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COMPARISION OF REGULATORY REQUIREMENTS FOR GENERIC 

DRUGS DOSSIER SUBMISSION IN UNITED STATES AND CANADA 

 

ABSTRACT 

This study put forth the differences in registration requirements for generics in United States 

and Canada. Generic drugs in US they are approved under the Abbreviated New Drug 

Application. Bioavailability and Bioequivalence study data is critical in the generic drug 

approval process. Generic manufacturers must file an Abbreviated New Drug Submission 

(ANDS), and the manufacturer is obligated to establish bioequivalence of their drug to the 

‘Canadian Reference product’ (CRP). This topic aims at the drug filing and different aspects 

of obtaining United States Food & Drug Administration (USFDA) and European Medicines 

Agency (EMA) approval for a drug in order to get a Marketing Authorization in US & 

Canada and their effective role in improving the standards laid down by them. The goal of the 

approval process is to provide enough information about the drug safety and efficacy in 

human beings. Common Technical Document (CTD) provides a standardized structure for 

regulatory submissions that is acceptable in all ICH countries. Although the CTD makes 

multinational filings easier, there are significant differences in the dossier submission 

requirements in these countries.  
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1. INTRODUCTION 

A generic drug (generic drugs, short: generics) is a drug defined as “a drug product that is 

comparable to a brand/reference listed drug product in dosage form, strength, quality and 

Performance characteristics, and intended use”. It has also been defined as a term referring to 

any drug marketed under its chemical name without advertising or to the chemical makeup of 

a drug rather than to the advertised brand name under which the drug is sold. Although they 

may not be associated with a particular company, generic drug are subject to the regulations 

of the governments of countries where they are dispensed. Generic drugs are labelled with the 

name of the manufacturer and the adopted name (non-proprietar name) of the drug
[1]

.  

A generic drug must contain the same active ingredients as the original formulation. 

According to the U.S. Food and Drug Administration (FDA), generic drugs are identical or 

within an acceptable bioequivalent range to the brand-name counterpart with respect to 

pharmacokinetic and pharmacodynamics properties. By extension, therefore, generics are 

considered (by the FDA) identical in dose, strength, route of administration, safety, efficacy, 

and intended use. The FDA’s use of world “identical” is very much a legal interpretation, and 

is not literal. In most cases, generic products are available once the patent protection afforded 

to the original developer has expired. Generic drug are in general less effective than the 

original formulation due to a weaker placebo effect. When generic products become 

available, the market competition often leads to substantially lower prices for both the 

original brand name product and the generic forms. The time it takes a generic drug to appear 

on the market varies. In most countries of the world, patents give 20 years of protection. 

However, many countries/regions, e.g. the European Union and the USA may grant up to 5 

years of additional protection for drugs (“patent term restoration”).  

A generic drug is identical-or bioequivalent-to a brand name drug in dosage from, safety, 

strength, route of administration, quality, performance characteristics and intended use. 

Although generic drugs are chemically identical to their branded counterparts, they are 

typically sold at substantial from the branded price
[1]

. 

Dossier for generic drug filing shall be submitted in the form of CTD in US & CTD in 

Canada. Generic Drugs are approved under ANDA (Abbreviated New Drug Application) in 

USA and ANDS (Abbreviated New Drug Submission) in Canada.  
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Canada’s systems for regulating drug products are very similar to those in the United States. 

At the federal level, the Therapeutic Products Directorate, an agency of health Canada that 

regulates Canada’s drug supply, is Canada’s counterpart to the FDA. All drug products sold 

in Canada must be approved by the Therapeutic Products Directorate. Pharmacies in Canada 

are regulated by the provinces; a similar to the U.S in which states regulate pharmacies
[2,3]

. 

The Canadian pharmaceutical market is the eighth largest in the world, accounting for about 

two percent of the world market by sales. Canada also has the fourth fastest growing 

pharmaceutical industry after China, the US and Spain and has shown a steady growth trend. 

