-(dimethylamino)propyl]- 3-ethylurea. Its empirical 
formula is C26H37N5O2, and its molecular weight is 451.62. The structural 
formula is as follows:

Cabergoline is a white powder soluble in ethyl alcohol, chloroform, and 
N, N-dimethylformamide (DMF); slightly soluble in 0.1N hydrochloric 
acid; very slightly soluble in n-hexane; and insoluble in water.  

Cabergoline Tablets, for oral administration, contain 0.5 mg of 
cabergoline. Inactive ingredients consist of leucine, USP, and lactose 
monohydrate, NF.

CLINICAL PHARMACOLOGY
Mechanism of Action: The secretion of prolactin by the anterior 
pituitary is mainly under hypothalamic inhibitory control, likely 
exerted through release of dopamine by tuberoinfundibular neurons. 
Cabergoline is a long-acting dopamine receptor agonist with a high 
affinity for D2 receptors. Results of in vitro studies demonstrate that 
cabergoline exerts a direct inhibitory effect on the secretion of prolactin 
by rat pituitary lactotrophs. Cabergoline decreased serum prolactin 
levels in reserpinized rats. Receptor-binding studies indicate that 
cabergoline has low affinity for dopamine D1, 1- and 2-adrenergic, 
and 5-HT1- and 5-HT2-serotonin receptors.

Clinical Studies: The prolactin-lowering efficacy of cabergoline was 
demonstrated in hyperprolactinemic women in two randomized, 
double-blind, comparative studies, one with placebo and the other 
with bromocriptine. In the placebo-controlled study (placebo n=20; 
cabergoline n=168), cabergoline produced a dose-related decrease 
in serum prolactin levels with prolactin normalized after 4 weeks of 
treatment in 29%, 76%, 74% and 95% of the patients receiving 0.125, 
0.5, 0.75, and 1.0 mg twice weekly respectively.

In the 8-week, double-blind period of the comparative trial with 
bromocriptine (cabergoline n=223; bromocriptine n=236 in the intent-
to-treat analysis), prolactin was normalized in 77% of the patients 
treated with cabergoline at 0.5 mg twice weekly compared with 59% 
of those treated with bromocriptine at 2.5 mg twice daily. Restoration 
of menses occurred in 77% of the women treated with cabergoline, 
compared with 70% of those treated with bromocriptine. Among 
patients with galactorrhea, this symptom disappeared in 73% of those 
treated with cabergoline compared with 56% of those treated with 
bromocriptine.

Pharmacokinetics
Absorption: Following single oral doses of 0.5 mg to 1.5 mg given 
to 12 healthy adult volunteers, mean peak plasma levels of 30 to 70 

picograms (pg)/mL of cabergoline were observed within 2 to 3 hours. 
Over the 0.5-to-7 mg dose range, cabergoline plasma levels appeared 
to be dose-proportional in 12 healthy adult volunteers and nine adult 
parkinsonian patients. A repeat-dose study in 12 healthy volunteers 
suggests that steady-state levels following a once-weekly dosing 
schedule are expected to be twofold to threefold higher than after a 
single dose. The absolute bioavailability of cabergoline is unknown. A 
significant fraction of the administered dose undergoes a first-pass 
effect. The elimination half-life of cabergoline estimated from urinary 
data of 12 healthy subjects ranged between 63 to 69 hours. The 
prolonged prolactin-lowering effect of cabergoline may be related to 
its slow elimination and long half-life.

Distribution: In animals, based on total radioactivity, cabergoline 
(and/or its metabolites) has shown extensive tissue distribution. 
Radioactivity in the pituitary exceeded that in plasma by >100-fold 
and was eliminated with a half-life of approximately 60 hours. This 
finding is consistent with the long-lasting prolactin-lowering effect 
of the drug. Whole body autoradiography studies in pregnant rats 
showed no fetal uptake but high levels in the uterine wall. Significant 
radioactivity (parent plus metabolites) detected in the milk of lactating 
rats suggests a potential for exposure to nursing infants. The drug is 
extensively distributed throughout the body. Cabergoline is moderately 
bound (40% to 42%) to human plasma proteins in a concentration-
independent manner. Concomitant dosing of highly protein-bound 
drugs is unlikely to affect its disposition.

Metabolism: In both animals and humans, cabergoline is extensively 
metabolized, predominately via hydrolysis of the acylurea bond or 
the urea moiety. Cytochrome P-450 mediated metabolism appears 
to be minimal. Cabergoline does not cause enzyme induction and/or 
inhibition in the rat. Hydrolysis of the acylurea or urea moiety abolishes 
the prolactin-lowering effect of cabergoline, and major metabolites 
identified thus far do not contribute to the therapeutic effect.

Excretion: After oral dosing of radioactive cabergoline to five healthy 
volunteers, approximately 22% and 60% of the dose was excreted 
within 20 days in the urine and feces, respectively. Less than 4% of 
the dose was excreted unchanged in the urine. Nonrenal and renal 
clearances for cabergoline are about 3.2 L/min and 0.08 L/min, 
respectively. Urinary excretion in hyperprolactinemic patients was 
similar.

Special Populations
Renal Insufficiency: The pharmacokinetics of cabergoline were not 
altered in 12 patients with moderate-to-severe renal insufficiency as 
assessed by creatinine clearance.

Hepatic Insufficiency: In 12 patients with mild-to-moderate hepatic 
dysfunction (Child-Pugh score 10), no effect on mean cabergoline 
Cmax or area under the plasma concentration curve (AUC) was observed. 
However, patients with severe insufficiency (Child-Pugh score >10) 
show a substantial increase in the mean cabergoline Cmax and AUC, and 
thus necessitate caution.

Elderly: Effect of age on the pharmacokinetics of cabergoline has not 
been studied.

Food-Drug Interaction
In 12 healthy adult volunteers, food did not alter cabergoline kinetics.

Pharmacodynamics
Dose response with inhibition of plasma prolactin, onset of maximal 
effect, and duration of effect has been documented following 
single cabergoline doses to healthy volunteers (0.05 to 1.5 mg) and 
hyperprolactinemic patients (0.3 to 1 mg). In volunteers, prolactin 
inhibition was evident at doses >0.2 mg, while doses 0.5 mg caused 
maximal suppression in most subjects. Higher doses produce prolactin 
suppression in a greater proportion of subjects and with an earlier onset 
and longer duration of action. In 12 healthy volunteers, 0.5, 1, and 1.5 
mg doses resulted in complete prolactin inhibition, with a maximum 
effect within 3 hours in 92% to 100% of subjects after the 1 and 1.5 mg 
doses compared with 50% of subjects after the 0.5 mg dose.

In hyperprolactinemic patients (N=51), the maximal prolactin decrease 
after a 0.6 mg single dose of cabergoline was comparable to 2.5 mg 
bromocriptine; however, the duration of effect was markedly longer 
(14 days vs. 24 hours). The time to maximal effect was shorter for 
bromocriptine than cabergoline (6 hours vs. 48 hours).

In 72 healthy volunteers, single or multiple doses (up to 2 mg) of 
cabergoline resulted in selective inhibition of prolactin with no apparent 
effect on other anterior pituitary hormones (GH, FSH, LH, ACTH, and 
TSH) or cortisol.

INDICATIONS AND USAGE
Cabergoline tablets are indicated for the treatment of hyperprolactinemic 
disorders, either idiopathic or due to pituitary adenomas.

CONTRAINDICATIONS
Cabergoline tablets are contraindicated in patients with 

derivatives. 

fibrotic disorders. (See PRECAUTIONS, Fibrosis).

WARNINGS
Valvulopathy: Post marketing cases of cardiac valvulopathy have 
been reported in patients receiving carbergoline. These cases have 
generally occurred during long-term administration of high doses of 
cabergoline (>2 mg/day) used for the treatment of Parkinson’s disease. 
Rare cases have been reported associated with short-term treatment 
(<6 months) or in patients receiving lower doses for the treatment of 
hyperprolactinemia.

Physicians should use the lowest effective dose of cabergoline for 
the treatment of hyperprolactinemia and should periodically reassess 
the need for continuing therapy with cabergoline. In addition, patients 
receiving long term treatment with cabergoline should undergo 
periodic reassessment of their cardiac status, and echocardiography 
should be considered. Any patient who develops signs or symptoms of 
cardiac disease, including dyspnea, edema, congestive heart failure, or 
a new cardiac murmur, while being treated with cabergoline should be 
evaluated for possible valvulopathy.

Cabergoline should be used with caution in patients who have 
hemodynamically significant valvular disease or have been exposed to 
other medications associated with valvulopathy.

Pregnancy: Dopamine agonists in general should not be used 
in patients with pregnancy-induced hypertension, for example, 
preeclampsia, eclampsia, and post partum hypertension, unless the 
potential benefit is judged to outweigh the possible risk.

PRECAUTIONS
General: Initial doses higher than 1.0 mg may produce orthostatic 
hypotension. Care should be exercised when administering cabergoline 
with other medications known to lower blood pressure.

