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Training objectives

After this training session, participants will be able to: 

✓ Provide a clear definition of the 3HP treatment;

✓ Explain the indications and contraindications associated 
with the 3HP treatment;

✓ Identify the side effects and potential interactions;

✓ Provide appropriate follow-up to patients on treatment.



A few basic concepts

Definition
TB infection (TBI or LTBI) refers to “the presence of Mycobacterium 
tuberculosis (MTB) bacilli inside the body without signs of the disease”

Persons with TBI:

➢ exhibit no clinical signs or symptoms of the disease;
➢ are not contagious, hence do not present a risk for the people 

around them;
➢ show no signs of active TB disease on the chest X-ray (CXR);
➢ obtain negative microbiological test results (GeneXpert, smears, 

cultures); 
➢ are not subject to mandatory treatment.

Source: MSSS – Guide d'intervention - La tuberculose, 2017



TBI treatment 

✓ Only approach to prevent active TB disease.

✓ Clinical and radiological follow-up ≠ prevention: 

➢ can only detect active TB once it has manifested
itself, but it does not prevent the disease!



Risks of not treating TBI

✓ TBI can evolve into active TB disease (up to 10%)

✓ ↑ active TB = ↑ community transmission

✓ Children < 5 years of age: high risk of developing 
severe forms of TB (e.g., disseminated TB, TB meningitis)

Source: CDC, 2023



Risk of active TB disease and manifestations 
according to age

Source: CTS, 2022
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Risk of active TB disease and manifestations 
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3 3 months of weekly Tx

H INH (Isoniazid )

P Priftin (Rifapentine)



TBI treatments offered in Nunavik

Source: CTS, 2022 and TB toolbox - NRBHSS

Molecules Duration Frequency Administration

First 
line

Rifapentine (RPT) 
and Isoniazid 
(INH) – 3HP

3 months Once weekly DOT

Rifampicin (RIF) 4 months Daily SA (self-
administration) 

Second 
line

Isoniazid (INH) 9 months Daily SA (self-
administration)

Third 
line 

Isoniazid (INH) 9 months Twice weekly DOT



TBI treatments offered in Nunavik

Source: CTS, 2022 and TB toolbox - NRBHSS

Molecules Duration Frequency Administration

First 
line

Rifapentine (RPT) 
and Isoniazid 
(INH) – 3HP

3 months Once weekly DOT

Rifampicin (RIF) 4 months Daily SA (self-
administration) 

Second 
line

Isoniazid (INH) 9 months Daily SA (self-
administration)

Third 
line 

Isoniazid (INH) 9 months Twice weekly DOT

New!



✓ As effective as Rifampicin (RIF)
✓ Standard of care in the United States
✓ Used in Nunavut and other regions of Québec (e.g. North Shore)

✓ Priftin = not registered in Canada*

*Available through Health Canada’s access program for urgent public health 
needs and through Indigenous Services Canada (ISC).

Source: https://bhekisisa.org/resources/general-
resource/2020-04-01-world-health-organisation-
guidelines-for-managing-and-treating-latent-tb/ 

Sources: NCS, 8 ed., 2022 ; Alvarez et al., 2020

3HP:

First line therapy in Canada



Better completion rates

✓ Shortest treatment available : 12 weeks
✓ Dose taken once a week
✓ Lower hepatotoxicity than with INH alone
✓ Addition of vitamin B6 (↓ neurotoxicity)

3HP

Sources: INESSS, 2019; CTS, 2022; Alvarez et al., 2020; CTS, 2022



Treatment indications

➢ Recently diagnosed TBI

➢ Untreated or inadequately treated old TBI

➢ Window period prophylaxis (WPP) for vulnerable 
contacts (young children between 2 and 4 years of age)

• Children and adults between 2 and 65 
years of age (on a case by case basis if 65+ yo)

Who can be treated with 3HP?
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Source: Nunavut Department of Health, 2019

Exclusions

➢ Pregnancy, breastfeeding or 
< 3 mo postpartum

➢ Children < 2 yrs old

➢ Adults > 65 yrs old (on a case 
by case basis)

➢ Persons with risk factors for
hepatotoxicity



DOT – Directly Observed Therapy

Objectives

✓↑ treatment compliance and success rate

✓ ↑ early detection of adverse reactions, difficulties 
associated with treatment and other potential issues

✓ ↑ individual support throughout the treatment

↓ risk of active TB in the future



Nitrosamine contamination 

➢ Since 2020, small quantities of contaminants called
nitrosamines have been detected in rifapentine.

