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Disclaimer: This document does not constitute legislation. If there is any inconsistency 18 
or conflict between the legislation and this document, the legislation takes precedence. 19 
This document is an administrative document that is intended to help the regulated party 20 

comply with the legislation and the applicable administrative policies. 21 
 22 
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 24 

• Purpose 25 
• Scope 26 

• Introduction 27 
 28 

Purpose 29 

 30 
This guidance document helps ensure consistency among Health Canada inspectors  31 

during good pharmacovigilance practices (GVP) inspections as discussed in the Good 32 
pharmacovigilance practices (GVP) guidelines (GUI-0102) when: 33 
 34 

• classifying GVP observations according to risk 35 
• assigning an overall inspection rating to an inspection 36 

 37 
This guidance document also informs manufacturers or market authorization holders 38 
(MAHs) of the scenarios that are considered unacceptable. These scenarios may result in: 39 

• a non-compliant (NC) rating and/or  40 
• compliance and enforcement actions  41 

o in accordance with the Compliance and enforcement policy (POL-0001) 42 
 43 

Scope 44 

 45 
These guidelines apply to all persons (individuals and companies) involved in post-market 46 

pharmacovigilance activities of the manufacturer or MAH. 47 
 48 

Overview Sample observations 

Glossary 

Risk and Rating 

Related Links 

https://www.canada.ca/en/health-canada/services/drugs-health-products/compliance-enforcement/good-manufacturing-practices/guidance-documents/pharmacovigilance-guidelines-0102.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/compliance-enforcement/good-manufacturing-practices/guidance-documents/pharmacovigilance-guidelines-0102.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/compliance-enforcement/good-manufacturing-practices/policies-standards/compliance-enforcement-policy-0001.html
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These guidelines apply to these human drugs: 49 
• pharmaceutical drugs, prescription and non-prescription, 50 

• biologics set out in Schedule D of the act, including:  51 
o biotechnology products,  52 
o vaccines,   53 

o fractionated blood products, 54 
• radiopharmaceuticals set out in Schedule C of the act, 55 

• medical gases. 56 
 57 
These guidelines do not apply to: 58 

• sperm and ova 59 
• medical devices 60 

• veterinary products 61 
• natural health products 62 

• cells, tissues and organs 63 
• whole blood and blood components 64 
• biocides (surface disinfectant and surface sanitizers) 65 

 66 
Although these product lines are out of scope of this guide, vigilance requirements may 67 

still apply. It is your responsibility as the manufacturer or MAH to ensure compliance with 68 
the requirements set out within the act and regulations for your products.  69 
 70 

 71 

Introduction 72 

 73 
During a GVP inspection, we note deviations from the Food and Drugs Act (act), Food and 74 

Drug Regulations (regulations), the Good pharmacovigilance practices (GVP) guidelines 75 
(GUI-0102) and other applicable guidance documents.  76 
 77 

These deviations appear as observations in the inspection exit notice provided to the 78 
manufacturer or MAH. 79 

 80 
This guidance document will explain how we assign a risk to observations and how we 81 
assign an overall inspection rating. It will also provide sample observations that we may 82 

note during an inspection.  83 

https://laws-lois.justice.gc.ca/eng/acts/f-27/
https://laws-lois.justice.gc.ca/PDF/C.R.C.,_c._870.pdf
https://laws-lois.justice.gc.ca/PDF/C.R.C.,_c._870.pdf
https://022gc-my.sharepoint.com/personal/sandra_boulos_hc-sc_gc_ca/Documents/GVP/Guidance%20Document%20Update/AL24/GUI-0102_Good%20pharmacovigilance%20practices_V3clean.docx
https://022gc-my.sharepoint.com/personal/sandra_boulos_hc-sc_gc_ca/Documents/GVP/Guidance%20Document%20Update/AL24/GUI-0102_Good%20pharmacovigilance%20practices_V3clean.docx
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Risk classification guide for good pharmacovigilance practices 84 

observations (GUI-0063): Risk and Rating  85 

 86 
 87 
 88 
  89 
 90 
 91 
 92 
 93 

 94 

On this page 95 

 96 
• Assigning risks to observations 97 

• Assigning an overall inspection rating 98 
 99 

 100 

Assigning risks to observations 101 

 102 
We assign a risk classification to each observation where there is a deviation from the act, 103 
regulations, and GVP requirements set out in our guidance document. Risk classifications 104 

range from 1 for “critical”, to 2 for “major” and 3 for “other”. 105 
 106 

• Critical observation (Risk 1): describes a deviation that 107 
o is likely to pose an immediate or latent risk to the safety of patients or public 108 

health or  109 

o involves fraud, deception, misrepresentation or falsification of processes, 110 
records, or data. 111 

• Major observation (Risk 2): describes a deviation that  112 
o may result in a potential risk to the safety of patients or public health.  113 

Note: some Risk 2 observations may be upgraded to Risk 1, these are indicated 114 

with an arrow (↑) 115 
• Other observation (Risk 3): describes a deviation that  116 

o is neither critical nor major 117 
o is a departure from the GVPs that would not be expected to affect the safety 118 

of patients or public health.  119 
Note: any Risk 3 observation can be upgraded to Risk 2. 120 

 121 

This guidance document outlines examples of general observations that are considered  122 
critical (Risk 1), major (Risk 2), and other (Risk 3). However, it is impossible to foresee 123 

every situation that may generate a risk. We may assign the risk rating depending on a 124 
variety of factors such as:  125 
 126 

