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dosage form and desiccant 
has a warning such as “Do 
not eat.” 

Storage conditions. Where 
applicable, use USP 
storage range rather than 
storage at a single 
temperature.  

NO The Applicant asked to “Replace 
 with 20- 25°C (68°F to 

77°F) and add reference to USP 
controlled room temperature. 
Include the statement “Protect 
from moisture and light” as 
appears on the carton label.” 

Latex:  If product does not 
contain latex and 
manufacturing of product 
and container did not 
include use of natural 
rubber latex or synthetic 
derivatives of natural rubber 
latex, state: “Not made with 
natural rubber latex.  Avoid 
statements such as “latex-
free.” 

N/A  

Include information about 
child-resistant packaging  

N.A  

 

 

 

 

 

 
1.2.5 Manufacturing Information After Section 17 (for drug products) 
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BIOPHARMACEUTICS ASSESSMENT 

 

LIST of SUBMISSIONS BEING REVIEWED 

eCTD # (SND #) Received date Document 

0036 (SD 37) 07/27/2021 Resubmission 

0042 (SD 43) 11/03/2021 Quality Response to IR 

 

 

FORMULATION 

As per SUPAC-IR, the change in formulation is considered a Level 3 change for amount of 

 and many excipients were added or deleted.  A 

BE study has been conducted to compare the original formulation vs. the reformulated drug 

product, which is assessed by the Office of Clinical Pharmacology (OCP).  The original 

formulation and the proposed formulation are provided below.   
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Table 3.  Comparative Composition for Combogesic® (acetaminophen and ibuprofen) 

Tablets, 325 mg/97.5 mg 

Component Function Original 

Formulation (%) 

Proposed Formulation 

(%) 

% Difference 

 

Microcrystalline 

cellulose 

 

Croscarmellose sodium 

Talc 

Magnesium stearate 

Sodium lauryl sulfate 

Providone-30 

Lactose monohydrate 

 

DISSOLUTION 
 

The approved dissolution method for the original formulation used 900 mL of phosphate buffer, 

pH  with USP Apparatus 2 (paddle) at 50 rpm2.  A different dissolution method was proposed 

in this resubmission for the reformulated Combogesic® Tablets because the original method was 

found to lack discriminating power when comparing the original and reformulated drug products.  

In response to the IR (Seq 0042), the Applicant submitted the method development reports for the 

new dissolution method.   

 

It should be noted that Applicant’s Maxigesic® and Rapid Maxigesic® Tablets are the higher 

strength of acetaminophen/ibuprofen tablets which were developed and marketed in a number of 

countries world-wide.  The proposed drug product, Combogesic® Tablets were developed 
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