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What is Pharmacovigilance?
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Pharmacovigilance

The science and activities relating to the detection, assessment, 
understanding, and prevention of adverse drug events or any other drug-
related problem.
https://www.who.int/medicines/areas/quality_safety/safety_efficacy/pharmvigi/en/

The process and science of monitoring the safety of medicines and 
taking action to reduce the risks and increase the benefits of 
medicines.
https://ec.europa.eu/health/human-use/pharmacovigilance_en
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IHS Pharmacovigilance Program
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IHS Pharmacovigilance Program Goals

Mission: to oversee medication safety within the Indian Health System 
(IHS). The pharmacovigilance program provides clinicians with 
knowledge, tools, and resources to reduce the risks associated with 
medication therapy in an effort to promote safe and rational use.

Vision: to prevent adverse medication events from occurring and to 
use medications appropriately to achieve optimal health outcomes.
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Why is the IHS Pharmacovigilance 
Program Part of the NPTC?
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ASHP Guidelines: P&T Committee 

The P&T committee should participate in performance improvement 
activities… initiate, direct, and review the results of medication-use 
evaluation programs to optimize medication use and monitor outcomes of 
formulary decisions… take actions to prevent, monitor, and evaluate 
adverse drug reactions and medication errors.

https://www.ashp.org/-/media/assets/policy-guidelines/docs/guidelines/gdl-pharmacy-therapeutics-
committee-formulary-system.ashx
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NPTC Formulary Review Process
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NPTC Formulary Review Process Goals
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Example Report

10



Recent Examples

Efficacy Utilization Formulary Impact
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What About Medication Safety 
and Adverse Drug Events?
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Adverse Drug Event (ADE)
• An unwanted effect or harm that occurs after using a medication 

where the medication is suspected as the cause. 
• An adverse event can result from a medication error but often occur 

with appropriate medication use. 
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Adverse Drug Event Statistics 
• In inpatient settings, ADEs:

• Account for an estimated 1 in 3 of all hospital adverse events
• Affect about 2 million hospital stays each year
• Prolong hospital stays by 1.7 to 4.6 days

• Each year, ADEs in outpatient settings account for:
• Over 3.5 million physician office visits
• An estimated 1 million emergency department visits
• Approximately 125,000 hospital admissions

https://health.gov/our-work/health-care-quality/adverse-drug-events
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Adverse Drug Events During Clinical Trials may be Different 
Than What Happens in Real Life

• Longer duration of therapy
• Different patient populations

• Pregnant women
• Children
• Elderly 

• People with other diseases
• People taking other medications
• Use in other conditions
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Pharmacovigilance in Action

• Park-Davis submitted an application to the 
FDA for Troglitazone (Rezulin®) in 1996.
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Pharmacovigilance in Action (2)

John Gueriguian, an officer with the FDA assigned to review the Troglitazone 
studies, did not recommend approval based on observations of increased risk 
of liver damage.
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Pharmacovigilance in Action (3)

• Park-Davis complained to the FDA. 
• John was removed from his post and Rezulin® was approved in 1997.
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Pharmacovigilance in Action (4)

More than 430 reports of liver failure were traced to Rezulin® use by the NIH, 
who interpreted the risk of liver failure to be 1,200 times greater in patients 
taking Rezulin®.
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Pharmacovigilance in Action (5)

• Park-Davis was accused of covering up the risks. 
• “I believe that the company . . . deliberately omitted reports of liver toxicity and 

misrepresented serious adverse events experienced by patients in their clinical 
studies.“ –Dr. Janet McGill
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Pharmacovigilance in Action (6)

Rezulin® was withdrawn from the market in 2000.
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Post-marketing Withdrawal of 462 Medicinal Products Because of 
Adverse Drug Reactions: A Systematic Review of the World Literature

Medication Reason for Withdrawal

Aprotinin (Trasylol) Increased risk of death

Rimonabant (Acomplia) Risk of severe depression and suicide

Drotrecogin alfa (Xigris) Lack of efficacy (no survival benefit)

Propoxyphene (Darvocet/Darvon) Increased risk of heart attacks and stroke

Pergolide (Permax) Risk for heart valve damage

Rofecoxib (Vioxx), Valdecoxib (Bextra) Risk of myocardial infarction and stroke

Cerivastatin (Baycol, Lipobay) Risk of rhabdomyolysis and kidney failure

Fenfluramine/phentermine Valvular heart disease

Sparfloxacin QT prolongation and phototoxicity

Troglitazone (Rezulin) Hepatotoxicity

Onakpoya et al. BMC Medicine (2016) 14:10
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The Role of Pharmacovigilance

Belongs to anyone and everyone 
that provides patient care.
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Reporting Adverse Drug Events 
(ADE)
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Indian Health Manual Chapter 7, 3-7.14
• All adverse drug events will be reported to and reviewed by the SU P&T, 

quality assurance and/or medication safety committee(s).
• This includes all allergic responses to drugs, any overextension of therapeutic 

effects or side effects, and any other unexpected response to a drug that results 
in actual or potential risk to the patient.