• product risk 127 
o factors that may indicate higher risk such as: 128 

▪ route of administration 129 
▪ sterile products 130 
▪ vulnerable population groups 131 

Risk and Rating Sample observations 

Glossary 

Overview 

Related Links 



 

 

Unclassified / Non classifié 

▪ products with a risk management plan  132 
▪ terms and conditions (T&C) attached to the drug identification number 133 

(DIN) 134 
• extent of impact 135 
• number of occurrences 136 

• recurrence of the deficiencies 137 
• nature and severity of the observation 138 

 139 
Cited observations in the inspection exit notice will contain the specifics or context, as 140 
required. 141 

 142 
An observation would be considered a repeat observation if: 143 

 144 
• it is the same as or similar to any past observation 145 

• there is a reasonable expectation that the corrective measure(s) for the past 146 
observation would have prevented the GVP deficiency from occurring again 147 

 148 

All observations recorded in the inspection report require corrective actions and 149 
preventive actions (CAPA), regardless of the overall inspection rating attributed to the 150 

inspection. Observations requiring immediate or expedited corrective actions will be 151 
identified for the regulated party. This includes Risk 1 observations, or Risk 1 observations 152 

that were upgraded from a Risk 2 (Risk 2 observation with an arrow (↑)).  153 
 154 

Assigning an overall inspection rating 155 

 156 
We consider the risk involved when assigning the overall inspection rating, taking into 157 

account the:  158 

 159 
• nature and extent of the deviations  160 

• type of product involved  161 
• impact on the patient’s health and safety, as well as risk to public health 162 

 163 

The possible overall inspection ratings are: 164 
 165 

• "C" (Compliant): At the time of the inspection, the regulated party has 166 
demonstrated that the activities it conducts comply with the act and regulations. 167 

• "NC" (Non-compliant): At the time of the inspection, the regulated party has not 168 

demonstrated that the activities it conducts comply with the act and regulations. 169 
 170 

Generally, a compliant “C” rating will be assigned where: 171 
 172 

• few Risk 2 observations, focused on isolated issues, are noted 173 

• only Risk 3 observations are noted 174 
 175 

Generally, a non-compliant “NC” rating will be assigned when: 176 
 177 

• a Risk 1 observation is noted during an inspection 178 

• numerous Risk 2 observations are noted during an inspection 179 
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o indicates the company does not control its processes and operations 180 
sufficiently 181 

• Risk 2 observations identifying overarching systematic issues  182 
 183 
When an “NC” rating is under consideration or the rating needs further review, we will 184 

review the inspection exit notice for quality assurance purposes before issuing the final 185 
report.  186 

 187 
We will outline the methods of dispute in the letter accompanying the exit notice should 188 
the manufacturer or MAH wish to contest the results of the inspection report or the final 189 

rating. 190 
 191 

Based on the nature of the deficiencies observed and where there is a significant health 192 
risk, we may initiate compliance and enforcement actions according Compliance and 193 

enforcement policy for health products (POL-0001) to mitigate the risk and correct any 194 
non-compliance.  195 

https://www.canada.ca/en/health-canada/services/drugs-health-products/compliance-enforcement/good-manufacturing-practices/policies-standards/compliance-enforcement-policy-0001.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/compliance-enforcement/good-manufacturing-practices/policies-standards/compliance-enforcement-policy-0001.html
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Risk classification guide for good pharmacovigilance practices 196 

observations (GUI-0063): Sample observations  197 

 198 
 199 
 200 
  201 
 202 
 203 
 204 
 205 

 206 

On this page 207 

 208 
• Pharmacovigilance system 209 

• Terms and conditions 210 
• Serious adverse drug reaction (ADR) reporting 211 

• Annual summary report (ASR) and case reports 212 
• Issue-related summary report (IRSR) 213 
• Maintenance of records 214 

• Foreign actions 215 
• Unusual failure in efficacy 216 

• Label updates 217 
 218 
The following are sample observations that we may note during an inspection. We may 219 

cite other observations where appropriate, and this is not intended to be an all-inclusive 220 
list.  221 

 222 

Pharmacovigilance system 223 

 224 
This section on pharmacovigilance system is relevant to any regulations that apply. The 225 

regulation(s) impacted by the identified deficiency will be cited.  226 
 227 

Risk 2 (major) observations 228 

 229 
Self-inspection: 230 

 231 
• Lack of or inadequate self-inspection program.  232 
• Self-inspection program records were not maintained. 233 

 234 
Validation of computerized systems: 235 

 236 
• A computerized system used to manage pharmacovigilance data was not validated. 237 

 238 

Personnel and training: 239 
 240 

• The personnel conducting key pharmacovigilance activities was not sufficiently 241 
qualified or trained.  242 

 243 

Sample observations Risk and Rating 

Glossary 
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Contractual agreements: 244 
 245 

• Lack of or inadequate contractual agreements in place with third-party affiliates or 246 
contracted vendors that may impact the safety of patients or public health. 247 

 248 

Risk 3 (other) observations 249 

 250 

Deviation, change control, business continuity: 251 
 252 

• Deviations have not been properly documented. 253 
• Inadequate management on deviations. 254 
• Inadequate change control system.  255 

• Inadequate business continuity plan. 256 
 257 

Self-inspection: 258 
 259 

• Frequency of self-inspection is not justified by a risk-based strategy. 260 

 261 
Validation of computerized systems: 262 

 263 
• No periodic back-ups of the computerized systems. 264 
• Inadequate system validation or re-validation.  265 

• Incomplete documentation to evaluate the need for validation or re-validation. 266 
 267 