It is the responsibility of the Therapeutic Directorate (TPD) of the Health products and Food 

Branch (HPFB), Health Canada, to ensure that all drugs used by the public are safe and 

effective for specific conditions and of high quality. This responsibility includes ensuring that 

drug companies have tested the drugs they wish to market and that the public is protected 

during each stage of the drug’s development. Before being approved, a drug for the treatment 

of Alzheimer’s disease must be tested by the company according to strict procedures. Even if 

a drug is approved for use in Canada, monitoring its effectiveness and side effects 

continues
[2-4]

.  

1.1. OVERVIEW OF ICH 

The ICH was founded in April 1990 at a meeting of the European Federation of 

pharmaceutical Industries Association (EFPIA) in Brussels. ICH is a unique undertaking that 

brings together the drug regulatory authorities and the pharmaceutical industry of Europe, 

Japan and the United States. 

The ICH steering Committee (SC) is the governing body oversees the harmonization 

activities. The ICH operates via the ICH Steering Committee. The ICH Steering Committee 

consists of the six parties and an IFPMA representative. The IFPMA hosts the ICH 

Secretariat and participates as a non-voting member of the SC and the six parties represent 

the regulatory authorities and the pharmaceutical industry of the European Union, japan and 

USA
[3-6]

 . 
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Figure 1:- Overview of ICH 

 

 

CTD 

Module 1 

Module 2 & 3 

Module 5 
Guidance documents 

on BA/BE in US & 

EU 

US 

EU 

Review of the 

guidelines 
ICH Quality 

ICH 



International Journal of Pharmaceutical Science and Health Care      Issue 6, Vol. 6 (November-December 2016) 

Available online on http://www.rspublication.com/ijphc/index.html                                          ISSN 2249 – 5738 

R S. Publication, rspublicationhouse@gmail.com Page 6 
 

 

1.2. Introduction of CTD
[7,8] 

CTD is common technical documents which is a major project of the ICH to avoid the 

duplication and translation into regional language work of a single application. Through this, 

an applicant can file one single application to more than one country at a time for the 

registration of their drug product. According to ICH, all the technical requirements for the 

application of drug approval were harmonized in CTD format which are scientifically more 

elaborate by USFDA in Quality Overall summary (QOS) and Overall efficacy(includes 

clinical overview and clinical summary). This way presentation of the registration documents 

has increased the efficiency in the FDA review process. 

The main Areas of Harmonization for CTD are: 

 Safety pharmacology 

 Clinical pathology 

 Immunotoxicology 

 Juvenile toxicology studies 

 Statistical methods in certain studies like mutagenicity, carcinogenicity and 

toxicokinetic studies during 

 The 1
st
 phase of ICH. So far, this has not been discussed in any ICH EWG and could 

be considered as a future topic. 

 Recommendations for additional/ alternative methods of testing carcinogenicity. 

The Common Technical Document is organized into five modules. The contents of Module 1 

are different according to the competent authorities’ of the United States (FDA), the 

European Agency for the Evaluation of Medicinal products (EU). The modules are present in 

the triangular format which all the modules are the part of CTD except module 1 which is not 

the part of CTD and is different for different country. The different modules are as follows
[9-

12]
: 

Module 1: It is related to submit regional and administrative information to the national 

regulatory agencies in which an applicant desires to file a market approval application as per 

their regulatory guidelines. Prescribing information (Such as labelling and packing inserts) 

also come under this module. It is totally different for different country. 

Module 2: It consists of the overviews and overall summaries related to the chemistry, 

manufacture, control (CMC), non-clinical, and clinical studies results conducted to prove the 



International Journal of Pharmaceutical Science and Health Care      Issue 6, Vol. 6 (November-December 2016) 

Available online on http://www.rspublication.com/ijphc/index.html                                          ISSN 2249 – 5738 

R S. Publication, rspublicationhouse@gmail.com Page 7 
 

quality, safety and efficacy of the drug product. This module includes the summaries of 

module 3, 4, and 5. 

Module 3: Quality – It covers the complete pharmaceutical and technical aspects which can 

affect the quality of the drug product. From the formulation and development department 

(pharmaceutical development report) to the manufacturing (GMP), analysis and testing 

(GLP), packing, storage conditions, stability studies of the product. 

Module 4: Non-clinical study reports – it covers the complete pharmacological, toxicological 

study reports and information equivalent to the quality of the drug to provide the evidence of 

the safety of the drug product. 