• In addition, all serious, unusual, or previously unreported adverse effects will be 
reported directly to the FDA MedWatch program.

• Adverse reactions to vaccines will be reported to the Vaccine Adverse Event 
Reporting System. A copy of each report will be filed in the pharmacy with a copy 
sent to the P&T Committee.
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Reporting Adverse Events
Adverse Drug Event (ADE)

MedWatch
Adverse Vaccine Event (AVE)

VAERS
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https://www.ihs.gov/nptc/pharmacovigilance/
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Adverse Event Reporting

28



Adverse Drug Event Reporting
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Submitting an Adverse Drug Event
Serious and unexpected ADEs must be reported to MedWatch

• Serious Adverse Drug Events: are those that result in death, require hospital 
admission or prolongation of existing hospital stay, result in persistent or 
significant disability/incapacity, or are life threatening.

• Unexpected Adverse Drug Events: are those that occur but are not found labeled 
in the package insert, pharmacologic references, or in the medical literature or that 
occur in a patient where the effect is unexpected.

If you are uncertain, submit it!
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Submitting an Adverse Drug Event Options
Three options:

1. Submit via online form: 
https://www.accessdata.fda.gov/scripts/medwatch/index.cfm.

2. Download the FDA 3500 form, complete, and mail/fax to MedWatch.

3. Document in the patient’s medical record using the RPMS EHR adverse 
event template. Print and mail/fax to MedWatch.
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MedWatch Options
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IMPORTANT: Document IHS

• Place IHS at the top of the form or in the 
Reporter Section (Section G).

• Federal, Tribal, and Urban programs are all 
encouraged to put IHS into this field to help 
better evaluate adverse events experienced 
in our patient population. 
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IHS Pharmacovigilance
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Statin Associated Autoimmune Myopathy

• Reports of patients developing severe muscle pain and weakness that 
appears to be associated with statin therapy

• Pain and weakness continue to progress after discontinuation
• Rheumatologist working with IHS identified this as SAAM

• The body’s immune system develops antibodies against itself

• Multiple cases referred by members of the NPTC to the NPTC core 
team

• Cases encouraged to be reported to MedWatch
• FDA has contacted IHS and continues to monitor this effect
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Adverse Vaccine Event Reporting

36



Vaccine Safety: Common Adverse Events
• Vaccines are considered to be safe and effective 

with most common adverse events being mild and 
are signs that the body is developing immunity:

• Pain, swelling, or redness where the shot was 
given

• Mild fever
• Chills
• Feeling tired
• Headache
• Muscle and joint aches 

• https://www.vaccines.gov/basics/safety/side_effects
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Vaccine Safety: Serious Adverse Events
• More serious side effects are rare but can occur. Some examples:

• Anaphylaxis (0.65 cases/1 million vaccinations)
• Thrombocytopenia from Rubella vaccine (1 case/40,000 vaccinations)
• Orchitis from Mumps vaccine (0.3 cases/1 million vaccinations)
• Intussusception from Rotavirus vaccine (1 case/100,000 vaccinations)
• Guillain-Barre from flu vaccine (1 case/1.25 million vaccinations; association is stronger 

with flu infection than the vaccine)

Spencer JP, Trondsen Pawlowski RH, Thomas S. Vaccine Adverse Events: Separating Myth from Reality. Am Fam Physician. 
2017;95(12):786-794.
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Vigilance is 
Needed Even 
More Now
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V-Safe
• The CDC has created a new smart phone 

tool called v-safe. Once you have signed up 
and have received the COVID-19 
vaccination, v-safe will send you a text 
message asking you how you are doing and 
if you have any adverse events. 

• If you have clinically significant adverse 
events, the CDC will contact you for more 
information.

• You will also receive a text notification 
when (if) you are due for a second COVID 
vaccine.

• https://www.cdc.gov/coronavirus/2019-
ncov/vaccines/safety/vsafe.html
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Submitting an Adverse Vaccine Event
• It is required by IHS policy in Chapter 7 of the Indian Health Manual
• Healthcare providers may be required by law to report under certain 

conditions. 
• Any adverse event listed in the VAERS Table of Reportable Events Following 

Vaccination that occurs within the specified time period after vaccinations.
• An adverse event listed by the vaccine manufacturer as a contraindication to further 

doses of the vaccine.
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Sample: Table of 
Reportable Events
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Reporting a Vaccine Adverse Event

• Open a web browser and go to 
https://vaers.hhs.gov

• Scroll down and select Report an 
Adverse Event.
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Reporting a Vaccine Adverse Event Options

• There are two options to submit an 
adverse event to VAERS:

• Using the online report.
• Uploading and submitting a PDF 

form. 
• This option enables you to begin 

the report, save it, and finish it at 
a later time.
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Reporting a Vaccine Adverse Event Form

• After clicking the online report icon, 
a new page will open.