Personnel and training: 268 
 269 

• Pharmacovigilance personnel were not trained before carrying out the respective 270 
duties. 271 

• A qualified and trained alternate was not identified for times when key 272 

pharmacovigilance personnel were absent. 273 
• The job description for pharmacovigilance personnel was not updated to reflect all 274 

pharmacovigilance responsibilities. 275 
• Inadequate or lack of organizational charts. 276 
• Inadequate training records. 277 

 278 
Contractual agreements: 279 

 280 
• Incomplete details on a contractual agreement for pharmacovigilance activities that 281 

was not expected to impact the safety of patients or public health. 282 

 283 
 284 

Terms and conditions 285 

 286 

C.01.014.21 of the regulations 287 
 288 
(1) The Minister may, at any time, impose terms and conditions on a drug identification 289 

number assigned for a Class B opioid or amend those terms and conditions. 290 
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(1.1) The Minister may, at any time, impose terms and conditions on a drug identification 291 
number assigned for a public health emergency drug or amend such terms and conditions 292 

if 293 
(a) a notice of compliance was issued under section C.08.004 in respect of 294 

(i) a new drug submission that was filed for the public health emergency 295 

drug under section C.08.002 and contains the statement referred to in 296 
paragraph C.08.002(2.1)(a), or 297 

(ii) a supplement to any new drug submission that was filed for the public 298 
health emergency drug under section C.08.003 and contains the statement 299 
referred to in paragraph C.08.003(5)(a); or 300 

(b) a notice of compliance was issued under section C.08.004 in respect of one of 301 
the following submissions or supplements that was filed in respect of the public 302 

health emergency drug on the basis of a direct or indirect comparison to another 303 
public health emergency drug referred to in paragraph (a): 304 

(i) a new drug submission under section C.08.002, 305 
(ii) an abbreviated new drug submission under section C.08.002.1, or 306 
(iii) a supplement to a new drug submission or abbreviated new drug 307 

submission under section C.08.003. 308 
(2) The Minister shall notify, in writing, the manufacturer to whom a document was issued 309 

under subsection C.01.014.2(1) that sets out the drug identification number of any terms 310 
and conditions imposed on the drug identification number and of any amendment to those 311 
terms and conditions. 312 

 313 
(3) The following definitions apply in this section. 314 

 315 
Class B opioid means a drug set out in Part B of the List of Opioids, published by the 316 
Government of Canada on its website, as amended from time to time. (opioïde de 317 

catégorie B) 318 
 319 

public health emergency drug 320 
has the same meaning as in section C.08.001.1. (drogue pour urgence de santé publique) 321 
 322 

 323 

Risk 2 (major) observations 324 

 325 

• The T&C was not implemented or fulfilled. (↑) 326 
• The T&C was only partially implemented or fulfilled. (↑) 327 

• The T&C was not implemented or fulfilled in a timely manner. (↑) 328 
• There was no system or process to implement the T&C.  329 
• Inadequate procedure that enable T&C implementation.  330 

 331 

Risk 3 (other) observations 332 

 333 
• Incomplete process related to the T&C.  334 

 335 

Serious adverse drug reaction reporting 336 

 337 
C.01.017 of the regulations 338 
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 339 
The manufacturer shall submit to the Minister a report of all information relating to the 340 

following serious adverse drug reactions within 15 days after receiving or becoming aware 341 
of the information, whichever occurs first: 342 

(a) any serious adverse drug reaction that has occurred in Canada with respect to the 343 

drug; and 344 
(b) any serious unexpected adverse drug reaction that has occurred outside Canada 345 

with respect to the drug. 346 
 347 
 348 

Risk 1 (critical) observations 349 

 350 

Submission of ADR data: 351 
 352 

• None of the domestic serious expected or unexpected adverse drug reactions 353 
(ADRs) were submitted to us. 354 

• None of the foreign serious unexpected ADRs were submitted to us. 355 

 356 

Risk 2 (major) observations 357 

 358 
Receipt, handling, documenting, and processing of ADR data: 359 

 360 

• ADRs were inappropriately nullified or invalidated. (↑) 361 
• Lack of or inadequate system and processes to receive, handle, document, and 362 

process ADRs in a timely manner. 363 
• ADRs were not properly coded. 364 

• ADRs were not verified against duplication that exist in your pharmacovigilance 365 
database.  366 

 367 
Evaluation of ADR data: 368 
 369 

• Lack of or inappropriate evaluation of ADRs.  370 
• ADRs were not re-evaluated upon receipt of follow-up information. 371 

• Lack of or inadequate system and processes to evaluate ADRs in a timely manner. 372 
 373 
Submission of ADR data: 374 

 375 

• Missed or late ADR submissions. (↑) 376 
• Clinically significant/relevant follow-up information was not re-submitted to us in a 377 

timely manner.  378 

• Lack of or inadequate system and processes to submit ADRs in a timely manner. 379 
 380 

Risk 3 (other) observations 381 

 382 
• Incomplete procedures on managing ADRs. 383 

• Incomplete documentation of ADRs. 384 
• Lack of or inadequate follow-up on ADRs.  385 
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Annual summary report and case reports 386 

 387 

C.01.018 of the regulations 388 
 389 

(1)  The manufacturer shall prepare an annual summary report of all information 390 
relating to adverse drug reactions and serious adverse drug reactions to the drug 391 

that it received or became aware of during the previous 12 months. 392 
(2)  The annual summary report shall contain a concise, critical analysis of the adverse 393 

drug reactions and serious adverse drug reactions to the drug. 394 

(3)  In preparing the annual summary report, the manufacturer shall determine, on the 395 
basis of the analysis referred to in subsection (2), whether there has been a 396 

significant change in what is known about the risks and benefits of the drug during 397 
the period covered by the report and shall include its conclusions in this regard in 398 
the summary report. 399 

