DOLUTEGRAVIR INDUCED
NEUROTOXICITY




INTRODUCTION

DTG presents an excellent safety/tolerability
profile in clinical trial setting, although some
SE m relation with CNS has been described

after commercialization.

In our country, [in the unique series
published to date (LLlibre JM et al. CROI
2017. P651)] they have become the main

cause of 1ts discontinuation.
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Table 2: Prior ART regimens in subjects switching to an INSTI regimen Table 6: Analysis of risk factors for D/C due to any (A), or neuropsychiatric (B) toxicity.
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Conclusions

in this prospective cohort study, we did not find significant differences in the rate of DIC due to any
toxicity (neither related with all the regimen nor specifically with the INI) among the § regimens studied
with DTG, RAL or EVGIc, either in naives or in switch

Thare was a significantly higher rate of DIC due to neuropsychiatric AEs with DTG vs either RAL or
EVG/c. EVG/c/ITDFIFTC and DTG + TDFFTC showed the lower rates of D/C due to neurosychiatric AEs.

Rates of D/C due the AEs were low, but most subjects discontinuing DTG/ABC/ITC did so due to
neuropsychiatric AEs. Why this was not seen with DTG ¢ TDFF TC merits further investigation.

We did not find a highar rate of D/C for subjects with >80 y.o., those receiving ABC (vs TDF) or those D/
€ beyond February 2016 (limited sample). We found a higher risk of DIC in females with DTG or EVG/c
(vs RAL) for any AE but not for neuropsychiatric AEs

1 ' . b Toxicities were rarely grade 3-4, had commeonly been seen also before the initiation of the INSTL and
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Neurological side effects with
integrase inhibitors cause low
rates of discontinuation in clinical
practice

1 October 2016. Related: Conference reports, Side
effects, Lipodystrophy Workshop (IWADRH) 18 New
York 2016.

An analysis from use of integrase inhibitors in
clinical practice reported significantly higher rates
of discontinuations related to side effects than
seen in clinical studies and includes neurological
complications with dolutegravir.

This was a retrospective analysis presented in an oral
presentation at the 18th International Workshop on
Comorbidities and Adverse Drug Reactions in HIV by
Esteban Martinez from University of Barcelona. [1]

18th International Workshop on
Comorbidities

& Adverse Drug
Reactions in HIV

Neurological side effects with integrase
inhibitors cause low rates of discontinuatic
in clinical practice

This was a retrospective analysis pres

in an oral presentation at the 18th

International Workshop on Comc

and Adverse Drug Reactions i
eban Martinez from




LEFT

BRAIN

| am the left braln.

A mathematician.
am accurate. Unear,

iy al

Abways In confrol. A master of words and longuoge.
Realist alculale equations ond play with numbers
I am am logic.
| know sxactly who | am

1 am the right brain.
| amcreafivity. A free spiit, | om passion.
y Yearning.
Sefavality. | am he sound of rearing lavghler,
amflaste. The feeling of sand beneath bare feet,
novament. Vivid colors.
I.am the urge ta paint on an empty canvas.
| am boundless imagination.




trospective study (December -
4 until April- 2018) collecting

nts receiving DTG and they
nted SE mn the CNS.

n1s period 300 patients were

epidemiological,
1C, IMIMUNO-
ojstered, as




RESULTS

7 (16,69%) over 42 patients that
received DTG presented CNS

toxicity.

The average time of use of the
drug until the onset of
symptoms was 10 months and
in all cases led to drug
discontinuation with complete
clinical resolution the next 4
weeks.
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CONCLUSIONS:

In our series, a 16,6% of patients presented SE 1n the
CNS with the use of D'TG.

Predominantly male with a PSYCHIATRIC history.

In patients with psychiatric comorbidity 1s was more
severe when compared to patients not affected.

In the absence of confirmation 1n larger series,
treatment with DTG 1n patients with psychiatric
background need to be checked.
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