Postpartum Lactation Inhibition or Suppression: Cabergoline is not 
indicated for the inhibition or suppression of physiologic lactation. Use 
of bromocriptine, another dopamine agonist for this purpose, has been 
associated with cases of hypertension, stroke, and seizures.

Hepatic Impairment: Since cabergoline is extensively metabolized 
by the liver, caution should be used, and careful monitoring exercised, 
when administering cabergoline to patients with hepatic impairment.

Fibrosis:  As with other ergot derivatives, pleural effusion or pulmonary 
fibrosis have been reported following long-term administration of 
cabergoline. Some reports were in patients previously treated with 
ergotinic dopamine agonists. Cabergoline should not be used in 
patients with a history of, or current signs and/or clinical symptoms of, 
respiratory or cardiac disorders linked to fibrotic tissue.

Following diagnosis of pleural effusion or pulmonary fibrosis, 
the discontinuance of cabergoline has been reported to result in 
improvement of signs and symptoms.

Erythrocyte sedimentation rate (ESR) has been found to be 
abnormally increased in association with pleural effusion/fibrosis. 
Chest x-ray examination is recommended in cases of unexplained 
ESR increases to abnormal values. Serum creatinine measurements 
can also be used to help in the diagnosis of fibrotic disorder.

Psychiatric: Pathological gambling, increased libido, and 
hypersexuality have been reported in patients treated with dopamine 
agonists including cabergoline. This has been generally reversible 
upon reduction of the dose or treatment discontinuation (See Post-
marketing Surveillance data).

Information for Patients: Patients should be instructed to notify 
their physician if they suspect they are pregnant, become pregnant, 
or intend to become pregnant during therapy.  A pregnancy 
test should be done if there is any suspicion of pregnancy and 
continuation of treatment should be discussed with their physician.

Patients should notify their physician if they develop shortness of 
breath, persistent cough, difficulty with breathing when lying down, 
or swelling in their extremities.

Drug Interactions: Cabergoline should not be administered con-
currently with D2-antagonists, such as phenothiazines, butyrophe-
nones, thioxanthenes, or metoclopramide.

Carcinogenesis, Mutagenesis, Impairment of Fertility:
Carcinogenicity studies were conducted in mice and rats with 
cabergoline given by gavage at doses up to 0.98 mg/kg/day and 
0.32 mg/kg/day, respectively. These doses are 7 times and 4 times 
the maximum recommended human dose calculated on a body 
surface area basis using total mg/m2/week in rodents and mg/m2/
week for a 50 kg human.

There was a slight increase in the incidence of cervical and 
uterine leiomyomas and uterine leiomyosarcomas in mice. In rats, 
there was a slight increase in malignant tumors of the cervix and 
uterus and interstitial cell adenomas. The occurrence of tumors in 
female rodents may be related to the prolonged suppression of 
prolactin secretion because prolactin is needed in rodents for the 
maintenance of the corpus luteum. In the absence of prolactin, the 
estrogen/progesterone ratio is increased, thereby increasing the 
risk for uterine tumors. In male rodents, the decrease in serum 
prolactin levels was associated with an increase in serum luteinizing 
hormone, which is thought to be a compensatory effect to maintain 
testicular steroid synthesis. Since these hormonal mechanisms are 
thought to be species-specific, the relevance of these tumors to 
humans is not known.

The mutagenic potential of cabergoline was evaluated and found 
to be negative in a battery of in vitro tests. These tests included 
the bacterial mutation (Ames) test with Salmonella typhimurium, the 
gene mutation assay with Schizosaccharomyces pombe P1 and V79 
Chinese hamster cells, DNA damage and repair in Saccharomyces 
cerevisiae D4, and chromosomal aberrations in human lymphocytes. 
Cabergoline was also negative in the bone marrow micronucleus 
test in the mouse.

In female rats, a daily dose of 0.003 mg/kg for 2 weeks prior to 
mating and throughout the mating period inhibited conception. This 
dose represents approximately 1/28 the maximum recommended 
human dose calculated on a body surface area basis using total mg/
m2/week in rats and mg/m2/week for a 50 kg human.

Pregnancy: Teratogenic Effects: Category B. Reproduction 
studies have been performed with cabergoline in mice, rats, and 
rabbits administered by gavage.

(Multiples of the maximum recommended human dose in this 
section are calculated on a body surface area basis using total mg/
m2/week for animals and mg/m2/week for a 50 kg human.)
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REVIEW OF PROFESSIONAL LABELING #2 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:   78-035       Dates of Submission:  25 APR 2007 
        
Applicant's Name:  Cobalt 
 
Established Name:  Cabergoline Tablets  0.5 mg 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies:  Draft Labels and Labeling 
 
1. CONTAINER (8s):   
 

A. Your previous submission provided for  and  are these package sizes no longer being 
proposed.  Regarding your bulk package labels- Our labeling division does not review those 
particular bulk package sizes.  Please comment. 

 
B. Will you provide a carton to protect the glass bottle from possible breakage?  If so please submit 

the carton for review. 
 

2. INSERT: 
 
A. DESCRIPTION, cite the specific kind of lactose (anhydrous or mono..). 
 
B. HOW SUPPLIED-  Please cite  the strength "0.5 mg" of the product in the first sentence with the 

established name.  
 

C. Please update your labeling to be in accord with the most recent labeling S-008 approved on 
12/12/2006 for the reference listed drug. 
 

Please submit final printed electronically according to the guidance for industry titled Providing Regulatory 
Submissions in Electronic Format – ANDA.  

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the 
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily 
or weekly updates of new documents posted on the CDER web site at the following address - 
       http://www.fda.gov/cder/cdernew/listserv.html  

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 the reference listed drug (or your 
previous submission) with all differences annotated and explained 
 
 
 
 
 
 
 
 
  
 
 

(b) 
(4)

(b) (4)



 SUMMARY  
REVIEW OF PROFESSIONAL LABELING  

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

 
ANDA Number 78-035 

Date of Submission  
Applicant Cobalt Pharm 

Drug Name Cabergoline Tablets  
Strength(s) 0.5 mg  

 
Container Labels  

0.5 mg- 8s 
 

 

Carton Labeling  
Requested  

Package Insert Labeling  
  
 
BASIS OF APPROVAL:   20-664 

Patent 
No 

Patent 
Expiration 

Use 
Code 

Description How Filed Labeling Impact 

None    PIII Same As 

 

Exclusivity  Data For NDA 
Code/sup Expiration Description Labeling impact 

None  NCE Same As 

 
Reference Listed Drug 
RLD on the 356(h) form Dostinex 

NDA Number 20-664 
RLD established name Cabergoline 

Firm Pharmacia and Upjohn 
Currently approved PI  SL-008 

AP Date 12/12/2006 
Note:  RLD has  chemistry supplements. 

 
 
 
 

NOTE TO THE CHEMIST: We are recommending that the  
this package size.  The smaller package must have CRC. Applicant has included bulk labels 
 
FOR THE RECORD: 
 
1. MODEL LABELING- Review based on the labeling of Dostinex ( Pharmacia & Upjohn, Cabergoline 

Tablets, NDA 20664/S-004, approved 4/17/00; revised 8/99. 
 

(b) (4)

(b) (4)

(b) (4)



2. PATENTS/EXCLUSIVITIES - See above 
 
3. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM Cobalt  Pharmaceutical, Canada.  Dr. 

James Parker, at Strategic Bioscience Corp. Is the USA. 
 
4. CONTAINER/CLOSURE in 30cc, , amber glass bottles of  0.5 mg ( , and 

)  10122 vol 1.20 
 
5. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON 

NDA - CRT 20 - 25C ( 68 - 77 F) 
ANDA – CRT 20 - 25C ( 68 - 77 F) 
USP - none 

 
6. DISPENSING STATEMENTS COMPARISON 

NDA – none  
ANDA – request "Unit-of-Use. Dispense in original container" 
USP  

7. Scoring: 
NDA - scored 
ANDA -scored 
USP -none 
 

8. PACKAGING CONFIGURATIONS 
 
    Product Line: 

RLD: The innovator markets a  0.5 mg tablet (8s)  
ANDA: The applicant proposes to market their product  0.5 mg (  

 unit- of- use) with CRC page 10059-10078 vol 1.3 
 

9. HOW SUPPLIED SECTION 
The tablet/capsule imprint(ings)/embossing(s)/ debossing(s) has/have been accurately described 
in the HOW SUPPLIED section as required by 21 CFR 206,et al. (Imprinting of Solid Oral Dosage 
Form Products for Human Use; Final Rule, effective 9/13/95). 