(4)  If, in preparing the annual summary report, the manufacturer concludes that there 400 
has been a significant change, it shall notify the Minister without delay, in writing, 401 

unless this has already been done. 402 
(5)  The Minister may, for the purposes of assessing the safety and effectiveness of the 403 

drug, request in writing that the manufacturer submit to the Minister one or both of 404 

the following: 405 
(a) the annual summary reports 406 

(b) the case reports relating to the adverse drug reactions and serious adverse 407 
drug reactions to the drug that are known to the manufacturer. 408 

(6)  The Minister shall, after giving the manufacturer an opportunity to be heard, 409 

specify a period for the submission of the annual summary reports or case reports, 410 
or both, that is reasonable in the circumstances, and the manufacturer shall submit 411 

the reports within that period. 412 
 413 
 414 

Risk 1 (critical) observations 415 

 416 

Notification to the Minister: 417 
 418 

• The manufacturer did not notify us, without delay, in writing of a significant change 419 
in what is known about the risks and benefits of the drug as soon as one has been 420 
identified and assessed when preparing the ASR. 421 

 422 

Risk 2 (major) observations 423 

 424 
ASR preparation: 425 

 426 

• Incomplete ASR to enable critical analysis of the drug. (↑)  427 
For example:  428 

o signal management was performed on an incomplete set of data 429 
o incomplete information that precluded meaningful and critical analysis 430 

o missing information or section(s) expected by the PBRER, PSUR, or non-431 
standardized format  432 

• The manufacturer did not prepare and maintain ASR(s) for the drug it sells. (↑) 433 
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• The ASR identified safety finding or changes to risks and benefits of the drug but 434 

the manufacturer did not (↑): 435 
o address or evaluate on the need to update the product label, or  436 
o address or evaluate on the need to introduce or update risk mitigation 437 

strategies, or 438 
o address or evaluate whether there has been a significant change in what is 439 

known about the risks and benefits of the drug. 440 

• ASR was not prepared within the expected timeline.  441 
• Lack of or inadequate system and processes for preparing ASRs and may impact 442 

the critical analysis of the drug. 443 
 444 
Notification to the Minister: 445 

 446 
• Lack of or inadequate system and processes to inform the Minister about a 447 

significant change without delay. 448 
 449 
ASR submission: 450 

 451 
• The ASR and case reports, when requested by us, have not been submitted within 452 

the specified time period. 453 
 454 

Signal management: 455 
 456 

• Lack of or inadequate system and processes for signal management or 457 

environmental scanning that may impact the critical analysis of the drug. 458 
• Signal management or environmental scanning has never been conducted.  459 

• Signal management or environmental scanning was not conducted according to 460 
established procedures on consistent occasions. 461 

 462 

Risk 3 (other) observations 463 

 464 

ASR preparation 465 
 466 

• Cases of non-serious ADRs were missed when preparing an ASR. 467 
• There were incomplete details about an ASR that was not expected to impact the 468 

critical analysis of the drug. 469 

• Incomplete procedures on ASR. 470 
 471 

Signal management: 472 
 473 

• Incomplete documentation on signal management or environmental scanning. 474 

• Incomplete procedures on signal management or environmental scanning. 475 
 476 

 477 

Issue-related summary report  478 

 479 
C.01.019 of the regulations 480 
 481 
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(1) The Minister may, for the purposes of assessing the safety and effectiveness of the 482 
drug, request in writing that the manufacturer submit to the Minister an issue-483 

related summary report. 484 
(2) The report shall contain a concise, critical analysis of the adverse drug reactions 485 

and serious adverse drug reactions to the drug, as well as case reports of all or 486 

specified adverse drug reactions and serious adverse drug reactions to the drug 487 
that are known to the manufacturer in respect of the issue that the Minister directs 488 

the manufacturer to analyze in the report. 489 
(3) The Minister shall, after giving the manufacturer an opportunity to be heard, 490 

specify a period for the submission of the report that is reasonable in the 491 

circumstances. The Minister may only specify a period that is less than 30 days if 492 
the Minister needs the information in the report to determine whether the drug 493 

poses a serious and imminent risk to human health. 494 
(4) The manufacturer shall submit the report within the specified period. 495 

 496 
 497 

Risk 1 (critical) observations 498 

 499 
• The manufacturer has not submitted the issue-related summary report (IRSR). 500 

 501 

Risk 2 (major) observations 502 

 503 

• The IRSR was performed on an incomplete set of data. (↑) 504 
• Lack of or inadequate system and processes for preparing and submitting IRSRs 505 

that may impact the assessment of the drug.  506 
 507 

Risk 3 (other) observations 508 

 509 

• Incomplete procedures related to IRSR. 510 
 511 

Maintenance of records 512 

 513 

C.01.020 of the regulations 514 
 515 
(1) The manufacturer shall maintain records of the reports and case reports referred to 516 

in sections C.01.017 to C.01.019. 517 
(2) The manufacturer shall retain the records for 25 years after the day on which they 518 

were created. 519 
 520 

Risk 1 (critical) observations 521 

 522 
• Evidence showed that records have been falsified or misrepresented or 523 

inappropriately destroyed. 524 
• No records pertaining to the regulations C.01.017 to C.01.019 were accessible for 525 

inspection purposes. 526 
 527 
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Risk 2 (major) observations 528 

