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Juluca, Tivicay, Triumeq (dolutegravir): FDA to
Evaluate - Potential Risk of Neural Tube Birth
Defects

[Posted 05/18/2018]
AUDIENCE: Infectious Disease, Health Professional, Patient

ISSUE: Serious cases of neural tube birth defects involving the brain, spine, and spinal cord have been reported in babies born to women
treated with dolutegravir used to treat human immunodeficiency virus (HIV). Preliminary results from an ongoing observational study in
Botswana found that women who received dolutegravir at the time of becoming pregnant or early in the first trimester appear to be at higher
risk for these defects.

Neural tube defects are birth defects that can occur early in pregnancy when the spinal cord, brain, and related structures do not form
properly. To date, in this observational study there are no reported cases of babies born with neural tube defects to women starting
dolutegravir later in pregnancy. We are investigating this new safety issue and will update the public when we have more information.

BACKGROUND: Dolutegravir is an FDA-approved antiretroviral medicine used in combination with other antiretroviral medicines to treat
HIV, the virus that can cause acquired immunodeficiency syndrome (AIDS). Dolutegravir works by blocking integrase, an HIV enzyme, to
prevent the virus from multiplying and can reduce the amount of HIV in the body. Stopping dolutegravir without first talking to a prescriber can
cause the HIV infection to become worse. Approved in 2013, dolutegravir has been on the market for 5 years, and is available as a single
ingredient product under the brand name Tivicay and as a fixed dose combination tablet with other HIV medicines under the brand names
Juluca and Triumeq.

RECOMMENDATION: Patients should not stop taking dolutegravir without first talking to your health care professional because stopping
your medicine can cause the HIV infection to worsen. In addition:

¢ If you are already pregnant, stopping your dolutegravir-containing regimen without switching to alternative HIV medicines could cause the
amount of virus to increase and spread HIV to your baby.

 [f you take a dolutegravir-containing regimen at the time of becoming pregnant and during the first trimester of pregnancy, there is a risk
that your baby may develop neural tube defects. Neural tube defects happen early in pregnancy, before many women even know they are
pregnant. For this reason, women of childbearing age should talk to their health care professional about other non-dolutegravir-containing
antiretroviral medicines.

¢ You should tell your health care professional if you are pregnant or are planning to become pregnant before you start a dolutegravir-
containing regimen. Your health care professional may discuss other treatment options with you.

¢ Women of childbearing age who decide to take a dolutegravir-containing regimen should consistently use effective birth control
(contraception) while on HIV treatment. Women should talk to their health care professionals about an effective birth control method to use
while taking a dolutegravir-containing regimen.

o Before you start a dolutegravir-containing regimen you will need a pregnancy test to determine if you are already pregnant.

Healthcare professionals should inform women of childbearing age about the potential risk of neural tube defects when a dolutegravir-
containing regimen is used at the time of conception and early in pregnancy. In addition:

¢ Healthcare professionals should weigh the benefits and the risks of dolutegravir when prescribing antiretroviral medicines to women of
childbearing age. Alternative antiretroviral medicines should be considered. Discuss the relative risks and benefits of appropriate
alternative antiretroviral therapies.

« If the decision is made to use dolutegravir in women of childbearing age, health care professionals should reinforce the consistent use of
effective birth control.

e Perform pregnancy testing before initiating a dolutegravir-containing regimen in women of childbearing age to exclude pregnancy.

Healthcare professionals and patients are encouraged to report adverse events or side effects related to the use of these products to the
FDA's MedWatch Safety Information and Adverse Event Reporting Program:

e Complete and submit the report Online:
(https://www.accessdata.fda.gov/scri

* Download form (/Safety/MedWatch/HowToReport/DownloadForms/ucm2007307.htm) or call 1-800-332-1088 to request a reporting
form, then complete and return to the address on the pre-addressed form, or submit by fax to 1-800-FDA-0178

https://www.fda.gov/Safety/MedWatch/Safetylnformation/SafetyAlertsforHumanMedicalProducts/ucm608168.htm 1/2


https://www.accessdata.fda.gov/scripts/medwatch/index.cfm?action=reporting.home
https://www.fda.gov/Safety/MedWatch/HowToReport/DownloadForms/ucm2007307.htm

2018/6/6 Safety Alerts for Human Medical Products > Juluca, Tivicay, Triumeq (dolutegravir): FDA to Evaluate - Potential Risk of Neural Tube ...