Module 5: Clinical study Reports – The clinical trials and their reports carried out the human 

beings to list the desired effect of the drug product are included in this section. It is to provide 

to the regulatory authority containing the information which prove the efficacy of the drug. 

For generic drugs, the applicant only has to prove the bioavailability similar to that of 

innovator or branded innovator or branded drug only. To conduct such bioequivalence studies 

(BA-BE), healthy volunteers are selected and to be conducted in a controlled manner. 

Before CTD/eCTD application for the submission of a drug application, the procedure was 

different as per the country wise. In US, NDA, ANDA, BLA, Integrated summary of safety 

(ISS), integrated summary of Efficacy (ISE) was submitted for the approval of the product as 

show in the figure, so many duplicate copies were required to make according to the FDA. 

 

Figure 2: CTD triangle 
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2. METHODOLOGY 

            This study relied mainly on review of documents from various sources. Since it is 

review work, it is limited mainly to available public information sources. 

2.1. Types of study 

The study was conducted with objective to chalk out the regulatory framework for generic 

drug filing, legislations and guidelines. The major emphasis has provided to regulatory 

requirements of UNITED STATES, CANADA. In addition emphasis is made on the 

administrative documents in the emerging nations
[13]

. 

2.2. Source of data 

Major part of the proposed data was collected by means of following  

Sources: 

2.3. Literature review 

Typically reviewed the dossiers, covered the books and regulatory guidelines published 

officially by government authorities, including the academic journals, online journals, market 

research reports, newspaper articles and world fact and other resources. 

2.4. Internet using the web page content 

The literature was collected using numerous search engines. Online books also served as a 

good source of information. Key words in the search involved CTD, ICH, generic drug 

registration requirements, administrative documents along with the name of various 

parameters associated to pharmaceutical field, name of regulatory bodies and other variations 

were used
[14]

. 

2.5. Archival study 

Review of relevant literature and documents from various sources. Studies related drug 

regulations in US, how the drugs are approved, guidance for industry, check list, 

exclusivities, food and drug act, administrative, including laws, rules and standards, 

information on ICH. After pooling all the information and data that was collected in due 
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course of time the project, it was screened, reviewed and compiled, such that the objectives 

stated in the protocol are achieved and fulfilled and thus to furnish with all the relevant and 

required information
[15]

. 

3. DISCUSSION 

3.1. GENERIC DRUG DOSSIER SUBMISSION IN US 

Generic drugs are approved under ANDA (Abbreviated New Drug Application) in USA.  

New drugs, like other new products, are developed under patent protection.  The patent 

protects the investment in the drug's development by giving the company the sole right to sell 

the drug while the patent is in effect.  When patents or there periods of exclusivity expire, 

manufacturers can apply to the FDA to sell generic versions.  The ANDA process does not 

require the drug sponsor to repeat costly animal and clinical research on ingredients or dosage 

forms already approved for safety and effectiveness. 

In order to file ANDA all required items should be in proper order (organization).  Detail 

information is available under Regulation 21 CFR 314.50, 21CFR 314.94 and 21 CFR 

314.440 

Office of Generic Drug (OGD) Strongly encourages submission of the bioequivalence, 

chemistry and labeling portions of an application in electronic format
[17] 
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                     Figure 3:- Generic drug approval process 

What are the basic generic drugs requirements? 

Same active ingredients 

Same route of administration 

Same Dosage form 

Same strength 

Same conditions of Use 

In active ingredients already approved in similar NDA 
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3.2. Generic Drugs in Canada[16-18]
 

A generic drug is a copy of a brand name product, known as the "reference product" Generic 

drugs contain the same medicinal ingredients as the brand name drug, and are considered 

bioequivalent to the reference product. 

Nearly 45% of all prescriptions filled by pharmacies use generic drugs, and some hospitals 

use generic drugs almost exclusively.  Generic manufactures must file an Abbreviated New 

Drug Submission (ANDA), and the manufacturer is obligated to establish bioequivalence of 

their drug to the Canadian 'Reference Product' (CRP). 

If the manufacturer can establish that their product follows the same route of administration 

and the same conditions for use as the CRP, while ensuring safety, efficacy and quality, the 

generic drug is given clearance to be marketed in Canada. 