 529 

• Records were not maintained for 25 years. (↑) 530 
• Inadequate data management practices to ensure data accuracy and data integrity.  531 

• Lack of or inadequate system and processes on how data should be acquired, 532 
modified, reviewed and maintained for 25 years. 533 

• Nullified or invalidated ADR reports were not documented properly or were 534 
unavailable for inspection. 535 

 536 

Risk 3 (other) observations 537 

 538 

• Records about the company’s organization charts or job descriptions were 539 
incomplete. 540 

• Incomplete procedures on record maintenance.  541 
 542 

Foreign actions 543 

 544 
C.01.050 of the regulations 545 

 546 
(1) This section applies to a holder of 1 or more of the following therapeutic product 547 

authorizations: 548 
(a) a drug identification number that has been assigned under subsection 549 

C.01.014.2(1); and 550 

(b) a notice of compliance that has been issued under section C.08.004 or 551 
C.08.004.01. 552 

(2) The holder of a therapeutic product authorization in respect of a drug that is part of a 553 
class of drugs set out in subsection (4) shall provide the Minister with information in 554 
respect of any serious risk of injury to human health that the holder receives or 555 

becomes aware of and that is relevant to the safety of the drug, regarding 556 
(a) risks that have been communicated by any foreign regulatory authority that is 557 

set out in Part A of the List of Foreign Regulatory Authorities for the Purposes of 558 
Section C.01.050 of the Food and Drug Regulations, published by the 559 
Government of Canada on its website, as amended from time to time, or by 560 

any person who is authorized to manufacture or sell a drug within the 561 
jurisdiction of such an authority, and the manner of the communication; 562 

(b) changes that have been made to the labelling of any drug and that have been 563 
communicated to or requested by any foreign regulatory authority that is set 564 

out in Part B of the list referred to in paragraph (a); and 565 
(c) recalls, reassessments and suspensions or revocations of authorizations, 566 

including licences, in respect of any drug, that have taken place within the 567 

jurisdiction of any foreign regulatory authority that is set out in Part C of the 568 
list referred to in paragraph (a). 569 

(3) The information shall be provided to the Minister within 72 hours after the holder 570 
receives or becomes aware of it, whichever occurs first. 571 

(4) The classes of drugs are 572 

(a) prescription drugs; 573 
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(b) drugs that are required to be sold under a prescription by Part G, the 574 
Benzodiazepines and Other Targeted Substances Regulations or the Narcotic 575 

Control Regulations; and 576 
(c) drugs that are permitted to be sold without a prescription but that are to be 577 

administered only under the supervision of a practitioner. 578 

(5) Despite subsection (2), a holder of a therapeutic product authorization who provided 579 
information in accordance with 580 

(a) paragraph (2)(a) is not required to provide the same information again under 581 
that paragraph in the case where the holder receives or becomes aware of that 582 
information in respect of a foreign regulatory authority or person referred to in 583 

that paragraph; or 584 
(b) paragraph (2)(b) or (c) is not required to provide the same information again 585 

under that paragraph in the case where the holder receives or becomes aware 586 
of that information in respect of a foreign regulatory authority referred to in 587 

that paragraph. 588 
(6) In this section, foreign regulatory authority means a government agency or other 589 

entity outside Canada that has a legal right to control the manufacturing, use or sale 590 

of drugs within its jurisdiction and that may take enforcement action to ensure that 591 
drugs marketed within its jurisdiction comply with the applicable legal requirements. 592 

 593 
 594 

Risk 1 (critical) observations 595 

 596 
• The MAH was aware of a foreign action related to serious risk of injury to human 597 

health but did not notify us. 598 
 599 

 600 

Risk 2 (major) observations 601 

 602 

• The MAH did not notify us of foreign actions in a timely manner. (↑) 603 
• Lack of or inadequate system and processes to ensure timely notification of foreign 604 

actions. 605 
• There  was no monitoring of foreign actions.  606 

• Monitoring of foreign actions was not conducted according to the established 607 
procedures on consistent occasions. 608 

 609 

Risk 3 (other) observations 610 

 611 

• Incomplete documented evidence to show that periodic searches have been 612 
conducted to identify possible foreign actions. 613 

• Incomplete procedures related to foreign actions.  614 
 615 

Unusual failure in efficacy 616 

 617 
C.08.007 (1)(h), C.08.008 (c) of the regulations 618 

 619 
C.08.007 620 
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(1) Where a manufacturer has received a notice of compliance issued in respect of a 621 
new drug submission, an extraordinary use new drug submission, an abbreviated 622 

new drug submission, an abbreviated extraordinary use new drug submission or a 623 
supplement to any of those submissions, the manufacturer shall establish and 624 
maintain records, in a manner that enables an audit to be made, respecting  625 

(h) any unusual failure in efficacy of that new drug. 626 
 627 

C.08.008  628 
No manufacturer shall sell a new drug unless the manufacturer has, with respect to all the 629 
manufacturer’s previous sales of that new drug, furnished to the Minister 630 

(c)  a summary of a record respecting any information referred to in paragraph 631 
C.08.007(1)(g) or (h) within 15 days after the day on which the manufacturer 632 

established the record. 633 
 634 

 635 

Risk 1 (critical) observations 636 

 637 

• None of the domestic unusual failure in efficacy (UFIE) reports of new drugs 638 
received were submitted to us. 639 