 
10.  INACTIVE INGREDIENTS  

The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to 
be consistent with the listing of inactive ingredients found in the statement of components and 
composition appearing on page 9868 vol 1.20 

____________________________________________________________________________________ 
 
Date of Review: 5/16/2007       Date of Submission:  4/25/2007 
____________________________________________________________________________________ 
cc: 

ANDA: 78-035 
DUP/DIVISION FILE 
HFD-613/APayne/JGrace  (no cc) 
V:\FIRMSAM\COBALT\LTRS&REV\78035na2labdfsreview.doc 
Review 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Angela Payne
5/22/2007 07:23:17 AM
LABELING REVIEWER

John Grace
5/23/2007 06:54:05 PM
LABELING REVIEWER



 APPROVAL SUMMARY #1  
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
 

ANDA Number 78-035 
Date of Submission 08 AUG 2007 

Applicant Cobalt Pharm 
Drug Name Cabergoline Tablets  
Strength(s) 0.5 mg  

 
            LABELS AND LABELING  
Container Labels  

0.5 mg- 8s 
 

\\Cdsesub1\nonectd\N78035\N_000\2007-08-08\Bottle lable of 8's.pdf 

Carton Labeling  
8s \\Cdsesub1\nonectd\N78035\N_000\2007-08-08\Carton for Bottle of 8's.pdf 

Package Insert Labeling \\Cdsesub1\nonectd\N78035\N_000\2007-08-08\Package Insert.pdf 
  
 
BASIS OF APPROVAL:   20-664 

Patent 
No 

Patent 
Expiration 

Use 
Code 

Description How Filed Labeling Impact 

None    PIII Same As 

 

Exclusivity  Data For NDA 
Code/sup Expiration Description Labeling impact 

None  NCE Same As 

 
Reference Listed Drug 
RLD on the 356(h) form Dostinex 

NDA Number 20-664 
RLD established name Cabergoline 

Firm Pharmacia and Upjohn 
Currently approved PI  SL-008 

AP Date 12/12/2006 
Note:  RLD has  chemistry supplements. 

 
 
 
 

NOTE TO THE CHEMIST: We are recommending that the  
this package size.  The smaller package must have CRC. Applicant has included bulk labels 
 
FOR THE RECORD: 
 
1. MODEL LABELING- Review based on the labeling of Dostinex ( Pharmacia & Upjohn, Cabergoline 

Tablets, NDA 20664/S-004, approved 4/17/00; revised 8/99. 
 

(b) (4)

(b) (4)





---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Angela Payne
9/19/2007 08:51:09 AM
LABELING REVIEWER

John Grace
9/23/2007 07:48:22 PM
LABELING REVIEWER



 APPROVAL SUMMARY #2  
LABELING REVIEW BRANCH 

 
1. APPLICANT INFORMATION: 

 
ANDA Number 78-035 

Date of Submission 14 APR 2008 
Applicant Cobalt Pharm 

Drug Name Cabergoline Tablets  
Strength(s) 0.5 mg  

 
            LABELS AND LABELING  
Container Labels  

0.5 mg- 8s \\Fdswa150\nonectd\N78035\N_000\2008-04-14\Labels\Bottle of 8's.pdf 

Carton Labeling  
8s \\Fdswa150\nonectd\N78035\N_000\2008-04-14\Labels\Carton for Bottle of 8's.pdf 

Package Insert Labeling  
 \\Fdswa150\nonectd\N78035\N_000\2008-04-14\Labels\Package Insert.pdf 

 
2. NOTE TO THE CHEMIST: We are recommending that the  

 this package size.  The smaller package must have CRC. Applicant has included bulk labels 
 
3. MODEL LABELING- Review based on the labeling of Dostinex ( Pharmacia & Upjohn, Cabergoline 

Tablets, NDA 20664). 
 
Reference Listed Drug 

RLD on the 356(h) form Dostinex 
NDA Number 20-664 

RLD established name Cabergoline 
Firm Pharmacia and Upjohn 

Currently approved PI  SL-010 
AP Date 12/19/2007 

Note:   

 
4. PATENTS/EXCLUSIVITIES - See above 
 
BASIS OF APPROVAL:   20-664 

Patent 
No 

Patent 
Expiration 

Use 
Code 

Description How Filed Labeling Impact 

None    PIII Same As 

 

Exclusivity  Data For NDA 
Code/sup Expiration Description Labeling impact 

None  NCE Same As 

 
5. MANUFACTURING FACILITY OF FINISHED DOSAGE FORM Manufactured by Cobalt 
Pharmaceuticals, Canada.  For Cobalt Laboratories in Florida, Dr. James Parker, at Strategic Bioscience 
Corp.iIs the USA rep.  
 

(b) (4)

(b) (4)





---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Angela Payne
4/17/2008 04:52:51 PM
LABELING REVIEWER

priority review 

John Grace
4/18/2008 10:14:25 AM
LABELING REVIEWER
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Bita Mirzai-Azarm
4/30/2007 11:01:43 AM
CHEMIST

Esther Chuh
4/30/2007 05:39:25 PM
CSO

Michael Smela
5/1/2007 08:23:18 AM
CHEMIST
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
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 /s/
---------------------
Bita Mirzai-Azarm
4/21/2008 09:47:39 AM
CHEMIST

Michael Smela
4/21/2008 10:58:14 AM
CHEMIST
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III. Submission Summary 

A. Drug Product Information 

Test Product Cabergoline Tablets, 0.5 mg  
Reference Product Dostinex® Tablets, 0.5 mg 
RLD Manufacturer Pharmacia & Upjohn 
NDA No. 20-664 
RLD Approval Date 12/23/1996 
Indication Treatment of hyperprolactemia disorders, idiopathic or due to 

pituitary adenomas 
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The FDA recommends the following dissolution method and 
specification: 
Medium:           0.1 N HCl 
Volume:            500 mL 
Apparatus:        II (Paddle) 
Speed:              50 rpm 
Sampling:         5, 10, 15 and 30 min. 
Specification:    NLT % at 15 min. 
 

Agency Guidance CDER BA/BE Guidance  
Drug Specific Issues  None 
Application Specific 
Issue 

The original submission (December 12, 2005) was refused for 
filing due to an inactive ingredient exceeding the IIG limit.  

 
C.   Contents of Submission 

Study Types Yes/No? How many? 
Single-dose fasting Yes 1 
Single-dose fed Yes 1 
Steady-state No  
In vitro dissolution Yes 1 
Waiver requests No  
BCS Waivers No  
Vasoconstrictor Studies No  
Clinical Endpoints No  
Failed Studies No  
Amendments Yes 3 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

D.  Pre-Study Bioanalytical Method Validation 

Bioanalytical method validation report 
location 

Appendix 4.2 of bioanalytical report 

Analyte Cabergoline  

(b) 
(4)
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Internal standard (IS)   
Method description This method involves the extraction of cabergoline and the 

internal standard from human EDTA K2 or K3 Plasma by 
automated solid phase extraction (MultiPROBE II systems). 
Samples are kept frozen at -20°C prior to analysis using 
LC/MS/MS.  

Limit of quantitation (pg/mL) 1.00 

Average recovery of drug range (%) MultiPROBE II EX:        71.67 to 75.77 
MultiPROBE II EX HT : 75.59 to 78.66 

Average recovery of IS (%) MultiPROBE II EX:        77.16 
MultiPROBE II EX HT : 74.57 

Standard curve concentrations range 
(pg/mL) 

1.00 to 50.10 

QC concentration (pg/mL) QC1:  3.01        QC2: 15.06           QC3: 35.14 
QC Intraday precision range (%) MultiPROBE II EX:        1.97 to 6.47 

MultiPROBE II EX HT : 1.20 to 9.76 
QC Intraday accuracy range (%) MultiPROBE II EX:        88.17 to 99.53 

MultiPROBE II EX HT : 94.10 to 98.17 
QC Interday precision range (%) 3.34 to 4.76 
QC Interday accuracy range (%) 95.99 to 96.56 
Bench-top stability (hrs) 17 hours at room temperature 
Stock stability (days) Analyte:  167 days at -20°C 
Processed stability (hrs) 74 hours at room temperature 
Freeze-thaw stability (cycles) 4 at -20°C and 4 at -80°C 
Long-term storage stability (days) 185 days at -20°C and 7 days at -80°C 
Dilution integrity QC3 diluted 2 fold: CV (%) 2.07 %Nominal (%) 95.04 % 

DQC diluted 20 fold: CV (%) 1.29 % Nominal (%) 93.20 % 
Selectivity Human plasma samples (EDTA K2 or K3 as anti-coagulant) from 

10 different individual human blank sources were tested for 
interfering peaks at the retention time of cabergoline and the 
internal standard.  One of the sources showed significant 
interference at the retention time of cabergoline and none at the 
retention time of the internal standard. 