➢ Nitrosamines are potential carcinogenic compounds also found
in certain food products and drugs, as well as in the
environment.

➢ 3 months exposure with 3HP ≈ «normal» daily exposure x 1 year

Health Canada and CDC conclusions

➢ Risk of not treating TBI >>> Limited risk of exposure to
nitrosamines due to 3HP.

Source: Kim, Thal et Szkwarko, 2023; TAG, 2021



Adverse 
reactions

However, can be associated with:
➢ Mild or moderate reactions mostly usually no need 

to stop the treatment
➢ Rare severe adverse reactions  stop treatment and 

reassess the situation

3HP is a safe treatment that is 
usually well-tolerated



Common reactions

Orange coloration of body fluids 
(tears, urine, sweat)

➢ Disappear on cessation of treatment

Caution: may stain contact lenses and dentures.
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Sources: Nunavut Department of Health, 2019 ; Alvarez, G. (2020)



Management of adverse reactions
Definition Recommended steps to take

Grade 1 Temporary reaction, no impact on 

daily routine (short-lived and not 

disabling).

• Notify the treating physician PRN

• Ensure appropriate monitoring

• Continue treatment

Grade 2 Reaction with an impact on daily

routine and which limits usual

functioning or persisting over 12-

24 hours.

• Notify the treating physician

• Ensure appropriate monitoring

• Treat symptoms PRN

• May require laboratory tests and 

temporary suspension of treatment

Grade 3 Reaction with a significant impact 

on daily routine and which is

disabling in terms of work or usual

tasks and activities.

• Notify the treating physician

• Stop treatment

• Ensure appropriate monitoring

• Treat symptoms or provide support (PRN).

• Laboratory tests (as per the clinic)

• Report the situation as per the institution's 

procedure



Flu-like symptoms = frequent and 
generally benign (grade 1)

E.g.: nausea/vomiting, fatigue, aching muscles, 
fever, headaches, dizziness, abdominal pain

✓Short-lived (usually < 12 hours)
✓Usually present after the 3rd or 4th dose
✓Onset within a few hours after taking the 

medication
✓Not necessary to stop treatment, but 

follow-up required until symptoms resolve

Adverse 
reactions

Note:
Avoid administering 3HP on the same day as a vaccine



Adverse 
reactions

Hepatotoxicity*

Jaundice
Abdominal pain/discomfort
Anorexia
Nausea/vomiting
Dark (tea-coloured) urine
Pale (whitish) stool
Rash
Pruritus

*In the presence of jaundice or if suspicion of hepatotoxicity, do
a liver function workup and suspend treatment.



Adverse 
reactions

Hepatotoxicity

If concentration of transaminases (AST/ALT) 

is 5x the upper limit of normal range
without symptoms

OR

If concentration of transaminases (AST/ALT) 

is 3x the upper limit of normal range in the 
presence of symptoms

Notify the treating physician and Stop treatment



Hypersensitivity = severe reaction

Presence of ONE of the following Sx:
• Hypotension (systolic BP < 90 mm Hg)
• Hives (urticaria)
• Angiodema (swelling of lips and eyelids)
• Acute bronschospasm
• Conjunctivitis (red eyes)

And ≥ 4 of the following symptoms:
• Weakness, fatigue, nausea, vomiting, 

headache, fever, chills, sore 
muscles, dizziness, shortness of breath, hot 
flashes, profuse sweating (diaphoresis)

Cessation of treatment and urgent
medical assessment

Adverse 
reactions



Particular conditions and moderate or severe adverse
reactions must be documented and reported to the
treating physician:

✓ abnormal laboratory results;

✓ potential adverse drug reactions;

✓ active TB symptoms;

✓ possible pregnancy;

✓ change in a pre-existing medical condition;

✓ visit to the ER or clinic;

✓ other special conditions presenting during treatment.