 640 

Risk 2 (major) observations 641 

 642 

• Missed or late UFIE submissions. (↑) 643 
• UFIEs were inappropriately nullified or invalidated. (↑) 644 
• Lack of or inadequate system and processes to receive, handle, document, process, 645 

evaluate, and submit UFIEs in a timely manner. 646 
• UFIEs were not properly coded. 647 
• UFIEs were not verified against duplication that exist in your pharmacovigilance 648 

database.  649 
• Lack of or inappropriate evaluation of UFIEs. 650 

• UFIEs were not re-evaluated upon receipt of follow-up information. 651 
• Clinically significant/relevant follow-up information was not re-submitted to us in a 652 

timely manner.  653 

 654 

Risk 3 (other) observations 655 

 656 
• Incomplete procedures on managing UFIEs. 657 

• Incomplete documentation of UFIEs. 658 
• Lack of or inadequate follow-up on UFIEs. 659 

 660 

 661 

Label update 662 

 663 
C.08.003 of the regulations 664 

 665 
C.08.003  666 
(1) Despite section C.08.002, no person shall sell a new drug in respect of which a 667 

notice of compliance has been issued to the manufacturer of that new drug and has 668 
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not been suspended under section C.08.006, if any of the matters specified in 669 
subsection (2) are significantly different from the information or material contained 670 

in the new drug submission, extraordinary use new drug submission, abbreviated 671 
new drug submission or abbreviated extraordinary use new drug submission, unless 672 
(a) the manufacturer of the new drug has filed with the Minister a supplement to 673 

that submission; 674 
(b) the Minister has issued a notice of compliance to the manufacturer of the new 675 

drug in respect of the supplement; and 676 
(c) the notice of compliance in respect of the supplement has not been suspended 677 
under section C.08.006. 678 

 679 

Risk 1 (critical) observations 680 

 681 
• Product label was not updated to contain new safety information related to a 682 

significant change in what is known about the risks and benefits of a drug.  683 
 684 

Risk 2 (major) observations 685 

 686 
• Product label was not updated to contain new safety information in a timely 687 

manner.  688 
• Lack of or inadequate system and processes on label update that may impact the 689 

safety of patients and public health.  690 
• The MAH was aware of a serious risk of injury to human health that was 691 

significantly different from the product label but did not communicate with us or 692 

submit the change in a timely manner. (↑) 693 
 694 

Risk 3 (other) observations 695 

 696 

• Incomplete procedures on label update. 697 
• Incomplete documentations related to communications on label updates.  698 

 699 
  700 
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 703 
 704 
 705 
  706 
 707 
 708 
 709 
 710 

 711 

On this page 712 

 713 
• Acronyms 714 

• Glossary 715 
 716 

Acronyms 717 

 718 

ADR: adverse drug reaction 719 
AE: adverse event 720 
ASR: annual summary report 721 

C: compliant 722 
DIN: Drug Identification Number 723 

ICH: International Council for Harmonisation  724 
IRSR: issue-related summary report 725 
GVP: good pharmacovigilance practices 726 

MAH: market authorization holder 727 
NC: non-compliant 728 

NOC: notice of compliance 729 
RMP: risk management plan 730 

 731 

Glossary 732 

 733 
These definitions explain how terms are used in this document. If there is a conflict with a 734 
definition in the Food and Drugs Act (act) or the Food and Drug Regulations (regulations), 735 

the definition in the act or regulations prevails. 736 
 737 

 738 
 739 
Adverse drug reaction (ADR):  740 

A noxious and unintended response to a drug which occurs at doses normally used or 741 
tested for the diagnosis, treatment or prevention of a disease or the modification of an 742 

organic function. 743 
 744 
(C.01.001(1) of the regulations) 745 

  746 
 747 

Glossary 

Risk and Rating Sample observations Overview 

http://laws-lois.justice.gc.ca/eng/acts/f-27/
http://laws-lois.justice.gc.ca/eng/regulations/c.r.c.,_c._870/index.html
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The phrase “response to a drug” means that a causal relationship between a drug and an 748 
adverse event is at least a reasonable possibility (refer to the ICH E2A guideline). A 749 

reaction, in contrast to an event, is characterised by the fact that a causal relationship 750 
between the drug and the occurrence is suspected.  751 
 752 

For regulatory reporting purposes, if an event is spontaneously reported, even if the 753 
relationship is unknown or unstated, it meets the definition of an adverse drug reaction. 754 

 755 
(ICH E2D (R1)) 756 
 757 

Adverse event (AE):  758 
 759 

An adverse event is any untoward medical occurrence in a patient administered a health 760 
product and which does not necessarily have to have a causal relationship with this health 761 

product. An AE can therefore be any unfavourable and unintended sign, for example, an 762 
abnormal laboratory finding, symptom, or disease temporally associated with the use of a 763 
health product, whether or not considered related to this health product.  764 

 765 
(adopted from ICH E2D (R1)) 766 

 767 
Annual summary report (ASR):  768 
 769 

A comprehensive assessment of all known safety information for a marketed drug. It 770 
provides an update on the worldwide safety profile at defined intervals throughout the 771 

post-authorization life cycle of the drug or product. 772 
 773 
Case report:  774 

 775 
A detailed record of all relevant data associated with the use of a drug in a subject.  776 

 777 
(C.01.001(1) of the regulations)  778 
 779 

Compliant (C):  780 
 781 

At the time of the inspection, the regulated party has demonstrated that the activities it 782 
conducts comply with the act and regulations. 783 
 784 

Drug:  785 
 786 

Any substance or mixture of substances manufactured, sold or represented for use in: 787 
 788 

• the diagnosis, treatment, mitigation or prevention of a disease, disorder or 789 

abnormal physical state, or its symptoms, in human beings or animals, 790 
• restoring, correcting or modifying organic functions in human beings or animals, or 791 