The overall Canadian market is expected to experience on-going challenges and uncertainties 

until 2014 which will weigh on corporate performances. Conditions in the industry are 

expected to be brighter in the 2014-2016 period with annual forecasted growth ranging from 

3% to 5%, doubling the sluggish growth forecast for 2012 and 2013. The compound average 

annual growth forecast for the 2012-2016 period is 2.8% with the brand and generic segments 

anticipated to grow at a similar pace. While this projected growth rate is encouraging 

compared to the last several years, Canada‘s growth will continue to lag those of emerging 

markets. Market growth in Canada and in developed markets will continue to be outpaced by 

fast growing emerging markets (see Figure 8). China and Brazil, the largest emerging 

markets are anticipated to grow 13% and 17% annually in the medium term. Emerging 

markets will drive overall global expansion and they will continue to gain sales volume and 

market share. The value of the global market is forecasted to reach the $1 trillion in 2014
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Table 1:- Presentation of information in the common Technical Document 

(CTD) Format 

Module 

Number 

Title and Main Section 

Headings 

Cross 

Reference 

to Modules 

Binder/Label 

Colour 

Number of 

Paper Copies 

1 

 

1.0 

1.1 

1.2 

1.3 

1.4 

1.5 

1.6 

1.7 

 

 

 

 

1.A 

Administrative and Product 

Information 

Correspondence 

Table of Contents (Modules 1 

to 5) 

Administrative Information 

Product Information 

Health Canada Summaries 

Environmental Assessment 

Statement 

Regional Clinical Information 

Clinical Trial Application and 

Clinical Trial Application-

Amendment  

 

Specific Requirements 

Appendix 

 

2,3,4 and5 Red 1* 

2 

 

2.1 

 

2.2 

2.3 

2.4 

2.5 

2.6 

 

 

Common Technical 

Documents (CTD) 

Summaries 

CTD Table of Contents 

(Modules 2 to 5) 

CTD Introduction 

Quality Overall Summary 

Nonclinical Overview 

Clinical Overview 

Nonclinical Written and 

Tabulated Summaries Clinical 

Summary 

 

2 to 5 

 

2 to 5 

3 

2 and 4 

2 and 5 

2 and 4 

5 

 

Yellow 

 

1* 

3 

3.1 

3.2 

3.3 

Quality 

Table of Contents of Module 3 

Body of Data 

Literature References 

 

  

Blue 

 

1* 

4 

4.1 

4.2 

4.3 

Nonclinical Study Reports 

Table of Contents of Module 4 

Study Reports 

Literature References 

  

Green 

 

1 
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5 

5.1 

5.2 

 

5.3 

5.4 

Clinical Study Reports 

Table of Contents of Module 5 

Tabular Listing of All Clinical 

Studies 

Clinical Study Reports 

Literature References 

  

Black 

 

1 

* For combination products that require a joint review an additional copy of Modules 1, 2, 

and 3 is required. 

Table 2:- Drug Substance Specifications 

Drug Substance Specifications 

Test Acceptance Criteria Analytical 

Procedure 

Test Results 

Description White to almost white 

crystalline powder 
 White crystalline 

powder 

Solubility Practically insoluble in 

water. Freely soluble in 

ethanol and methylene 

chloride 

 Complies 

 

 

 

 

 

 

Identification 

(A)Infrared Absorption: 

The infrared absorption 

spectrum of the substance 

under examination should 

be similar to the 

USP/Phr.Eu reference 

spectrum of XYZ. 

 

(B) HPLC: The retention 

time of the XYZ peak in 

the chromatogram of the 

assay preparation 

corresponds to that in the 

chromatogram of the 

standard preparation as 

obtained in the assay. 

 (A) Complies 

 

 

 

 

 

 

(B) Complies 

 

Specific Rotation 

Between - 45ºC and -

49ºC (t  

= 20º) On anhydrous 

basis. 