SOPs submitted Yes 
20% Validation Chromatograms 
included  

Yes 

Random or Serial Selection of 
Chromatograms 

Random Selection 

Bioanalytical method is acceptable Yes 

 
 
 

(b) (4)
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E. In Vivo Studies 

1. Single-dose Fasting Bioequivalence Study 

Study Summary 
Study No.  50397 
Study Design    Randomized two-way crossover study under 

fasting conditions 
No. of subjects enrolled  52 
No. of subjects completing  48 
No. of subjects analyzed  48 
Subjects (Healthy or Patients?) Healthy 
Sex(es) included (how many?) Male:  27    Female:  21 
Test product    Cabergoline 0.5 mg Tablet 
Reference product   Dostinex® 0.5 mg Tablet 
Strength tested  0.5 mg 
Dose     2 x 0.5 mg 
 
 

Summary of Statistical Analysis – Cabergoline 
Parameter Point Estimate 90% Confidence Interval 
LAUC0-t 1.03 96.1 – 109.4% 
LAUCinf 1.03 96.6 – 109.4% 
LCmax 0.97 90.2 – 103.9% 
 
 
 Reanalysis of Study Samples – Cabergoline 

Study No.50397 
Randomized Open-label, 2-way Crossover, Bioequivalence Study of Cabergoline 0.5 mg Tablet 

and Dostinex Following a 1 mg Dose in Healthy Subjects under Fasting Conditions 
Number of samples 

reanalyzed 
Number of recalculated 

values used after reanalysis 
Actual 
number 

% of Total 
Assays 

Actual 
number 

% of Total 
Assays Reason why assay was repeated 

T R T R T R T R 

Pharmacokinetic1 0 0 0.0 0.0 0 0 0.0 0.0 
Analytical repeat 13 13 0.52 0.52 13 13 0.53 0.53 
  Unacceptable internal standard 
response  6 6 0.24 0.24 6 6 0.24 0.24 

  Loss of sample 1 0 0.04 0.0 1 0 0.04 0.0 
  Sample concentration above upper 
limit of quantification 1 2 0.04 0.08 1 2 0.04 0.08 

  Sample concentration above or below 
  modified calibration curve range 5 5 0.20 0.20 5 5 0.20 0.20 

Total 13 13 0.52 0.52 13 13 0.52 0.52 
 
Did use of recalculated plasma concentration data change study outcome?  No 



 7

2. Single-dose Fed Bioequivalence Study 

Study Summary 
Study No.  50398 
Study Design    Randomized two-way crossover study under fed 

conditions 
No. of subjects enrolled  52 
No. of subjects completing  48  
No. of subjects analyzed  47 (1 subject not included in analysis due to 

vomiting) 
Subjects (Healthy or Patients?) Healthy 
Sex(es) included (how many?) Male 19; Female 28 
Test product    Cabergoline 0.5 mg Tablet 
Reference product   Dostinex® 0.5 mg Tablet 
Strength tested  0.5 mg 
Dose     2 x 0.5 mg 
 
 

Summary of Statistical Analysis - Cabergoline 
Parameter Point Estimate 90% Confidence Interval 
LAUC0-t 1.03 98.5 – 107.2% 
LAUCinf 1.02 97.2 – 106.1% 
LCmax 1.07 101.34 – 113.10% 
 
 
 Reanalysis of Study Samples – Cabergoline 

Study No. 50398 
Randomized Open-label, 2-way Crossover, Bioequivalence Study of Cabergoline 0.5 mg Tablet 

and Dostinex Following a 1 mg Dose in Healthy Subjects under Fed Conditions 
Number of samples 

reanalyzed 
Number of recalculated 

values used after reanalysis 
Actual 
number 

% of Total 
Assays 

Actual 
number 

% of Total 
Assays Reason why assay was repeated 

T R T R T R T R 

Pharmacokinetic1 0 0 0.0 0.0 0 0 0.0 0.0 
Analytical repeat 35 24 1.40 0.96 34 24 1.36 0.96 
  Unacceptable internal standard 
response  9 10 0.36 0.40 9 10 0.36 0.40 

  Sample concentration above upper 
limit of quantitation 9 0 0.36 0.0 9 0 0.36 0.0 

  Sample concentration above or below 
  modified calibration curve range 15 14 0.60 0.56 15 14 0.60 0.56 

  Sample reanalyzed to obtain 
confirming value 2 0 0.08 0.0 1 0 0.04 0.0 

Total 35 24 1.40 0.96 34 24 1.36 0.96 
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Did use of recalculated plasma concentration data change study outcome?  No 
 
 
 

F. Formulation 

Location in appendix Section B, Page 28 
Are inactive ingredients within IIG limits? No† 
 If no, list ingredients outside of limits Leucine 
If a tablet, is the product scored? Yes 
 If yes, which strengths are scored? 0.5 mg 
 Is scoring of RLD the same as test? Yes 
Is the formulation acceptable? Yes 
 If not acceptable, why?  
†The inactive ingredient Leucine exceeds the IIG database limit for an oral tablet formulation 
mg/tablet).  A pharmacology/toxicology review conducted by Lynnda Reid, Ph.D. finds the firm’s 
proposed amount of leucine /tablet) acceptable. 
 
 

G. In Vitro Dissolution 

Source of Method (USP, FDA or Firm) FDA 
Medium 0.1 N HCl 
Volume (mL) 500 mL 
USP Apparatus type Type II (Paddle) 
Rotation (rpm) 50 rpm 
FDA-recommended specifications NLT % (Q) in 15 minutes 
F2 metric calculated? Yes (f2 = 54) 
 If no, reason why F2 not calculated  
Is method acceptable? Yes 
 If not then why?  
 
Comments:  The firm submitted the results of dissolution testing using the FDA-
recommended method in an amendment to their original submission (August 28, 2006), 
and acknowledged acceptance of the FDA-recommended specification in a subsequent 
amendment (October 13, 2006). 
 
 

H. Waiver Request(s) 

  None 
 
 
 
 
 
 

(b) 
(4)

(b) (4)

(b) (4)
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I. Deficiency Comments 

 None  
 
 

J. Recommendations 

1.  The in vivo bioequivalence study conducted under fasting conditions by Cobalt 
Pharmaceuticals on the drug product, Cabergoline 0.5 mg tablets, Lot F0604 
(manufactured by ) comparing it to Pharmacia & 
Upjohn's Dostinex  Tablets, 0.5 mg, Lot #A526A, is acceptable.  

 
2. The in vivo bioequivalence study conducted under fed conditions by Cobalt 

Pharmaceuticals on the drug product, Cabergoline 0.5 mg tablets, Lot F0604 
(manufactured by ) comparing it to Pharmacia & 
Upjohn Co.'s Dostinex  Tablets, 0.5 mg, Lot #A526A, is acceptable.   

 
3. The in vitro dissolution testing conducted by the firm on its Cabergoline 0.5 mg 

tablets is acceptable.  The DBE acknowledges firm’s acceptance of the following 
dissolution method and specification: 

 
 USP Apparatus:  II (Paddle) @ 50 rpm 
 Medium:   0.1 N HCl (at 37°C) 
 Volume:   500 mL 
 Specification:   NLT (Q) % at 15 min. 
 
 
The firm should be informed of the above recommendations. 
 
 
 
 
Sarah Robertson, Pharm.D.      
Division of Bioequivalence 
Review Branch III 
 
 
 
Chandra Charasia, Ph.D.      
Acting Team Leader, Division of Bioequivalence 
Review Branch III 
 
 
 
Dale P. Conner, Pharm. D.     
Director, Division of Bioequivalence 
Office of Generic Drugs

(b) 
(4)

(b) (4)

(b) (4)
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No. of Sequences 2 
No. of Periods 2 
No. of Treatments 2 
No. of Groups  1 
Washout Period 35 days 
Randomization Scheme AB: 1, 5, 7 – 9, 14 – 16, 18 – 20, 26, 27, 29, 31, 33, 

35, 38, 40 – 42, 44, 46, 51, 52 
BA: 2, 3, 4, 6, 10 – 13, 17, 21 – 25, 28, 30, 32, 34, 
36, 37, 39, 43, 45, 47 – 50 

Blood Sampling Times Pre-dose, 0.25, 0.5, 0.75, 1.0, 1.33, 1.67, 2.0, 2.33, 
2.67, 3.0, 3.33, 3.67, 4, 5, 6, 8, 12, 16, 24, 48, 96, 
144, 216, 288 and 312 hours 

Blood Volume Collected/Sample 6 mL 
Blood Sample Processing/Storage Plasma separated after centrifuging, then flash-

frozen at -80°C and stored at -20°C 
IRB Approval Yes  
Informed Consent Yes 
Subjects Demographics See Table 1 
Length of Fasting Overnight (≥ 10 hours pre-dose) and until 4 hours 

post-dose 
Length of Confinement 10 hours pre-dose and until 24 hours post-dose 
Safety Monitoring Vital signs were measured prior to each dose and at 

specified blood draw times. 
 
