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For each EER, indicate PAI recommendation on the Manufacturing Facilities Chart above (e.g., PS, GMP, 10 Day, AC based on file 
review).  This is the recommendation that will be entered into EES. For PAI, include the reason for the PAI (i.e. PAI Trigger) in 
the comment section of the facilities chart.
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2. Drug	Name:		 	 	 (guaifenesin and	
hydrocodone	bitartrate)	Oral	Solution

Although	there	is	no	formal	policy,	the	chemistry	classification	codes	for	
the	drug	product	(see	draft	of	MaPP	7500.3) would	appear	to	be	types	3,	
4,	and	5	(New	Dosage	Form;	New	Combination;	New	Formulation	or	
New	Manufacturer,	Same	or	New	Indication).		Guaifenesin	is	
currently	available	as	extended	release	tablets	both	with	and	without	an	
antitussive	(dextromethorphan	HBr)	and	decongestant	
(pseudoephedrine	HCl),	but	not	from	Sovereign	Pharmaceuticals.

3. RECEIVED	DATE: 14-JAN-2014 (Applicant:	Sovereign	
Pharmaceuticals,	LLC)

4. RELATED	REVIEW DOCUMENTS:

a. Drug	Master	Files listed	on	356h	form:

TYPE
ITEM	 LOA	DATE COMMENTS

3 08-APR-2008 Last	reviewed	for	
SODF	04-OCT-2013;	

adequate

3 27-JUL-2012 Last	reviewed	for	
SODF	10-SEP-2012;	
adequate;	recent	

amendments/updates
not	reviewed

3 27-JUL-2012 Last	reviewed	07-JUN-
2005;	recent	

amendments/updates	
not	reviewed

3 06-AUG-2012 Last	reviewed	24-JUN-
2008; adequate	for	aq.	

gel,	recent	
amendments/updates	

not	reviewed
3 06-MAY-2008 Last	reviewed	16-JUL-

2004;	recent	
amendments/updates	

not	reviewed
4 23-OCT-2013 Not	reviewed	for	this	

														
1 The	applicant	has	currently	proposed	two	proprietary	names	for	the	drug	product.		OSE/OPDP	has	
indicated	that	it	does	not	have	promotional	issues	with	these	proposed	names.
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Flavor PFC	F- flavor

3 24-SEP-2007 Last	reviewed	for	
SODF	10-SEP-2012;	

adequate
3 03-DEC-2012 Not	reviewed

4 03-OCT-2013 Not	reviewed

4 26-MAR-2013 Not	reviewed

3 30-JUL-2012 Not	reviewed

3 06-NOV-2009 Last	reviewed	for	
SODF	27-JAN-2014,	

adequate
2 02-JUL-2012 Last	reviewed	for	

SODF	28-SEP-2012,	
inadequate

2 09-JUL-2012 Last	reviewed	for	
SODF	06-OCT-2008,	
adequate;	recent	

amendments/updates	
not	reviewed

3 27-NOV-2012 Last	reviewed	for	
SODF	21-MAR-2012,	
adequate;	recent	

amendments/updates	
not	reviewed

3 30-JUL-2012 Last	reviewed	07-DEC-
2004;		recent	

amendments/updates	
not	reviewed

3 26-JUL-2012 Last	reviewed	21-DEC-
1998;	recent	

amendments/updates	
not	reviewed

3 08-APR-2008 Last	reviewed	for	
SODF	09-NOV-2012,	
adequate;	recent	

amendments/updates	
not	reviewed

3 28-NOV-2012 Last	reviewed	10-SEP-
1999; recent	

amendments/updates	
not	reviewed

Reference ID: 3447510
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b. Recommended Consults

CONSULT YES NO COMMENTS:	(list	date	of	request	if	already	sent)
Biometrics X Request	evaluation	of	stability	data	if	trends	in	

parameters	appear	to	limit	expiry and	applicant’s	
analysis	is	suspected	of	being	deficient.

Clin	Pharm X
EES X Draft	entered	into	EES	by	acting	CMC	lead	on	03-FEB-

2014
Pharm/Tox X After	review	of	the	three	DMFs	for	the	 flavoring	

mixtures,	it	may	be	necessary	to	request	that	the	
pharmacologist	evaluate	any	flavoring	components	
that	are	not	sanctioned	for	use	in	food	or	drugs (as	per	
21	CFR	172.510	and	172.515,	etc.).

The	reviewer	may	need	to	consult	the	pharmacologist	
regarding	the	deficiencies	identified	in	the	last	review	
of	DMF	 	from	 for	the	hydrocodone	
bitartrate	drug	substance,	depending	on	the	adequacy	
of	the	response	(see	22-MAY-2013,	amendment)	that	
was	provided	but	not	reviewed.