 -46.4º 

 

Crystallinity 

Must comply with 

USP/Phr.Eu 
 Complies 

 

pH 

Between 9.0 and 11.0, in 

a mixture of methanol 

and water (1:1) 

containing 2 mg per ml 

 10.0 
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Loss in drying (TGA) 

 

Ambient to 70ºC 

70ºC to 130ºC 

Not more that 4.5% w/w 

 

1.8%  w/w to 2.6% w/w 

 0.98% 

 

1.8% 

 

 

Residue on ignition 

Not more than 0.3% w/w, 

the charred residue being 

moistened with 2 ml of 

Nitric acid and 5 drops of 

sulphuric acid. 

 0.1% w/w 

 

Heavy metals 

Not more than 0.0025% 

w/w  
 Less than 0.0025% 

 

Assay by LC 

94.5% - 103.0% w/w On 

the anhydrous basis 

(Report as is for 

information) 

 99.6% w/w 

Bacterial Endotoxins Not more than 0.35 

EU/mg 
 <0.0768 

Microbial Limits: 

Total aerobic 

Microbial count  

Total Combined 

mould and yeast 

count 

Not more than 100cfu/g 

 

 

Not more than 10cfu/g 

 30cfu/g 

 

 

Less than 10cfu/g 

Related Substances 

and Total impurities 

Not more than 2.0%  As per ICH Q3 

Residual Solvents: 

Ethanol Acetone 

Methylene chloride 

(dichloromethane 

Acetonitrile) 

Between 7500 and 13000 

ppm 

 

Not more than 500 ppm 

 

Not more than 100 ppm 

  

Thiocyanate content Not more than 5 ppm   

Platinum (Pt) Not more than 5 ppm   

Table 3:- Formulation comparison between RLD and proposed Generic 

Drug Product 

Formulation Comparison between RLD and proposed Generic Drug Product 

Reference Listed drug Proposed generic drug 

Product 

Function 

Xxx Xxx Active Ingredient 

Yyy Yyy, USP Buffering Agent 

Zzz Zzz pH Adjustment 
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Table 4:- Drug Product Release Specification 

Drug Product Release Specifications (3.2.p.5.1) 
Tests Acceptance Criteria Analytical 

Procedure 

Batch 

Description A White to off-White 

lyophilized powder or 

cake 

  

Identification by 

HPLC 

The retention time of 

the XYZ peak in the 

chromatogram of the 

assay preparation 

corresponds to that in 

the chromatogram of 

the standard 

preparation 

  

pH 6.0 – 7.0    

Water content  Not more than 2.0% 

w/w 
  

Test for particulate 

matter 

Foreign matter: Free 

from visible particles 
  

Test for sterility  Must comply   

Bacterial Endotoxins Not more than 

0.7EU/mg of XYZ 
  

Assay of XYZ by 

HPLC 

90.0% to 120.0% of 

label claim 
  

Total impurities Not more than 3.0%   

Reconstituted Time Not more than 3 

minutes 
  

 

Table 5:- Stability Conditions for Packaging 

Type of Study Stability conditions Frequency of Testing 
Accelerated Temperature: 25ºC ± 2ºC 

 

Humidity: 60% ± 5% RH 

Initial 1,2,3 and 6 months 

Long term Temperature: 2 – 8ºC Initial, 3,6,9,12,18,24,36,48 

and 60 months 
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Table 6:- Comparison of generic drug dossier submission in US and 

Canada 

Requirements US Canada 
Agency One Agency USFDA Therapeutic Products 

Directorate (TPD) of the 

Health Products and Food 

Branch (HPFB), Health 

Canada 

Registration Process One Registration Process One Registration Process 
Application ANDA ANDS 

Stability Data The stability data for 

accelerated studies are 

submitted for three month at 

the time of original submission 

The stability data for 

accelerated studies are 

submitted for complete 6 

months at the time of 

original submission. 