Comments on Study Design:  The study design is acceptable.  
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b) Clinical Results 

 
Table 1  Demographics of Study Subjects 

  Safety 
population PK population 

Category  Total Randomization Total 
   AB BA  
Age (years) Mean ± SD 46 ± 11 44 ± 12 47 ± 10 46 ± 11 
 Range 20 – 60 20 – 60 25 – 60 20 – 60 
 Median 50 48 50 50 
 N 52 23 25 48 
      
Age Groups < 18 0 0 0 0 

 18-40 17 (32.7%) 9 (39.1%) 7 (28.0%) 16 (33.3%) 
 41-64 35 (67.3%) 14 (60.9%) 18 (72.0%) 32 (66.7%) 
 65-75 0 0 0 0 
 > 75 0 0 0 0 

      
Gender Female 24 (46.2%) 7 (30.4%) 14 (56.0%) 21 (43.8%) 
 Male 28 (53.8%) 16 (69.6%) 11 (44.0%) 27 (56.3%) 
      
Race Asian  1 (1.9%) 1 (4.3%) 0 1 (2.1%) 
 Oriental 1 (1.9%) 1 (4.3%) 0 1 (2.1%) 
 Black 4 (7.7%) 1 (4.3%) 2 (8.0%) 3 (6.3%) 
 Caucasian 42 (80.8%) 18 (78.3%) 21 (84.0%) 39 (81.3%) 
 American Hispanic 4 (7.7%) 2 (8.7%) 2 (8.0%) 4 (8.3%) 
      
Height (cm) Mean ± SD 168.5 ± 8.8 171.2 ± 7.4  165.9 ± 9.7 168.4 ± 9.0 
 Range 152.5 – 188.5 159.0 – 183.0 152.5 – 188.5 152.5 – 188.5 
 Median 168.5 171.0 165.0 168.5 
 N 52 23 25 48 
      
Weight (kg) Mean ± SD 70.2 ± 10.3 72.6 ± 8.5 67.9 ± 11.3 70.2 ± 10.2 
 Range 50.2 – 92.1 56.0 – 88.7 50.2 – 92.1 50.2 – 92.1 
 Median 67.9 71.2 65.0 68.3 
 N 52 23 25 48 
      
BMI (kg/m2) Mean ± SD 24.6 ± 2.6 24.8 ± 2.5 24.6 ± 2.5 24.7 ± 2.5 
 Range 19.9 – 29.9 19.9 – 29.8 20.4 – 29.4 19.9 – 29.8 
 Median 24.4 25.2 24.2 24.7 
 N 52 23 25 48 
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Table 2  Dropout Information 

(Additional information on page p 4959, vol. 1.10) 
Subject No Reason Period Replaced? 
14 Elected to withdraw prior to drug administration 

for personal reasons 
II No 

15 Elected to withdraw prior to drug administration 
for personal reasons 

II No 

28 Elected to withdraw prior to drug administration 
for personal reasons 

II No 

35 Withdrawn from study due to severe vomiting 
that occurred 1 hour 13 min. after dosing 

I No 

 

Table 3  Study Adverse Events 

System Class Project No. 50397* 
COSTART A B 

Cardiac disorders   
Palpitat 1 (1.3%)  

Eye disorders   
Conjunctivitis   
Eye dis 1 (1.3%)  
Pain eye 1 (1.3%)  
Pruritus   
Vision abnorm 1 (1.3%)  

Gastrointestinal disorders   
Constip  1 (1.3%) 
Diarrhea 1 (1.3%) 1 (1.3%) 
Dry mouth   
Dyspepsia  1 (1.3%) 
Nausea 5 (6.3%) 4 (5.0%) 
Pain abdo  2 (2.5%)  
Vomit 2 (2.5%) 1 (1.3%) 

General disorders and administration site conditions   
Asthenia 1 (1.3%) 2 (2.5%) 
Chills 2 (2.5%)  
Vasodilat  1 (1.3%)  

Infections and infestations   
Herpes simplex 1 (1.3%)  
Infect fung   

Injury, poisoning and procedural complications   
Ecchymosis inject site  1 (1.3%) 
Edema inject site  2 (2.5%) 
Inject site react   
Injury accid 1 (1.3%)  
Pain inject site   

Investigations   
Hypertens  1 (1.3%) 
Hypotens 3 (3.8%) 3 (3.8%) 
Tachycardia  2 (2.5%)  

Musculoskeletal and connective tissues disorders   
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System Class Project No. 50397* 
COSTART A B 
Myalgia 1 (1.3%)  
Pain   
Pain back   

Nervous system and connective tissue disorders   
Dizziness  2 (2.5%) 2 (2.5%) 
Headache 8 (10.0%) 2 (2.5%) 
Hypesthesia 1 (1.3%)  
Somnolence 1 (1.3%) 3 (3.8%) 
Vertigo  1 (1.3%) 

Psychiatric disorders   
Confus  1 (1.3%) 
Depersonal   
Insomnia   
Nervousness  1 (1.3%) 

    Thinking abnorm   
Respiratory, thoracic and mediatinal disorders   

Cough inc   
Pharyngitis   
Rhinitis 1 (1.3%)  

Skin and subcutaneous tissue disorders   
Ecchymosis   
Pruritus   
Rash   

Vascular disorders   
Vasodilat 1 (1.3%) 1 (1.3%) 

TOTAL 40 28 

* 12 adverse events in Project No. 50397 could not be assigned to a treatment group.  
 
Comments:  There were a total of 80 post-dose adverse events – 40 events (50%) 
following treatment A, 28 events (31%) following treatment B, and 12 events (15%) that 
could not be assigned to a treatment group.  Of the 80 adverse events, 39 were mild, 16 
were moderate, 4 were severe, and 21 were clinically significant post-study laboratory 
results. 
 

Table 4  Protocol Deviation 

In addition to blood draw deviations (See sect. 14.3, vol. 1.10), the following protocol 
deviations occurred: 
 
Subject Deviation Period 

(Treatment) 
Excluded from 
analysis? 

1 – 52   Humidity of medication storage facility rose above 
the range specified in facility SOP on 8 occasions 
for durations ≤ 1 min. 

II (A, B) No 

1 – 52  Whether or not flash-freeze was performed on 
144-hour post-dose samples could not be 
confirmed 

II (A, B) No 

14, 37 A serum pregnancy test was performed at 
screening instead of a urine test 

N/A No 
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09 Subject consumed 1 glass of red wine 3 hrs 44 min 
after drug administration 

I (A) No 

14 Subject consumed 1 cola beverage 6 days after 
drug administration 

I (A) No 

22 Subject consumed 1 cup of coffee 12 days after 
drug administration 

I (B) No 

26 Subject consumed 1 cola beverage 1 day, 22 hours 
after drug administration 

I (A) No 

43 Subjects 24-hour post-dose vital signs were not 
performed, and subject was confined for only 22 
hours post-dose instead of 24 hours 

II (A)  No 

 
 
Comments on Dropouts/Adverse Events/Protocol Deviations:  The reported adverse 
events and protocol deviations are not likely to compromise the integrity of study. 
 
 
    c)  Bioanalytical Results 
 
Table 5 Assay Quality Control – Within Study  

Analysis Cabergoline 
QC Conc. (pg/mL) 3.01, 7.53, 15.06, 35.14 
Inter day Precision (%CV) 3.00 – 7.95% 
Inter day Accuracy (%) 95.93 – 100.33% 
Cal. Standards Conc. (pg/mL) 1.00 – 50.10 
Inter day Precision (%CV) 4.33 – 7.00% 
Inter day Accuracy (%) 97.41 – 101.75% 
Linearity Range  R2 ≥ 0.9911 
 
Comments on Study Assay Quality Control:  Acceptable 
 
 
Any interfering peaks in 
chromatograms? 

No 

Were 20% of chromatograms included? Yes 
Were chromatograms serially or 
randomly selected? 

Serially selected 

 
Comments on Chromatograms:  Acceptable 
 
 
Table 6  SOP’s dealing with analytical repeats of study samples 

SOP No. Date of SOP SOP Title 
156.09 09/23/05 Sample Reassays and Reporting of Final 

Concentrations 
157.04 04/28/03 Application of Chromatographic Methods to 

Routine Drug Analysis 

(b) (4)

(b) (4)
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No. of Sequences 2 
No. of Periods 2 
No. of Treatments 2 
No. of Groups  1 
Washout Period 35 days 
Randomization Scheme AB: 1 – 3, 6, 10, 12, 13, 15, 17, 19, 20, 23, 27 – 29, 

31, 33 – 35, 37, 42 – 45, 49, 51 
BA: 4, 5, 7 – 9, 11, 14, 16, 18, 21, 22, 24 – 26, 30, 
32, 36, 38 – 41, 46 – 48, 50, 52 

Blood Sampling Times Pre-dose, 0.25, 0.5, 0.75, 1.0, 1.33, 1.67, 2.0, 2.33, 
2.67, 3.0, 3.33, 3.67, 4, 5, 6, 8, 12, 16, 24, 48, 96, 
144, 216, 288 and 312 hours 

Blood Volume Collected/Sample 6 mL 
Blood Sample Processing/Storage Plasma separated after centrifuging, then flash-

frozen at -80°C and stored at -20°C 
IRB Approval Yes  
Informed Consent Yes 
Subjects Demographics See Table 1 
Length of Fasting Overnight (≥ 10 hours and 30 min. pre-dose) and 4 

hours post-dose 
Contents of Meal High-fat, high-calorie breakfast (approx. 150 

calories from protein, 250 from carbohydrates and 
500 – 600 from fat) 

Length of Confinement 10 hours pre-dose and until 24 hours post-dose 
Safety Monitoring Vital signs were measured prior to each dose and at 

specified blood draw times. 
 
 
Comments on Study Design:  The study design is acceptable.  
 
