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Background / Objectives

The current standard of care for chronic hepatitis C virus genotype
1 infection is a triple therapy which :

v Includes a direct-acting antiviral (DAA) : a protease inhibitor (PI),
either telaprevir (TVR) or boceprevir (BOC)

v Produces better viral response rates, but increases risks of ad-
verse drug reactions (ADRs) and drug-drug interactions (DDIs).

2 Method
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» Hospital pharmacists educated themselves about adverse effects and drugs that are commonly

associated with clinically significant DDIs.
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These drugs were introduced in mid-2011. As there is little
Information available about the results of taking of these drugs,
we Intended, with this study :

» To encourage patients to provide feedback on the ADRs and to
communicate on potential problems

» To follow up known DDIs?3
» To adapt pharmaceutical advice.
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~ Questionnaire

» A guestionnaire was developed to pick up ADRs and to facilitate the identification of DDIs. To st S —
support this effort, SPCs and an on-line searchable database of HCV drug interactions? B s e e e
supported by the University of Liverpool were used. —_— i

Their routes of metabolism and transport predispose TVR and BOC to drug interactions : = S
both agents are substrates and potent inhibitors of cytochrome CYP 450 3A4 and glycoprotein P-gp. e """"" _d

» Based on this questionnaire validated by doctors, guided pharmaceutical interviews were L
conducted between January and April 2012. Patients were informed of the process and gave T e
their consent before answering the questionnaire. Hospital pharmacists :

v conducted a thorough investigation with outpatients. Each time drugs were dispensed, they =i
could speak about the difficulties, potential adverse effects and the use of prescription, — S ————
over-the-counter and herbal drugs. e i St ey

v collected adverse effects which had a detrimental impact on quality of life and evaluated e —
potential for DDIs before dispensing the HCV PI. mw—— T e et s B un Bt

 Data collected has been consolidated and analysed by hospital pharmacists.

3 Results
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Fluoxetine 2 Anxiolytics/hypnotics/sedatives

. Beta Blockers
Amlodipine 3

Venlafaxine 1
Calcium Channel Blockers

Nevibolol 1 Contraceptives

Metformin 5

Alprazolam 3 Gastrointestinal agents

B Herbals/Supplements/Vitamins

Zopiclone 3 Hydroxyzine 3

Immunosuppressants

Substrate for CYP 3A4, its levels may
be increased by HVC PI.

A reduced dose has been considered
before initiating antiviral therapy.

Zolpidem 6

_ Lipid lowering agents
TVR decreased zolpidem exposure by

40-50%. Increased dose of zolpidem
was required to maintain efficacy.

Steroids

4 Conclusion

* Interviews were an important prevention strategy for ADRs and DDiIs :
v They enabled patients to talk about their ADRs and to express feelings on

difficulties faceo
response, mora

v They enablec

during their treatment. Hospital pharmacists gave them, in
support and adapted the advice they administered.

hospital pharmacists to identify DDIs, to consider potential

risks and to raise patients’ awareness on potential DDls. Some significant
DDIs reported to doctors led to prescription changes.

 Finally, most serious ADRs were reported to health authorities in order to
Improve the monitoring of risks related to these new drugs.
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* The most common ADRs were anemia (52% of patients) and cutaneous
manifestations (65%), especially dry skin (44%)

 Fatigue, rash and pruritus were more frequent with TVR patients.

« Some ADRs were reported almost exclusively by BOC patients :
dysgeusia, alopecia and weight and appetite loss.
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