• disinfection in premises in which food is manufactured, prepared or kept;  792 
 793 
(Section 2 of the act) 794 

 795 
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Drug Identification Number (DIN):  796 
 797 

A computer-generated 8 digit number assigned by us to a drug upon market authorization 798 
under subsection C.01.014.2 (1) of the regulations. It identifies each drug under the 799 
regulations, sold in a dosage form in Canada, and is located on the package label of 800 

prescription and non-prescription drugs that have been evaluated and authorized for sale 801 
in Canada. 802 

 803 
A DIN uniquely identifies the following characteristics: 804 

• Product Name 805 

• Manufacturer Name 806 
• Active Ingredient(s) 807 

• Strength of Active Ingredient(s) 808 
• Dosage Form 809 

• Route(s) of Administration 810 
• Species (for veterinary drugs only) 811 

 812 

Issue-related summary reports (IRSR):  813 
 814 

A concise, critical analysis of a specific safety or effectiveness issue, based on an analysis 815 
of adverse reaction reports. 816 
 817 

Label:  818 
 819 

label includes any legend, word or mark attached to, included in, belonging to or 820 
accompanying any food, drug, cosmetic, device or package;  821 
 822 

(section 2 of the act) 823 
 824 

Label includes: 825 
• Labels affixed to the container or packaging of the drug 826 
• Any separate package inserts 827 

• Prescribing Information 828 
• Fact sheets 829 

• Consumer information/patient medication information (i.e., patient leaflets) 830 
• Patient diaries 831 
• Product Monograph, or 832 

• Other material containing information specific to the drug 833 
 834 

Package labels generated by the manufacturer may be included in the packaging or 835 
supplied to the consumer at the time of dispensing. 836 
 837 

Manufacturer:  838 
 839 

A person, including an association or partnership, who under their own name, or under a 840 
trade-, design or wordmark, tradename or other name, word or mark controlled by them, 841 
sells a food or drug.  842 

 843 
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(A.01.010 of the regulations) 844 
 845 

Where the market authorization holder (MAH) is the entity that sells a drug under a name 846 
it controls, the MAH would be considered the manufacturer. For this reason, MAHs are 847 
subject to good pharmacovigilance practices (GVP) inspections as they sell a drug under 848 

their own name, or a trade-, design or wordmark, tradename or other name, word or 849 
mark that they control. However, other scenarios may apply and each scenario will need 850 

to be assessed on a case-by-case basis.   851 
 852 
Market authorization holder (MAH):  853 

 854 
For the purpose of this guidance document, the entity that holds the notice of compliance 855 

(NOC) or the drug identification number (DIN) is the MAH.  856 
 857 

New drug:  858 
 859 
A drug that: 860 

 861 
a. contains or consists of a substance, whether as an active or inactive ingredient, 862 

carrier, coating, excipient, menstruum or other component, that has not been sold 863 
as a drug in Canada for sufficient time and in sufficient quantity to establish in 864 
Canada the safety and effectiveness of that substance for use as a drug; 865 

b. is a combination of 2 or more drugs, with or without other ingredients, and has not 866 
been sold in that combination or in the proportion in which those drugs are 867 

combined in that drug, for sufficient time and in sufficient quantity to establish in 868 
Canada the safety and effectiveness of that combination and proportion for use as a 869 
drug; or 870 

c. with respect to which the manufacturer prescribes, recommends, proposes or 871 
claims a use as a drug, or a condition of use as a drug, including dosage, route of 872 

administration or duration of action, and that has not been sold for that use or 873 
condition of use in Canada for sufficient time and in sufficient quantity to establish 874 
in Canada the safety and effectiveness of that use or condition of use of that drug. 875 

 876 
(C.08.001 of the regulations) 877 

 878 
In general, if a notice of compliance was issued for a drug, it is considered to be a "new 879 
drug", regardless of how long it has been on the market. 880 

 881 
Non-compliant (NC):  882 

 883 
At the time of the inspection, the regulated party has not demonstrated that the activities 884 
it conducts comply with the act and regulations. 885 

 886 
Notice of compliance (NOC):  887 

 888 
A notification, issued pursuant to paragraph C.08.004 (1) (a), indicating that a 889 
manufacturer has complied with sections C.08.002, C.08.002.1 or C.08.003 and 890 
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C.08.005.1 of the regulations. NOCs are issued to a manufacturer following the 891 
satisfactory review of a submission. 892 

 893 
Observation:  894 
 895 

A deviation from or deficiency based on the regulations noted by an inspector during a 896 
good pharmacovigilance inspection that is confirmed in writing in the final inspection exit 897 

notice. The observations are classified as “critical” (risk 1), “major” (risk 2) and “other” 898 
(risk 3).  899 
 900 

 901 
Pharmacovigilance:  902 

 903 
The science and activities for detecting, assessing, understanding and preventing adverse 904 

events or any other drug-related problems. 905 
 906 
“Routine pharmacovigilance measures” (or “activities”) are activities or methods that are 907 

sufficient for post-approval safety monitoring of drugs where there are no special 908 
concerns. 909 

 910 
Examples include: 911 

• monitoring the safety profile of the drug through signal detection activities 912 

• preparing reports, such as PSURs, for regulatory authorities 913 
 914 

“Additional pharmacovigilance measures” (or “activities”) are activities or methods that 915 
are used to address products with special safety concerns that cannot be sufficiently 916 
addressed by routine measures. These special safety concerns include the need for 917 

additional data to: 918 
• better characterize risks or 919 

• evaluate the effectiveness of additional risk minimization measures 920 
 921 
Examples include safety studies or registries. 922 