 

b)     Clinical Results 
 
Table 12  Demographics of Study Subjects 

  Safety 
population PK population 

Category  Total Randomization Total 
   AB BA  
Age (years) Mean ± SD 47 ± 14 46 ± 13 47 ± 15 46 ± 14 
 Range 22 - 72 22 - 67 23 - 72 22 - 72 
 Median 49 47 51 48 
 N 52 22 25 47 
      
Age Groups < 18 0 0 0 0 
 18-40 20 (38.5%) 7 (31.8%) 11(44.0%) 18 (38.3%) 
 41-64 27 (51.9%) 13 (59.1%) 12 (48.0%) 25 (53.2%) 
 65-75 5 (9.6%) 2 (9.1%) 2 (8.0%) 4 (8.5%) 
 > 75 0 0 0 0 
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  Safety 
population PK population 

Category  Total Randomization Total 
   AB BA  
      
Gender Female 30 (57.7%) 12 (54.5%) 16 (64.0%) 28 (59.6%) 
 Male 22 (42.3%) 10 (45.4%) 9 (36.0%) 19 (40.4%) 
      
Race Asian 0 0 0 0 
 Black 0 0 0 0 
 Caucasian 50 (96.2%) 22 (100.0%) 23 (92.0%) 45 (95.7%) 
 American Hispanic 2 (3.9%) 0 2 (8.0%) 2 (4.3%) 
      
Height (cm) Mean ± SD 169.4 ± 8.9 170.6 ± 9.8 168.4 ± 8.6 169.5 ± 9.1 
 Range 156.0 - 189.0 156.0 - 187.0 157.0 - 189.0 156.0 - 189.0 
 Median 168.5 169.5 166.5 168.0 
 N 52 22 25 47 
      
Weight (kg) Mean ± SD 72.0 ± 11.8 74.2 ± 14.9 71.3 ± 8.8 72.7 ± 12.0 
 Range 51.2 - 103.6 51.2 - 103.6 51.6 - 91.5 51.2 - 103.6 
 Median 71.5 74.8 71.8 72.7 
 N 52 22 25 47 
      
BMI (kg/m2) Mean ± SD 25.0 ± 3.1 25.3 ± 3.5 25.2 ± 2.7 25.2 ± 3.1 
 Range 19.1 - 29.9 19.1 - 29.6 19.8 - 29.9 19.1 - 29.9 
 Median 25.2 25.6 25.0 25.4 
 N 52 22 25 47 
 

 

Table 13  Dropout and Exclusion Information 

(Additional information on page p 113, vol. 1.1) 
Subject No Reason Period Replaced? 
06 Elected to withdraw prior to drug 

administration for personal reasons 
II No 

13 Withdrawn from study prior to drug 
administration for not completing 
critical meal 

II No 

49 Elected to withdraw prior to drug 
administration for personal reasons 

II No 

52 Withdrawn from study prior to drug 
administration for not completing 
critical meal 

II No 

34 Excluded from statistical analysis 
because of vomiting that occurred 4 
hours, 8 minutes after drug 
administration in Period II 

N/A No 

 
 



 22

Table 14  Study Adverse Events 

System Class Project No. 50398*
COSTART A B 

Cardiac disorders   
Palpitat   

Eye disorders   
Conjunctivitis 1 (1.1%) 1 (1.1%) 
Eye dis   
Pain eye   
Pruritus 1 (1.1%)  
Vision abnorm   

Gastrointestinal disorders   
Constip 1 (1.1%) 1 (1.1%) 
Diarrhea  1 (1.1%) 
Dry mouth 1 (1.1%)  
Dyspepsia   
Nausea 5 (5.7%) 2 (2.3%) 
Pain abdo   1 (1.1%) 
Vomit 2 (2.3%) 1 (1.1%) 

General disorders and administration site conditions   
Asthenia  1 (1.1%) 
Chills   
Vasodilat    

Infections and infestations   
Herpes simplex   
Infect fung 1 (1.1%)  

Injury, poisoning and procedural complications   
Ecchymosis inject site   
Edema inject site   
Inject site react  1 (1.1%) 
Injury accid 1 (1.1%)  
Pain inject site 1 (1.1%) 1 (1.1%) 

Investigations   
Hypertens 3 (3.4%) 1 (1.1%) 
Hypotens 5 (5.7%) 5 (5.7%) 
Tachycardia    

Musculoskeletal and connective tissues disorders   
Myalgia   
Pain  2 (2.3%) 
Pain back 1 (1.1%)  

Nervous system and connective tissue disorders   
Dizziness  6 (6.9%) 3 (3.4%) 
Headache 2 (2.3%) 5 (5.7%) 
Hypesthesia 1 (1.1%)  
Somnolence 1 (1.1%) 1 (1.1%) 
Vertigo   

Psychiatric disorders   
Confus   
Depersonal  1 (1.1%) 
Insomnia 1 (1.1%)  
Nervousness   

    Thinking abnorm 1 (1.1%)  
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System Class Project No. 50398*
COSTART A B 

Respiratory, thoracic and mediatinal disorders   
Cough inc 1 (1.1%) 1 (1.1%) 
Pharyngitis 1 (1.1%) 2 (2.3%) 
Rhinitis 1 (1.1%)  

Skin and subcutaneous tissue disorders   
Ecchymosis 1 (1.1%)  
Pruritus 1 (1.1%)  
Rash 1 (1.1%) 1 (1.1%) 

Vascular disorders   
Vasodilat 1 (1.1%) 2 (2.3%) 

TOTAL 43 34 

* 10 adverse events in Project No. 50398 could not be assigned to a treatment group.  
 
 
 

Table 15  Protocol Deviations 

In addition to blood draw deviations (See sect. 14.3, vol. 1.2), the following protocol 
deviations occurred: 
 
Subject Deviation Period 

(Treatment) 
Excluded from 
analysis? 

1 – 52   Humidity of medication storage facility rose above 
the range specified in facility SOP on 8 occasions 
for durations ≤ 1 min. 

II (A, B) No 

1 – 52  Whether or not flash-freeze was performed on the 
3-hr and 6-hr post-dose samples could not be 
confirmed. 

II (A, B) No 

06 Post-study procedures were performed 26 days 
after the last study participation 

N/A No 

10 Subject consumed ice cream with chocolate chips 
5 days after drug administration 

I (A) No 

26 Subject consumed chocolate cake 8 days after drug 
administration 

II (A) No 

45 Subject consumed a chocolate muffin 12 days after 
drug administration 

II (B) No 

 
 
Comments on Dropouts/Adverse Events/Protocol Deviations:  
 
There were three separate incidents of vomiting that were reported for three subjects.  
Subject No. 34 was excluded from statistical analysis for emesis that occurred 4 hours, 8 
minutes after drug administration.  The remaining two incidents of vomiting occurred 8 
hours, 6 minutes and 34 days after drug administration.   
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    c)  Bioanalytical Results 
 
Table 16 Assay Quality Control – Within Study  

Analysis Cabergoline 
QC Conc. (pg/mL) 3.01, 7.53, 15.06, 35.14 
Inter day Precision (%CV) 2.30 – 6.67% 
Inter day Accuracy (%) 95.68 – 105.15% 
Cal. Standards Conc. (pg/mL) 1.00 – 50.10 
Inter day Precision (%CV) 3.4 – 6.93% 
Inter day Accuracy (%) 97.92 – 101.00% 
Linearity Range  R2 ≥ 0.9906 
 
Comments on Study Assay Quality Control:  Four of 38 runs failed acceptance criteria 
and were repeated.  The assay results are acceptable 
 
 
Any interfering peaks in 
chromatograms? 

No 

Were 20% of chromatograms included? Yes 
Were chromatograms serially or 
randomly selected? 

Serially selected 

 
Comments on Chromatograms:  Acceptable 
 
 
Table 17  SOP’s dealing with analytical repeats of study samples 

SOP No. Date of SOP SOP Title 
156.09 09/23/05 Sample Reassays and Reporting of Final 

Concentrations 
157.04 04/28/03 Application of Chromatographic Methods to 

Routine Drug Analysis 
157.05 06/30/05 Chromatographic Acceptance Criteria and 

Verification of Chromatogram 
 
 

Table 18  Additional Comments on Repeat Assays 

Were all SOPs followed? Yes 
Did recalculation of plasma concentrations 
change the study outcome? 

No 

Does the reviewer agree with the outcome 
of the repeat assays? 

Yes 

 If no, reason for disagreement - 
 

(b) (4)

(b) (4)

(b) (4)
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B.  Formulation Data 

Quantitative Composition : 
 

Strength (Label Claim) 0.5 mg Tablet 

Component and Standard mg/tablet % 

Cabergoline 0.5 0.625 

Leucine   

Lactose  

Total Weight 80 mg 100.00 
 
Comments:  The inactive ingredient Leucine exceeds the IIG database limit for an oral tablet 
formulation ).  A pharmacology/toxicology review conducted by Lynda Reid, Ph.D. finds 
the firm’s proposed amount of leucine ( /tablet) acceptable. 

 
 
 

C.  Dissolution Data 

Source of Method (USP, FDA or Firm) FDA 
Medium 0.1 N HCl (at 37°C) 
Volume (mL) 500 mL 
USP Apparatus type Type II (Paddle) 
Rotation (rpm) 50 rpm 
Firm’s proposed specifications NLT (Q) % at 15 min. 
 
 
 

Collection Times 
Mean % Dissolved (Range) 

Study Ref. No. Product 
Batch No. 