Approval time 18 months  2 Years 

Pharmacopeia’s  US Pharmacopeia BP/Ph. Eur./USP 

Batch Size Min of 1,00,000 units 2 Pilot scale batches 

Process Validation Not required at the time of 

submission 

Not required at the time of 

submission 

Post-approval changes Post-approval changes in the 

approves drug: 

 Minor changes 

 Moderate changes 

 Major changes 

Post-approval changes in 

the approves drug: 

 Minor changes 

 Moderate changes 

 Major changes 

Table 7:- Comparison based on Modules in US and Canada 

Module 1:- Comparison based on Modules in US and Canada 

US Canada 

i. Administrative information is 

different i.e. cover letter, 

forms (356h), application 

information, field copy 

certification, debarment 

certification, financial 

certification, patent 

information and 

exclusivity18. 

i. Administrative information 

Correspondence Table of Contents 

(M1 to 5) Administrative Information 

product Information Health Canada 

Summaries Environmental 

Assessment Statement Regional 

Clinical Information Clinical Trial 

Application and Clinical Trial 

Application-Amendment Specific 

Requirements 

ii. The paper size for the 

submission is Letter size 

(8.5×11 inches) with font size 

12 in Times New Roman 

format. The table and figures 

have small font size i.e. 8 to 

10 

ii. The paper size for the submission is 

Letter size (8.5×11 inches) with font 

size 12 in Times New Roman format. 

The table and figures have small font 

size i.e. 9 

iii. Package inserts are Provided iii. Package inserts are provided for drug 
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for drug Product in Labelling. Product in Labelling. 

iv. Proposed Labels and Cartons 

with Proper dimensions 

similar to that of the RLD 

labels are provided. 

iv. Proposed Labels and Cartons with 

Proper dimensions similar to that of 

the RLD labels are provided. 

v. Request for waiver of in-vivo 

BE studies is provided in the 

module 1. 

v. Request for waiver of in-vivo BE 

studies is provided in the module 1 in 

module 1.6 

vi. Annotated draft labelling (side 

by side) for labels and cartons 

compared with the RLD with 

proper annotation is provided. 

vi. Annotated draft labelling (side by 

side) for labels and cartons compared 

with the RLD with proper annotation 

is provided. 

vii. The EAS (Environment 

Assessment Statement) for 

categorical exclusion 

certification in compliance 

with the law of EPA of US is 

provided. 

vii. The EAS is required for new 

substances in products regulated 

under the F&D Act as per the New 

Substances Notification Regulations 

(NSN) of the Canadian 

Environmental Protection Act 

(CEPA) 

viii. Risk management Plans 

section is for the post 

marketing surveillance and 

controlling the adverse effects 

of the drugs by proper 

management. This is the part 

of Clinical Trial phase IV. 

viii. Risk management Plans or their 

equivalent section is for 

Pharmacovigilance Information 

Module 3 
(i) The executed batch records 

for manufacturing and 

packaging are provided in 

module 3.2R for only 3 

batches 

(i) The two executed batch records for 

manufacturing and packaging are 

provided in module 3.2.R. 

(ii) Information on components 

including the name and 

address of the supplier or 

manufacturer of the raw 

material, package material etc 

provided in the 3.2R. 

(ii) Information in Yearly Biologic 

Product Report (YBPR), provided for 

BGTD only, is to be provided in 

module 3.2R 

(iii) Letter of Access is not 

mentioned in 3.2R. 

(iii) Letter of Access is not mentioned in 

3.2R. 

(iv) TSE and BSE certificates are 

not attached in this section 

whereas submit in DMF. 

(iv) TSE and BSE certificates are attached 

for drug substance and excipients. 

(v) Certificate of suitability (CEP 

certificate) is not applicable. 

(v) Certification of Suitability to the 

Monographs of the European 

Pharmacopoeia (CEP) for the Quality 

of Medicines and Healthcare. 
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4. CONCLUSION 

The generic drug filing in the United States & Canada are the most demanding in the  world. 

The primary purpose of the rules governing medicinal products in US & Canada is to 

safeguard public health. It is the role of public regulation authorities to ensure that 

pharmaceutical companies comply with regulations. There are legislations that require drugs 

to be developed, tested, trailed, and manufactured in accordance to the guidelines so that they 

are safe and patient’s well – being is protected. 

CTD provides a globally harmonised format that is accepted in many regions, avoiding the 

need to compile different registration dossiers for different regulatory authorities. The 

primary purpose of the rules governing medicinal products in US is to check whether drugs 

are manufactured in accordance to the guidelines so that they are safe and patient’s well – 

being is protected. Countries have different standards; there are high registration costs and 

long timelines for registration of generic drugs. This may account for the good market share 

of generics in USA and Canada. 
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