https://www.fda.gov/Safety/MedWatch/Safetylnformation/SafetyAlertsforHumanMedicalProducts/ucm608168.htm 2/2


https://www.fda.gov/Drugs/DrugSafety/ucm608112.htm
https://www.fda.gov/Safety/MedWatch/SafetyInformation/SafetyAlertsforHumanMedicalProducts/ucm590808.htm
https://www.fda.gov/Safety/MedWatch/SafetyInformation/SafetyAlertsforHumanMedicalProducts/ucm535957.htm
https://www.fda.gov/Safety/MedWatch/SafetyInformation/SafetyAlertsforHumanMedicalProducts/default.htm

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

18 May 2018
EMA/295960/2018

New study suggests risk of birth defects in babies born to
women on HIV medicine dolutegravir

While EMA review is ongoing, dolutegravir should not be used in women
seeking to become pregnant

The European Medicines Agency (EMA) is evaluating preliminary results from a study which found 4
cases of birth defects such as spina bifida (malformed spinal cord) in babies born to mothers who
became pregnant while taking dolutegravir. While EMA is assessing the new evidence it has issued the
following precautionary advice:

e Dolutegravir HIV medicines should not be prescribed to women seeking to become pregnant.

¢ Women who can become pregnant should use effective contraception while taking dolutegravir
medicines.

The study, which looked at babies born to 11,558 HIV-infected women in Botswana, showed that 0.9%
of babies (4 of 426) whose mothers became pregnant while taking dolutegravir had a neural tube
defect, compared with 0.1% of babies (14 of 11,173) whose mothers took other HIV medicines. Final
results are expected in about a year.

Women who have been prescribed dolutegravir should not stop taking their medicine without first
consulting their doctor.

EMA will update the recommendations as necessary when it concludes its assessment.
Information for patients

e Preliminary data show that taking dolutegravir for HIV before pregnancy may increase the risk of
birth defects such as spina bifida (malformed spinal cord).

e If you are taking dolutegravir and you can become pregnant you should use an effective
contraception.

e If you are taking dolutegravir and wish to become pregnant please talk to your doctor about
whether dolutegravir remains the most appropriate treatment.

e If you are pregnant and using dolutegravir, you should consult your doctor. Do not discontinue
dolutegravir without consulting your doctor, as this may harm you and your unborn child.
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e Tell your doctor if you become pregnant, think you might be pregnant or are planning to become
pregnant. Your doctor will review your treatment.

e If you have any questions about your treatment or contraception, speak to your doctor or
pharmacist.

Information for healthcare professionals

e Preliminary results from an observational study revealed an increased risk of neural tube defects in
infants born to women who took dolutegravir at the time of conception. No cases were reported in
infants born to women who started dolutegravir later during pregnancy.

e Reproductive toxicology studies have not shown any relevant findings. Likewise, other data on the
use of dolutegravir in pregnancy, including data from the Antiretroviral Pregnancy Registry (APR),
clinical trials and post-marketing use have not indicated a risk of neural tube defects.

e As a precaution, healthcare professionals in the EU are advised of the following:

Do not prescribe dolutegravir for women of child bearing potential who are trying to become
pregnant.

—  Exclude pregnancy in women of child bearing potential before starting dolutegravir.

— Advise women of child bearing potential who are taking dolutegravir to use effective
contraception throughout treatment.

— If pregnancy is confirmed in the first trimester while a woman is taking dolutegravir, switch to
an alternative treatment unless there is no suitable alternative.

o Healthcare professionals in the EU will be sent a dear healthcare professional letter concerning
these recommendations.

More about the medicine

Dolutegravir is an integrase inhibitor. This means that it blocks an enzyme called integrase that is
needed by the HIV virus to make new copies of itself in the body. When it is given with other
medicines, it helps to prevent the spread of HIV and keep the amount of the virus in the blood at a low
level. Dolutegravir does not cure HIV infection or AIDS, but it may hold off damage to the immune
system and the development of infections and diseases associated with AIDS.

In the EU, dolutegravir has been authorised since 2014. It is marketed on its own as Tivicay and in
combination with lamivudine and abacavir as Triumeq. Further information on these medicines can be
found here. Another medicine, Juluca, a combination of dolutegravir and rilpivirine has received a
positive opinion by the Committee for Medicinal Products for Human Use (CHMP) and is currently
awaiting a decision by the European Commission.

More about the procedure

The review of dolutegravir was carried out in the context of a safety signal. A safety signal is
information on a new or incompletely documented adverse event that is potentially caused by a
medicine and that warrants further investigation.
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The review was carried out by EMA’s Pharmacovigilance Risk Assessment Committee (PRAC), the
Committee responsible for the evaluation of safety issues for human medicines.
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