Dosage 
Form 

No. of 
Dosage 
Units 5 min 10 min 15 min 20 min 30 min 

Cabergoline Tablets 
Lot # F0604 
Mfg Date: 06/2005 
 

0.5 mg 
Tablets 
 12 

45 83 93 92 91  
 

Comparison of 
Dissolution 
Profiles in  
0.1 N HCl  
@ 50 rpm DOSTINEX® 

(cabergoline) Tablets 
Pharmacia & Upjohn  
Lot # A526A 
Expiry: 02/2007 

0.5 mg 
Tablets 

12 
62 90 90 90 90 

 

  

(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) 
(4)

(b) (4)

(b) (4)
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Comment:  In the October 13, 2006 amendment the firm acknowledged acceptance of the 
FDA’s specification of NLT (Q) % in 15 min. 

 
D.  Consult Reviews 

 N/A 
 
 
E.  SAS Output 
 
 1.  Fasting 

Following this page, 36 pages withheld in full - (b)(4)

(b) (4)

(b) 
(4)



 

 

66

 

 

F. Additional Attachments 

N/A 
 
 
 

(b) (4)
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BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA:  78-035  APPLICANT:  Cobalt Pharmaceuticals 
 
DRUG PRODUCT:  Cabergoline Tablets, 0.5 mg 
 
 
The Division of Bioequivalence (DBE) has completed its 
review of your submission acknowledged on the cover sheet 
and has no further questions at this time. 
 
The DBE acknowledges your acceptance of the following 
dissolution method and specification: 
 
 USP Apparatus:  II (Paddle) @ 50 rpm 
 Medium:   0.1 N HCl (at 37°C) 
 Volume:   500 mL 
 Specification:  NLT (Q) % at 15 min.   
    
Please note that the bioequivalence 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 bioequivalence information and/or studies, 
or may result in a conclusion that the proposed 
formulation is not approvable.   
 
 
 
 
  Sincerely Yours, 
 
 
 
   
     Dale P. Connor, Pharm.D. 
  Director, Division of Bioequivalence 
  Office of Generic Drugs 
  Center for Drug Evaluation and Research 
 

 
 
 

(b) (4)
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CC:  ANDA 78-035  
 
 
BIOEQUIVALENCE – Acceptable    Submission date:  03/06/06 
 
 
1. FASTING STUDY (STF)    Strength:  0.5 mg  
        Outcome:  AC 

Clinical Study Site:  SFBC Anapharm, Sainte-Foy, Quebec, Canada  
 Analytical Site:   
 
2. FED STUDY (STP)     Strength:  0.5 mg 
        Outcome:  AC 

Clinical Study Site:  SFBC Anapharm, Sainte-Foy, Quebec, Canada  
 Analytical Site:   
 
 
Outcome Decisions:  AC = acceptable   
 

(b) (4)

(b) (4)
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MINOR AMENDMENT 
 
ANDA  78-035 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (301-594-0320) 
 

 
  
APPLICANT:  Strategic Bioscience Corporation 
 
ATTN:  James Parker, Ph.D. 
 
FROM:  Esther Chuh 

TEL: 978.897.8404 
 
FAX: 978.461.0333 
 
PROJECT MANAGER: (301) 827-5773 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated December 8, 2005, submitted pursuant 
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Cabergoline Tablets, 0.5 mg.  
 
Reference is also made to your amendment dated March 22, 2007. 
 
The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided in 
the attachments ( 2   pages).   This facsimile is to be regarded as an official FDA communication and unless 
requested, a hard copy will not be mailed.  
 
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 of the deficiencies 
listed.  Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until 
all deficiencies have been addressed.  The response to this facsimile will be considered to represent a MINOR 
AMENDMENT and will be reviewed according to current OGD policies and procedures.  The designation as a 
MINOR AMENDMENT should appear prominently in your cover letter.  You have been/will be notified in a 
separate communication from our Division of Bioequivalence of any deficiencies identified during our review of 
your bioequivalence data.  If you have substantial disagreement with our reasons for not approving this application, 
you may request an opportunity for a hearing. 
 
SPECIAL INSTRUCTIONS: 
 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address. 
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Record of Telephone Conversation 
 

 
Date: 

5/15/2007 

 
ANDA Number: 

78-035 

 
Product Name: 

Cabergoline 0.5 mg 
Tablets 

 
Firm Name: 

Cobalt 
Pharmaceuticals Inc. 

 
Firm Representative: 

Mr. James Parker 

 
Phone Number: 
978-897-8404 

 
FDA Representative: 
ESTHER CHUH,  

Project Manager 
MIKE SMELA: Team 
Leader, Division of 
Chemistry I, Team II 

Cobalt submitted an unsolicited amendment which 
provides for “change of manufacturing site” on 
April 25, 2007. Meanwhile, the agency has issued 
a NA Minor to amendment dated 3/22/07 on 
5/1/2007.  
 
Mike Smela requested that Cobalt respond to the 
NA Minor issued on 5/1/2007 as a Major Amendment 
and to reference this unsolicited amendment 
submitted on 4/25/2007.  
 
Also, we requested Mr. Parker to address whether 
the new proposed site is an alternate site or a 
new site.   
 
 

 
Signatures: 

 

 
CC:  ANDA  
 
V:\FIRMSAM\       \TELECONS\          .doc 
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Telephone Fax 
 
ANDA  78-035 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North I 
7520 Standish Place 
Rockville, MD  20855-2773   
301-827-5846 
 

  
TO:   Cobalt  Pharmaceuticals 
 
ATTN:   James Parker- USA Strategic Bioscience 
 
FROM:  Mrs. Angela Payne 

TEL:  978-897-8404 
 
FAX: 978-461-0333 
  
 
 
 

 
This facsimile is in reference to your abbreviated new drug application submitted pursuant to Section 505(j) of the 
Federal Food, Drug, and Cosmetic Act for Cabergoline Tablets .  
 
Pages (including cover): 3
 
SPECIAL INSTRUCTIONS: 
 
 
See attached labeling comments.  
 
 
 
 
 
 
 
 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address. 
 

 
 
 
 
 
 
 
 
 



 
REVIEW OF PROFESSIONAL LABELING #2 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:    78-035    Dates of Submission:  25 APR 2007 
        
Applicant's Name:  Cobalt 
 
Established Name:  Cabergoline Tablets  0.5 mg 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
Labeling Deficiencies:  Draft Labels and Labeling 
 
1. CONTAINER (8s):   
 

A. Your previous submission provided for  and  are these package sizes no longer being proposed.  
Regarding your bulk package labels- Our labeling division does not review those particular bulk package 
sizes.  Please comment. 

 
B. Will you provide a carton to protect the glass bottle from possible breakage?  If so please submit the 

carton for review. 
 

2. INSERT: 
 
A. DESCRIPTION, cite the specific kind of lactose (anhydrous or mono..). 
 
B. HOW SUPPLIED -  Please cite  the strength "0.5 mg" of the product in the first sentence with the 

established name.  
 

C. Please update your labeling to be in accord with the most recent labeling S-008 approved on 12/12/2006 
for the reference listed drug. 
 

Please submit final printed electronically according to the guidance for industry titled Providing Regulatory 
Submissions in Electronic Format – ANDA.  

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the reference 
listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily or weekly updates of 
new documents posted on the CDER web site at the following address - 
       http://www.fda.gov/cder/cdernew/listserv.html  

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 the reference listed drug (or your previous submission) with all 
differences annotated and explained 
 

    
               {See appended electronic signature page}      
     ___________________________ 

Wm Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

(b) 
(4)

(b) (4)
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 RECORD OF TELEPHONE CONVERSATION 
 

 
DATE: 14-MAR-2008 
 
 
ANDA NUMBER: 78-035 
 
 
PRODUCT NAME:  
Cabergoline Tablets, 0.5 mg 
 
 
INITIATED BY:  
 
FIRM __   FDA _X_ 
  
 
FIRM NAME: 
Cobalt Pharmaceuticals Inc. 
 
 
FIRM REPRESENTATIVE: 
Dona Hillier 
 
TELEPHONE NUMBER: 
239-333-2037 
 
 
FDA REPRESENTATIVE: 
Bita Mirzai-Azarm (Chem Reviewer) 
 

 
 
FDA:  
 
1. Please revise your stability commitment to cover both 
 bottles of and 8s. 
 
2. Since the original bio batch is still being used to 
 support approval of ANDA.  Please submit 
 dissolution data with current spec on 3 month 
 accelerated retains or full-term long-time data. 
 
 

 
 
 
 
  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
End of the T-CON 
 
 
 

 
SIGNATURE 
 
  
 

 

(b) 
(4)
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 RECORD OF TELEPHONE CONVERSATION 
 

 
DATE: 02-APR-2008 
 
 
ANDA NUMBER: 78-035 
 
 
PRODUCT NAME:  
Cabergoline Tablets, 0.5 mg 
 
 
INITIATED BY:  
 
FIRM __   FDA _X_ 
  
 
FIRM NAME: 
Cobalt Pharmaceuticals Inc. 
 