 923 

Risk management plan (RMP):  924 

A document that describes: 925 

• a set of pharmacovigilance measures and interventions to identify and characterize 926 
risks associated with the drug and to prevent or reduce those risks and address 927 

uncertainties and 928 
• the assessment of the effectiveness of those interventions 929 

 930 
 931 
Serious adverse drug reaction:  932 

 933 
A noxious and unintended response to a drug that occurs at any dose and:  934 

 935 
• requires in-patient hospitalization or prolongation of existing hospitalization 936 
• causes congenital malformation 937 
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• results in persistent or significant disability or incapacity 938 
• is life-threatening or 939 

• results in death 940 
 941 
(C.01.001 (1) of the regulations) 942 

 943 
Serious adverse event/adverse drug reaction:  944 

 945 
A serious adverse event or reaction is any untoward medical occurrence that at any dose:  946 
 947 

• results in death;  948 
• is life-threatening  949 

o NOTE: The term “life-threatening” in the definition of “serious” refers to an 950 
event/reaction in which the patient was at risk of death at the time of the 951 

event/reaction; it does not refer to an event/ reaction which hypothetically 952 
might have caused death if it were more severe);  953 

• requires inpatient hospitalization or results in prolongation of existing 954 

hospitalization;  955 
• results in persistent or significant disability/incapacity;  956 

• is a congenital anomaly/birth defect;  957 
• is a medically important event or reaction.  958 

 959 

Medical and scientific judgment should be exercised in deciding whether other situations  960 
should be considered serious such as important medical events that might not be 961 

immediately  962 
life-threatening or result in death or hospitalization but might jeopardize the patient or 963 
might  964 

require intervention to prevent one of the other outcomes listed in the definition above.  965 
 966 

Examples of such events which may occur following the use of a health product are  967 
intensive treatment in an emergency room or at home for allergic bronchospasm, blood  968 
dyscrasias or convulsions that do not result in hospitalization, or development of 969 

dependency  970 
or substance use disorder.  971 

 972 
(adopted from ICH E2D (R1)) 973 
 974 

 975 
Serious unexpected adverse drug reaction:  976 

 977 
A serious adverse drug reaction that is not identified in nature, severity or frequency in 978 
the risk information set out on the label of the drug.  979 

 980 
(C.01.001 (1) of the regulations) 981 

 982 
Signal:  983 
 984 

A signal is information that: 985 
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• arises from 1 or multiple sources  986 
o including observations and experiments  987 

• suggests a new potentially causal association, or a new aspect of a known 988 
association, between an intervention and an event or set of related events 989 
(adverse or beneficial). 990 

 991 
(adopted from CIOMS Cumulative Pharmacovigilance Glossary: Version 1.0) 992 

 993 
Signal management: 994 
 995 

A set of activities such as signal detection and evaluation to determine whether a signal 996 
represents a risk which may warrant further assessment, communication, or other risk 997 

minimization actions in accordance with the medical importance of the issue.  998 
 999 

(adopted from CIOMS Cumulative Pharmacovigilance Glossary: Version 1.0) 1000 
 1001 
Significant change:  1002 

 1003 
Refer to the Guidance on preparing and submitting summary reports for marketed drugs 1004 

and natural health products. 1005 
 1006 
Unusual failure in efficacy (UFIE):  1007 

 1008 
Refer to the Reporting adverse reactions to marketed health products – Guidance 1009 

document for industry.  1010 
 1011 
Unexpected ADR:  1012 

 1013 
An AR is considered unexpected when its nature, severity, specificity or frequency is 1014 

either not identified, or is not consistent with the terms or description used in the 1015 
Canadian product labelling, such as the:  1016 

• product monograph   1017 

• labelling standards   1018 
• information approved for market authorization   1019 

• product label  1020 
 1021 
(adopted from ICH E2D (R1)) 1022 

  1023 
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Risk classification guide for good pharmacovigilance practices 1024 

observations (GUI-0063): Related links 1025 

 1026 
 1027 
 1028 
  1029 
 1030 
 1031 
 1032 
 1033 

 1034 

 1035 
Laws and regulations 1036 
 1037 

• Food and Drugs Act (act) 1038 
• Food and Drug Regulations (regulations) 1039 

 1040 
Health Canada Quality Documents 1041 

 1042 
Policies 1043 

• Inspection strategy for good pharmacovigilance practices (GVP) for drugs (POL-1044 

0041) 1045 
• Compliance and enforcement policy for health products (POL-0001) 1046 

 1047 
Guidance Documents  1048 

• Good pharmacovigilance practices (GVP) guidelines (GUI-0102) 1049 

 1050 
Other Guidance Documents and Databases 1051 

• The drug and health products inspections database (DHPID)  1052 
• Compliance and enforcement policy framework 1053 

 1054 

 1055 

Risk and Rating Sample observations Overview 

Related links Glossary 

http://laws-lois.justice.gc.ca/eng/acts/F-27/
http://laws-lois.justice.gc.ca/eng/regulations/c.r.c.,_c._870/index.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/compliance-enforcement/good-manufacturing-practices/policies-standards/compliance-enforcement-policy-0001.html
https://www.canada.ca/en/health-canada/services/inspecting-monitoring-drug-health-products/drug-health-product-inspections.html
https://www.canada.ca/en/health-canada/corporate/mandate/regulatory-role/what-health-canada-does-as-regulator/compliance-enforcement-framework.html