The	P.7	section includes	a	toxicological	assessment	of	
container	closure	extractables	(potential	leachables).		
The	adequacy	of	this	report,	from	a	toxicological	
perspective,	should	be	assessed	in	order	to	determine	
the	need	for	additional	controls	for	the	drug	product	
container	closure	components	or	for	routine	
leachables	testing	as	part	of	the	on-going	stability	
protocol.

Methods	Validation X Left	to	reviewer	discretion	if	any	drug	product	
methods	are	questionable,	but guaifenesin	and	
hydrocodone	bitartrate	are	not	NMEs so	it	is	not	
mandatory	that	any	methods	be	assessed	by	the	
Agency	laboratory.

EA X Applicant	claims	a	categorical	exclusion	under	21	CFR	
25.31(a),	and	states	that	action	on	the	application	will	
not	increase	the	use	of	the	active	moiety.		Reviewer	can	
evaluate	if	guaifenesin	and	hydrocodone	bitartrate	
dosages	proposed	are	the	same	or	lower	than	other	
approved	drug	products	containing	these	moieties.

New	Drug	Micro X The oral solution drug product is not sterile and the 
specification is consistent with recommendations of USP 
<1111> for aqueous preparations for oral use.  The 
microbiology team has been notified (03-FEB-2014) of 
the application and will determine if any microbiology 
review is needed.

Reference ID: 3447510
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CDRH X N/A
Other X N/A

c. Other	Applications	or	Submissions	to	note	(if	any):	

DOCUMENT	NAME DATE
APPLICATION

NUMBER
DESCRIPTION

IND Submitted	11-
FEB-2008,	
currently	active

101683 Guaifenesin	and	hydrocodone	
bitartrate	oral	solution
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noted (see table below).  The applicant states in the stability and shelf-life 
report that they propose a 24 month expiry for both formulations of the drug 
product. Note that the planned commercial production batch size is  
The following table summarizes the stability data provided:

Stability Data in Application2

Batch Size/Flavor Pkg. 
Config./orient.

Accelerated 
(months)
(40°C/25%RH)

Long term 
(months)
(25°C/40%RH)

PB375 /punch3 4 oz./side 6 12 + 42
4 oz./upright 6 124 + 42
16 oz./side 6 12 + 42
16 oz./upright 6 123 + 42

PB388 /punch 4 oz./side 6 123 + 35
4 oz./upright 6 12 + 35
16 oz./side 6 123 + 35
16 oz./upright 6 123 + 35

RB2593 /punch 4 oz./side 6 24
4 oz./upright Initial + 6 Initial + 12+ 24
16 oz./side 6 24
16 oz./upright None None

PB419 /raspberry 4 oz./side 6 24
4 oz./upright Initial + 6 123 + 24 

(micro. only)
16 oz./side 6 24
16 oz./upright Initial + 6 123 + 24 

(micro. only)

The applicant provides a stability summary and report and statistical-based 
prediction of shelf-life in terms of the assay and pH.  Sufficient data have 
been provided to evaluate the proposed expiry period.

 There are several considerations regarding labeling for the drug product that 
will need to be addressed during the review.  As evident from the above 
summary, the applicant currently proposes to market two distinct formulations 
with different flavors (punch and raspberry).  The first has artificial raspberry 
flavoring and the second, artificial cherry , which is called “punch”
flavoring.  Although this formulation difference is listed in the DESCRPTION 
section of the labeling, it is not indicated on the carton labels.  This issue 

																																																							
2 Applicant	is	applying	stability	storage	conditions	typical	for	 e	containers	for	liquid	
dosage	forms.
3 Punch	flavoring	is	obtained	from	a	mixture	of	 	 	cherry flavors.
4 However,	missing	9	month	test-station.
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7

Are drug substance 
manufacturing sites 
identified on FDA Form 
356h or associated 
continuation sheet?  For 
each site, does the 
application list:
 Name of facility,
 Full address of facility 

including street, city, state, 
country 

 FEI number for facility (if 
previously registered with 
FDA)

 Full name and title, 
telephone, fax number and 
email for on-site contact 
person. 

 Is the manufacturing 
responsibility and function 
identified for each facility?, 
and

 DMF number (if applicable)

X

8

Are drug product 
manufacturing sites are 
identified on FDA Form 
356h or associated 
continuation sheet.  For 
each site, does the 
application list:
 Name of facility,
 Full address of facility 

including street, city, state, 
country 

 FEI number for facility (if 
previously registered with 
FDA)

 Full name and title, 
telephone, fax number and 
email for on-site contact 
person.

 Is the manufacturing 
responsibility and function 
identified for each facility?, 
and

 DMF number (if applicable)

X
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