 
FIRM REPRESENTATIVE: 
Richard Sanzen 
 
TELEPHONE NUMBER: 
239-333-2037 
 
 
FDA REPRESENTATIVE: 
Bita Mirzai-Azarm (Chem Reviewer) 
 

 
 
FDA:  
 

1. Please revise your stability commitment to cover 
both bottles of and 8s. 

 
2. Please provide dissolution data on accelerated 

retains for batch AS82 in accordance with the 
       DBE recommendations. 
 
 
 

 
 
 
 
  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
End of the T-CON 
 
 
 

 
SIGNATURE 
 
  
 

 

(b) 
(4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
                             

         Food and Drug Administration 
         Rockville, MD  20857 

 

ANDA 78-035 
 
 
 
 
 
Cobalt Laboratories, Inc. 
Attention:  Richard Sanzen 
    Director, Regulatory Affairs 
24840 S. Tamiami Trail 
Building B, Suite 1 
Bonita Springs, FL 34134 
 
 
Dear Sir: 
 
We acknowledge receipt of your communication dated  
August 9, 2007, submitted as required by the provisions  
of Regulation 21 CFR 314.72(a) and Section 505(k) of the  
Federal Food, Drug and Cosmetic Act for the abbreviated  
new drug application (ANDA) for Cabergoline Tablets, 0.5 mg. 
 
Your letter details the transfer of ownership of the ANDA  
from Cobalt Pharmaceuticals, Inc. to Cobalt Laboratories, Inc. 
 
Pursuant to 21 CFR 314.72(b), the new owner shall advise FDA 
about any change in the conditions of the pending application. 
 
The material submitted is being retained as part of your 
application.  
 

Sincerely yours,  
 
 {See appended electronic signature page} 
 

William P. Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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 OGD APPROVAL ROUTING SUMMARY 
 
ANDA # 78-035 Applicant Cobalt Pharmaceuticlas Inc.  
Drug  Cabergoline Tablets    Strength(s) 0.5 mg 
 
APPROVAL    TENTATIVE APPROVAL    SUPPLEMENTAL APPROVAL (NEW STRENGTH)    OTHER  
 
REVIEWER:       DRAFT Package  FINAL Package 
 
1.   Martin Shimer        
     Chief, Reg. Support Branch   

Contains GDEA certification:   Yes    No  Determ. of Involvement? Yes   No  
(required if sub after 6/1/92)      Pediatric Exclusivity System 
       RLD =      NDA# 20-664 
Patent/Exclusivity Certification: Yes    No        Date Checked N/A 
If Para. IV Certification- did applicant        Nothing Submitted         
Notify patent holder/NDA holder Yes    No   Written request issued    
Was applicant sued w/in 45 days:Yes    No   Study Submitted     
Has case been settled:          Yes    No  Date settled:      
Is applicant eligible for 180 day         
Generic Drugs Exclusivity for each strength:  Yes    No  
Date of latest Labeling Review/Approval Summary       
Any filing status changes requiring addition Labeling Review  Yes    No        
Type of Letter:Full Approval. 
Comments:ANDA submitted on 12/12/2005, BOS=20-664, PIII to the '892.  ANDA RTR'd on 

1/31/2006. ANDA was ack for filing on 3/8/2006(LO dated 5/4/2006).  There are no remaining 
patents or exclusivities which protect the RLD-Dostinex.  This ANDA is eligible for Full 
Approval.  
 
 
2.  Project Manager, Esther Chuh Team 2    
 Review Support Branch         
   

Original Rec′d date 12/8/2005 EER Status   Pending   Acceptable  OAI  
Date Acceptable for Filing3/8/2006 Date of EER Status 3/13/2008 
Patent Certification (type)PIII Expired  Date of Office Bio Review  12/28/2006 
Date Patent/Exclus.expires Expired 
12/29/2005 

Date of Labeling Approv. Sum 4/18/2008 

Citizens' Petition/Legal Case Yes  No    
(If YES, attach email from PM to CP coord) 

Date of Sterility Assur. App.  n/a   
Methods Val. Samples Pending  Yes  No  

First Generic                 Yes  No   MV Commitment Rcd. from Firm  Yes  No  
Priority Approval   Yes  No  
(If yes, prepare Draft Press Release, Email 
it to Cecelia Parise) 

Modified-release dosage form: Yes   No   
Interim Dissol. Specs in AP Ltr:  Yes  

Acceptable Bio reviews tabbed Yes  No    
Bio Review Filed in DFS:    Yes  No   
Suitability Petition/Pediatric Waiver  
Pediatric Waiver Request Accepted   Rejected  Pending  
Previously reviewed and tentatively approved            Date       
Previously reviewed and CGMP def. /NA Minor issued        Date        

    Comments:           
 
 
3. Labeling Endorsement  
 Reviewer:           Labeling Team Leader: 
 
  

 Comments: 
 Labeling Approved in DFS 4/18/2008 - EC 4/18/08. 
 
 
4. David Read (PP IVs Only) Pre-MMA  Language included    Date 4/21/08 
 OGD Regulatory Counsel,   Post-MMA Language Included    Initials rlw/for 

Comments: N/A.  There are no patents or exclusivity listed in the current "Orange 
Book" for this drug product. 

 

Date18 April 2008   Date 4/21/08 

InitialsMHS Initials rlw/for 

Date3/25/2008   Date      

Initials ec Initials      

Date4/18/2008   Date 4/18/2008  
Name/Initials Angela Payne Name/Initials John Grace 



 
5. Div. Dir./Deputy Dir.               
    Chemistry Div. I  
      

Comments:The CMC is satisfactory for AP. 
 
 
 
6.  Frank Holcombe  First Generics Only    Date 4/21/08 
    Assoc. Dir. For Chemistry       Initials rlw/for  
  Comments: (First generic drug review) 
 N/A.  Multiple ANDAs have been approved for this drug product. 
 
        
7.   Vacant          Date      
 Deputy Dir., DLPS         Initials      
 RLD = Dostinex Tablets 0.5 mg 
            Pharmacia & Upjohn Co.  NDA 20-664 
 
 
8.   Peter Rickman         Date 4/21/08 
     Director, DLPS         Initials rlw/for 

Para.IV Patent Cert: Yes   No ;Pending Legal Action: Yes  No ; Petition: Yes  No  
     Comments:Bioequivalence studies ( manufacturing facility) (fasting and non- 

fasting) found acceptable.  In-vitro dissolution testing also found acceptable.  Bio 
study sites have acceptable DSI inspection histories.  Office-level bio endorsed 
12/28/06. 
 
Final-printed labeling (FPL) found acceptable for apprvosl 9/23/07. 
 
CMC found acceptable for approval (Chemistry Review #3) 4/21/08.  This review  
addresses the change in the site of the manufacture of the drug product from
to Cobalt in Canada.  Manufacturing site change found acceptable. 

 
OR 
 
 
8. Robert L. West         Date  4/21/08 
      Deputy Director, OGD        Initials  rlw/for 
      Para.IV Patent Cert: Yes  No ; Pending Legal Action: Yes  No ; Petition: Yes  No  
      Press Release Acceptable  
 Comments:Acceptable EES dated 3/13/08 (Verified 4/21/08).  No "OAI" Alerts noted. 
 
      There are no patents or exclusivity listed in the current "Orange Book" for this 
      drug product. 
 
      This ANDA is recommended for approval. 
 
 
 
9.   Gary Buehler         Date  4/21/08 

Director, OGD         Initials  rlw/for 
Comments:      
First Generic Approval       PD or Clinical for BE      Special Scientific or Reg.Issue  

 Press Release Acceptable  
 
10. Project Manager, Esther Chuh Team  2    Date: 4/21/2008 

 
Review Support Branch        Initials ec 
     Date PETS checked for first generic drug (just prior to notification to firm)  
 
Applicant notification: 
3:25 PM Time notified of approval by phone  
3:30 PM Time approval letter faxed 
 
FDA Notification: 
4/21/2008 Date e-mail message sent to "CDER-OGDAPPROVALS″ distribution list. 
4/21/2008 Date Approval letter copied to \\CDS014\DRUGAPP\ directory. 
 

Date4/21/08  
InitialsRMP 

(b) (4)

(b) (4)



ORANGE BOOK PRINT OFF: 
 

Patent and Exclusivity Search Results from query on Appl No 020664 Product 001 in the OB_Rx list.  

 

Patent Data 
There are no unexpired patents for this product in the Orange Book Database.  
 
[Note: Title I of the 1984 Amendments does not apply to drug products submitted or approved under the former Section 507 of the Federal 
Food, Drug and Cosmetic Act (antibiotic products). Drug products of this category will not have patents listed.]  

Exclusivity Data 
There is no unexpired exclusivity for this product.  
 
View a list of all patent use codes  
View a list of all exclusivity codes  

Return to Electronic Orange Book Home Page  

 
FDA/Center for Drug Evaluation and Research  
Office of Generic Drugs  
Division of Labeling and Program Support  
Update Frequency: 
    Orange Book Data - Monthly  
    Generic Drug Product Information & Patent Information - Daily  
    Orange Book Data Updated Through March, 2008  
    Patent and Generic Drug Product Data Last Updated: April 21, 2008 
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