REMINDER



REMINDER

Any severe or unforeseen adverse reaction due to 
treatment/medication needs to be declared by the 
pharmacist to Health Canada as stipulated by the 
health centre’s internal procedure.

https://www.canada.ca/en/health-canada/services/drugs-health-
products/medeffect-canada/adverse-reaction-reporting.html
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https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/adverse-reaction-reporting.html


Before starting any treatment, 
important to check: 

✓Medication taken on a regular or
occasional basis

✓Natural products used

✓ Substance use/abuse

✓ Potential interactions (confirm
with pharmacist)

*Certain severe reactions can occur as a result of 
undocumented interactions.

Drug 
interactions*



• Certain antibiotics (clarithromycin, 
doxycycline, fluoroquinolones such as 
ciproflocaxin, levofloxacin, etc.)

• Warfarin
• Methadone
• Cyclosporin, tacrolimus 
• Antihypertensive drugs (propranolol)
• Prednisone
• Digoxin
• Sulfonylureas
• Levothyroxine

• Fibrates and antilipemic agents
• Phosphodiesterase-5 inhibitors 

(sildenafil) 
• Ticagrelor
• Anticonvulsants (phenytoin, valproic 

acid)
• Tricyclic antidepressants (amitryptiline, 

nortriptyline) 
• Antifungals (fluconazole, itraconazole, 

ketoconazole)

Below is a partial list of molecules that can interact with 3HP:

Source: Nunavut Department of Health, 2019

Some interactions will require modifying the treatment while 
others may call for dosage adjustments or serum levels



Drug 
interactions

Examples 

Antiretroviral substances

Combination not recommended

Combined Oral Contraceptives 
(COC) and other hormonal 

contraceptives

Decreases effectiveness: 
add a barrier method



TB 
Toolbox







Prescription –TBI (LTBI)



Protocol –TBI (LTBI)

• Symptomatic
• Abnormal initial

workup results 
• 50 years+ of age
• Hx of cirrhosis or 

hepatitis
• Rx at risk for

hepatotoxicity
• Alcohol 

consumption



Protocol –TBI (LTBI)



Protocol –TBI (LTBI)



Protocol –TBI (LTBI)



Prescription - WPP



Protocol - WPP



Protocol - WPP

• Symptomatic
• Abnormal 

initial workup
• Risk factors or 

Rx at risk for
hepatotoxicity



Protocol - WPP



Weekly clinical evaluation



Weekly clinical evaluation



Registration of medication



Registration of medication 

A missed dose can be taken in the next few days if the
following criteria are met:
➢ At least 72 hours between the doses

AND

➢ No more than 5 doses in a 28-day period

Notify the treating physician if:

➢2 consecutive missed doses over a period of 2 weeks
➢3 missed doses over a period of 6 weeks
➢At week 11, only 6 doses have been taken
➢Discontinue Tx if less than 6 doses taken at week 12



Clinical and radiological follow-up



Rifapentine: supply

➢ Follow regular procedure with health centre (either UTHC 
for Ungava communities or IHC for Puvirnituq) or 
Pharmacie Voyer (for other communities served by IHC).

➢ Products available in Kuujjuaq and Puvirnituq if needed.

➢ Medication available in communities where there are 
outbreaks or where there is a screening initiative (e.g. to 

replace a lost or spoiled dose).

➢ Make sure that all 12 doses have been received before 
starting treatment. 
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Rifapentine: storage and transportation

➢ Store at room temperature (between 20° and 25°)

➢ Store away from direct light

➢ Do not freeze
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Rifapentine: administration

➢Administer with food if possible

➢ If medication is crushed, administer immediately after crushing

➢Fill out the clinical evaluation form prior to each dose:

In the presence of symptoms, do not give the dose and notify 
the treating physician. 



Recommendations for patients

Prior to beginning and throughout the treatment:

➢ Encourage alcohol consumption reduction/cessation
➢ Ask for consumption of medication or substances that 

could potentially be hepatotoxic (e.g., acetaminophen)
➢ Check for risk or Sx of pregnancy
➢ Verify whether the patient has travel plans
➢ Ask for active TB symptoms
➢ Check for the presence of adverse reactions
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Questions



Thank you!

Nakurmiik!