• Begin filling out the report with as 
much info as possible.

• Please note that items marked 
with an asterisk (*) are 
mandatory.
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IMPORTANT: Document IHS (cont.)
• Place IHS in the Item 26 field (Immunization Project Report Number)

• Federal, Tribal, and Urban programs are all encouraged to put IHS into 
this field to help better evaluate adverse events experienced in our 
patient population.  
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Final Step

After you have completed the form, click the Submit button in the bottom right 
to send your report to VAERS and complete the reporting process. 
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IHS Pharmacovigilance (cont.)
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NPTC Quarterly 
Adverse Event Report
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I-STAR and Employees
• Document employee AVEs
• May attach a copy of the VAERS report
https://home.ihs.gov/i-star/
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Drug Safety Board
• To help the FDA assess the impact of their safety decisions on the 

healthcare systems of its Federal Partners
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Drug Safety Information

• Drug Safety Communications
• Communications distributed by the FDA regarding the prescribing and monitoring of FDA approved 

medications and devices. 
• NSAID use and pregnancy warning
• Lorcaserin withdrawal

• Drug Safety Alerts
• Information about the safe and effective use of one or more medications. Drug safety alerts provide 

information about current topics and findings to help raise awareness and promote medication safety.
• Removal of Boxed Warning for Canagliflozin and amputations
• Metformin Recall
• Look alike-sound alike medications
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Drug Safety Communication
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Drug Safety Alerts
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How to Get Drug Safety Messages
• NPTC
• Pharmacy
• Public Health Nursing
• Diabetes Coordinators
• NCCMO
• Advanced Practice Nursing
• Midwives
• CCC
• IHS Nursing
• IHS Clinical Directors

https://www.ihs.gov/listserv/topics/signup/?list_id=183 55
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Drug Recalls
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Some General Principals to 
Reduce the Risk of ADEs
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Remove Medications
• Remove medications when not needed

• Identify medications causing adverse drug 
events and consider stopping or alternatives.

• Identify medications used to prevent or treat 
side effects. 

• Reassess the need for chronic medications.
• Stop one med at a time
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Anticholinergic Medications

• Risk of delirium, cognitive impairment, falls, constipation, urinary retention, 
dry mouth

• Avoid first generation antihistamines (diphenhydramine)
• Use loratadine or non-pharmacologic therapy (sleep hygiene)

• Avoid tricyclics or paroxetine
• Other SSRI or SNRI

• Limit overactive bladder (oxybutynin)
• Emphasize non-drug (caffeine, alcohol, fluids before bed)
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Medications and  Hypoglycemia

Risk factors for drug induced hypoglycemia
• Advanced age
• More than one glucose lowering medication
• Interactions
• Tight control
• Excessive alcohol intake
• Reduced carbohydrate intake
• Exercise
• Hepatic dysfunction
• Renal dysfunction
• History of hypoglycemia
• Recent hospitalization

• ACE Inhibitors
• Fluoroquinolones
• Quinine/quinidine
• Tyrosine kinase inhibitors
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Sulfonylureas
• Increased risk of hypoglycemia

• 1st generation > glyburide (especially in the elderly or renal impairment  > glipizide > glicazide 

• Secondary failure (5+ years)

• Cardiovascular neutral
• TOSCA.IT
• CAROLINA

Vaccaro O, Masulli M, Nicolucci A, et al. Effects on the incidence of cardiovascular events of the addition of pioglitazone versus sulfonylureas in patients 
with type 2 diabetes inadequately controlled with metformin (TOSCA.IT): a randomised, multicentre trial. Lancet Diabetes Endocrinol. 2017;5(11): 887–
97.

Rosenstock J, Kahn SE, Johansen OE, et al. Effect of linagliptin vs glimepiride on major adverse cardiovascular outcomes in patients with type 2 diabetes: the 
CAROLINA randomized clinical trial. JAMA. 2019;322(12):1155–66.

Leiter LA, Shestakova MV, Trubitsyna NP, Piletic M, Satman I. Implementing an optimized glucose-lowering strategy with a novel once daily modified 
release gliclazide formulation. Diabetes Res Clin Pract. 2016;112:50–6.
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Conclusion

1. Report adverse drug events to MedWatch
• Put IHS in the Reporter Section (section G)

2. Report adverse vaccine events to VAERS
• Put IHS in field #26

3. Sign up for the NPTC listserv
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It Took More Than 430 Reports
Dr. John L. Gueriguian, records 
show, voiced concern to 
Warner-Lambert as early as 
January 1994 about Rezulin's 
"potential toxicities."

Photo: Chuck Kennedy, for the 
Times

You can make a difference.
You can improve medication safety.

You are the pharmacovigilance team.
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Thank you!
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